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Continuing Medical Education Statements
This activity will change your practice and improve patient outcomes!
AOA Statement:
The American Osteopathic College of Dermatology is accredited by the American Osteopathic Association to
provide osteopathic continuing medical education for physicians.The American Osteopathic College of Dermatology
designates this activity for a maximum of 25 AOA Category 1-A credits and will report CME and specialty credits
commensurate with the extent of the physician’s participation in this activity. March 31-April 3, 2016
AAD Statement:
The American Osteopathic College of Dermatology Current Concepts in Dermatology (Activity #698100) is
recognized by the American Academy of Dermatology for 25 AAD Recognized Credit(s) and may be used toward
the American Academy of Dermatology’s Continuing Medical Education Award. March 31-April 3, 2016
ACCME Statement:
“The American Osteopathic College of Dermatology is currently seeking accreditation by the Accreditation Council
for Continuing Medical Education (ACCME) to provide continuing medical education for physicians.”
March 31-April 3, 2016
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American Osteopathic College of Dermatology
Mission Statement &
Continuing Medical Education Needs Assessment
The Continuing Medical Education Activity of the American Osteopathic College of Dermatology will support
enhance and advance new models of academic excellence and community health care.
The objectives of this organization are:
1. To maintain the highest possible standards in the practice of dermatology
2. To stimulate study and to extend knowledge in the field of dermatology
3. To promote a more general understanding of the nature and scope of the services rendered by osteopathic
dermatologists to the other divisions of medical practice, hospitals, clinics, and the public.
4. To contribute to the best interests of the osteopathic profession by functioning as an affiliated organization of
the American Osteopathic Association
Purpose
The purpose of the CME activity is to provide AOA-accredited continuing medical education activities to
inform the dermatologist physician. The activity will provide a mechanism by which its constituents can improve
competency, maintain board certification, and cultivate lifelong learning. CME will provide physicians with the
opportunity to further develop their knowledge through individual and group learning activities. The Continuing
Medical Education Committee will monitor the quality of all activities conducted by the AOCD.
Content Areas
The content of CME activities produced by the AOCD is determined and initiated by its members. The CME
activity approves the activities based upon needs assessment data to ensure that all offerings present current, state-ofthe-art information. Specific areas of emphasis include: (1) state-of-the-art clinical information, (2) health systems
administration, (3) public health issues, (4) educational methodology, (5) professionalism in medicine, (6) cultural
proficiency.
Target Audience
The primary target audience of the CME activities conducted by the AOCD are the dermatologist physician
members. The activity serves community physicians, volunteer clinical faculty, academic clinicians, and students
affiliated with the AOCD. The activity will also actively seek to broaden its audience through developing affiliations
with CME providers on the national level.
Types of Activities
The core activities presented by the CME activity are live conferences. The activity actively encourages member to
develop enduring materials as an evolving tool for continuing education. The activity is committed to exploring the
development of its capacity to expand resources in other educational techniques, including Web-based activities and
point-of-care technologies.
Expected Results
As a result of participation in the AOCD Continuing Medical Education activity, practicing clinicians will have
access in obtaining assistance in the correction of outdated knowledge, the acquisition of new knowledge in specific
areas, mastering of new skills, and the changing of attitudes or habits, etc.
These objectives will be achieved in a setting which is evidence-based, culturally sensitive, and free of commercial
bias. The AOCD is committed to the practice of continuing activity improvement. The AOCD will actively explore
new educational technologies, develop collaborative relationships with other CME providers, and seek to build the
capacity to evaluate competency-based outcomes among the clinicians we serve.
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Accreditation:
The AOCD is accredited by the American Osteopathic Association.
Meeting Objectives:
The 2016 Spring Meeting will provide a diversified CME activity focusing on the art and science of dermatology.
Information will be presented through lectures and scientific paper presentations. Attendees will be updated on a
broad range of new developments in dermatology and acquire a better understanding of advances in medical and
surgical therapies. They will also gain greater insight into current trends in practice management as well as financial
and medical/legal challenges facing today’s clinician.
Needs Assessments:
The activity was developed based upon the needs of physicians within the association identified through: (1) an activity
evaluation/survey provided to meeting participants at both our annual and midyear meeting, (2) recommendations
received through the mail, email, or by phone, (3) recommendations from previous activity chair, and (4) new advances
in dermatologic treatment identified in major publications or research studies. The Board of Trustees also meets to
discuss previous conferences and to provide additional topics and potential speaker contacts.
Faculty Disclosure:
As a sponsor accredited by the AOA, it is the policy of the AOCD to require the disclosure of anyone who is in a
position to control the content of an educational activity. All relevant financial relationships with any commercial
interests and/or manufacturers must be disclosed.
Disclosure of Commercial Support of CME:
As you undoubtedly know from the national media, there has been much discussion concerning the relationships
between CME sponsors, faculty and commercial companies providing support of CME.
Both the American Osteopathic Association and the Committee on Continuing Medical Education have adopted
regulations for ethical actions in this area which the American Osteopathic College of Dermatology endorse and
have adopted for all our educational activities.
Please be assured that having an affiliation with a company does not imply in any way that something is wrong or
improper; however, we want to inform attendees that such a relationship exists.
Should you have any questions regarding the facilities, handouts, activity content, or concerns about CME
compliance with the AOA “Uniform Guidelines,” feel free to contact the AOCD representative:
Marsha A. Wise, BS
Executive Director
P.O. Box 7525
Kirksville, MO 63501
660-665-2184
800-449-2623
Unresolved issues regarding compliance with the AOA “Uniform Guidelines” can be brought to the attention of the
AOA Division of CME by calling: 800-621-1773, or by writing: AOA CME Office
142 East Ontario Street, Chicago, IL 60611
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Meeting Faculty & Needs Assessments
Reagan Anderson, DO, FAOCD
Dr. Reagan Anderson specializes in general dermatology and in Mohs micrographic surgery for the
treatment of skin cancer. After graduating from Rampart High School in Colorado Springs, CO,
Dr. Anderson moved to Vancouver, British Columbia where he attained his Bachelor of Science
in biology from the University of British Columbia and a Master of Christian Studies degree from
Regent College. Dr. Anderson was then invited to attend the founding osteopathic medical school,
Kirksville College of Osteopathic Medicine. Upon matriculation, Dr. Anderson was commissioned in the
United States Navy where he spent the majority of his time serving the United States Marine Corps as the First
Reconnaissance Battalion Surgeon.
Dr. Anderson left the military in order to pursue dermatology. During his three-year dermatology residency at
the Michigan State University Consortium/Oakwood Southshore Medical Center, he was actively involved in
academic pursuits, which included national and international lecturing, as well as publishing several dermatologic
articles. From October 2008-October 2009, Dr. Anderson represented all osteopathic dermatology residents as
the resident liaison for the American Osteopathic College of Dermatology.
Michael Whitworth, DO, FAOCD
Dr. Michael Whitworth graduated cum laude from Kansas City University of Medicine and Biosciences.
He served his internship at Providence Hospital in Southfield, MI and his Residency at Michigan State
University/Oakwood Southshore Hospital. While at Oakwood Southshore, he served as chief resident. Dr.
Whitworth served as clinical research director for biologic studies involving psoriasis, as well as an acne
and cosmetic filler study. He is a Fellow member of the American Society for Mohs Surgery and holds a
Certificate of Added Qualification in Mohs micrographic surgery. Dr. Whitworth’s memberships include, American
Academy of Dermatology, American Osteopathic College of Dermatology, American Society for Mohs Surgery,
Michigan Dermatological Society and the American Society for Dermatologic Surgery.
Rene Bermudez, DO, FAOCD
Dr. Rene Bermudez is a board-certified dermatologist and Mohs surgeon practicing in Concord, NC.
Dr. Bermudez earned his medical degree from Philadelphia College of Osteopathic Medicine. He
completed his internship at Doctors Hospital of Stark County in Massillon, OH. Dr. Bermudez
completed an internal medicine residency at Summa Health System in Akron, Ohio. He then completed
his dermatology residency at Summa Health System in Cuyahoga Falls, OH. After finishing his dermatology residency,
Dr. Bermudez completed a Mohs micrographic surgery fellowship at, Kirksville College of Osteopathic Medicine/
Dermatology Associates of Tulsa in Tulsa, OK.
Complex Closures
Objective:
1. Understand different treatment options for complex closures.
2. Learn new techniques when considering complex closures.
3. Introduction to potentially new flaps.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis or treatment.
3. Development of new technology.
4. Advances in medical knowledge.
Reference:
• June K. Robinson MD (Author), C. William Hanke MD MPH FACP (Author), Daniel Mark Siegel MD
MS(Management and Policy) (Author), Alina Fratila MD (Author), textbook, Surgery of the Skin: Procedural
Dermatology, Second Edition.
• Willey, A., Papdopoulos D, et al. “Modified Single-Sling Mycutaneous Island Pedicle Flap: Series of 61
Reconstructions.” Dermatologic Surgery 2008;34:1527-1535.
• Martinez J, Cook J, Otley C. “The Keystone Fasciocutaneous Flap in the Reconstruction of Lower Extremity
Wounds.” Dermatologic Surgery 2012;38:484-489.
Core Competencies: 1,2,3,6
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Peter Saitta, DO, FAOCD
Dr. Peter Saitta received his Bachelor of Arts from New York University and his medical degree from the
University of Medicine and Dentistry of New Jersey. He completed his dermatology residency as chief
resident at Oakwood Hospital. Dr. Saitta assists with the osteopathic dermatology residency program at
St. John’s Hospital in New York and is also a clinical instructor of dermatology at NYU department of
dermatology, where he assists in teaching the residents patch testing. He will present a series of lectures on
allergic contact dermatitis at this year’s spring meeting.
Allergic Contact Dermatitis: North American Standard Series, Parts 1, 2 & 3
Objective:
1. To learn about truly positive patch test results.
2. To have an in-depth understanding of the top allergens on the North American Standard Series.
3. To learn how to counsel patients on how to avoid certain allergens.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis or treatment.
3. Advances in medical knowledge.
Reference:
• Fisher’s Contact Dermatitis, 6e (Rietschel, Fisher’s Contact Dermatitis) 6th Edition by Robert L. Rietschel
(Author), Joseph F. Fowler (Author).
• Dermatology: 2-Volume Set: Expert Consult Premium Edition – Enhanced Online Features and Print, 3e (Bolognia,
Dermatology) 3rd Edition by Jean L. Bolognia MD (Author), Joseph L. Jorizzo MD (Author), Julie V. Schaffer
MD (Author).
• Huang JT et al. Pediatrics 2009 May; 123(5):e808-14
• Darabi K et al. J Am Acad Dermatol 2009 Jan; 60(1):125-36
Core Competencies: 2,3,6
Jerry Bagel, MD
Dr. Jerry Bagel is the director for the Psoriasis Treatment Center of Central New Jersey. He is boardcertified in dermatology and a Fellow of the American Academy of Dermatology. He received his
Bachelor of Arts from Boston University, Master of Science from Rutgers University and Doctor of
Medicine from Mount Sinai School of Medicine. Dr. Bagel served his internship in internal medicine at
the University of Miami-Jackson Memorial Hospital and his residency in dermatology at the College of
Physicians and Surgeons at Columbia University.
Dr. Bagel is a nationally-recognized expert in the treatment of psoriasis and is regularly invited to speak across
the country and internationally about this medical condition and its treatment. He has practiced dermatology
and dermatologic surgery for 29 years. He is the Senior Attending Physician at the University Medical Center at
Princeton. Dr. Bagel is a three-term member of the Medical Advisory Board of the National Psoriasis Foundation.
Dr. Bagel is editor of Practical Dermatology, and associate editor for Psoriasis Forum. He has published extensively on
the topic of psoriasis in such journals as the Journal of the American Academy of Dermatology and the Journal of Drugs
& Dermatology.
Psoriasis Co-Morbidities
Objective:
1. To understand how psoriasis is associated with a higher risk of cardiovascular disease.
2. To understand how psoriasis is associated with a higher risk of depression.
3. To understand how psoriasis is associated with arthritis.
4. To understand how psoriasis is associated with metabolic E.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis or treatment.
3. Development of new technology.
4. Advances in medical knowledge.
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Reference:
• JAMA Dermatol. 2013;149(10):1173-1179. doi:10.1001/jamadermatol.2013.5015.
• Menter, et at. JAAD, 2008 May;58(5):826-50.
• American Academy of Dermatology Work Group. JAAD. 2011 Jul;65(1):137-74.
Core Competencies: 2,3,4,6
Mark Lebwohl, MD
Dr. Mark Lebwohl graduated summa cum laude from Columbia College in 1974 and graduated from
Harvard Medical School in 1978. He completed residencies in internal medicine and dermatology,
both at Mount Sinai. Dr. Lebwohl has been practicing dermatology since 1983. He is professor and
chairman of the Kimberly and Eric J. Waldman Department of Dermatology of the Icahn School of
Medicine at Mount Sinai. Dr. Lebwohl is the President of the American Academy of Dermatology.
He is chairman emeritus of the Medical Board of the National Psoriasis Foundation. He is the founding editor of
Psoriasis Forum as well as a medical editor of the bulletin of the National Psoriasis Foundation, Psoriasis Advance. He
is editor of the Dermatology Section of Scientific American Medicine. Dr. Lebwohl has chaired numerous symposia
and has written, edited or co-edited several books including Psoriasis, Mild-to-Moderate Psoriasis and Moderate-toSevere Psoriasis. He has authored or co-authored over 500 publications including peer-reviewed articles, invited
articles and book chapters. Dr. Lebwohl is actively involved in clinical trials of many new dermatologic treatments.
Answers to Your Questions about Psoriasis
Objective:
1. To learn how to manage biologics in particular with infections.
2. To assess management of biologics in particular undergoing surgery.
3. To evaluate advantages/disadvantages of drug solutions.
Needs:
1. New advances in dermatologic treatment.
2. Advances in medical knowledge.
Reference:
• Bartelds et al: JAMA 2011; 305:1460. Den Broeder et al; JRheumatology 2007; 34:689.
• http://www.niams.nih.gov/Health_Info/Psoriasis/
• https://www.psoriasis.org/content/comparative-efficacy-traditional-systemic-biologic-and-combinationtherapies-treatment
Core Competencies: 2,3,6
Amy Spizuoco, DO, FAOCD
Dr. Amy Spizuoco is a board-certified dermatologist and dermatopathologist. She received her
Bachelor of Arts at SUNY Binghamton with a double major in Italian and biology. And earned her
medical degree at New York College of Osteopathic Medicine. She completed a medical internship at
Lutheran Medical Center. She then went on to Alta Dermatology Residency Program in Mesa, AZ,
where she spent a year researching reflectance confocal microscopy and subsequently completed her
dermatology residency, serving as chief resident her final year. During residency she received training at the Mayo
Clinic Scottsdale, as well as Phoenix Children’s Hospital. After residency, Dr. Spizuoco completed a fellowship in
dermatopathology. Currently, Dr. Spizuoco is a member of the American Academy of Dermatology, the American
Osteopathic College of Dermatology, the American Society for Dermatopathology, the American Society of Mohs
Surgery, the American Society for Dermatologic Surgery, the New York State Osteopathic Medical Society, the
Women’s Dermatologic Society and the Dermatologic Society of Greater New York.
Dermatopathology Update
Objective:
1. To understand skin tumors.
2. To understand diagnosis and treatment of adrenal tumors.
Needs:
1. New advances in dermatologic treatment.
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2. New methods of diagnosis or treatment.
3. Advances in medical knowledge.
Reference:
• David E. Elder MB ChB (Author), Rosalie Elenitsas MD (Editor), Bernett L. Johnson Jr. MD (Editor), George
F. Murphy MD (Editor), Xiaowei Xu MD (Editor), textbook Lever’s Histopathology of the Skin, Tenth Edition.
• Gerami P, Scolyer RA, Xu X, Elder DE, Abraham RM, Fullen D. Prieto VG, Leboit PE, Barnhill RL, Cooper
C, Yazdan P, Guitart J, Liu P, Pestova E, Busam K. “Risk assessment for atypical spitzoid melanocytic neoplasms
using FISH to identify chromosomal copy number aberrations.” Am J Surg Pathol. 2013 May:37(5):676-84.
• Wiesner T, Murali R, Fried I, Cerroni L, Busam K, Kutzner H, Bastian BC. “A distinct subset of atypical Spitz
tumors is characterized by BRAF mutation and loss of BAP1 expression.” Am J Surg Pathol. 2012 Jun:36(6):818-30.
Core Competencies: 2,3
Steven Grekin, DO, FAOCD
Dr. Steven Grekin has made it his personal and professional mission to help his patients put their best
face forward. Years of research at the International Skin Rejuvenation Institute in Paris, France, and
Quebec, Canada, have led Dr. Grekin to understand the secrets to younger, smoother, more radiant
skin. Respected here and abroad as an expert in cosmetic dermatology, Dr. Grekin comes from a long
line of physicians – six are dermatologists. He has participated in international teaching and training
courses and is an internationally recognized lecturer in his field. Guided by cutting-edge principles of modern
dermatology, natural medicine and the highest quality medical care, Dr. Grekin offers his patients an elegant,
intelligent program distinguished by its unique flexibility to restore every skin type to its youthful, natural best! His
family has been providing health care in the United States for almost ten years. Dr. Grekin is committed to helping
patients from all over the world. He now offers his programs online, so that he may reach out and help as many
people as he can put their best face forward.
Pearls of Group Practice
Objective:
1. To improve the relationships between dermatologists and their patients.
2. To define a practical approach of providing healthcare with multiple dermatologists.
3. To help dermatologists understand how patients experience health care delivery.
Needs:
1. Organizations effect on health care delivery.
2. Advances in medical knowledge.
Reference:
• http://www.physicianspractice.com/pearl/best-physicians-practice-pearls-2014.
• www.aad.org/members/practice-and-advocacy-resource-center.
• Cms.gov/outreach-and-education/medicare-learning-network-mln/mlnproducts/downloads/globalsurgeryICN9107166.pdf.
• AAD practice and advocacy resources
Core Competencies: 2,3,4,5

John Minni, DO, FAOCD
Dr. John Minni is board-certified in dermatology. He graduated, with honors, from Nova
Southeastern College of Osteopathic Medicine in Fort Lauderdale, FL. He completed his internship
at Union Hospital/St. Barnabas Healthcare System in New Jersey. He then returned to Florida and
completed both family medicine and dermatology residencies at Columbia Hospital and the VA
Medical Center in West Palm Beach, FL. Dr. Minni also served as chief resident in dermatology.
Between residencies, Dr. Minni practiced family medicine at the Palm Beach County Health Department, while
training residents, interns and medical students. Prior to medical school, Dr. Minni attended the University of
Notre Dame as a Notre Dame Scholar and graduated with honors with a B.S. in biology.
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Jeff Johnson, PA
Jeff Johnson is a board-certified physician assistant. He is a 1995 graduate of the United States Air Force
Physician Assistant program. He completed his training as an honor graduate at the Air Force Academy in
Colorado Springs, CO. Prior to P.A. school, he was an instructor of laboratory medicine at the School of
Health Care Sciences at Sheppard AFB, Texas. While on active duty, he was chosen as Physician Assistant
of the Year on two separate occasions and twice the Officer of the Year as well. A gifted speaker, he routinely
lectures within his community, across the state of Florida and with the Lecture Series Development Program for the
American Academy of Physician Assistants. He has given dermatology lectures across the country. Jeff serves as the
President of the Florida Society of Dermatology Physician Assistants.
Use of PA’s in Successful Dermatology Practice
Objective:
1. Attendees will recognize the role of PA’s in healthcare.
2. Understand a PA’s scope of practice.
3. Understand the benefits of hiring a PA.
Needs:
1. Advances in medical knowledge.
2. Legislative, regulatory, or organizational changes effecting patient care.
Reference:
• Dhuper: Chosic. (2009). American Journal of Med Quality 24/21 132-139.
• Hooker: Cipher. Journal of Clinical Outcomes Management. 12(2):88-92.
• http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2989822/
Core Competencies: 3,4,5,6
Anna Pavlick, DO
Dr. Anna Pavlick is a medical oncologist in New York, NY and is affiliated with NYU Langone Medical
Center. She received her medical degree from Rowan University School of Osteopathic Medicine
and has been in practice for 25 years. She is one of 22 doctors at NYU Langone Medical Center who
specialize in medical oncology.
Effective Therapies in Melanoma
Objective:
1. To provide an overview of melanoma related therapies
2. Discuss various approaches and explain the science behind the therapy.
3. Discuss and review research protocols that could be part of future treatment modalities
Needs:
1. New advances in dermatologic treatment.
2. Development of new technology
3. Advances in medical knowledge.
Reference:
• Macbeth F, Newton-Bishop J, O’Connell S, Hawkins JE; Guideline Development Group.
• BMJ. 2015 Jul 29;351:h3708. doi: 10.1136/bmj.h3708.
• Bichakjian et al, Guidelines of Care for the Management of Primary Cutaneous Melanoma, JAAD V65N5;
1032-1047.
Core Competencies: 2,3,6
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Suzanne Sirota Rozenberg, DO, FAOCD
Dr. Suzanne Sirota Rozenberg is a board-certified dermatologist practicing in Woodmere, NY. She
earned her Doctor of Osteopathic Medicine degree at New York College of Osteopathic Medicine
in 1988. After medical school, she completed both an internship and residency in family practice
at Peninsula Hospital Center in Far Rockaway, NY, in 1992. She has been board certified in family
medicine since then. She then practiced for the next ten years with her brother and father. From 20022005, she trained in the dermatology residency program at St. John’s Episcopal Hospital in Far Rockaway, where she
now serves as Program Director. She served as Associate Director of Medical Education from 2005-2012. She is a
Clinical Associate Professor at TouroCOM and LECOM. She has a full-time dermatology practice as well.
Dr. Rozenberg’s memberships include the AOA, ACOFP, AOCD and AAD. She is a Past President of the AOCD
and the ACOFP-NYS Chapter. She served on the AOCD Board of Trustees from 2008-2015, holding the positions
of Trustee, Vice President and President. She represents the AOCD on the Program and Trainee Review Council
of the AOA. She has been the AOCD Delegate and the New York State Delegate to the AOA House of Delegates.
She has served on the AOCD Education Evaluating Committee since 2009. For her years of service to the AOCD,
Dr. Rozenberg has earned the title of Fellow of Distinction. She is a member of the AAD Ad Hoc Task Force for
Osteopathic Dermatology Recognition and an NBOME POCKET member. Dr. Rozenberg lectures locally and
nationally, speaking at meetings of the AOCD, EROC, ROC-NY and the New York State Chapter of ACOFP. In
addition to dermatology, she is board-certified in family practice and sclerotherapy.
She is currently a speaker for Valeant Pharmaceuticals and a trainer for Aerolase.
Cosmetic Dermatology
Objective:
1. Create goals to achieve with each patient.
2. Provide and overview of cosmetic procedures.
3. Review new innovations in cosmetic dermatology.
Needs:
1. New advances in Dermatologic Treatment.
2. Development of new cosmetic techniques.
Reference:
• Andrews Diseases of the Skin. 11 Edition
• Dermatology. 3rd Edition 2012 Elsevier.
• Bolognia (2012) Dermatology 3rd Edition, Vol. 2, p. 2488
• Duranti F, Salti G, Bovani B, Calandria M, Rosati M. Injectable hyaluronic acid gel for soft tissue augmentation.
Dermatol Surg 1998;24:1317-25.
Core Competencies: 2,3,4,6
David Cohen, MD, MPH
Dr. David Cohen is Professor and Vice Chairman of Clinical Affairs of the department of dermatology
at New York University School of Medicine. He earned a B.S. in biomedical science from the City
University of New York, an M.D. from State University of New York at Stony Brook School of Medicine
and an M.P.H. in environmental science from Columbia University School of Public Health.
Dr. Cohen joined Dermira as a director in 2014, after previously serving as a scientific advisor. He has held a variety
of positions at the New York University School of Medicine, including Charles C. and Dorothea E. Harris Professor
of Dermatology, Vice Chairman of Clinical Affairs, Chief of Allergy and Contact Dermatitis, and Director of
Occupational and Environmental Dermatology.
He has served as a clinical consultant to numerous companies and on the boards and committees of a number of
professional organizations, including as President of the American Contact Dermatitis Society, as a founding board
member of the American Acne and Rosacea society, as President of the Dermatology Section for the New York
Academy of Medicine and on several committees of the American Academy of Dermatology and the American
College of Allergy, Asthma, and Immunology. He is also a member of the editorial board of Journal of Drugs in
Dermatology and the editorial advisory boards of Dermatitis and Skin and Allergy News. Dr. Cohen also served on the
boards of directors of Vyteris and Connetics.
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Occupational and Environmental Dermatology
Objective:
1. Review common allergens that cause contact dermatitis.
2. Discuss common and uncommon sources of allergens in the work and home environment.
3. Review new trends in allergen exposure at work and home.
Needs:
1. New methods of diagnosis or treatment.
2. Advances in medical knowledge.
Reference:
• Bolognia, Jorizzo, Shafer textbook by Elsevier Dermatology.
• Mathias CGT, Maibach HI: Perspectives in Occupational Dermatology. In Occupational Disease – New vistas
for medicine. West J Med 1982 Dec; 137:586-492.
• Diepgen TL, Coenraads PJ: The Epidemiology of Occupational Contact Dermatitis. International Archives of
Occupational and Environmental Health November 1999, Volume 72; Issue 8, pp.496-506.
Core Competencies: 2,3,4,6
Stephen M. Purcell, DO, FAOCD
Dr. Stephen Purcell is a graduate of Muhlenberg College and Chicago College of Osteopathic Medicine. He
completed his dermatology residency program at Lackland Air Force Base in San Antonio, TX. He served
eight years on active duty as a physician in the Air Force. He received his license in New York in 1981 and
in Pennsylvania in 1988. Dr. Purcell returned to the east coast in 1988 to begin practicing dermatology in
Allentown and Pottsville, PA. He is certified by the American Board of Dermatology and the American
Osteopathic Board of Dermatology. In addition, he received a certificate of special competency in dermatopathology from
the American Osteopathic Association.
Dr. Purcell’s medical articles have been published in several dermatologic journals. He has lectured at national,
regional and local medical meetings. Dr. Purcell is Chief of the Division of Dermatology at Lehigh Valley Health
Network and Program Director of Lehigh Valley Health Network and Philadelphia College of Osteopathic
Medicine Dermatology Residency Program. He is also Chairman of the Division of Dermatology at Philadelphia
College of Osteopathic Medicine. Dr. Purcell practices general dermatology, dermatological surgery and cosmetic
skin enhancement, including skin rejuvenation, botulinum toxins, dermal fillers, chemical peels, sclerotherapy
and laser surgery.
Interesting and Educational Dermatologic Cases
Objective:
1. Learn about unusual presentations of dermatological conditions.
2. Learn treatment options for same.
3. Learn alternative management options for same.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis or treatment.
3. Advances in medical knowledge.
Reference:
• Bolognia, Jorizzo, Shafer textbook by Elsevier Dermatology.
• Andrews Diseases of the Skin. 11 Edition
• Dermatology. 3rd Edition 2012 Elsevier.
Core Competencies: 2,3,6
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Brad P. Glick, DO, MPH, FAOCD
Dr. Brad P. Glick, is a board-certified dermatologist and dermatologic surgeon practicing in Margate
and Wellington, FL. Dr. Glick graduated from Emory University with a B.A. in chemistry and received
his M.P.H. from the Emory University School of Public Health. He earned his D.O. degree with
honors at Nova Southeastern University. His internship in internal medicine was performed at South
Broward Hospital and his residency in family medicine was performed at Wellington Regional Medical
Center and the Palm Beach County Public Health Unit in West Palm Beach, FL. Dr. Glick’s dermatology residency
training was performed at the Greater Miami Skin and Laser Center at Mount Sinai Medical Center, Miami Beach,
FL, where he earned certificates in dermatologic, Mohs micrographic and laser surgery. Dr. Glick is a Diplomate
of the American Osteopathic Board of Dermatology, American Osteopathic Board of Family Practice and National
Board of Osteopathic Medical Examiners.
Dr. Glick has served as the Director of Dermatology Residency Training at Wellington Regional Medical Center. He
is Assistant Clinical Professor of Dermatology at the Herbert Wertheim College of Medicine at Florida International
University. Dr. Glick has authored numerous publications including journal articles and textbook chapters. Dr.
Glick is the Past President of the American Osteopathic College of Dermatology, President of the Foundation for
Osteopathic Dermatology and Past President of the Broward County Dermatologic Society.
Atopic Dermatitis Update
Objective:
1. Improved skills in diagnosis
2. Improved differential diagnosis
3. To discuss and review treatment options
Needs:
1. New methods of diagnosis and treatment.
2. Advances in medical Knowledge.
3. Availability of new medications and indications
Reference:
• Bolognia, Jorizzo, Shafer textbook by Elsevier Dermatology.
• Silverberg, JL. Atopic Dermatitis: An Evidence-based treatment update. Am J Clin Dermatol. 2014
jul;15(3):149-64.
• Chase EP, Armstrong AW. Advances in Management of Atopic Dermatitis: New Therapies and Novel Uses of
Existing Treatments. Semin Cutan Med Surg. 2012 Mar;31(1):17-24.
Core Competencies: 1,2,3,4,6,7
Steven Feldman, MD, PhD
Chronic skin diseases have a huge impact on patients’ lives. We can help make great improvements in our
patients’ lives, if they will use the medicine we prescribe. That’s a big if. Dr. Steven Feldman has opened our
understanding of adherence issues in the treatment of psoriasis, atopic dermatitis and acne. He is author of
over 700 MEDLINE-referenced publications and serves as editor of the Journal of Dermatological Treatment.
Dr. Feldman is a board-certified dermatologist and dermatopathologist. He is Professor of Dermatology, Pathology
and Public Health Sciences at the Wake Forest University School of Medicine in North Carolina. He earned his
M.D. and PhD degrees from Duke University in Durham, NC, and then completed a dermatology residency at the
University of North Carolina at Chapel Hill and his dermatopathology residency at the Medical University of South
Carolina, in Charleston.
Adherence to Treatment
Objective:
1. • To describe typical patterns of how patients use their medications.
2. • To list interventions to improve patients’ adherence behavior.
Needs:
1. • New advances in dermatologic treatment.
2. • Development of new technology.
3. • Advances in medical knowledge.
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Reference:
• Bolognia, Jorizzo, Shafer textbook by Elsevier Dermatology.
• Osterberg L, Blaschke T. Adherence to Medication. N Engl J Med Aug 2005; 353:487-497.
• Horwitz RI, Horwitz SM. Adherence to Treatment and Health Outcomes. Arch Intern Med. 1993 Aug 23;
153(16): 1863-8.
Core Competencies: 2,3,4,6,
James Del Rosso, DO, FAOCD
James Q. Del Rosso, DO has been practicing dermatology since 1986, and in the Las Vegas area
since 1997. He is Adjunct Clinical Professor of Dermatology at the Touro University of College
of Osteopathic Medicine in Henderson, NV and has the distinction of being the first and only
Dermatology Residency Program Director in the history of the state of Nevada. Prior to coming to Las
Vegas, Dr. Del Rosso served as Head of the Section of Dermatology at the Ohio University College of
Osteopathic Medicine in Athens, and Visiting Faculty Member in Dermatology at Ohio State University (OSU)
in Columbus where he twice was honored as Educator of the Year by the dermatology residents. He received his
D.O. degree from Ohio University College of Osteopathic Medicine, interned at Doctors Hospital in Columbus,
completed a dermatology residency at Atlantic Skin Disease and Skin Surgery in Fort Lauderdale, FL, and a
fellowship in Mohs micrographic surgery and cutaneous oncology at OSU.
Dr. Del Rosso is an internationally-renowned dermatologist. He is Clinical Editor of the Journal of Clinical and Aesthetic
Dermatology, has published multiple peer-reviewed articles and textbook chapters, and was President of the American Acne
& Rosacea Society, American Society of Mohs Surgery, and the American Osteopathic College of Dermatology. He is
one of the most highly-requested and well-respected educators in dermatology, invited to present regularly at dermatology
meetings both nationally and internationally.
Therapeutic Update
Objective:
1. Explain new pathways involved in pathogenesis.
2. Review possible side effects of antibiotics.
3. Discuss results.
Needs:
1. New advances in dermatologic treatment.
2. Availability of new medication(s) or indication(s).
3. Development of new technology.
4. Advances in medical knowledge.
Reference:
• Multiple articles from the JCAD and JAAD.
• Current Dermatologic Therapy, Wolverton text. Cutis 5 part series Rosacea guidelines.
• Epidermal and Appendageal tumors, Dermatology in General Medicine, Fifth Edition; p823-919; Fitzpatrick, et al.
• Topical and Systemic Therapy, Dermatology in General Medicine, Fifth Edition; p 2697-2907; Fitzpatrick, et al.
• Neoplasms of the Skin, Dermatology, First Edition, p 1663-1953; Bolognia, et al.
• Medical Therapy, Dermatology, First Edition, p 1959-2101; Bolognia, et al.
Core Competencies: 2,3,4,6
Laura Benedetto, DO, FAOCD
Dr. Laura Benedetto is a board-certified dermatologist practicing in Glastonbury, CT since 1989. She is
a partner at Dermatology Associates of Eastern Connecticut. She graduated from Brooklyn College cum
laude with honors in biology and from the New York College of Osteopathic Medicine in 1983. She
did her dermatology residency at Wayne State University where she was chief resident. She holds clinical
appointments at the University of Connecticut dermatology department, the New England College of
Osteopathic Medicine and Eastern Connecticut Health Network. She is engaged in teaching dermatology residents,
as well as medical students and family practice residents. She has also frequently lectured at both general medical and
dermatology meetings. She belongs to the AOCD, AAD, EADV, ASDS, Connecticut Dermatology Society, AOA,
AME and Hartford County Medical Society.
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My Approach to Cosmetic Dermatology
Objective:
1. How to analyze the patient needs.
2. Treatment options to consider.
3. How to manage expectations, follow-ups and emergencies.
Needs:
1. New advances in dermatologic treatment.
2. New advances in diagnosis or treatment.
3. Development of new technology.
4. Advances in medical knowledge.
Reference:
• ASDS, Dec 2015, p. 284-292.
• ASDS, Oct 2015, p. 1097 – 1118.
• Baumann, L., Ethics in cosmetic dermatology, Clinics in Dermatology (2012)30,522-527.
• Imadojemu,S. and Fiester, A. Are there moral obligations to cosmetic dermatology patients beyond informed
consent? JAAD 2012;67:136-8.
• Sadick, N. et al. Cosmetic dermatology of the aging face, Clinics in Dermatology (2009) 27, S3-S12.
Core Competencies: 2,3,4,5,6
David Herold, MD, MBA
Dr. David Herold is one of the few board-certified radiation oncologists in the country to have
specialized in the treatment of skin cancer using therapeutic radiation. He has practiced both in general
and specialty radiation oncology in Palm Beach County since 1999 and has served for over a decade
as the Medical Director of Jupiter Medical Center Department of Radiation Oncology and the Palm
Beach Cancer Institute - Center for Radiation Oncology.
Dr. Herold attained his undergraduate degree from Cornell University in Ithaca, NY. Prior to medical school, he
spent a year studying psychology and neurophysiology at Oxford University in England. He attended the University
College of Medicine in Gainesville, FL and completed his internship in internal medicine at Northwestern University
– Evanston Hospital in Evanston, IL. Dr. Herold completed his radiation oncology residency training at the prestigious
Fox Chase Cancer Center in Philadelphia, PA. He spent time during residency training to learn specialized radiation
techniques with experts at MD Anderson Cancer Center in Houston, TX and Thomas Jefferson University Hospital
and Children’s Hospital of Pennsylvania in Philadelphia.After serving as chief resident at Fox Chase Cancer Center,
he began working in private practice at Jupiter Medical Center. Over the next fifteen years he established countless
radiation oncology programs, protocols and treatment plans and diligently cared for hundreds of cancer patients. Dr.
Herold pioneered the skin cancer program at Jupiter Medical Center and was responsible for all aspects of the radiation
oncology program. He has refined the management of skin cancer treatment using advanced radiation techniques.
Superficial Radiotherapy Updates
Objective:
1. To review the history of radiation therapy in dermatology.
2. To discuss patient selection criteria.
3. To review radiation treatment options.
Needs:
1. New advances in dermatologic treatment.
2. Development of new technology.
3. Advances in medical knowledge.
Reference:
• J. Clin Aethetic Dermatol 2015 8(12) {in press}.
• www.NCCN.org/professionals/physician_glslf.guidelines.
• Int. J. Radiation Oncology Biol. Phys. Vol 51. No 3 pp 748-755, 2001.
• Int. J. Radiation Oncology Biol. Phys. Vol 52. No 4 pp 973-979, 2002.
Core Competencies: 2,3,6,
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Ted Schiff, MD
Dr. Ted Schiff is double board-certified in dermatology and dermatopathology, and dedicated to
treating skin problems of all kinds in a community setting. Dr. Schiff, counts among his specializations
the treatment of skin cancer. He is a fellowship-trained Mohs surgeon. He also treats skin rashes,
psoriasis, eczema, warts, moles, cysts, acne, aging skin and other skin conditions.
Medicare Fraud and The False Claims Act
Objective:
1. Familiarize participants with the False Claims Act.
2. Application to recovery of monies paid by federal healthcare programs.
Needs:
1. Legislative, regulatory, or organizational changes effecting patient care.
Reference:
• www.natlawreview.com/article/false-claims-act-basics-every-provider-should-know-part-one
• www.natlawreview.com/article/part-two-false-claims-act-basics-every-provider-should-know.
• http://www.wsj.com/articles/taxpayers-face-big-medicare-tab-for-unusual-doctor-billings-1402364264
Core Competencies: 3,7
Adam Friedman, MD
Adam Friedman, MD, FAAD, is an Associate Professor of Dermatology and serves as Residency
Program Director and Director of Translational Research in the Department of Dermatology at the
George Washington University School of Medicine and Health Sciences.
Dr. Friedman completed his undergraduate training at the University of Pennsylvania and graduated
with Distinction in Dermatologic Research at the Albert Einstein College of Medicine in New York. He completed
his internship at New York Hospital Queens and returned to Einstein for his dermatology residency and was
appointed chief resident during his final year.
Dr. Friedman joined the Einstein faculty after graduation from 2010-2015, during which time he was the Director
of Dermatologic Research, Director of the Translational Research Fellowship, and the Associate Program Director.
Dr. Friedman is currently investigating novel nanotechnologies that allow for controlled and sustained delivery of
a wide spectrum of physiologically and medicinally relevant molecules, with an emphasis on treating infectious
diseases, accelerating wound healing, immune modulation and correcting vascular dysfunction. In line with his
research interests, he serves as Vice President of the Nanodermatology Society. Dr. Friedman was recently appointed
as President of the Dermatology Section of the New York Academy of Medicine.
Dr. Friedman is also committed to resident and medical education. He chaired of the leadership workgroup of the
American Academy of Dermatology Resident/Fellows Committee, currently serves on the Sulzberger Committee on
Education, and is the Senior Editor of the Dermatology In-Review Online Workshop. Dr. Friedman serves as the
Dermatology Expert for healthguru.com and publishes a column on Everyday Health entitled “The Skin You’re In.”
Dermatology Rheumatology
Objective:
1. Appropriately diagnose patients with collagen vascular diseases.
2. Develop a treatment algorithm that incorporates modalities including sun protection, topical therapies.
3. Describe associated systemic complications with collagen vascular diseases and screen appropriately.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis or treatment.
3. Advances in medical knowledge.
Reference:
• Schairer D, Friedman A. “Manifestations and Treatment of Cutaneous Lupus Erthematosus.” J Drugs Dermatol.
2011; 10(10): 1212-1214.
• Fett N, Werth VP. “Update on Morphea.” J Am Acad Dermatol. 2011; 64(2):: 217-28.
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• Andrews Diseases of the Skin. 11 Edition
• Dermatology 3rd Edition. 2012 Elsevier.
Core Competencies: 1,2,3,4,6
Sourab Choudhury, DO, FAOCD
Sourab Choudhury, DO is a board-certified dermatologist. Dr. Choudhury has practiced in Brooklyn
since completing his fellowship in dermatology at NYU Medical Center in 2002. He attended
medical school and completed his dermatology residency at Michigan State University.
Dr. Choudhury has special interest in the treatment of children’s skin. He trains both pediatric and
dermatology residents and lectures both locally and nationally.
Pediatric Dermatology
Objective:
1. Improved skills in diagnoses
2. Provide a review of pediatric dermatology to enhance both the diagnostic skills of the practicing dermatologists
and their patient outcomes
3. Improved differential diagnoses
Needs:
1. Advances in medical knowledge.
2. New methods of diagnoses or treatment.
3. New advances in pediatric dermatologic treatment.
Reference:
• Lawrence A. Schachner, MD and Ronald C. Hansen, MD, Elsevier Textbook “Pediatric Dermatology”, 4th
edition.
• O’Regan G, et al. Raman profiles of the stratum corneum define filaggrin genotype determined atopic dermatitis
endophenotypes. J Allergy Clin Immunol 2010 Sep:126:574.
• Simpson EL Topic dermatitis: a review of topical treatment options. Curr Med Res opin. 2010 Jan 13.
• Reyes M, Eisen D. Inherited syndromes. Dermatologic therapy, Vol. 23 2010, 606-642.
Core Competencies: 2,3,4,6
Ronald Bush, MD
Ronald Bush, MD, FACS, is one of the nation’s foremost specialists in venous disease. Dr. Bush cofounded and is the Medical Director for Vein Experts, a national group of professionals specializing in the
care and treatment of venous disease. He has published numerous peer-reviewed journal articles and is an
innovator of many techniques utilized in the treatment of venous disease. He is board-certified in vascular
surgery and was certified in cardio thoracic surgery.
Dr. Bush trained at Indiana University School of Medicine and Walter Reed Army Medical Center in cardio thoracic
surgery. His knowledge and skill as a surgeon qualify him as a Fellow in the American College of Surgeons. For the
past 20 years, Dr. Bush has devoted his practice solely to the treatment of venous disease. Physicians throughout the
world have visited and have been trained by Dr. Bush.
Manifestations and Treatment of Cutaneous Venous Hypertension
Objective:
1. Describe origin of spider veins.
2. Describe treatment of cutaneous results of venous hypertension.
3. Demonstrate effective methods to avoid complications.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis or treatment.
3. Development of new technology.
4. Advances in medical knowledge.
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Reference:
• Jean L. Bolognia, Julie V. Schaffer, Karynne O, Elsevier textbook Dermatology Essentials.
• Andrews Diseases of the Skin. 11 Edition
• Dermatology, 3rd Edition. 2012 Elsevier.
• Bolognia, Jorizzo, Shafer textbook by Elsevier Dermatology, 3rd edition.
Core Competencies: 1,2,3,6
Michael Nowak, MD
Dr. Michael Nowak earned a Bachelor of Science degree from Xavier University, followed by a medical
degree from Wright State University. After completion of an internship in internal medicine, he served
as chief resident and cancer fellow at Western Reserve Care System where he completed a residency
in anatomic and clinical pathology. Dr. Nowak finished his training in Providence, RI at Brown
University, where he completed fellowship training in dermatology and dermatopathology.
After his training, Dr. Nowak joined Palm Beach Dermatology in 1999. He organized the development and staffing
of Palm Beach Dermatology’s CLIA-certified diagnostic dermatopathology laboratory, where he serves as Medical
Director. The laboratory is equipped with the latest technology and staffed with five ASCP-certified and statelicensed technologists who specialize in dermatology samples.
Dr. Nowak is board-certified in anatomic and clinical pathology and dermatopathology. He has authored over 15
articles in major medical journals on a variety of subjects including malignant melanoma, extramammary Paget’s
disease, generalized pruritis and infectious diseases of the skin. He is also a member of the medical staff at Columbia
Hospital in West Palm Beach, FL, where he conducts weekly teaching sessions with dermatology residents and has
been awarded “Dermatology Attending of the Year” by his peers at the hospital. He is also a reviewer for the journal
titled the Physician and Sports Medicine, and is on the editorial board for the journal Postgraduate Medicine. Resident
lectures and review of journal articles ensures that Dr. Nowak stays current with the latest advances in the science of
dermatopathology. Dr. Nowak’s practice is dedicated to the evaluation and diagnosis of skin pathology samples.
Dermatopathology Topic
Objective:
1. Increase clinician’s awareness of subtle findings in common lesions.
2. Recognize and identify certain patterns that can assist in formulating a diagnosis
3. Improve the ability to combine histological and clinical information to render a diagnosis.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis and treatment.
3. Development of new technology.
4. Advances in medical knowledge.
Reference::
• David E. Elder MB ChB (Author), Rosalie Elenitsas MD (Editor), Bernett L. Johnson Jr. MD (Editor), George
F. Murphy MD (Editor), Xiaowei Xu MD (Editor), textbook Lever’s Histopathology of the skin, Tenth edition.
• Andrews Diseases of the Skin. 11 Edition.
• Bolognia, Jorizzo, Shafer textbook by Elsevier Dermatology, 3rd edition.
Core Competencies: 2,3,6
Joseph Jorizzo, MD
Dr. Joseph Jorizzo is a Professor and former and founding Chair of the Department of Dermatology.
He is also a Professor of Clinical Dermatology at the Weill Cornell School of Medicine. He has served
on multiple councils, committees and advisory boards and has participated on the editorial boards of
major dermatology journals, including the Archives of Dermatology, Journal of the American Academy of
Dermatology, Journal of the European Academy of Dermatology and Venereology, among others.
Dr. Jorizzo is a member of many professional dermatologic groups, including the American Dermatologic
Association Society of Investigative Dermatology, Dermatology Foundation, Women’s Dermatology Association
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and the American Academy of Dermatology, where he served as Vice President. He has co-edited several books,
including Dermatological Signs of Internal Disease and Dermatology for Elsevier. Additionally, he has authored and coauthored more than 200 articles and abstracts.
Dr. Jorizzo has been the recipient of a number of national and international honors, including multiple “Best
Doctors in America” listings. He has spoken at hundreds of dermatology meetings in the U.S. and around the world.
Challenging Dermatologic Cases: Therapies and Management
Objective:
1. Increase the ability to diagnose complex medical dermatology conditions.
2. Increase the ability to evaluate the etiology and internal disease manifestations in medical dermatology.
3. Increase the ability to manage and treat complex medical dermatology conditions.
Needs:
1. New advances in dermatologic treatment.
2. New methods of diagnosis and treatment.
3. Advances in medical knowledge.
Reference:
• Bolognia, Jorizzo, Shafer textbook by Elsevier Dermatology.
• Callen, Jorizzo Elsevier textbook Dermatologic Signs of Internal Disease.
• Andrews Diseases of the Skin, 11 Edition.
• Dermatology, 3rd Edition. 2012 Elsevier.
Core Competencies: 2, 3,4,6
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 Reproducibility

and non-reproducibility
of patch testing
• Golhausen et al. found 43.8% non-reproducible
• The German Contact Dermatitis Group found
15.1%

 National

Health Survey Interview (n=30,074)
• 1,700 per 100,000 adult workers affected yearly
• 20% of all dermatitis in children

 Non-reproducibility

3

4

 Which

brand of patch test chambers has
increased non-reproducibility?

 Baseline

series

• Most common allergens based on population and

geographic area

 Finn Chambers 37.9%
 TRUE Test 17.9%

 Reader
 If

an allergic response is not reproducible is it
truly allergic?

5

6
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 Patch

testing in children



Preservative
• Vaccines
• Ophthalmic and nasal products

• Perform if 8 years of age or older
 Many false positive reactions
 Follicular reactions



In Europe eliminated from vaccines

 In

 Chance

of scarring
 Chance of anaphylaxis

United States

• Less than 6 years of age

 Vaccines contain 1 microgram or less of mercury
per dose
 Exception of inactivated influenza vaccine

• Greater than 6 years do contain thimerosal
 Diphtheria and tetanus
7
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 Freiman

et. al

10-15% of the world population with metal
hypersensitivity
 In children
• Nickel 0.9% to 14%
• Chromium 0.2% to 7.6%
• Cobalt 0.5% to 5.7%
 Patients often allergic to more than one metal
• Co-sensitization


• A retrospective study of 11 years data
• 2252 subjects patch-tested for thimerosal

 4.53% with positive reactions
 None of the cases were relevant

9

10

 Most

common cause of ACD



• 81.2% clinical relevance

Stainless steel
• Nickel
• Chromium
• Iron
• Molybdenum

 Cookware

• Boiling water

• Aluminum, teflon, enamel cookware

11

12
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 Food

Metal Jewelry
• White gold
• Yellow gold
• Gold plating
• German Silver

• Soil
 Vegetables, nuts, cereals, potatoes, cocoa
• Water
 Fish

 Explain composition



Perspiration

13
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 90

buttons and 47 belt buckles
• 10% of the jeans buttons positive for
nickel
• 53% of belt buckles positive for nickel

 Clinical

presentation

• 50% ID reaction
• 30-40% dyshidrosis
• Remaining systemic contact dermatitis

Not

all buttons and belts have
sufficient nickel to cause ACD

 Can

covering metal with enamel or
adhesive tape prevent ACD?

15
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 Acute

and symmetrical
pruritic
 Red papules on Lateral arms, Lateral legs, Lateral
trunk, Lateral neck
 Resistant to treatment
 Extremely

17

18
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 Systemic

contact dermatitis (Baboon
Syndrome)
 Temporal relationship to oral ingestion of
nickel
 Preceeding symptoms
 Maculopapular eruption

21
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24
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 Public

 Metal

Policy

alloys

• Stainless steel
• Orthopedic implants

• European Regulations
• Products with skin contact
 Must not exceed 0.5ug/cm2/week of nickel release
• Piercings
 Must not exceed 0.2ug/cm2/week of nickel release

 Cement

• Frequency decreasing

 Turk et al. found concentration of potassium
dichromate dropped from 1.27 mg/kg hexavalent
to 0.036 mg/kg with addition of ferrous sulfate
 Leather

 Decreased

sensitization among women
from 36.7% to 25.8%
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26

 Dental

metal alloys
and green pigments
• Tattoo
• Porcelain, glass, pottery
 Finished products are not allergenic
 Vitamin B12

 Component

of white gold
patients allergic to palladium are also
allergic to nickel

 Blue

 All

27

28

 Poral

effect

 78.9% of

all patients allergic to cobalt also have
an allergy to nickel
 Very expensive to separate the two metals
 Rystedt et al. found
• First nickel sensitivity
• Irritant contact dermatitis of the hands
• Cobalt sensitivity

• Pinpoint follicular purpuric papules

29
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30.7% with positive patches
• 14.6% with relevance
 Positive patch test may persist for months
• X-ray microanalysis small microfragments of gold in the
skin and macrophages after jewelry removed
• Another study found gold in tissue macrophages
 Dermal contact dermatitis

 Dental



restorations

• Oral mucosal dermatitis but not skin
 Simultaneous oral and cutaneous lichen planus
• Gold does NOT need to be removed
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 Gold

Jewelry
• Sometimes reactions are irritant
• Sometimes non-reactive because thicker
skin
• Can have rash on eyelids or face because
of handling
 Platinum and sterling silver allowed

 White Gold
 Palladium
 Nickel
 Zinc
 Copper
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 Chrysiasis



• Blue grey

pigmentation

Allergic Contact Dermatitis
• Up to 5% of all implant patients get allergic reaction
• Up to 21% of patients with preoperative positive patch testing
 Kim et al. found serum concentrations of metals indicator of skin
reactions
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Characteristics of Dermatitis
• Localized or generalized
 Localized eruptions
 Directly affect the skin overlying the site of the implant
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 Generalized



1. Chronic eczema beginning weeks or months after

the implant
Eczema increasingly severe around the implant
site
3. Absence of other causes
4. Patch tests positive
5. Complete recovery after implant removal
2.
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Munch et al. crosslinked data on all knee-implanted patients
and revisions (n = 46,407) and contact allergy (n = 27,020)
• Metal allergy diagnosed before implant surgery did not
increase the risk of implant failure

Granchi et al. showed that the prevalence of metal allergy is
higher postoperatively
• Prevalence increases more with failed implants

40

More

 Metal

debris documented in adjacent
soft tissue, lymph nodes, liver, and spleen

common with knee arthroplasty
common with metal on metal
replacements
Presenting Symptoms
• Persistent unexplained pain of
delayed onset
• Always occurs within 6 months of
implantation
More

 Hicks et al.
 Munichor et al.
 Urban et al.
 Kim et al.
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 Does

preoperative patch testing prevent implant
failure?
• No
• Pre-operative history-taking
• If positive history, then patch test



Two types of anesthetics
• Amides
 Dibucaine
 Lidocaine
 Mepivacaine
 Bupivacaine
 Prilocaine
 Cinchocaine
• Ester
 Benzocaine
 Tetracaine
 Cocaine

 Ester-sensitive

individuals can safely
use amidederivatives
 Cross-sensitivity
inconsistent in same
group
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 Most

common anesthetic allergen

 Benzocaine

alone is inadequate to detect
allergic reactions to local anesthetics
 Caine mix contains the following three
allergens:

 Cross-Reacts

Procaine hydrochloride (Novocaine)
Paraphenylenediamine (PPD)
Sulfonamides
Suncreens (PABA)
 Turchin et al. analyzed 4,368 patients
• If patient positive to PPD and Benzocaine then
likely allergic to all above
•
•
•
•

• Benzocaine, SP
• Tetracaine hydrochloride, USP
• Dibucaine hydrochloride, USP
 Second most frequent allergen
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 Amide

 Rubber

 Rare

 Additional

Adhesive
Rubber Adhesives or
Components

allergic reactions
 Amide group
• Lidocaine
• Dibucaine

•
•
•
•
•
•
•

• Mepivacaine
• Bupivacaine
• Prilocaine
• Cinchocaine
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Mercapto Mix
Carba Mix
Black Rubber Mix
Carba Mix
Thiuram
Colophony
P-tert-butyphenol

 Shoe

Dermatitis

1.

1. Rubber Adhesives (43.1%)
2. Chromate (23.6%)
3. P-tert-butylphenol formaldehyde (20.0%)

2.
3.
4.

49

Rubber
Mercaptobenzathiazole
Thiuram mix
P-tert-buty-phenol was recently found
to be the most common individual shoe
allergen in the USA

50

 Dorsal

Foot and Toe Involvement

• Vulnerable location

 Sweat
 Thin stratnum corneum
 More closely approximated to shoe upper
• Can just be one toe
• Toe webs spared
• Bilateral and symmetrical
• Metotarsalphalangeal joints accentuated
51
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 Sole

Involvement

• Spares
 Instep
 Flexural toe creases

 Toe webs
of the hands

 Dyshidrosis

 More common in children
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 Mercapto mix contains
 N-Cyclohexylbenzothiazyl-sulfenamide
 Dibenzothiazyl disulfide
 Morpholinylmercaptobenzothiazole
 Mercaptobenzothiazole (In Europe Series Added In)
 Rubber
 Rubber




32,475 consecutive patch tested to Mercapto Mix with MBT
and MBT alone
Some positive reactions would have been missed if both
compounds had not been tested

adhesive
bands and Erasers
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 Rubber Accelerator

 Mix

 Carba mix:
 Diphenylguanidine
 Zincdibutyldithiocarbamate
 Zincdiethyldithiocarbamate

of rubber accelerators

• Tetraethylthiuram disulfide (disulfiram)
• Tetramethylthiuram disulfide

• Tetramethylthiuram monosulfide
• Dipentamethylenethiuram disulfide

 The

majority of individuals who are allergic to
carba mix also react to the thiuram mix

59
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Antabuse (Disulfiram)
• Disulfiram inhibits aldehyde hydrogenase
 Erythema, urticaria, pruritus
 Occurs in all patients
 Topical exposure to antabuse with oral alcohol can cause
rash
 Topical exposure to alcohol and oral Antabuse can cause
rash
 Thiuram mix containing products placed on body of an
individual who drinks alcohol can cause rash

 Glue



• Neoprene adhesives
• Rubber shoe-lining, shoe-insole, heal and toe

supports
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 Sap

from coniferous trees

 Rubber

• Adhesives (band-aid and rubber)

antioxidant

• Black Rubber
• Rubber boots

 Sometimes

a positive reaction to this may
mean that you can also have an allergy to
perfumes, flavors and spices

 Purpuric

63

or lichenoid shoe dermatitis
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 Contains

two allergens

 Select

piece of material from the shoe in
contact with the affected skin

• Diethyl thiourea
• Dibutyl thiourea
 Neoprene

• Wafer-thin, 1cm2 under occlusive tape

rubber

• Leave test on for 5-14 days

• Wet suits
• Flame retarded clothings (firemen)

65
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 Shoe

change frequently
pair of cotton socks
 Hypoallergenic shoes
 Double

Peter Saitta, D.O.
St. John’s Episcopal Hospital

• Trippen
• Loint’s
• Think
• Miss Clair
• Brako
 All

plastic, fabric, wood, vinyl shoes

67

I

have no financial relationships to
disclose
 I will not discuss off-label use and/or
investigational use in my presentation



• PPD is a prohaptens
Found in almost all permanent hair dyes
 Used is most semi-permanent hair dyes
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Hair Dye
• A Danish population-based study showed that almost 75% of women and
18% of men had dyed their hair
 Tthat the median age for the first hair dyeing was 16 years
 Colorless compound

Clinical Presentation
• 3% of patients will experience edema of the face, scalp, ears, and eyelids
 Mistaken for angioedema
• Immediate-type hypersensitivity with urticaria and anaphylaxis
 1 fatality

• 14% eczematous reaction
 Scalp margins

• 50% of reactions last approximately 3 weeks
 Long lasting reactions
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About 100 ingredients in hair dyes on market
• Many of these substances are predicted to be
strong/moderate sensitizers
 Cross-reactions to other related hair dyes (para-compounds)
• P-toluenediamine
• P-aminodiphenylamine
• 2,4-diaminoanisole
• P-aminophenol
• Disperse orange
 Patch test the dyed hair of the patient
 Resorcinol
 Food and Drug and Cosmetic hair dyes
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12.6% of time cross-sensitization to textile dyes



 Studies

Usually seen in context of neoprene allergy
Should avoid azo-type dye related products such as panty-hose,
socks, leather

on hair dressers with hand

eczema
• Initially start with ICD of hands due to wet work

 Black

Henna Tattoo
 Fur and leather dye
 Printing ink/photocopying
/photographic developers

• Later on develop ACD
 PPD most common allergen
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 Used

as perming solutions



Preservative
• Preservatives are added to inhibit growth of microorganisms which either

• Break the disulfide links in hair keratin
• Hairdryer heat is applied
 Disulfide bonds reform
• Persistent chemical
 Clinical dermatitis can last for months years
afterwards because it remains on the hair

cause degrade the product or be harmful to the consumer

• Ubiquitous
• 51% of patients with ACD to formaldehyde still

had reactions several years later
Disinfectant
 Toilet bowl and window cleaning products
 Wrinkle-Free Clothing
• Use in textiles is rare
• Can wear 100% cotton, polyester, nylon, acrylic, silk
 Paper Products and Smoke
• Extremely Sensitive Individuals


 Depilatories

• Some nair products
• Veet products
81
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 Formaldehyde

sensitivity is not
necessarily accompanied by a
simultaneous sensitivity to formaldehyde
resins and formaldehyde releasers, and
vice versa
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Five formaldehyde-releasing preservatives (donors)
• In the presence of water, release formaldehyde and act as a preservative
• Approximately, one in every five cosmetic products contains a
formaldehyde-releasers
• From most amount of formaldehyde released to least
 Quaternium 15
 Diazolidinyl Urea
 DMDM hydantoin
 Imidiazolidinyl Urea
 Bronopol
Preservatives
Contact allergy to formaldehyde donors may be due either to the
preservative itself or to formaldehyde
• But if allergic to formaldhyde need to avoid all formaldehyde-releasing
agents





Formaldehyde releasing agent
• Most common cosmetic preservative to cause allergic
contact dermatitis
• Cosmetics
 79% of patients with quaternium-15 allergy is due to
moisturizers
 Mascaras, eye shadows, eyeliners and pencils
• Cleaning products, soaps, shampoos
• Cigarette smoke / tobacco
Does not usually cross react with other quaternium
chemicals
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Most widely used preservatives in foods, drugs, and cosmetics
• In Denmark, parabens were present in 58 of 67 skin creams (87%)
• Use more than to preserve the product
P-hydroxybenzoic acids
• Butyl
• Ethyl
• Methyl
• Propyl
• Trade names
Must avoid all of above because of cross-reactions
Most cases caused by topical medicaments applied to leg ulcers or stasis dermatitis
• Topical corticosteroid creams more likely to contain parabens then ointments
• Paraben paradox
• High cross reactivity with ester (benzocaine)
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 Weakly

positive (+1) reactions may
actually be irritant reactions

 Preservative
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 MCI/MI

 Increased

reports of contact allergy to

MCI/MI

• Kathon CG
• Euxyl K100

• Limitations on the amount of each chemical

allowed in the preservative when combined
together
• No limitations when used individually

• Grotan
 Preservative

• Rinse off products
 Shampoos, soaps
• There is a decreased rate of sensitization to this

 MI

sole use increased from 2007 at 5.07%
to 6.54% in 2010

product

• When MI used in combo MCI/MI limited to

3.7ppm
89
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• Alone is permitted at 100ppm









Concentration of MI in combo MCI/MI
• Standard series contain 25ppm of MI
• True test has a concentration of 0.8ug of MI
• Concentrations of MI used alone 100ppm
Inadequate to detect allergy to MI alone
 33% to 60% of cases missed
Concentration is not high enough in the patch test for a reaction
IF allergic to MI, all isothiozolinones should be avoided,
including MCI
IF allergic to MCI, may not be allergic to MI

 Paints

• Have other isothiazolinone derivatives
• Can cause an airborne dermatitis in newly

painted rooms
 Wet

and psoriasis
 Dermatitis of the buttock, facial, and hand area
 Caretakers with hand dermatitis
 Cottonelle and Huggies Wipes
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 Unusual

wipes

• Frequently misdiagnosed as eczema, impetigo,

clinical presentations

• Resembles seborrheic dermatitis
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 Name

brand Preservative System

• Euxyl K400
• 80% phenoxyethanol
• 20% methylidibromo gluatronitrile (more

commonly allergenic)

• Lubriderm products
 Demonstrates

hyper-reactivity upon
allergen re-exposure to allergic area
• Areas of irritant contact dermatitis did not

demonstrate reactivity
• Allergen specific immune response at area pre97
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 Immunological local memory

exposed

 Benzalkonium

sterilize medical and
dental instruments.

 Hapten-specific T lymphyocytes will persists for several
weeks local at an allergic contact dermatitis site
 CCL27 homing device expressiong lingers after an allergic
reaction
 CCL27 involved in recruitment of lymphocytes

• Also seen with nickel
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 Fragrances

are organic compounds with
characteristic pleasant odor
 Mask unpleasant odors

 Must

avoid all scents if allergic to any
fragrance ingredient

• 5,000 known fragrances
• 100 are known allergens
 1.7-4.1%

of general population have
fragrance allergy
 Fragrance free
• Does not mean without fragrance compound
• Fragrance compound is used to neutralize odor
101
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 75%

of all patients with a fragrance
allergy with test positive to fragrance mix
I or II
 90% of all patienst with a fragrance
allergy will test positive to fragrance mix
I or II or balsam of peru
 Remaining 10% usually test positive




• Sandalwood
• Narcissus



• Ylang-ylang oil
103
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 The

six ingredients

 38.3%

of fragrance allergic patients have
hand involvement

• Hydroxyisohexyl 3-cyclohexen carboxaldehyde

2.5%

 Followed by 23.6% with Face and Neck
 Axillary dermatitis..
 Well-circumscribed patches in areas where perfumes
are dabbed on (wrists, behind the ears)
 Airborne
 Connubial
 Pigmented contact dermatitis

• Citral 1.0%
• Farnesol 2.5%
• Coumarin 2.5%
• Citronellol 0.5%
• α-hexyl cinnamal 5%

 Frosch
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Most common cause of ACD in cosmetics
Fragrance mix ingredients
• Oak moss absolute
• Geraniol
• Cinnamic aldehyde
 Found in Balsam of Peru
• Hydroxycitronellal
• Cinnamic alcohol
 Found in Balsam of Peru
• Isoeugenol
• Alpha-amyl cinnamic alcohol
• Eugenol
False-positive and false-negative reactions to the mix are common
• Test the patient to individual components and / or own product

et al. found that 33% of patients
reacting to Fragrance mix II were
negative to Fragrance mix I
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A

non-eczematous allergic contact
dermatitis

 Hyperpigmentation

with contact

dermatitis

• Lacks signs of dermatitis
 No itching, erythema, or scaling seen prior to the
pigmentation
• Mostly occurs on the face
 Fewer cases of neck, chest, or back

• Hyperpigmentation due to an increase in

melanin in the basal layer cells of the epidermis
(post-inflammatory hyperpigmentation)
• Hyperpigmentation due to slight hemorrhage
around the vessels of the upper dermis, resulting
in an caccumulation of hemosiderin
• Hyperpigmentation due to incontinentia
pigmenti histologica (pigmented contact
dermatitis)
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 Incontinentia

pigmenti histologica
(Pigmented Contact Dermatitis
Histology)

 Requires

frequent and repeated contact
with very small amounts of contact
sensitzer

• Presence of basal layer destruction
 Mononuclear cells in the upper dermis, but not lined
up at DEJ
• Accumulation of melanin pigment

• Fragrances
• Textiles

• No epidermal spongiosis
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 Diffuse

and reticular
hyperpigmentation
 Ill defined
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Lipsticks
Mustache hair dye
 Green tea
 High levels of nickel
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 Pigmented

contact dermatitis cannot be
cured by corticosteroids
 Avoid suspected allergen for months to
years to reverse hyperpigmentation
 The Q-switched Nd:YAG laser has been
reported effective
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Exudes from trunk of Central
American tree Myroxylon pereirae
• Oil and resin (oleoresin)
Composition of balsam of Peru
• 30–40% unknown
• Remaining 60–70%
 Benzyl benzoate
 Benzyl cinnamate
 Cinnamic acid (highest
concentration)
 Benzoic acid
 Vanillin
 Farnesol
 Nerolidol



Many of these substances
found in foods
• Spices
• Ketchup, tomatoes, chili
sauce, bbq sauce,
• Cola,beer, wine
• Ice cream, chocolate
• Citrus products

 It

comes from oil on the bark of trees
 Bark of cinnamon, camphor, and cassia trees
 Chewing gum, candy, ice cream, soda, vermouth,
dental products
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 Prevalence

• 7.2 to 13.1 %
• At-risk populations
 Chronic dermatoses
 Chronic otitis externa
 Chronic venous insufficiency
 Post-operative
 Post-traumatic

Peter Saitta, D.O.
St. John’s Episcopal Hospital

 Antibiotic

• Co-reacts with Bacitracin
 Causes
124

follicular contact dermatitis

• Individual papules that have a central hair

follicle
• Red or pustular in nature
 Histopathology

• Spongiosis of the follicular and eccrine sweat

ducts
• Dermal lymphocyte inflammation periadnexal
• The epidermis adjacent to the follicle is normal
 Pathogenesis

of follicular Contact

 Occupational allergen
 Bleach activators, lubricants and waxes, binders for
printing inks, solvents, textile resins, inhibitors,
antifreezers, epoxy hardeners and coolants

Dermatitis
• Preference for direct penetration of the statnum

corneum via pilosebaceous units

 Cross

• Heavier molecules are less able to penetrate the

epidermis
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 Neomycin large molecule, larger than cobalt
 Heavy metals
 Chromium
 Cobalt
 Nickel
 Potassium dichromate
 Vitamin E
 Dander Human

126

 Atopic

dermatitis patients develop
follicular contact dermatitis to metals
more commonly

40

reacts with hydroxyzine

 Strong

adhesive properties in rubber,
metals, plastic
 Paint, varnishes, laminates
 Adhesives
 Sometimes in eyeglasses, handbags,
vinyl gloves
 Sensitization only occurs in uncured
epoxy resin, not cured
 Clinical

 “As

• Arms and forearms most common location
127

128

 Main

use is to impart durability to nail
polish, lacquer, and hardener

J

Am Acad Dermatol. 2002 Feb;46(2):2006.
 Allergic contact dermatitis to
detergents: a multicenter study to
assess prevalence.
 Belsito DV1, Fransway AF, Fowler JF Jr,
Sherertz EF, Maibach HI, Mark JG Jr,
Mathias CG, Rietschel RL, Storrs FJ,
Nethercott JR.
 Author information

• Not particular to any color
• Not used as a preservative in this setting
 Clinique

and Almay nail polishes without
these resins
 Also known
• Toluene-sulfonamide formaldehyde resin
• Santolite MHP
129

for other plastics, it is the skin
contact with the uncured monomers and
prepolymers that most often cause
sensitization. ”
 Curing is a term in polymer chemistry
and process engineering that refers to
the toughening or hardening of a
polymer material by cross-linking of
polymer chains, brought about by
electron beams, heat or chemical
additives.

• Santolite MS
• Others
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 Abstract

 BACKGROUND:
 Allergic

 Enhances

absorption

• Explain this from bologna
 Antimicrobial

activity

• E. coli
• Pseudomonas
• Candida albicans
• S. aureus
 Vehicle

• 5-fluorouracil
• Synalar solution
131
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contact dermatitis (ACD) to
optical brighteners and enzymes in
laundry detergents was the focus of
numerous reports in the early 1970s.
Subsequently, there has been little
 Solvent
published on the incidence of allergic
 Humectant
reactions to chemicals in laundry
• Topical corticosteroids
detergents.
Nonetheless, consumers and
 Fowler et al. found that propylene glycol was present
physicians
continue
to ascribe
allergic
in 48 od 82 various
corticosteroid
creams
 Suspect
if worsening from
medication detergents.
contact
reactions
to laundry
• Clear gel deodorants
 OBJECTIVE:
 Preservative
 This article reports the findings of a
 Irritant contact dermatitis is a possibility
multicenter study on the prevalence of
• If concentrations great that 10% more likely to
patch
test reactions to a liquid and a
have ICD
granular
detergent provided by
 Warshawlaundry
et al.
Procter
&
Gamble
Company (Cincinnati,
 Meneghini et al.
 Goldsmith et al.
Ohio).
 Trancik et al.
 METHODS:
 Hannuksela et al.
 Patients referred to members of the
 Braun et al.
North American Contact Dermatitis
Group for evaluation of potential ACD
were invited to participate in the study,

 Propylene

Glycol Intoxication in an Infant



Foods containing propylene glycol can induce systemic contact dermatitis
•

 7 of 28 had systemic contact dermatitis with 10% tabs

propylene glycol containing dressings after
burns
• Premature infant
• Complete recovery after dressings stopped

 Exanthem within 16 hours

 Propylene

glycol is used as an
emulsifying agent in food
• LOOK UP WHAT IT MEANS TO BE AN
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EMULSIFYING AGENT
• Labels on food should state that use of as an
ingredient

 Class

•

Bakers coconut

•

Dream-whip whipped topping mix

•

Duncan hines cake mix

•

Durkee coconut

•

Durkee real french fried onions and potato sticks

•

Hellmans big H sandwhich mix

•

Jello cheesecake mix

•

Kraft thousand island, creamy cucumber, russian dressing

•

Moutain dew beverage

•

Pepperidge farms pineapple n’cream, strawberry n’cream,

•

Pfeiffer russian cole slaw

•

Pillsbury plus cake mixes

•

Sara lee chocolate n’cream layer, strawberry n’cream layer cake, French cheesecake, chocolate
Bavarian, and strawberry cheesecake

•

Wise butter flavored popcorn
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A Cross Reactions



CS490NA



• Hydrocortisone
• Prednisone



• Prednisolone
• Methylprednisolone



 Not

Hannuksela et al. performed a double-blind study challenging patients with propylene glycol tabs
 8 of 10 patients had systemic contact dermatitis with 2% tabs

• Case report of a comatose infant following

CS500NA




CS997NA



CS999NA




CS491NA



used in dermatology



CS506NA



• Rhinitis (as a nasal suspension or aerosols)



• Rharyngitis (as lozenges)
• Ulcerative colitis (as enema or rectal solution)



CS497NA





IC
SID
CS
NA16NA
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AC
BB
AU
CS
CS998NA




CS492NA




NA20NA







AC
NAS
ACS CS
CS507NA

amcinonide, 0.1%, pet
CS
betamethason-17,21 dipropionate, 0.5%, pet
AU
CS
betamethasone-17, 21-dipropionate, 0.1% eth
CS
betamethasone-17-valerate, 0.1%, eth
CS
betamethasone-17-valerate, 0.12% pet
CS
betamethasone-17-valerate, 1%, pet
AU
CS
budesonide, .01%, pet
EU
budesonide, 0.1%, pet
NA
LU
clobetasol-17-propionate, 0.1%, eth
CS
clobetasol-17-propionate, 0.25%, pet
CS
clobetasol-17-propionate, 1%, pet
NA

corticosteroide mix, 2.01%, pet

hydrocortisone 21-acetate, 1%
 hydrocortisone 17-butyrate, 1%
 budesonide, 0.01%
CS
 NA68NA
desoximetasone, 1%, pet

NA
 NAS
CS
 CS493NA
dexamethasone, 0.5%, pet

CS
 EM

 CS502NA
dexamethasone-21-phospate, 1%, pet

CS
 CS496NA
hydrocortisone, 1%, pet

CS
 CS494NA
hydrocortisone-17-butyrate, 0.1% pet

CS
 NA69NA
hydrocortisone-17-butyrate, 1%, eth

CS
 NA93NA
hydrocortisone-17-butyrate, 1%, pet

NA
 AC
 IC
CS
 CS996NA
methylprednisolone aceponate, 0.1%, eth

CS
 CS995NA
mometasone furoate, 0.1%, eth

CS
 CS993NA
prednicarbate, 1%, eth

CS
 CS503NA
prednisolone, 1%, pet

CS
 EM
 CS498NA
tixocortol-21-pivalate, 0.1%, pet

EU
 IC
CS
 NA61NA
tixocortol-21-pivalate, 1%, pet

NA
 AC
 BB
 AU
CS
LU
 CS505NA
triamcinoloneacetonide, 0.1%, pet

CS
 CS499NA
triamcinoloneacetonide, 1%, pet


 Surfactant

in shampoos and cosmetics

Used in Permanent press clothing

• Surfactants help dissolve oils
• Foam booster

• Salex shampoo
 Scalp

and face dermatitis
with hand dermatitis
 Can cause a false-positive irritant
reaction due to its surfactant nature
 Amidoamine and
dimethlyaminopropylamine are
contaminants and in some studies found
that the patients are actually allergic to
this
 Hairdressers
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• Questionable

42

 Acrylic

Nails Adhesives of artificial nails

 Need

info on this.

• Methyl methacrylate in initial formulations
 Banned by FDA in 1974
• Currently, marketed artificial nails have various

methacrylate components
 Ethyl methacrylate
 Butyl methacrylate
 Isobuty methacrylate
 Dimethacrylate
 Trimethacrylate
139

• Cross reactions among acrylates are common
• Nitrile or neoprene gloves
 Latex insufficient to prevent allergy

140

 Caulking

Compounds
Materials:
 • Denture repair
• Self-curing acrylates
• Some temporary crowns or fillings
 Dirt-Release Agents
Fabric Finishes
Floor Polishes and Sealants
 Incidence 0.5% to 5%
 Latex Paints:
 Clinical scenario
 •• UV
Paints
Most
common presentation is a long-standing
 Dental

 Inhaled, oral, and

intramuscular steroid
exposure after known topical allergy can
cause

dermatitis

• Systemic contact dermatitis

• Fails to respond to many steroids
 Clinical

• Exanthem

• Rarely,
dermatitis
that worsens with steroid
Periungual
eczema

• Purpura

• usage
Can have nickel in metallic nail polish
 Patients
usually
react nail
to several
• Transient
or permanent
dystrophy

• Urticaria

corticosteroids
• Paraonychia
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•
•
•
•

Subungual pain
Cocominant
exposures to different types of
steroid
substances
during long course of
Peripheral
paresthesias
treatment
Eyelids
reactions
due
to molecular
reasons
Cross
Usually
caused by
airborne
dust particles
from filed
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nails or vapors in nail saloons that have the particles
in the air
 Rash on eyelids that gets worse after nail saloon

 Eyelid touching in fewer cases

 Delayed

Readings (Day 6 or 7)
Effect

 Animal

studies are lacking because the
animals cant be sensitized.

 Vasoconstriction

• Intrinsic pharmacologic activity of

• Clinical

corticosteroids usually observed on the first
readying
• Need picture
 Reactive

• Molecular
 Four

vasodilation (rebound)

• Impalpable erythema at first reading
 Edge

effect

• Usually an irritation of palpable erythema at the
143

edge of a patch test chamber with a completely
clear center that fades further by second
reading
 Paradoxicual
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Edge effect

• Eczematous reaction at the rim with clear center

attributed to the anti-inflammatory effect of the
steroid suppressing the allergic response whtere
it is most concentrated.
• There is diffusion of the steroid by the edge of
the patch test chamber and therefore the

Groups
A – Hydrocortisone type
(Tixocortol pivalate)
 Group B – Triamcinolone acetonide type
(Budesonide)
 Group C – Betamethasone Type
 Group D – Hydrocrotisone 17-butyrate
 Group

43

 Group

D Subdivision

 Patients

diagnosed with a corticosteroid
sensitivity should be further tested with
more extensive corticosteroid series
 Use group c steroids to lower overall
sensitivity in population

• D1 C16 methyl subsitution and halogenation
• D2 lack both
 Prodrug corticosteroids that rapidly metabolize in
skin with free hydroxy groups at C21 an C17
 Hydrocortisone-17-butyrate is enzymatically further
converted to C21 butyrate, which is further changed to
hydrocortisone.

 The metabolism influences cross reactivity because
the metabolites can behave differently than what is
placed on the skin for a test
 D2 significantly cross react with group A and group B
steroids due to the metabolite break down
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 Groups

A, B, D highly homogenous in
terms of molecluar structures

 Bioavailability

diseased skin

• Budesonide
 Two isomers that evenly occur, one that molecularly
resembles group b steroids and one that molecularly
resembles group d steroids
 Group C – does not cross-react with other
corticosteroid groups

• Lower concentrations are used in patches then

encountered in enviroment therefore may not be
enough to stimulate an allergy
• Poor solubility of an allergen in a patch test
solution may result in inadequate penetration
into the skin
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of allergen

• Different when applied to intact skin versus



 Type

Group B steroids
Triamcinolone
• Fluocinolone acetonide
• Halcinonide
• Flucinonide
• Desonide
• Hdyrocortison-17-buyrate
• Hydrocortisone butyrate/valerate
• Clobetasol propionate/butyrate
• Betamethasone valerate/dipropionate
Allergy Medication:
• Nasal inhalation • Oral inhalation • Pulmicort
• Rhinosol
Other Medications:
• Entocort. • Symbicort
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1 and Type 4 Reactions

• Type 4 allergens
 Thiurams
 Dithiocarbamates
 Benzothiazoles
 Paraphenylenediamines
 Thiureas
• Type 1 reactions
 Urticaria
 Angioedema
 Rhinitis
 Conjuctivitis
 Bronchospasm
 Anaphylaxis

 Also

known as oxybenzone in sunscreens

• Most common photoallergen in sunscreen

products

• Immediate urticarial reactions
• Photoallergy
• ACD
 Used

in plastic and textiles to prevent
degradation of color from ultraviolet
radiation
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• Shades for windows
• Paints
 Cosmetics

• Hairspray, hairdye, shampoos, and soap
• Perfume

 Co-reacts

with neomycin
bacitracin has been
reported as producing anaphylaxis

 Found

 Intracutaneous
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in many plants from the Composite
or Asteraceae family
 Sesquiterpene lactone mix contains
alantolactone, dehydrocostus lactone,
and costunolide
 Patients allergic to sesquiterpene lactone
mix may react to the plant or pollen
 Ragweed, sneezeweed, sagebrush,
wormwood, mugwort, boneset, poverty
weed, marsh elder, cocklebur, burdock,
chamomile, artichoke, chrysanthemum
• Rageweed produces hay fever via type 1

response

• May produce contact dermatitis via type 4

response too

 Occurs exclusively in adult men
 Begins in fall and disappears after frost
 Most believe that the pollen contains the oils that are
allergenic
 Sesiquiterpene

 Ross

et al. that sesiquiterpene lactone
induced contact dermatitis is not always
airborne
 A study of 7,420 patients

lactones are chemicals

 Talk
about
pages
614-615
in fischers
released
bythis
plants
with
a particular

molecular macke up.
• 1,350 sesquiterpene lactones

• Compositae family
 parthenolide
• Airborne plant contact dermatitis
 Summer exacerbated

• 1/3 showed an airborne pattern
• 1/3 showed a hand eczema pattern
• 1/3 showed a generalized dermatitis pattern
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 Perfume

 Hair
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 Vitamin

E

 Over

• Oral vitamin E does not cause allergic reactions
• Can cuased ACD and contact urticaria

the counter corticosteroids

• Food and drug administration does not require

that an ingredient list is provided in over the
counter corticosteroids
• 12 of 16 OTC corticosteroids contained
parabens
• A study of 127 patients allergic to one or more
corticosteroids found that tixocortol pivalate and
budesonide detect 91.3% of the cases.
• Tixocortol pivalate
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 Edge

effect



• Erythema occurs at circumference of chamber
• Positive test
 Steroids

are inherently anti-inflammatory

• Can mask a positive patch test
• Isaksson et al. found that all patients positive
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detanglers, shampoos, conditioners

when the patch readings were done on day 10
post initial placement, but less positive if read at
48 and 72 hours
• If you suspect allergy to steroid, should have a
late reading at day 10 in addition to the 48 and
72 hour

162
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Four classes
• Class A (Hydrocortisone Type)
 Tixocortol pivalate (test
allergen)
 Prednisone
 Prednisolone
 Methylprednisolone
• Class B (Triamcinolone Type)
 Budesonide (test allergen)
 Triamcinolone acetonide
 Amcinonide
 Fluocinolone acetonide
 Budesonide
 Halcinonide
 Flucinonide
 Desonide

• Class C (Betamethasone Type,

but not Valerate)
 Betamethasone types
 Dexamethasone
 Flucortolone
 Desoximetasone
• Class D (Hydrocortisone-17butyrate type)
 Hydrocortisone-17-butyrate
(test allergen)
 Clobetasol
 Betamethasone valerate
 Fluocortolone hexanoate /
pivalate
 Aclometasone diproprion
 Mometasone

 Cross

reaction between groups are
somewhat unpredictable
 A, B, D cross react most frequently
 Class A reactions can be ellicited from
oral medicines and result in a
widespread eczematous rash
 Is there a relationshiop between sex
steroids and corticosteroid allergy

 Rare

• Textiles are not labelled
 Azo

dyes

• Most frequently used
• Color synthetic fabrics
• Cross reaction between azo dyes and PPD

common

 Develop

at sites where garments fit

tightly

• 26.3% of patients react to progesterone if

allergic to a wide array of corticosteroids
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• Inner posterior thighs
• Popliteal fossa
• Buttocks
• Waistband
• Anterior / posterior axillary folds (sparing the

vault)
 Seldom

is pruritus and excoriation only
symptom

 Contact

dermatitis to textiles mirror the
responsible garment
 Can spare areas protected by
undergarments
 Acute reaction
 Rash at borders of the axilla, but sparing
the center of the axilla can be an allergy
to clothing toppers
 Trouser dermatitis usually begins on the
anterior thigh

 Different

 Anthraquinone dyes
 Azo dyes
 Disperse blue 106/124 (most common clothing allergens)
 Cross reacts with paraphenylenediamine

 The
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 Vat

dyes

color of the dye often bears no
relationship to the offending clothin
garment
 Studies reveal that no irritant reactions
were seen in textile dermatitis

 Acd

thought to derive from direct contact
to dye

• Dye used to color jeans
• Rarely cause contact dermatitis

• The dyes are metabolized by the skins bacteria
 Metabolites penetrate the skin and therefore become
major sensitizers
 P-aminodiphehylamine and 2-amino-p-cresol may
cross react with PPD

• Good substitute for people with disperse blue

106/124 dye allergen
 This
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groups of Dyes

• Disperse dyes
 Used to color synthetic textiles
 Most common group of dyes to cause ACD
 Two subgroups of dyes that are most common out of
disperse group

is just a screening test. The Patient
really needs a full textile series because
if you read a lot of the articles on textile
dermatitis they show patients usually
have multiple reactions.
 Some studies show that Disperse Blue
106/124 is not the most common allergen

 Cross
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• Ryberg et al. showed orange 3
 Synergistic

effects between substances
have also been demonstrated
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sensitization to para-amino
compounds, most frequently PPD
 May be the most common allergens in
textiles
 Test the patients own clothes



Different dyes are used to color different materials
• Disperse dyes are used to color polyester fabrics and blends.
• Children’s diapers
• Because perspiration encourages dye release, dark-colored
synthetic exercise garments should be considered as a source
of textile pattern dermatitis.
• Compared with acetate and polyester, disperse dyes are more
color-fast on nylon, but nylon stockings can be the culprit in
dermatitis of the thighs in women sensitized to disperse dyes.
• Disperse dyes sometimes cause dermatitis of unusual
morphology with a pigmented purpuric quality.
• . Avoidance of textile dyes is very difficult as there is no
product labeling of the dyes used in the United States
• Multiple dyes can be used to make a certain color

 Patients
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 No

one substance is a good indicator
acid (PABA) 0.2%
 P-aminophenol
 P-toluylenediamine 10.0%
 Sulfanilamide 0.3%
 Disperse Orange 3
 P-aminoazobenzene 16.2%
 4,4’-diaminodiphenylmethane
 P-phenylenediamine 14.1%

allergic to a disperse dye should
be instructed to avoid polyester and
acetate fabrics (and nylon, if possible)
that could contain the color in question.
True white (not off-white) synthetic
fabrics would be the safest choice for
these patients. One hundred percent
cellulosic fabrics such as cotton, rayon, or
Tencel®, or 100% silk, linen, or wool of
any color are also good choices. Dyes are
water soluble, and washing clothing
before use may be of some benefit in
removing dye.

A

piece of the suspected material –
textiles, gloves, shoes – (2 × 2 cm
moistened with saline solution) is applied
under occlusion for 48 h on the back.”

 P-aminobenzoic

 Excerpt

From: Jeanne Duus Johansen,
Peter J. Frosch and Jean-Pierre
Lepoittevin. “Contact Dermatitis.” iBooks.
https://itun.es/us/kSgcA.l
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 Oleoresin

(look up exactly what this is)

 Add

• Sesquiterpene lactone
• See slide on sesquiterpene lactone
 Airborne

contact dermatitis

• Paulsen et al. demonstrated that airborne

parthenolide is the allergen in those with
composiate airborne acd
 Season pattern starting in summer
 Disappears by late autumn
 V of neck, hands, forearms,
173
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this allergen to fragrance.

 Found

in textiles
press clothing

 Permanent
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 Obtained

from steam distillation of
freshly cut flowering tops of lavender
• Made of terpenes linalool, linalyl acetate, and

caryophyllene
 Autooxidize in presene of oxygen in the air
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 Hydroperoxides are formed and are allergenic
 44% of patients show no concominant reactions to any
terpene
 34% react to lavender oil and linalyl acetate
 20% to all three
 More likely to react to multiple components if you have a
stronger reaction (+++)
 52 -64%% of patients with positive patch to Lavender oil
also have a positive patch test to fragrance mix
 But why not 100% correlation
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 Essential oils are complex mixtures that rely oxidize on our
skin and could form many compounds over time

• 30% topical formulations
• Used in aromatherapy
 Airborn dermatitis
• Used in ketoprofen ointment
A

photosensitzer
cause pigmented contact dermatitis
 Exstracted
Cross reacts
withMelaleuca
balsam ofPlant
peru, rosin,

from
wood tar,
essential
 Cross
reaction
withoils
Balsam of Peru
(questionable because some believe that
there are components of sesquiterpene
lactone)
 Used as an antiseptic
 Can

 Yellow

dye extracted from dried flower
heads of Chamaemelum nobile (roman
source, more allergenic) and Matricaria
recutita (german Source)
• Compasitae family

 Shampoos, vegetable

179

hair dye, mirror
manufactoring
 Can cross react with compasitae
 Drinking chamomile has been shown to
flare the original area of dermatitis
 German chamomile tea has
sesquiterpene lactone in it
 Arnica can also cross react with the
ragweed group (compasitae)

• Can be in products to help cuts heal
 Allergenic

compenents

• D-limonene
180

• Aromadendrene
• Alpha terpinene
• 1,8-cineole (Eucalyptol)
• Terpinen-4-ol
• P-cymene
• Alpha-phellandrene
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Derived from tree resin
• Contains other sensitizers
 Cinnamic acid and vanillin
 May cross react with Balsam of Peru
 Hausen et al. found several caffeates and benzyl isoferulate
Not beeswax
• Bees mix propolis that they collect from trees to mix with their wax to help cement the
honeycomb
• In products the wax from the honeycomb is what it used so it may contain propolis
Not Honey
Can be chewed and sold over the counter as a medication
• Propolis is considered a traditional medicine by many and is used for a variety of
conditions, including inflammations, sore throat, viral diseases, ulcers, burn and wound
care, to promote heart health, cataracts, acne, asthma , arthritis, boils, bleeding gums,
bedsores and blisters, burning tongue, callused feet, common colds, corns, diaper rash,
diarrhea, eczema, flu, female complaints, gastritis, gout, hay-fever, hair loss, insect bites,
rhinitis, earache, inflammation of the prostate, moles, psoriasis, swollen glands, tendonitis,
and warts.

A

 Bee
181

•

bread • CA RN: 9009-62-5
Bee glue • Hive dross

possible photoallergen ??? Verify

 Combine
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with steroid slides

 Fragrance
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 Surfactants

mix II contains the six
additional substances that are often
found in a variety of products:
Coumarine, Lyral, Citronellol, Farnesol,
Citral, a- Hexylcinnamicaldehyde.
Fragrances can be found in most
products. They are used to add flavor or
scent to a product or may mask a
product’s unpleasant smell. They may
come from natural (animals or plants) or
synthetic sources.

 Used

• Bubble baths, detergents

as a preservative

• Gram positive coverage
 Local

anesthetic and fragrance

• Perfumes,
 Benzyl alcohol is found in many naturally occurring
plant products such as Balsam of Peru and is also a
component of essential oils such as hyacinth, jasmine,
and ylang ylang oils.

• hair dyes (direct acid dyes, look up what these
185
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are) used to produce deeper shades of dye
because it binds better to keratin, look this up
and explain better
 Preservative
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in aristocort, cordran,
lotrisone, loprox,naftin, ivy block,aldara,
kenalog, depomedrol (look up to make
sure this is still true)
 They have done studies showing that
scratch tests are negative to this if
positive patch tests, so kenalog and

 Amerchol

L101 is a trade name of
products containing lanolin.
 Lanolin alcohol

 Emulsifier
 Baby

Products:
Desitin Diaper Rash Ointment, Fresh
Scent • Desitin Zinc Oxide Diaper Rash
Treatment

•

187
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 Steroid

in corticosteroid ointment

• What is an emulsifier?

list of shit
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 Antioxidant

in pharmaceuticals, printing,
and photography
 Found in OTC corticosteroids

191
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 Coconut

diethanolamide (aka cocamide
DEA) is extracted from coconut oil, and is
used as a foaming and emulsifying agent
in cosmetics and personal care products.
 Surfactant

 Bacteriostatic

• Also know as Igrasan DP-300
 Surgical

Scrub
Soap
 Irish Spring
 Lever 2000
 Odor Eaters
 Palmolive
 Right Guard
 Dial
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 See

lavender oil

 Overall

Four most common allergens in
100 products
• Chloromethyl
• Methylisothiazolinone
• Bromonitropropanediol
• Formaldehyde

 Service

active agents

• Coconut diethanolamide
 Detergents

• Cellulosecarboxymethylether sodium
195
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 Fabric

softeners

• 2-propanol
• Isothiazolinone
 Fragrances

• Pine oil
• Citronella oil
 Coloring

agents

• Tartrazine (food yellow 4)
 “depending

on the glove material, some
are permeable to various chemicals and
do not provide the promised protection;”

 Glove

material
use
 Advantages and disadvantages
 Example Photos
 Latex (natural rubber) Incidental
contact
 Good for biological and water-based
materials.
 Poor for organic solvents.
 Little chemical protection.
 Hard to detect puncture holes.
 Can cause or trigger latex allergies
 Nitrile Incidental contact (disposable
exam glove)
 Intended
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 Extended
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contact (thicker reusable
glove)
Excellent general use glove. Good for

”

 “The

clinical features of systemic contact
dermatitis include flare-up of previous
dermatitis or previously positive patch
test sites, vesicular palmar and/or plantar
dermatitis, flexural dermatitis, and the
baboon syndrome.”
 Antibiotics
 Cobalt/Chromium
 Nickel
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• Greater than 5mg dose
• “Chelating medicaments can interfere with
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nickel absorption and metabolism, and in that
way, provoke systemic contact dermatitis. This
has been well described for Antabuse (Fig. 17.6)
[46].”

 “Dietary

intervention is indicated for
nickel-sensitive patients with vesicular
hand eczema or more widespread
systemic contact dermatitis, if the
elimination of nonoccupational as well as
occupational nickel exposure does not
improve or clear the dermatitis. Dietary
restriction following the guidelines by
Veien et al. [62] should be followed for 1–
2 months, and the outcome at ”

 “that

time should determine whether
dietary restriction should be continued.
Clinical studies suggest that
approximately one-fourth of selected
patients benefit from prolonged dietary
treatment [63, 64]. Theoretically, 10% of
the most nickel-sensitive persons could
benefit from diet treatment [65].”

 Excerpt
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From: Jeanne Duus Johansen,
Peter J. Frosch and Jean-Pierre
Lepoittevin. “Contact Dermatitis.” iBooks.
https://itun.es/us/kSgcA.l
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 Excerpt

From: Jeanne Duus Johansen,
Peter J. Frosch and Jean-Pierre
Lepoittevin. “Contact Dermatitis.” iBooks.
https://itun.es/us/kSgcA.l

 Sheep sebum (Surface oil)
 Mixture of oils (fatty alcohols) derived from the
sebum
 Wax alcohol
 Found in Cosmetic products

 human

 Cross

reactants to lanolin include fatty
alcohols such as stearyl and cetyl alcohol
 Eucerin products
• Aquaphor
 Topical

Positive patch test reactions to
dander were produced in 120 of
 181 (66%) patients with atopic derma¬
 titis (Table 1). The positive reactions
 occurred in 82% of patients aged 2 to 8
 years, in 60% of those aged 9 to 15
 years, and in 62% of those aged 16 to
 45 years. In all of the specimens
examined,
 the principal changes were found at
 the upper portions of hair follicles
 (Fig 2). Varying degrees of spongiosis
 and migration of predominantly
 mononuclear cells were present at the
 external root sheaths. The dermis
 around the involved portion of the
 follicle contained a moderate amount
of a mononuclear cell infiltrate (Fig


Medications
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204
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Psoriasis Treatment Center of Central New
Jersey

I will not discuss off label use and/or investigational use in my presentation

Psoriasis Is Not Just about the Skin

Psoriasis
“I am silvery, scaly. Puddles of flakes form wherever I rest my
flesh. Each morning, I vacuum my bed. My torture is skin deep;
there is no pain, not even itching. We lepers live a long time,
and are ironically healthy in other respects. Lusty, though we
are loathsome to love. Keen-sighted, though we hate to look
upon ourselves. The name of the disease, spiritually speaking,
is ‘Humiliation’.”
John Updike
The Journal of a Leper

Extensive psoriasis

Plaque psoriasis
• Accounts for >80% of psoriasis cases
• "Plaques" can appear anywhere
• Most common sites:
– Elbows
– Knees
– Lower back
– Area around the umbilicus
– Scalp

www.dermtext.com
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Scalp psoriasis

Inverse psoriasis

• Also known as flexural
psoriasis

• Affects skin folds of body
 Intergluteal cleft
 Armpits
 Groin
 Under the breasts

• Often occurs with plaque
psoriasis

 Can also occur on its own

• Skin

 Smooth, moist, salmon-colored
 Often tender and itchy

Patients with Psoriasis Have a Higher Prevalence
of Obesity Than the General Population

Comorbidities in Psoriasis: Overview
• Psoriasis is associated with multiple • Psoriasis is associated with multiple
disease states and behaviors that
comorbidities that increase the risk
potentially increase morbidity and
of cardiovascular disease
mortality and lower quality of life
– Hypertension

– Uveitis

– Obesity

– Depression
– Alcoholism
– Smoking

• Psoriasis is independently
associated with MI

†

Total

Males

Utah

30
25
20
15
10
5
0

Females

*P<.001 vs Utah.
†P = .002 vs Utah.
Obesity = BMI >30 kg/m2.
Herron MD, et al. Arch Dermatol. 2005;141(12):1527‐1534.

MI = myocardial infarction.

Obesity, waist circumference, weight change,
and the risk of psoriasis

Psoriasis and Components of the
Metabolic Syndrome

• Prospective examination of the Nurses’ Health Study II

Diabetes Mellitus

30

Prevalence (%)

(N=78,626)

 14 years of follow-up
 892 incident cases of psoriasis

• For body mass index (BMI) updated every 2 years

20
15
10
5

compared with BMI of 21.0–22.9, multivariate relative risks
of psoriasis were statistically significant (P=0.001)

0

 1.40 (95% CI, 1.13–1.73) for a BMI = 25.0–29.9
 1.48 (95% CI, 1.15–1.91) for a BMI = 30.0-34.9
 2.69 (95% CI, 2.12–3.40) for a BMI ≥ 35.0

Prevalence (%)

16

• Hip circumference, and waist-hip ratio were all associated
with a higher risk of incident psoriasis (all P-values for
trend, 0.001)

<40

40-49

50-59

60-69

Age Class (y)

Coronary Heart Disease

12
10
8
6
4
2
<40

40-49

50-59

60-69

Age Class (y)

>70

6
4
2

50

OR = 1.77 (P<.01)

OR = 2.09 (P<.01)

8

0

>70

14

0

Hyperlipidemia

10

OR = 2.48 (P<.0001)

25

Prevalence (%)

– Dyslipidemia

Utah Psoriasis
Initiative

†

*

Prevalence (%)

– Diabetes

– Crohn’s disease

35

Prevalence (%)

– Psoriatic arthritis

40

<40

40-49

50-59

60-69

Age Class (y)

>70

Arterial Hypertension
OR = 3.27 (P<.0001)

30
20
10
0

<40

40-49

50-59

60-69

Age Class (y)

>70

OR = odds ratio. Control = patients hospitalized for reasons other than psoriasis.
Sommer DM, et al. Arch Dermatol Res. 2006;298(7):321-328.

Setty A, et al. Arch Intern Med. 2007;167:1670–5.
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Hospitalized Patients:
Control (N=1044)
Psoriasis (N=581)

40

Prevalence of cardiovascular factors in patients
with psoriasis

Cardiovascular risk factors in psoriasis

• General Practice Research Database
• Population-based UK cohort

Obesity
Metabolic syndrome
Diabetes
Hypertension
Smoking
Atherosclerosis

 Severe psoriasis = psoriasis and systemic therapy (n= 3854 / controls 14,065)
 Mild psoriasis = psoriasis but no systemic therapy (n=127,706 / controls 465,252)
• Patients classified as having risk factors if they had codes for diabetes,
hypertension, hyperlipidemia, obesity, or smoking
• Analyses utilized adjustments for age, gender, person-years, and all
cardiovascular risk factors
Respective prevalence of CV risk factors (%)
Controls

OR severe vs mild

Diabetes

Severe psoriasis
7.1

4.4

3.3

1.39; 95% CI 1.22–1.58

Hypertension

20

Mild psoriasis
14.7

11.9

-

Hyperlipidemia

6

4.7

3.3

-

Obesity

20.7

15.8

13.2

1.47; 95% CI 1.32–1.63

Smoking

30.1

28

21.3

-

Mehta et al. Arch Dermatol 2011

CI, confidence interval; CV, cardiovascular; OR, odds ratio.
Neimann AL, et al. J Am Acad Dermatol. 2006;55:829–35.

Neimann AL et al. J Am Acad Dermatol 2006; Gelfand JM et al. JAMA 2006

Psoriasis May Be Risk Factor for Development
of Coronary Artery Calcification

Vascular inflammation in psoriasis localizes to the arterial wall
(the site where early atherosclerosis begins)
Patient characteristics:
• 45 years old; body surface area 17%; no therapy

Control (n=32)

100

Psoriasis (n=32)

Percentage of Patients (%)

90
80

Legend for CAC Scores

71.9

0
≤10
11-100
101-400
<400

70
60
50
40

=
=
=
=
=

None
Likely CAD
Almost certain CAD
Stenosis likely
Stenosis almost certain

40.6

30

18.8

20

6.3

10

12.5

18.8

15.6

9.4
0.0

0
None

Likely

Almost Certain

Stenosis Likely

Predicted Presence of CAD Using CAC Scores
FDG PET/CT: TBR value 2.02 (aortic arch):
at 60 minutes imaging time

Patients and controls were matched for age, sex, race, cardiovascular risk factors
with the exception of family history of cardiovascular diseases.

FDG PET/MR: TBR 3.08 (aortic arch):
at 120 minutes imaging time

CAC = coronary artery calcification; CAD = coronary artery disease.
Ludwig RJ, et al. Br J Dermatol. 2007;156:271-276.

Dave J, et al. JAAD 2014;ePub ahead of print

Risk of MI in Patients with Psoriasis

Severe Psoriasis
Mild Psoriasis

1.0

• The RR was greatest in young
patients with severe psoriasis

0.5

Excess rate per
100 000/year,
psoriasis

Number of
excess
causes/year
attributable to
psoriasis

Baseline rate
per 100 000/year

Rate ratio,
psoriasis
(95% CI)

Rate per
100 000/year,
psoriasis

CV death

256

1.03 (0.86–1.25)

263.7
(220–320)

7.7
(–36 to 64)

520
(–2419 to 4320)

MI

261

1.29 (1.02–1.63)

336.7
(266–425)

75.7
(5–164)

5109
(352–11,099)

307.5

1.12 (1.08–1.16)

344.4
(332–356)

36.9
(25–49)

2491
(1661–3321)

Mild psoriasis

RR (95% CI)

• Psoriasis may confer an
independent risk of MI

RR = relative risk.
Gelfand JM, et al. JAMA. 2006;296(14):1735‐1741.

Population attributable risk of psoriasis on major adverse cardiovascular events

10

– Control: 3.58
(3.52-3.65)

– Severe psoriasis: 5.13
(4.22-6.17)

Meta-analysis: Attributable risk

Adjusted RR of MI in Patients with
Psoriasis Based on Patient Age

• Incidence per 1000 person-years
(95% confidence interval [CI]):

– Mild psoriasis: 4.04
(3.88-4.21)

6.3

Stenosis Almost
Certain

Stroke
Severe psoriasis
CV death

256

1.39 (1.11–1.74)

355.8
(284–445)

99.8
(28–189)

749
(211–1421)

MI

261

1.70 (1.32–2.18)

443.7
(345–569)

182.7
(84–308)

1370
(626–2310)

307.5

1.56 (1.32–1.84)

263.7
(220–320)

172.2
(98–258)

1292
(738–1937)

Stroke
20

30

40

50

60

70

80

Age (year)

Estimates are based on 2008 US census data and current national rates of cardiovascular (CV) death, myocardial infarction (MI), and stroke. The 95% confidence
interval estimates for the rate ratio are based on meta-analysis results

Armstrong EJ, et al. J Am Heart Assoc. 2013;2:e000062.
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CV Disease in Psoriasis

Psoriasis: time course of disease morbidity
and mortality
Non-psoriasis

Severe Psoriasis:

4

• 50% increased risk of mortality

0
Age

Psoriasis
Controls

• 5 years of life lost

Stroke

1.43

CV

1.57

MACE

1.53

1

0

40

60

80

100

50

40

0

25

60

Patients’ self-reported
psoriasis BSA

– 5 items on symptoms (itch, pain, stinging, burning, and
skin tightness)

6%

– 6 items on patient-observable signs (skin dryness,
cracking, scaling, shedding or flaking, redness and
bleeding)

15%

Patients’ self-reported
disease severitya

Severe
Moderate

22%
39%

Mild

79%

>10 palms

Severe
Moderate

67%

Mild

43%
54%

4–10 palms
≤3 palms

28%

35%

Patients (n=2549)

7%

5%

≤3 palms

4–10 palms

>10 palms

(n=2017)

(n=376)

(n=156)

aReflects patients’ self-reported diagnoses.

PSSD, psoriasis symptoms and signs diary

BSA, body surface area.
Lebwohl MG, et al. J Am Acad Dermatol. 2014;70:871–78.

Feldman S, et al. AAD 2014, P8164.

Psoriasis Patients Are More Likely to Have
Increased Risk of Depression, Use SSRIs,
and Have CV Risk Factors*

Selected Special Circumstances
Treatment Impact on Anxiety and Depression

78

80
70

60
50

 Hospital Anxiety and
Depression Scale
 14% improvement in anxiety
 30% improvement in
depression
 Dermatology Life Quality Index
 76% improvement

40
30
20
10
0

Depression

SSRI Use

CV Risk
Factors

*After adjusting for age, gender, and Deyo-Charlson comorbidity.
SSRIs = selective serotonin reuptake inhibitor.
Dabbous O, et al. Presented at: American Academy of Dermatology 64th Annual Meeting; March 3-7,
2006; San Francisco, California. Abstract 2743

100

60
40

41.6 42.2

41

38.2

27.1

25.7

26.4

20
0

Langley RG, et al. J Am Acad Dermatol. 2010;63:457–65.

73.6

24.2 26.7

20

31.1

24.7
12.8

Placebo

12.5

12.6

Ustekinumab Ustekinumab Ustekinumab
45 mg
90 mg
combined
Baseline

Week 12

Anxiety

57.8

40
22.4

Normal

100

60

0

60

0

Ustekinumab Ustekinumab Ustekinumab
45 mg
90 mg
combined

Depression

80

40

80

20
Placebo

100

P <0.001 for each measure
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100

Anxiety

80

Patients (%)

• Patients with moderate-tosevere psoriasis (N=1230)
• Randomized 1:1:1 to
ustekinumab (45 or 90 mg) or
placebo
• Greater improvements in
active treatment groups

90

Increase in These Burdens
in Patients with
Psoriasis vs Controls (%)

71.0

Age at onset ≤25 years

Patients’ perception of disease severity does not directly correlate with
the skin area involved

– Days with symptoms and signs experienced are collected
in the 7-day version using a frequency scale ranging from
“none of the days” to “all of the days”

50

69.8±13.3

72.0

Gulliver WP, et al. AAD 2015, Late Breaker

– Two versions were developed with a
recall period of either the past 24 hours
(PSSD-24h) or past 7 days (PSSD-7d)

60

>25 years
(n=102)
71.4±12.2

54.0

Comorbidities:
Obesity, hypertension, diabetes,
dyslipidemia, Crohn’s Disease

– Response options for severity were on a
0−10 numerical rating scale (0=absent and 10=worst
imaginable)

20

Total

≤25 years
(n=20)
60.3±13.9

Patients (%)

60

60

Mean ± SD

Patients (%)

60

70
Median

• Based on item retention criteria and cognitive
debriefing interviews, 11 items included for the final
PSSD version:

70

25

Patients (%)

75

0
Age

Patients (%)

Frequency of reporting in psoriasis
patients (%)

80

Age of onset

Psoriasis

0
Age

Most commonly reported signs and symptoms
from the concept elicitation interviews
85

Psoriasis-mortality:
Age of death by age of onset of psoriasis

Age at onset >25 years

Psoriasis
20

CV = cardiovascular; MACE = major adverse cardiac events.
Abuabara K, et al. Br J Dermatol. 2010;163:586-592. Gelfand JM, et al. JAMA. 2006;296(14):1735‐1741.
Gelfand JM, et al. J Invest Dermatol. 2009;129(10):2411-2418. Mehta NN, et al. Eur Heart J.
2010;31(8):1000-1006. Mehta NN, et al. Am J Med. 2011;124(8):775.e1-6.

80

80

Patients (%)

1.58

Genes environment

Patients (%)

MI

2

Age (year)

100

25

3

Hazard Ratio
(adjusted for
CV risk factors)

Outcome

Age of psoriasis onset is associated with earlier comorbiditity and mortality

80

87.4
73.3

15.9

Mild

14.3

7.7

Moderate

2.7

Severe

Depression

60
40
15.2

20
0

Normal
Placebo

8

Mild

8.7

3.9

Moderate

0.8

Severe

Ustekinumab combined

Association of psoriasis severity with health-related quality of life,
depression, and work productivity

‡

20

†

20

†

10

‡

10

0

50

‡
‡
‡

30
20
10

0

0

Sexual Desire

‡

0

‡

40
30
20
10

Reporting (%) (n=47)
20

40

60

27.7%
23.4%
14.9%
6.4%
6.4%

0

0

Reporting (%) (n=47)
10

20

Impacts

Treatment
contraindication
Trouble conceiving

†P<0.01; ‡P<0.001

PRO, patient-reported outcomes

30

6.4%

0

Reporting (%) (n=20)
20

40

40

60

80

60.0%

Avoidance of dating/
new relationships

50.0%

Difficulty staying in
a relationship
Miscommunication

10.0%
5.0%

DLQI

Impact of psoriasis compared with other chronic
diseases
Mental Component of Psoriasis
as Compared to Other Major Diseases 1

Physical Component of Psoriasis
as Compared to Other Major Diseases1

Healthy adults

Healthy adults
Dermatitis
Cancer

Rank Order of Functioning Capabilities

Rank Order of Functioning Capabilities

30

36.2%

Interference with
intimate relationships

4.3%

20

Cather J, et al. Presented at: American Academy of Dermatology 72nd Annual Meeting; March 21-25,
2014; Denver, Colorado. Poster P7656.

Armstrong A, et al. AAD 2015, P947 Sponsored by Eli Lilly

Better
functioning

10

Relationships

40

23.4%
10.6%

Reporting (%) (n=47)

19.1%
10.6%
8.5%
6.4%
2.1%
2.1%
2.1%

Skin ripping
Vaginal dryness

Round 2

Desire to have children
Worry/passing psoriasis to
children

0

Pain
Itchiness
Altered sexual positions
Bleeding
Difficult moving
Joint pain

Round 1

Reproduction

• Significant negative impact on HRQOL, depression, and work productivity,
particularly for moderate and severe psoriasis patients
• Limitations: relative impact of concomitant PsA on PRO results not analyzed,
treatments of psoriasis or comorbidities not included

Sexual Ability
80

61.7%
59.6%
48.9%

Appearance/Attractiveness
Self-consciousness
Avoidance of sex
Altered sexual activity during…
Embarrassment
Lack of enjoyment
Guilt
Lower sexual frequency

Impacts

30

‡

40

Impacts

30

50
‡

‡

Impacts

40

Psoriasis Impacts the Social and Sexual Lives of Patients

Severe psoriasis (>10% BSA)

Daily activity impairment (%)

50

40

Moderate psoriasis (3‒10% BSA)

Overall work impairment (%)

50

Presenteeism (%)

Absenteeism (%)

Mild psoriasis (<3% BSA)

Depression
Hypertension
Arthritis
Myocardial infarction
Chronic lung disease
Type 2 diabetes

Better
functioning

Hypertension
Type 2 diabetes
Myocardial infarction
Congestive heart failure
Cancer
Arthritis

317 patients with
psoriasis completed the
SF-36 Health Survey
Compared with 10 other
chronic medical or
psychiatric chronic
conditions reported in the
National Survey of
Functional Health Status
(NSFHS)

Dermatitis
Psoriasis
Chronic lung disease

Psoriasis

Depression

Congestive heart failure

SF-36=Short-form 36

Rapp et al. J Am Acad Dermatol 1999

Psoriasis and quality of life

Greater PASI reduction correlates to greater improvement in DLQI

• Regardless of psoriasis severity

• Data from REVEAL

 Nearly 60% of patients consider psoriasis to have a major effect on QoL 1

 Mean DLQI total score and SF-36 PCS and MCS baseline to Week 16
change scores stratified by PASI response at Week 16

Overall quality of life in psoriasis patients

Psoriasis is a problem in my daily life
Not a problem in daily life
6

Psoriasis affects my overall
emotional well-being
No effect on emotional well-being
12

94

PASI improvement
status

Psoriasis interferes with my enjoyment
of life
No interference with enjoyment of life
18

88

82

DLQI total score

P-values for pairwise comparisons

No.

Mean ± SD

vs 2
PASI 50 to <75

vs 3
PASI 25 to <50

vs 4
PASI <25

1. PASI ≥75

604

–9.7 ± 6.2

<0.0001

<0.0001

<0.0001

2. PASI 50 to <75

126

–6.2 ± 5.8

NA

<0.0041

<0.0001

3. PASI 25 to <50

112

–3.4 ± 5.7

<0.0041

NA

<0.0001

4. PASI <25

283

–0.4 ± 4.8

<0.0001

<0.0001

NA

DLQI, dermatology life quality index; MCS, mental health component summary; PASI, psoriasis area severity index;
PCS, physical component summary.
Revicki DA, et al. J Dermatolog Treat. 2007;18:341–5.

Armstrong AW, et al. PLOS One. 2012;7:e52935.
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Probability of full-time employment by
psoriasis severity
70
62
58.9
56
60

Job negatively
affected at all
in typical
month

50
40
30
20

Mild
severity
n (%)

Moderate
severity
n (%)

Severe
severity
n (%)

Yes

7 (24)

8 (20)

28 (38)

No

22 (76)

33 (80)

45 (62)

29

41

73

Total

10
0

Mild

Severe psoriasis correlated to lower income

Job negatively affected by psoriasis (non
retired patients with psoriasis only)
31–64 years, N=143

Probability of household income <$30,000 by
psoriasis severity for patients working full time
40

Probability of low income

Reliability of full-time employment

Psoriasis impacts employment and employment circumstances

Moderate
Severe
Psoriasis severity

35
31.2

30
25

23.3

20

18.1

15
10
5
0

• Adjusted for age at interview (P=0.63), age at
onset (P=0.18), drug therapy (P=0.20), gender
(P<0.0001), and race (P=0.28)
• Odds ratio (95% CI): severe vs mild=0.8 (95% CI
0.5–1.2). Moderate vs mild=0.9 (95% CI 0.6–1.3)

• Chi square: 5.04, P=0.08. Survey completed
only in Fall 2004 and Fall 2005
• Mild vs severe: Chi square, 1.86, P=0.20
• Moderate vs severe: Chi square, 4.31, P<0.05

Mild

Moderate

Severe

Psoriasis severity
• Adjusted for age at interview (P=0.53), age at onset (P=0.25), drug therapy (P=0.20),
gender (P=0.0008), and race (P=0.16)
• Odds ratio (95% CI): severe vs mild=2.1 (95% CI 1.2–3.7). Moderate vs mild=1.4 (95% CI 0.8–2.5)

Horn EJ, et al. J Am Acad Dermatol. 2007;57:957–66.

Horn EJ, ET al. J Am Acad Dermatol. 2007;57:957–66.

Pregnancy Outcomes in Psoriasis:
A Retrospective Analysis

Psoriasis is significantly associated with lower rates
of pregnancy and live births
Rates
Description

Prevalence and Risk Ratios of Pregnancy Outcomes in Psoriasis
Pregnancy Outcome
(ICD-9 code)
Spontaneous abortion (634)

Women with
Women without
psoriasis, n (%) psoriasis, n (%)

ORs (95% CI)
McNemar test

Adjusteda

P-value

Women overall

Psoriasis
N = 358

NonPsoriasis
N = 131,424

Risk
Ratio

95% CI

28.1%

7.2%

3.90

3.33, 4.56

Patients, N

30,773

30,773

Pregnancy

954 (3.10)

1119 (3.64)

0.0002

0.84 (0.77–0.91)

<0.0001

Live births

417 (1.36)

642 (2.09)

<0.0001

0.65 (0.57–0.73)

<0.0001

Women aged <35 years with psoriasis vs women aged <35 years without psoriasis

Preterm birth (644)

21.7%

7.4%

2.92

2.41, 3.54

Patients, N

7374

7374

Severe pre-eclampsia and
eclampsia (642.5 and 642.6)

Pregnancy

692 (9.38)

861 (11.68)

2.9%

4.92

3.79, 6.39

<0.0001

0.78 (0.70–0.87)

14.2%

<0.0001

Live births

321 (4.35)

523 (7.09)

<0.0001

0.61 (0.52–0.70)

<0.0001

Women aged ≥35 years with psoriasis vs women aged ≥35 years without psoriasis

Placenta previa without and with
hemorrhage (641.0 and 641.1)

18.6%

5.3%

3.49

2.81, 4.33

Patients, N

23,399

23,399

Pregnancy

262 (1.12)

258 (1.10)

0.8602

1.02 (0.85–1.21)

0.8636

Ectopic pregnancy (633)

13.6%

3.0%

4.56

3.48, 5.97

Live births

96 (0.41)

119 (0.51)

0.1167

0.82 (0.63–1.08)

0.1524

Cesarean section (669.7)

7.3%

20.5%

0.35

0.24, 0.53

aOdds

ratios were estimated using logistic regression models, controlling for age, CCI, obesity and smoking
status. Highlighted values are statistically significant at the ɑ=0.05 level

Lima X, et al. Presented at: American Academy of Dermatology 68th Annual Meeting; March 5-9, 2010;
Miami Beach, Florida. Poster P3308

Cather J, et al. AAD 2012, P5005 Sponsored by AbbVie

Psoriatic Arthritis Clinical Signs and Symptoms: Joint
Inflammation

Other common conditions in people with psoriasis: Psoriatic arthritis

• Affects 1 in 3 psoriasis sufferers
• More common if nails severely
affected

• Can damage and deform joints
 Pain, limited mobility

• May limit school/work/recreation
• Contributes to further reduction

DIP synovitis

PIP and DIP synovitis

in quality of life

Asymmetric oligoarthritis
PIP = proximal interphalangeal.
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Dactylitis

Other common conditions in people with psoriasis:
Nail changes

Manifestations of PsA

• Pits/grooves in nail surface
• May change shape or color
• Nail thickening
• Oil spots
Polyarthritis

DIP arthritis

• Splinter hemorrhages

Arthritis mutilans

• Distal onycholysis (early
separation of the distal
aspect of the nail plate)
• May detach from nail bed
Dactylitis

Enthesitis

• Infections are more common

Spondylitis

Nail Psoriasis
Significantly Impairs QoL
• Nail psoriasis occurs in 50%
of psoriasis patients, and in
63% to 83% of patients with
psoriatic arthritis

• Objective: Quantify HRQoL burden
associated with nail involvement
among patients with chronic plaque
psoriasis

• Previous studies have shown:

• Methods: PRO comparing psoriasis
with nail involvement vs psoriasis with
no nail involvement

– 93% of the time, nail
psoriasis is considered a
cosmetic handicap

Risk of Lymphoma in Psoriasis
General Practice Research Database

Adjusted Relative Risk
(RR, 95% CI)

– Outcomes were adjusted for psoriasis
duration, age, gender, baseline BSA,
baseline PASI, and clinical trial

– 49% of the time, nail
psoriasis interferes with
work

• No nail psoriasis / BSA >10%

FDLQI

20

10

10

15
DLQI

20

25

1.34 (1.16-1.54)§

Hodgkin’s lymphoma

1.42 (1.00-2.02)**

3.18 (1.01-9.97)**

T-cell lymphoma

4.10 (2.70-6.23)†

10.75 (3.89-29.76)†

Psoriasis Is Not Just about the Skin

30

5

1.15 (0.97-1.37)‡

*RR = relative risk (confidence interval), adjusted for gender and age.
†P<.001; ‡P = .1; §P = .5; **P = .05.
£Excludes cutaneous T-cell lymphoma.
Gelfand M, et al. J Invest Dermatol. 2006;126:2194-2201.

Correlation between DLQI and FDLQI

0

1.59 (0.88-2.89)‡

Non-Hodgkin’s lymphoma£

• Psoriasis patients were classified as severe if they received a systemic treatment
consistent with extensive disease (n=3,994) and those who did not receive systemic
therapies were classified as mild (n=149,203).

• Nail psoriasis / BSA <10%

BSA = body surface area; HRQoL = health‐related quality of life; PRO = patient‐reported outcome.
Okun M, et al. Presented at: American Academy of Dermatology 72nd Annual Meeting; March 21-25,
2014; Denver, Colorado. Poster P7654.

0

Severe Psoriasis

1.34 (1.16-1.54)†

• Population-based cohort study using data collected from the General Practice
Research Database in the United Kingdom (1988-2002). Risk comparison using
153,197 psoriasis patients and 765,950 control patients without psoriasis.

– Adjusted PRO assessments between:

– 52% of the time, nail
psoriasis is associated with
pain

Mild Psoriasis

All lymphoma

30

Rs=0.554, P<0.001
DLQI, Dermatology Life Quality Index; FDLQI, Family Dermatology Life Quality Index
Martinez-Garcia E, et al. AAD 2014, P8328.
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Mount Sinai gets dollars from:

Problem Psoriasis

•
•
•
•
•
•
•

Mark Lebwohl, MD
Sol and Clara Kest Professor
And Chairman
Department of Dermatology
Icahn School of Medicine at Mount Sinai

• Emetin
• Arsphenamin
• IM mercury
• Staphylococcal vaccine
• Streptococcal vaccine (25 injection)
• Fowler’s solution
• Autoserum injections
• Nonprotein diet (7 months)
• X-ray therapy
• Tonsillectomy
• Extraction of 7 teeth

Goeckerman WH 1925
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Amgen
Anacor
Boehringer Ingleheim
Celgene
Lilly
Janssen Biotech
Kadmon

• LEO Pharmaceuticals
• Medimmune
• Novartis
• Pfizer
• Sun Pharmaceuticals
• Valeant

• My patient is doing well; should I give him
a rest from his biologic?
• My patient is having major surgery; does he
have to stop his biologic?
• My patient has recurrent MRSA infections.
Is she no longer a candidate for psoriasis
therapies that suppress the immune system?
• Is it important to treat psoriatic arthritis
early?
• What tests should I follow to monitor my
patients on biologics? What vaccinations
should I administer?
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EXPRESS II

• My patient is doing well; should I give him
a rest from his biologic?
• My patient is having major surgery; does he
have to stop his biologic?
• My patient has recurrent MRSA infections.
Is she no longer a candidate for psoriasis
therapies that suppress the immune system?
• Is it important to treat psoriatic arthritis
early?
• What tests should I follow to monitor my
patients on biologics? What vaccinations
should I administer?

EXPRESS II Study Design
Randomization of Patients
Week
Week 0
Week 2
Week 10
Week 14
Week 16
Week 18

•
•
•

Week 10: Primary Endpoint

•
Infusions

Week 14: Rerandomization of Patients

Crossover to infliximab
5 mg/kg induction and q 8 wk

Week 26

Infliximab 3 mg/kg

Infliximab 5 mg/kg

Treatment Treatment
as-needed q 8 weeks

Treatment Treatment
as-needed q 8 weeks

Week 30
Week 34
Week 38
Week 42
Week 46
Week 50

Week 50: Final Efficacy and Safety Evaluation
Menter A, et al. J Am Acad Dermatol. 2007;56:31.e1-31.e15.

EXPRESS II

PASI 75 Response Through Week 50
100

10

6.8

• Similar avg. # of infusions
between:
– q8 wks and PRN regimens
– 3 mg/kg and 5 mg/kg
regimens

7.5

7.4
6.2

6
4

80
Percent of Patients

Avg. Number of Infliximab Infusions

Infliximab 5 mg/kg

•
•
•

Week 22

EXPRESS II

• Total dose of infliximab used:
– 5 mg/kg > 3 mg/kg
regimens

2
0

Infliximab 3 mg/kg

•
•
•

Week 6

Number of Infliximab Infusions
Through Week 50
8

Placebo

3 mg/kg
PRN

3 mg/kg
q8 wks

5 mg/kg
PRN

78.0
64.5

57.6

54.5
43.8

42.3

40

38.1

25.4

20
0
Week 10

Week 26

Infliximab 3 mg/kg PRN, n=148
Infliximab 5 mg/kg PRN, n=149
Data on File, Centocor, Inc.

Week 50

Infliximab 3 mg/kg q8 wks, n=148
Infliximab 5 mg/kg q8 wks, n=150
Menter A, et al. J Am Acad Dermatol. 2007;56:31.e1-31.e15.

Clinical Trials

EXPRESS II

Effect of Infliximab Regimen on anti-IFX
antibody Formation

Infliximab
3 mg/kg
PRN

Infliximab
3 mg/kg
q 8 wks

Infliximab
5 mg/kg
PRN

Infliximab
5 mg/kg
q 8 wks

Patients treated

135

145

140

148

Avg number of infusions

4.1

4.4

3.4

4.5

Total number of infusions

558

643

469

660

62 (11.1%)

46 (7.2%)

43 (9.2%)

41 (6.2%)

39 (28.9%)

29 (20.0%)

30 (21.4%)

28 (18.9%)

Proportion of Patients (%)

Infliximab Infusion Reactions From
Week 14 Through Week 50

Infusions with infusion reactions

77.9 78.0

60

5 mg/kg
q8 wks

Total # Infusions Possible Through Week 50:
q8 Weeks Maintenance Groups = 8
PRN Groups = 13

Patients with 1 or more infusion
reaction

73.0 73.6

Proportion of Patients With ATI* in ACCENT I Through Week 54
50
40

p=0.003

38

30
p=0.42

20

11

10
0

Episodic
Strategy

Maintenance q8w
5 mg/kg

p=0.42

8
Maintenance q8w
10 mg/kg

No Immunomodulators
Data on File, Centocor, Inc.
Menter A, et al. J Am Acad Dermatol. 2007;56:31.e1-31.e15.

Hanauer SB et al. Clin Gastroenterol Hepatol. 2004;2(7):542.
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From: Development of Antidrug Antibodies Against Adalimumab and Association With Disease Activity and
Treatment Failure During Long-term Follow-up

Development of antidrug antibodies
against adalimumab and association
with disease activity and treatment
failure during long-term follow-up.

JAMA. 2011;305(14):1460-1468. doi:10.1001/jama.2011.406

Bartelds GM, et al.
Figure Legend:

JAMA. 2011;305(5):1460.

Date of download: 9/4/2012

Copyright © 2012 American Medical
Association. All rights reserved.

A, Overall dropout for patients with and without antiadalimumab antibodies (AAA) (survival analysis, P = .002) is shown. Fortyeight of 76 AAA-positive patients (63%) and 76 of 196 AAA-negative patients (39%) discontinued treatment. B, Dropout due to
treatment failure for patients with and without AAA (survival analysis, P < .001). Treatment failure was the reason for dropout in 29
of 48 AAA-positive patients and 28 of 76 AAA-negative patients.

RETREATMENT STUDY

Efficacy and safety of continuous versus
paused etanercept treatment in patients
with moderate-to-severe psoriasis over
54 weeks: the CRYSTEL study

ADALIMUMAB: of pt’s who had achieved PASI 75 on
initial therapy
– only ~80% achieve PASI 75 after stopping and
restarting
Percentage of patients achieving PASI 75 during retreatment therapy: Population P75

Patients (%)

With relapse (n=24)

100
90
80
70
60
50
40
30
20
10
0

Without relapse (n=109)

J.-P. Ortonne, et al

All patients (n=133)

Expert Rev Dermatol 2008; 3: 657-65

0

4

8
Weeks

12

16

Gordon K, et al. AAD 2012: P4792; Study sponsored by Abbott Laboratories

Patients with moderate-to-severe
psoriasis recapture clinical response
during re-treatment with etanercept
J.-P. Ortonne1, et al
Br J Derm 2009; 161:1190-95

Figure 4. Mean percentage improvement in PASI by treatment
group over 54 weeks. p < 0.01, continuous and paused groups
versus baseline at week 3 and all timepoints thereafter. *p < 0.05,
continuous versus paused group. ‡p < 0.001, continuous versus
paused group. PASI: Psoriasis Area and Severity Index.
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Patients with moderate‐to‐severe psoriasis recapture clinical response during re‐treatment
with etanercept

Successful treatment of moderate to severe
plaque psoriasis with the PEGylated Fab’
certolizumab pegol: results of a phase II
randomised, placebo-controlled trial with a retreatment extension
K. Reich, et al
Br J Derm 2012; 167: 180-90

British Journal of Dermatology
Volume 161, Issue 5, pages 1190-1195, 21 MAY 2009 DOI: 10.1111/j.1365-2133.2009.09238.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1365-2133.2009.09238.x/full#f3

PHOENIX 1

Successful treatment of moderate to severe plaque psoriasis with the PEGylated Fab′
certolizumab pegol: results of a phase II randomized, placebo‐controlled trial with a
re‐treatment extension - BASELINE 100% (ONLY RESPONDERS RETREATED)

Median† Percent Improvement From
Baseline: Week 40 Through Week 76‡
Ustekinumab 45 mg

Median Percent Improvement

100

Ustekinumab 90 mg

100

80

80

60

60

40

40

20

20

0

0
40 44 48 52 56 60 64 68 72 76

40 44 48 52 56 60 64 68 72 76

Week

British Journal of Dermatology
Volume 167, Issue 1, pages 180-190, 11 JUN 2012 DOI: 10.1111/j.1365-2133.2012.10941.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1365-2133.2012.10941.x/full#f4

Placebo (n=87)
90 mg q12 weeks (n=85)

and interquartile range; ‡Patients randomized at Week 40
=Ustekinumab injections, patients receiving q12 wk maintenance

Proportion of PHOENIX 1 Patients Re-achieving PASI 75 Response during UST
Retreatment (top), and Efficacy Responses of Retreated PHOENIX 1 Patients after
Initial 12 Weeks of UST Therapy and 12 Weeks after Retreatment* (bottom)
100

% Achieving PASI 75

100
80
60
40

80
60
40
20
0

UST 45 mg, n
UST 90 mg, n

20

0
R0

4
R4

134
163

109
136

Weeks of
Retreatment

PASI 75 Response

16

28

40

255

254*

250*

368

286†

309†

328†

332†

332†

330†

320†

90 mg (N)

256

248*

243*

355

251†

278†

304†

315†

312†

313†

295†

% Achieving
PASI 75 Response

0
45 mg (N)

100 112 124 136 148

91.9

88.3

85.4

60
40
20
0

Initial
Week 12
UST 45 mg (n=123)

*Includes only subjects randomized to ustekinumab at Week 0; Pbo crossover subjects are re-included after Week 28
‡Includes all subjects withdrawn from ustekinumab at Week 40 (randomized withdrawal and Pbo crossover subjects)
†Excludes subjects withdrawn from ustekinumab at Week 40 until 12 weeks after retreatment
Data on file, Centocor Ortho Biotech, Inc.

83.7

80

Retreatment
Week R12
UST 90 mg (n=137)

100

Median % Improvement
from Baseline

100

0
76 88
Week

Leonardi CL, et al.
Lancet. 2008;371:1665–1674.

†Median

PHOENIX 1: PASI 75 Response
Week 0 - Year 3
Percent of Subjects

Week

Placebo (n=73)
45 mg q12 weeks (n=77)

13.5% - 32.4% of responders lose PASI 75 on discontinuation and retreatment

8
R8

12
R12

102
126

123
137

93.6

Median % PASI Improvement
92.5

88.6

90.2

80
60
40
20
0

Initial
Week 12
UST 45 mg (n=123)

Retreatment
Week R12
UST 90 mg (n=137)

= retreatment UST injection
* PASI 75 responders at Weeks 28 and 40 were retreated with UST after losing ≥ 50% of their PASI improvement reported between baseline and Week
Papp K, et al. CDA 2011. Poster P12.22.
40.
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SCULPTURE

Proportion of ACCEPT Patients Re-achieving PGA ≤ 2 Response during UST
Retreatment (top), and Efficacy Responses of Retreated ACCEPT Patients after
Initial 12 Weeks of UST Therapy and 12 Weeks after Retreatment* (bottom)
% Achieving PGA ≤ 2

60

4
R4

152
240

149
239

Weeks of
Retreatment

8
R8

12
R12

146
232

143
232

PGA ≤ 2 Response

PASI 75 response

100

100

89.2

84.6

60
40
20

UST 45 mg (n=143)

84.7

89.7

60
40
20

UST 90 mg (n=232 † )

Initial
Week 12
UST 45 mg (n=143)

20

12

16

20

24

28

32

36

40

44

100

PASI 90 response

80

80

60

59.7% 60

48

52

PASI 100 response

45.8% 40

40

20

13.8%
11.2%
12

16

20

24

28

32

36

40

44

48

52

36.6%
21.2%

20
0

12

16

20

24

28

32

36

40

44

48

5.1%
2.4%

52 Week

Reich K, et al. Presented at EADV 2013: Sponsored by Novartis Pharma AG
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Etanercept
ACR Response at 3 Months

PsA Modified Sharp Scoring Method
Schema of Joint Evaluation


35.0%

UST 90 mg (n=232 †)

= retreatment UST injection
* PGA ≤ 2 responders at Week 12 were retreated with 2 administrations of original dose, 4 weeks apart, when loss of response (PGA ≥ 3) was observed.
†Data for 1 of the retreated patients was not available at initial Week 12.
Papp K, et al. CDA 2011. Poster P12.22.

= Joint narrowing

62.1%
41.0%

40

0

Retreatment
Week R12

78.2%

60

0

80

0

Retreatment
Week R12

Initial
Week 12

89.2

86.5

80

100

Median % PASI Improvement

Percent of Subjects
With Response

0
R0

80

0

Percent of Subjects
With Response

20

100

Secukinumab 300 mg retreatment-as-needed (n=217)

100

40
0

Secukinumab 300 mg (n=216)

Secukinumab 150 mg retreatment-as-needed (n=206)

80

Median % Improvement
from Baseline

% Achieving
PGA ≤ 2 Response

Secukinumab 150 mg (n=203)

100

UST 45 mg, n
UST 90 mg, n

100

SCULPTURE: A higher percentage of subjects on fixed-interval
regimen maintained response vs retreatment-as-needed regimen

ACR 20

Erosions

ACR 50

ACR 70

100
73%*

% Patients

80
40 joints evaluated

40 joints evaluated

60

20

12 joints evaluated

0

12 joints evaluated

13%

3%

Placebo Etanercept

• Range: 0 – 528

Placebo

Etanercept

Placebo

Etanercept

Etanercept Inhibited Bone Erosion

Mean Change in Total Sharp Score at 12 Months
Primary Radiographic Endpoint
1.5

Mean Change in Erosion Score at 12 Months

1.5

Placebo (n=104)

Change from Baseline

Change from Baseline

13%

0%

Mease PJ, et al. Lancet 2000;356:385-390.

Etanercept Inhibited Structural Damage

1.0

*P<.001

50%*

40

Etanercept (n=101)

1.00

p = 0.0001*
0.5
0.0

-0.03

Placebo (n=104)
Etanercept (n=101)

1.0

0.66

p < 0.0001*

0.5

0.0

-0.09

-0.5

-0.5

*stratified rank test

*stratified rank test
Ory P. Arthritis Rheum 2002;46(suppl):S196. Oral presentation 442.

Ory P. Arthritis Rheum 2002;46(suppl):S196. Oral presentation 442.
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Adalimumab
Percent ACR Response at Weeks 12 and 24

Etanercept Inhibited Joint Space Narrowing
Mean Change in JSN Score at 12 Months

1.0

p = 0.044*
0.5

0.34
0.05

0.0

58

60

Placebo (n=104)
Etanercept (n=101)

Percent of Patients

Change from Baseline

1.5

30
20
10
0

4

Adalimumab
n=151

1

Placebo
n=162

Adalimumab
n=151

Week 24

All results p<0.001 placebo vs adalimumab
Mease P, et al. Presented at the 68th Annual Scientific Meeting of the American College of Rheumatology,
October 19, 2004; San Antonio, Texas.

Ory P. Arthritis Rheum 2002;46(suppl):S196. Oral presentation 442.

Total vdH-S Score – Mean Change from
Baseline at Week 24*

Mean Change in mTSS at Week 24
Placebo

Adalimumab

1.0

1
1.0

Total vdH-S Score

Change in mTSS

6

Week 12

*stratified rank test

0.5
0

15

1

Placebo

-0.5

23

20

14

ACR20
ACR50
ACR70

39

36

40

n=162

1.5

57

50

12

0
0

24
-0.2

-0.5
N

Weeks

Baseline

152

20.0

1.0

Adalimumab

144

22.3

– 0.2***

Source: Mease, et al. Presented at: EULAR Congress; June 8-11 2005; Vienna, Austria.

p<0.001

0.5

0.0

-0.5

-0.70

Mean change

Placebo

0.82

-1.0

Placebo (n=100)
*Median Change in
both groups was 0.0

***p≤0.001 vs placebo for ranked ANCOVA

Effect of certolizumab pegol on signs
and symptoms in patients with
psoriatic arthritis: 24-week results of a
Phase 3 double-blind randomised
placebo-controlled study (RAPID-PsA)

Infliximab 5 mg/kg (n=100)

Van der Heijde D, et al. Ann Rheum Dis. 2005;64 (Supplement III):109.

PSUMMIT 1 Study Group. Efficacy and
safety of ustekinumab in patients with
active psoriatic arthritis: 1 year results of
the phase 3, multicentre, double-blind,
placebo-controlled PSUMMIT 1 trial.
McInnes IB, Kavanaugh A, Gottlieb
AB, Puig L, Rahman P, Ritchlin C,
Brodmerkel C, Li S, Wang Y,
Mendelsohn AM, Doyle MK;
Lancet. 2013;382(9894):780-9.

Mease PJ, Fleischmann R, Deodhar AA,
Wollenhaupt J, Khraishi M, Kielar D,
Woltering F, Stach C, Hoepken B, Arledge
T, van der Heijde D.
Ann Rheum Dis. 2014;73:48-55.
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PSUMMIT I and II

Oral apremilast in the treatment of active
psoriatic arthritis: Results of a multicenter,
randomized, double-blind, placebo-controlled
study.
Schett G, et al.
Arthritis Rheum. 2012 Jun 21. doi:
10.1002/art.34580.

Mean Change from Baseline

Change From Baseline in Modified Total vdhS Score
Over Time (ITT)
1.4

1.2
1.0
0.8
0.6

• 30 bid→ACR 20 / 50 / 70
40%/ 22%/ 12%
• 20 bid →
31%/ 16%/ 6%
• placebo →
19%/ 4% / 1%

0.4
0.2
0.0
Week 0

Week 24

Week 52

Placebo (n=310)

Placebo→45 mg at Wk 24 (n=269)*

UST 45 mg (n=308)

UST 90 mg (n=309)

*Patients who did not receive UST are excluded

Association Between Tumor Necrosis Factor
Inhibitor Therapy and Myocardial Infarction
Risk in Patients With Psoriasis.
Wu JJ, Poon KY, Channual JC, Shen AY.
Arch Dermatol. 2012 Aug 20:1-7.

• My patient is doing well; should I give him
a rest from his biologic?
NO
• My patient is having major surgery; does he
have to stop his biologic?
• My patient has recurrent MRSA infections.
Is she no longer a candidate for psoriasis
therapies that suppress the immune system?
• What tests should I follow to monitor my
patients on biologics? What vaccinations
should I administer?

• MI incidence TNF inhibitor/ oral or photoRx /topical:
3.05, 3.85, and 6.73 per 1000 patient-years
• adjusted HR 0.50 vs topical Rx 95% CI, 0.32-0.7

Risk factors for total joint arthroplasty
infection in patients receiving tumor
necrosis factor α-blockers: a case-control
study.

• My patient is doing well; should I give him
a rest from his biologic?
NO
• My patient is having major surgery; does he
have to stop his biologic?
• My patient has recurrent MRSA infections.
Is she no longer a candidate for psoriasis
therapies that suppress the immune system?

Gilson M, et al.
Arthritis Res Ther. 2010;12(4):R145.

“Important risk factors are primary TJA or
TJA revision within the last year,
particularly when TNFα-blockers are not
interrupted before surgery...”
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Risk of skin and soft tissue infections
(including shingles) in patients exposed
to anti-tumor necrosis factor therapy:
results from the British Society for
Rheumatology Biologics Register
J. Galloway, et al
Ann Rheum Dis. 2013;72:229-34.;

Is There an Increase in Risk of
Post-operative Orthopedic
Infection in RA on Anti-TNF?

Q: What Is the Frequency of
Infections and Early
Post-operative Complications in
the Global RA Population
Undergoing Elective Surgery?

Several reports conclude no increase in complication rates:
Bibbo and Goldberg 2004: Foot and ankle surgery in 16 anti-TNF vs 15 matched
anti-TNF naïve.

A: Up to 10%

Joven et al 2005:

7 patients on anti-TNF

Shergy et al 2005:

76 patients on infliximab

Talwalker et al 2005:

16 patients

Wendling et al 2005:

50 procedures in 35 patients on anti-TNF.
No complications whether anti-TNF stopped (18/50) or not.
3 cases delayed wound healing; 6 cases of disease flare
when anti-TNF interrupted.

Grennan DM et al. Ann Rheum Dis (2001); 20(3): 214-217

Courtesy Dr. Leonard Calabrese

TNF Inhibitors and Risk of Serious Postoperative
Infections (Data from BSRBR)

Anti-TNF and Risk of Surgical Site Infections
After Elective Orthopedic Procedures in RA

On/Off at time
of surgery
On

(1) 1,023 procedures
anti-TNF naive

(2A) 104 procedures
interrupted anti-TNF

(2B) 92 procedures
continued anti-TNF

SPOI

SSIs: 4%

SSIs: 5.8%

SSIs: 8.7%

Adj
OR

Wound dehiscence and bleeding 2B>>2A
OR 11.2, 95% CI 1.4-9.0

Off

49
15
(3.0%) (3.5%)
Ref

1.15
(0.62-2.12)

On/Off for 28d
before surgery
On 28d Off 28d
59
(3.4%)
Ref

5
(1.4%)

0.38
(0.38-0.93)

Adjusted OR* (95% Cl)

SPOI and Influence of Stop Time

768 RA patients: 1,219 elective orthopedic procedures

2

1.0
0.6
0.4

On/Off
@ surgery
"On"

On/Off 28d
before surgery

1.15 "On28"

"Off"

0.2

0.38
"Off28"

Conclusions
•
•
•
•

Variables significantly associated with increased risk of SSI:
• History of SSI or skin infection
• Ankle, foot or elbow surgery
Den Broeder AA et al. J Rheumtol (2007); 34:689-695

TNFi and DMARD Rx pts had same risk (OR = ns)
Pts on or off TNFi had same low risk
Yet pts OFF TNFi >28d had 60% reduction
Data support d/c TNFi at least 4 weeks prior to surgery

Dixon W, et al EULAR 2007, Barcelona, #OP0215

Courtesy Dr. Leonard Calabrese
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Courtesy Dr. Leonard Calabrese

The risk of post-operative complications in psoriasis and
psoriatic arthritis patients on biologic therapy
undergoing surgical procedures.
Bakkour W, et al.
J Eur Acad Dermatol Venereol. 2015 Mar [Epub ahead
of print]

• My patient is doing well; should I give him
a rest from his biologic?
NO
• My patient is having major surgery; does he
have to stop his biologic?

“Continuing biologic therapy in psoriasis and PsA patients
perioperatively did not increase the risk of postoperative complications.
Interrupting biologic therapy peri-operatively significantly increased
the risk of disease flare.”

CDA/NPF Guidelines
Consider suspending TNF blockers before
surgery for 4 half lives
• Etanercept 12d.
• Infliximab 39d.
• Adalimumab 56d.
• ???Ustekinumab 84d.???

Perioperative Infectious Risk
ACR 2008
• The TFP recommended “that biologic
agents should not be used during the
perioperative period, for at least 1 week
prior to and 1 week after surgery (level C*
evidence) (Table 3) (117, 209-212). It was
recommended that this decision should be
further tempered by the pharmacokinetic
properties of a given biologic agent”
• Lesser concern for minor surgery (cataract)

• My patient is doing well; should I give him
a rest from his biologic?
• My patient is having major surgery; does he
have to stop his biologic?
• My patient has recurrent MRSA infections.
Is she no longer a candidate for psoriasis
therapies that suppress the immune system?
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“I… have one of my psoriasis patients on ustekinumab. She
is responding nicely after 2 shots. However, she had a
throat culture done and it grew MRSA. Infectious disease
was unable to eradicate the MRSA colonization in her
throat despite a month of oral antibiotics. The ID doctor is
saying it shouldn’t interfere with my immunesuppressive
treatment but I wanted to pick your brain and see if you
have any recommendations? Should I stop her ustekinumab
and try light therapy? (which is almost impossible for the
patient due to her work schedule and she lives far away).”

MRSA eradication in dermatologic
outpatients.

Meyer V, Kerk N, Mellmann A, et al.
J Dtsch Dermatol Ges. 2011;10:186-96.

• eradication in 32/32 patients
• avg. time: 12.97 d.

MRSA Eradication Regimen

MRSA eradication in dermatologic outpatients – theory and practice

n
a
r
e
s

p
h
a
r
y
n
x

i
n
g
u
i
n
a
l

• Antimicrobial body wash (octenidine)
• Mouthwash (octenidine)
• Hand disinfectant (78.2% ethanol, 0.1%
biphenyl-2-ol
• 5 disposable combs, 10 disposable toothbrushes
• Disposable disinfectant wipes for surfaces (25%
ethanol, 35% 1-propanol)
• Mupirocin oint. to AA
• Change linens daily
• Examine children, partners

p
e
r
i
n
e
u
m

JDDG: Journal der Deutschen Dermatologischen Gesellschaft
Volume 10, Issue 3, pages 186-196, 29 DEC 2011 DOI: 10.1111/j.1610-0387.2011.07861.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1610-0387.2011.07861.x/full#f3

• My patient is doing well; should I give him
a rest from his biologic?
• My patient is having major surgery; does he
have to stop his biologic?
• My patient has recurrent MRSA infections.
Is she no longer a candidate for psoriasis
therapies that suppress the immune system?
• Is it important to treat psoriatic arthritis
early?
• What tests should I follow to monitor my
patients on biologics? What vaccinations
should I administer?

• 5 day regimen
• if still colonized → 10 day
regimen
• if still colonized → oral
antibiotics
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Longterm methotrexate therapy in
psoriatic arthritis: clinical and
radiological outcome.

A randomized placebo-controlled trial of
methotrexate in psoriatic arthritis.
Kingsley GH, et al.
Rheumatology (Oxford). 2012;51:1368-77.

Abu-Shakra M, et al. J Rheumatol 22(2):241-5; 1995

• Mtx does not prevent joint damage on x-ray.

“no evidence for MTX improving synovitis”

Tumour necrosis factor α blockers are more
effective than methotrexate in the inhibition of
radiographic joint damage progression among
patients with psoriatic arthritis.
Eder L et al.

Ann Rheum Dis. 2013 Apr 25. [Epub ahead of
print]

• My patient is doing well; should I give him
a rest from his biologic?
• My patient is having major surgery; does he
have to stop his biologic?
• My patient has recurrent MRSA infections.
Is she no longer a candidate for psoriasis
therapies that suppress the immune system?
• Is it important to treat psoriatic arthritis
early?
• What tests should I follow to monitor my
patients on biologics? What vaccinations
should I administer?

J Am Acad Dermatol 2008;58(1):94-105.
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Tests to consider in patients on TNF blockers
•
•
•
•

PPD –PRE & annually
Hepatitis profile –PRE , rpt if ↑LFT’s
CBC –PRE & q 2-6 mo.
Chem (LFTs) –PRE & q 2-6 mo.
IFX - beginning of each 1-2 infusions
• ANA –Most don’t check, some PRE

Ustekinumab? Apremilast?
Secukinumab?

Why do we need inhaled vaccines?

Vaccinations for adult solid-organ
transplant recipients: current
recommendations and protocols.
Duchini A et al.
Clin Microbiol Rev. 2003;16:357-64.

• Give primary immunizations before tx
• Vaccinate household contacts
• Avoid live vaccines

Recommended vaccines:
pneumovax, hepatitis A&B,
influenza (not live),
tetanus-diphtheria

Routinely Recommended Vaccines:
ACOG and AAFP
•
•
•
•
•
•
•
•

tetanus, diphtheria, pertussis
HPV -- age < 26
measles, mumps, rubella
varicella -- live vaccine
herpes zoster – live vaccine
influenza
pneumococcal
hepatitis A, hepatitis B,
meningococcal

Contraindicated vaccines:
yellow fever, oral polio, zoster,
BCG, vaccinia, live influenza
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The effect of tumor necrosis factor blockade
on the response to pneumococcal vaccination
in patients with rheumatoid arthritis and
ankylosing spondylitis.

Pneumococcal vaccine response in
psoriatic arthritis patients during
treatment with etanercept.

Elkayam O et al.
Semin Arthritis Rheum. 2004;33:283-8.

Mease PJ et al.

J Rheumatol. 2004 Jul;31(7):1356-61.

• Significant antibody response despite TNF-α blocker.
• TNF-α blockers reduce antibody response compared
to controls.
• Pneumococcal vaccination recommended before
TNF-α blockade.

• etanercept 25 biw vs. placebo
etanercept-treated patients produce ab’s
Mtx
lower ab levels

Vaccination against influenza in
Rheumatoid Arthritis: the effect of disease
modifying drugs, including TNF-α
blockers.
Fomin I et al.
Ann Rheum Dis. 2005; [Epub ahead of print]
• antibody response in RA vs. controls
• % responders not affected by prednisone,
Mtx, etanercept or IFX

Risk of herpes zoster in patients with
rheumatoid arthritis treated with anti-TNFalpha agents.
Strangfeld A, et al.
JAMA. 2009;301(7):737-44.

Possible association of lower rate of
postherpetic neuralgia in patients on
anti-tumor necrosis factor-α.

S Javed,Q Kamili, N Mendoza,S
Tyring
J Med Virol. 2011;83(11):2051-5.

Herpes zoster in patients treated with
biologicals.
Failla V, et al.
Dermatology. 2012;224(3):251-6.
Risk of herpes zoster in patients receiving antiTNF-α in the prospective French RATIO
Registry.
Serac G, et al. J Invest Dermatol. 2011 [Epub
ahead of print]

•2/206→PHN
•>70 years : 1/58(1.7%→ PHN (> 50% expected)

For investigators / advisors use only
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The association between vaccination
for herpes zoster and risk of herpes
zoster infection among older patients
with selected immune-mediated
diseases.

From: Association Between Vaccination for Herpes Zoster and Risk of Herpes Zoster Infection Among Older
Patients With Selected Immune-Mediated Diseases
JAMA. 2012;308(1):43-49. doi:10.1001/jama.2012.7304

Jie Zhang, et al.
JAMA. 2012;308(1):43-9.

• no varicella or HZ within 42 d.
post vaccination

47% ↓ herpes zoster cases
Date of download: 7/5/2012

Copyright © 2012 American Medical
Association. All rights reserved.

Vaccinations

Immunizations

No data are available on the response to vaccination
with live vaccines or on the secondary transmission of
infection by live vaccines in patients receiving anti-TNF
therapy. It is recommended that live vaccines not be
given concurrently. Caution is advised in the
administration of live vaccines to infants born to female
patients treated with REMICADE during pregnancy since
REMICADE is known to cross the placenta and has been
detected up to 6 months in the serum of infants born to
female patients treated with REMICADE during
pregnancy.

In a placebo-controlled clinical trial of patients with rheumatoid
arthritis, no difference was detected in anti-pneumococcal
antibody response between HUMIRA and placebo treatment
groups when the pneumococcal polysaccharide vaccine and
influenza vaccine were administered concurrently with HUMIRA.
Similar proportions of patients developed protective levels of
anti-influenza antibodies between HUMIRA and placebo
treatment groups; however, titers in aggregate to influenza
antigens were moderately lower in patients receiving HUMIRA.
The clinical significance of this is unknown. Patients on
HUMIRA may receive concurrent vaccinations, except for live
vaccines. No data are available on the secondary transmission of
infection by live vaccines in patients receiving HUMIRA.

ENBREL®

Immunizations
Patients being treated with STELARA® should not receive live vaccines. BCG
vaccines should not be given during treatment with STELARA® or for one year
prior to initiating treatment or one year following discontinuation of treatment.
Caution is advised when administering live vaccines to household contacts of
patients receiving STELARA® because of the potential risk for shedding from the
household contact and transmission to patient.
Non-live vaccinations received during a course of STELARA® may not elicit an
immune response sufficient to prevent disease.

Vaccinations
Prior to initiating therapy with COSENTYX, consider completion of all age appropriate
immunizations according to current immunization guidelines. Patients treated with
COSENTYX should not receive live vaccines.
Non-live vaccinations received during a course of COSENTYX may not elicit an immune
response sufficient to prevent disease.
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Study: Most Children Strongly Opposed to
Children’s Healthcare

Reasons to Become a Registry Investigator

“A recent survey of children found that they are not in favor of increased
doctor visits and vaccinations.”

• Contribute to education/clinical knowledge of the psoriasis
community
• Opportunity to establish a database of your patient population
• Academic recognition and publication opportunities
• Supplement existing insurance fee schedules

“When we asked them if they see universal healthcare as an
unfair burden to certain taxpayers and would they like
a lollipop, almost all children said yes.”

– Site compensation is $400 (including $20 for patient) per Enrollment
visit and $300 (including $20 for patient) per biannual Follow Up visit

Excerpt from the video:
“Now, why do you think they feel so strongly about this?”
“Well, it’s clear these children are worried that increased government
funding for health insurance is a slippery slope to socialized healthcare.”
“So you’re saying this a political issue for them.”
“And a moral one. When we asked them if they see universal healthcare
as an unfair burden to certain taxpayers and would they like a lollipop,
almost all children said yes.”
Source: http://www.theonion.com/video/study-most-children-strongly-opposed-to-childrens,14243/

Become a Registry Research
Investigator

How does biologic therapy affect my patient’s
risk of developing a malignancy?

If you are interested in participating in the Psoriasis
Registry as a research investigator, please email
psoriasis@corrona.org
or visit www.corrona.org
or call 508.408.5432
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Methods
Biologic Treatment of
Rheumatoid Arthritis and
the Risk of Malignancy

 NDB longitudinal study of RA outcomes
 Time frame: 1998-2005
 Participants: 13,869 with RA, 6,597 treated with
biologics
 49,000 patient years of observation
 At least 1 year of follow-up

Frederick Wolfe, Kaleb Michaud
National Data Bank for Rheumatic Diseases,
Wichita, KS

Cancer Incidence and SIR
Cancer

Cases

All
Breast
Colon
Lung
Lymphoma

543
102
37
112
42

Crude rate per
(100,000 pt-years)
1295.6 (1188.9-1409.3)
213.2 (173.8, 258.8)
75.7 (53.3-104.4)
228.8 (188.1-274.8)
85.5 (61.6-115.6)

Melanoma
Skin

32
624

65.6 (44.9-92.6)
1342.1 (1238.8-1451.7)

SIR*
(95% CI)
1.0 (0.9-1.1)
0.7 (0.6, 0.9)
0.5 (0.4-0.6)
1.1 (1.0-1.3)
1.8 (1.5-2.2)
1.5 (1.2-2.1)

Association of BT and Cancer
Cancer
All (non-skin)
Bladder
Breast
Colon
Leukemia
Lung
Lymphoma
Non-Hodgkin’s
Prostate
Solid
Melanoma
Skin

Conclusions

Cases
537
20
102
37
24
112
45
42
56
473
32
623

Subjects
Analyzed
12,916
4,687
10,541
3,795
3,348
8627
5,901
5,589
7,511
2,091
3,260
13,584

Biologic
users
6,282
1,862
5,196
2,503
1,367
3,610
2,221
2,080
2,884
1,018
1,394
6,597

Odds Ratio
(95% CI)*
1.0 (0.8-1.2)
0.5 (0.1-1.5)
0.9 (0.5-1.3)
0.8 (0.3-1.7)
1.2 (0.5-3.1)
1.1 (0.7-1.8)
1.0 (0.5-2.0)
0.7 (0.3-1.5)
0.9 (0.4-1.9)
0.8 (0.1-9.3)
2.3 (0.9-5.4)
1.5 (1.2-1.8)

P-value
0.858
0.197
0.560
0.506
0.704
0.630
0.967
0.335
0.734
0.891
0.070
<0.001

Biologic treatment of rheumatoid arthritis
and the risk of malignancy: Analyses from
a large US observational study.

 Melanoma and non-melanoma skin cancer rates are
increased in patients treated with biologics.
 There is no increase in solid tumors or lymphoproliferative
malignancies.
 These associations are consistent across different biologic
therapies.
 Therefore, 2 large observational studies are in substantial
disagreement with the RCT meta-analysis results.

Wolfe F, Michaud K.
Arthritis Rheum. 2007;56:2886.

• Melanoma relative risk:
etanercept 2.4
infliximab 2.6
• NMSC relative risk:
etanercept 1.2
infliximab 1.7
• No other malignancy was associated with biologic use
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Risk of Lymphoma
Lymphoma in rheumatoid arthritis: The
effect of methotrexate and anti-tumor
necrosis factor therapy in 18,572 patients.

•
•
•
•
•
•

Wolfe F, Michaud K.
Arthritis Rheum 2004; 50:1740-1751.
• 18,572 RA pts

Overall SIR 1.9
Biologics SIR 2.9
Infliximab SIR 2.6
Etanercept SIR 3.8
MTX SIR 1.7
No MTX or biologics 1.0

Wolfe F, Michaud K

Results

Presented at EULAR 2008

Rate Ratios (95% CIs) of SEER† Malignancies in Subjects
in the Controlled Portions of Double-Blind Studies

Malignancies in Patients Receiving
Etanercept Across Indications

Rate Ratios for Malignancy

Total

AB Gottlieb, KB Gordon, EH Giannini, PJ Mease, et al

RA
JRA*

• 44 trials analyzed
• RA, PsA, JRA, PsO, AS
• 13,926 ETN subjects;
17,656 patient-years

PsA
AS*

PsO
0.0 1.0 2.0 3.0 4.0 5.0 6.0 7.0 8.0 9.0 10.0 11.0 12.0 13.0
*No malignancies reported.
†Excluding non-melanoma skin cancer and in situ malignancies except bladder.

J Drugs Dermatol. 2011;10:289-300.

Menu

May be used in response to the request for this scientific information.

Results

Results

SIRs (95% CIs) of Lymphomas in Subjects Receiving
Etanercept in Clinical Trials

SIRs (95% CIs) of Squamous Cell Carcinomas in Subjects Receiving
Etanercept in Clinical Trials: High Sun Exposure Comparison

SIRs for Lymphomas (SEER)

SIRs for SCCs: High Sun Exposure Comparison
(Harris 2001)

Total

Total

RA

RA

JRA*

JRA*

PsA*

PsA*

AS*

AS*

PsO
0.0
*No malignancies reported.

1.0

2.0

3.0

4.0

5.0

6.0

7.0

PsO

8.0

0.0
Menu

*No malignancies reported.

May be used in response to the request for this scientific information.
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1.0

2.0

3.0

4.0
Menu

May be used in response to the request for this scientific information.

Results

Results

SIRs (95% CIs) of Squamous Cell Carcinomas in Subjects Receiving
Etanercept in Clinical Trials: Low Sun Exposure Comparison

SIRs (95% CIs) of Basal Cell Carcinomas in Subjects Receiving
Etanercept in Clinical Trials: High Sun Exposure Comparison

SIRs for SCCs: Low Sun Exposure Comparison
(Gray 1997)

SIRs for BCCs: High Sun Exposure Comparison
(Harris 2001)

Total

Total

RA

RA

JRA*

JRA*

PsA*

PsA*

AS*

AS*

PsO

PsO

0.0

*No malignancies reported.

1.0

2.0

3.0

4.0

5.0

6.0

7.0

8.0

0.0

Menu

*No malignancies reported.

May be used in response to the request for this scientific information.

Results

1.0

2.0

Clinical trial safety and mortality
analyses in patients receiving etanercept
across approved indications.

SIRs (95% CIs) of Melanomas in Subjects Receiving
Etanercept in Clinical Trials
SIRs for Melanoma (SEER)

Total

Gottlieb AB, Gordon K, Giannini
EH, Mease P, Li J, Chon Y, Maddox
J, Weng HH, Wajdula J, Lin SL,
Baumgartner SW.
J Drugs Dermatol. 2011;10:289-300.

RA
JRA*
PsA*
AS
PsO
0.0 1.0 2.0 3.0 4.0 5.0 6.0 7.0 8.0 9.0 10.0
*No malignancies reported.

30.0 40.0 50.0
Menu

May be used in response to the request for this scientific information.

Adalimumab: long-term safety in 23,458
patients from global clinical trials in
rheumatoid arthritis, juvenile idiopathic
arthritis, ankylosing spondylitis,
psoriatic arthritis, psoriasis and Crohn’s
disease
G. Burmester, Panaccione R, Gordon KB,
McIlraith MJ, Lacerda AP
Ann Rheum Dis. 2012 Jul 6. Epub ahead of print
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TNF inhibitors and Cancer
Malignancies associated with tumour
necrosis factor inhibitors in registries
and prospective observational
studies: a systematic review and
meta-analysis.

•
•
•
•
•

↑NMSC; ↑ risk 1.45 [1.15-1.76]
↑MM; ↑ risk 1.78 [0.92-2.67]
Lymphoma: risk 1.11 [0.70-1.51]
risk of all ca: 0.95 (95% CI 0.85 to 1.05)
No evidence longer exposure to TNFi→↑
risk
• Prior CA→↑ risk; TNFi→no added ↑ risk

Mariette X, et al.
Ann Rheum Dis. 2011;70:1895-904.

Mariette X, et al. Ann Rheum Dis. 2011;70:1895-904.

Number Needed to Harm **
• 1 malignancy in 6-12 months:
154 patients
• 1 serious infection in 3-12 months:
59 patients
**Not normalized for duration of therapy, disease severity or
concomitant treatments
Bongartz et al
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Type of Malignancy

Biologic drugs and malignancy:
A literature review examining the
impact of concomitant
immunosuppressive medications

Lymphoma
SCC

24 (11.4%)

Bernardo S, Harcharik S, Keeley B, Pan M,
Lebwohl M
Psoriasis Forum; in press

BCC

5 (2.4%)

Melanoma

8 (3.8%)

Other

125 (59.5%)

50 (23.8%)
Bernardo S, et al

Biologics and Malignancy
Risk of lymphoma in patients receiving
antitumor necrosis factor therapy: a
meta-analysis of published randomized
controlled studies.

• 64.8% of reports occurred in patients treated with
other immunosuppressive medication
• Mtx, Azathioprine, Corticosteroids, 6MP

Wong AK, et al.

• 3.21x more deaths reported w/ combination Rx

Clin Dermatol. 2011; DOI 10.10067-011-1895-y.

Bernardo S, et al
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Risk of Lymphomas
• Control patients:
4/2,306 (0.17%)
• Anti-TNF patients:
11/5,179,(0.21%)
• 0.36 lymphomas per 1,000 person-years vs. 1.65
(p = 0.0928)

Hepatosplenic T-cell lymphoma in an
adolescent patient after
immunomodulator and biologic
therapy for Crohn disease.
Thayu M et al.
J Pediatr Gastroenterol Nutr.
2005;40:220-2.

“There is a suggestion of increased lymphomas in the
treated group, with the predominant subset being Bcell lymphomas. Since the outcome of lymphoma is
rare, it does not reach statistical significance of
p < 0.05.”

Incidence of melanoma and other
malignancies among rheumatoid arthritis
patients treated with methotrexate.

MTX associated with:
•50% ↑ risk of malignancy
•3-fold ↑ in melanoma
•5-fold ↑ in nonHodgkins lymphoma
•3-fold ↑ in lung ca.

Buchbinder R et al.
Arthritis & Rheumatism. 2008;59:794-99.
•RA pts started on MTX pre 1986
•State cancer registry (not NMSC)
•4,145 person-years (avg.9.3 yrs)

Buchbinder R et al.
Arthritis & Rheumatism. 2008;59:794-99.

Posttransplant lymphoproliferative
disorders after renal transplantation
in the United States in era of modern
immunosuppression.

Spontaneous remission of low-grade Bcell non-Hodgkin's lymphoma
following withdrawal of methotrexate
in a patient with rheumatoid arthritis:
case report and review of the literature.

Transplantation. 2005;80(9):1233-43.
Caillard S, et al

Br J Haematol. 2002;118:567-8.

• 1.4% develop nonHodgkins lymphoma

Baird RD, et al.
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Resolution of non-small-cell lung
cancer after withdrawal of anti-TNF
therapy.

The safety and efficacy of
infliximab in moderate to severe
chronic obstructive pulmonary
disease.

Lees CW, Ironside J, Wallace WA,
Satsangi J, et al.
N Engl J Med. 2008;359:320-1.

Am J Respir Crit Care Med. 2007;175:926-34.
Rennard SI, et al

• Ca. in 9/157 (IFX) vs. 1/77 (placebo)

Malignancies
Lymphomas have been observed in patients treated with
TNF blocking agents including HUMIRA. In clinical trials,
patients treated with HUMIRA had a higher incidence of
lymphoma than the expected rate in the general population
(see ADVERSE REACTIONS - Malignancies ). While
patients with rheumatoid arthritis, particularly those with
highly active disease, may be at a higher risk (up to
several fold) for the development of lymphoma, the role of
TNF blockers in the development of malignancy is not
known.

Malignancies
In the controlled portions of clinical trials of some TNF-blocking
agents including REMICADE, more malignancies (excluding
lymphoma and nonmelanoma skin cancer [NMSC]) have been
observed in patients receiving those TNF blockers compared
with control patients. During the controlled portions of
REMICADE trials in patients with moderately to severely active
rheumatoid arthritis, Crohn’s disease, psoriatic arthritis, ankylosing
spondylitis, ulcerative colitis and plaque psoriasis, 14 patients
were diagnosed with malignancies (excluding lymphoma and
NMSC) among 4019 REMICADE-treated patients vs. 1 among
1597 control patients (at a rate of 0.52/100 patient-years among
REMICADE-treated patients vs. a rate of 0.11/100 patient-years
among control patients), with median duration of follow-up 0.5
years for REMICADE-treated patients and 0.4 years for control
patients. Of these, the most common malignancies were breast,
colorectal, and melanoma. The rate of malignancies among
REMICADE-treated patients was similar to that expected in
the general population whereas the rate in control patients
was lower than expected.

In a clinical trial exploring the use of REMICADE in patients with moderate
to severe chronic obstructive pulmonary disease (COPD), more
malignancies, the majority of lung or head and neck origin, were
reported in REMICADE-treated patients compared with control
patients. All patients had a history of heavy smoking (see ADVERSE
REACTIONS, Malignancies). Prescribers should exercise caution when
considering the use of REMICADE in patients with moderate to severe
COPD.
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Psoriasis patients should be monitored for nonmelanoma skin cancers
(NMSCs), particularly those patients who have had prior prolonged
phototherapy treatment. In the maintenance portion of clinical trials for
REMICADE, NMSCs were more common in patients with previous
phototherapy (see ADVERSE REACTIONS: Adverse Reactions in
Psoriasis Studies).

The potential role of TNF-blocking therapy in the
development of malignancies is not known (see
ADVERSE REACTIONS, Malignancies). Rates in clinical
trials for REMICADE cannot be compared to rates in
clinical trials of other TNF-blockers and may not predict
rates observed in a broader patient population. Caution
should be exercised in considering REMICADE
treatment in patients with a history of malignancy or
in continuing treatment in patients who develop
malignancy while receiving REMICADE.

2, PHOENIX 1 &42, Years
ACCEPT
Ustekinumab Patient Exposure* in Pooled AnalysesPhase
Through

RESULTS

Phase 2, PHOENIX 1 & 2, ACCEPT

Cumulative Rates of NMSC through up to 4 Years
• The 2010 Analyses included a total of 3117 patients with 6791 PY of follow-up; 36% of
patients were treated for at least 3 years and 20% treated for 4 years (median follow-up
was 2.6 years)

2009 Analyses (n=3117, PY of follow-up=4782)
2010 Analyses (n=3117, PY of follow-up=6791)

Number of Patients

2414

1852

2000

1694

1650
1247

1129

1000

619
157

0
* ≥ 6 months:
≥ 1 year:
≥ 1.5 years:
≥ 2 years:
≥ 3 years:
≥ 4 years:

Rate per 100 PY (95% CI)

3000

•

≥ 6 months ≥ 1 year ≥ 1.5 years ≥ 2 years

0

≥ 3 years

Cumulative rates of NMSC remained low and stable with increasing duration of follow-up and were similar
during the 2009 and 2010 Analyses without a dose response. Basal cell carcinoma (BCC) was reported in
34* patients and squamous cell carcinoma (SCC) was reported in 10* patients, resulting in a BCC:SCC
ratio of ~3:1.

4.0
3.0
2.0
1.0
0.0

1.13

0.98

(0.14, 4.09)

0.49

(0.01, 2.75)

(0.12, 3.55)

0.74

(0.15, 2.16)

Controlled Period

Reich K, et al. Presentation at World Congress of Derm 2011. FC07-03.

RESULTS

0.77

(0.47, 1.19)

2009
Analyses

Rate per 100 PY (95% CI)

4.0

•
•
•
•
•

3.0
2.0
0.57

0.49

0.00

(0.00, 1.47)

0.25

(0.01, 1.37)

Controlled Period

0.69

(0.39, 1.13)

0.46

(0.24, 0.81)

0.57

(0.37, 0.82)

2009 Analyses

0.63

0.61

(0.37, 1.00) (0.39, 0.91)

0.62
(0.45,
0.84)

2010 Analyses

n
732
790
792
1582
1319
1906
3117
1319
1992
3117
PY f/u
177
203
203
406
2180
2594
4774
2852
3927
6779
# patients
1
1
0
1
15
12
27
18
24
42
ACCEPT data only included in 2009-10 analyses.
PHOENIX 2 patients who were dose escalated from 45 mg to 90 mg were switched to the corresponding column following dose escalation.

Placebo

UST 45 mg

UST 90 mg

0.61
(0.43,
0.82)

2010
Analyses

In patients on biologics, for which malignancies
is there evidence of an increase?

Phase 2, PHOENIX 1 & 2, ACCEPT

(0.01, 3.15) (0.01, 2.75)

0.53

(0.33, 0.82)

UST 45 mg

• Cumulative rates of malignancies other than NMSC remained low and stable with
increasing duration of follow-up and were similar during the 2009 and 2010 Analyses
without a dose response

0.0

0.70

(0.43, 1.09)

Papp KA, et al. EADV 2011. PO1158.

Cumulative Rates of Other Malignancies through up to
4 Years

1.0

0.71

(0.49, 1.00)

n
732
790
792
1582
1319
1906
3117
1319
1992
3117
PY f/u
176
203
203
406
2178
2591
4769
2846
3925
6770
# patients
2
1
2
3
14
20
34
20
21
41
ACCEPT data only included in 2009-10 analyses.
PHOENIX 2 patients who were dose escalated from 45 mg to 90 mg were switched to the corresponding column following dose escalation. *3
patients developed both BCC and SCC, hence 41 patients developed ≥ 1 NMSC.
Reich K, et al. Presentation at World Congress of Derm 2011. FC07-03.

4 years

Placebo

≥ 14 weeks between first and last UST administration
≥ 38 weeks between first and last UST administration
≥ 62 weeks between first and last UST administration
≥ 88 weeks between first and last UST administration
≥ 140 weeks between first and last UST administration
≥ 192 weeks between first and last UST administration

0.64

(0.35, 1.08)

UST Combined

Reich K, et al. Presentation at World Congress of Derm 2011. FC07-03.
Papp KA, et al. EADV 2011. PO1158.
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NMSC
MM
Lung ca in COPD
Lymphoma
NOT in most solid tumors

With which patients should you raise the
possibility of malignancy if they are started on a
biologic?
•
•
•
•
•
•

68 yo ♀, severe CHF
•
•
•
•

h/o lymphoma
h/o deep melanoma
h/o multiple SCC’s
h/o smoking/COPD
ANY non-cured malignancy
ALL patients

Angiotensin-converting enzyme
inhibitors as possible
exacerbating drugs in psoriasis.

Psoriasis > 50% BSA
Unable to tolerate phototherapy
↑BP, Rx: captopril
Failed MTX

Exacerbation and induction of
psoriasis by angiotensin-converting
enzyme inhibitors.
Tamir A, Wolf R, Brenner S.
J Am Acad Dermatol. 1994;30(6):1045.

Gilleaudeau P, Vallat VP, Carter DM, Gottlieb AB.
J Am Acad Dermatol. 1993; 28:490-2.

Sartans, angiotensin II receptor
antagonists, can induce psoriasis.

Candesartan cilexetil induced

Marquart-Elbaz C, Grosshans E, Lipsker
D, Lipskser D.
Br J Dermatol 2002;147(3):617-8.

Kawamura A, Ochiai T.
Eur J Dermatol 2003;13(4):406-7.

pustular psoriasis.
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DRUGS THAT EXACERBATE PSORIASIS
•
•
•
•
•

Association between beta-blockers, other
antihypertensive drugs and psoriasis:
population-based case-control study.
Brauchli YB, Jick SS, Curtin F, Meier CR.
Br J Dermatol. 2008;158:1299-307.

Nonsteroidal antiinflammatory drugs
Antimalarials, Ace inhibitors
Inderal (β-blockers), Interferon
Lithium
Steroid withdrawal, Sartans

Data does not support association between
Psoriasis and use of beta-blockers or other
antihypertensives

Association between use of
thiazolidinediones or other oral
antidiabetics and psoriasis: A population
based case-control study.

Lithium, antipsychotics, and risk of
psoriasis.

Brauchli YB, Jick SS, Curtin F, Meier CR.
J Am Acad Dermatol. 2008;58:421-9.

Brauchli YB, Jick SS, Curtin F, Meier CR.
J Clin Psychopharmacol. 2009;29:134-40.

• thiazolidinediones and metformin
may reduce psoriasis risk

• Longterm use of lithium→ OR 1.68
• Olanzapine → OR 0.50

Case reports of heart failure after therapy with
a tumor necrosis factor antagonist.

Why is congestive heart failure mentioned in
the package insert of TNF blockers?

Kwon HJ, et al.

Ann Intern Med. 2003;138:807-11.
FDA Medwatch
• 47 pts, new (38) or worse (9) CHF
• 19/38 new CHF
no risk fx
• 10 < age 50
• 10 discontinued TNF Tx – CHF resolved in 3,
improved in 6, 1 died.
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Randomized, double-blind, placebo-controlled,
pilot trial of infliximab, a chimeric monoclonal
antibody to tumor necrosis factor-alpha, in
patients with moderate-to-severe heart failure:
results of the anti-TNF Therapy Against
Congestive Heart Failure (ATTACH) trial.

ATTACH Trial
Death or Hospitalization in patients with NYHA class III - IV

Placebo
(n = 49)

Infliximab
5 mg/kg
(n = 50)

Infliximab
10 mg/kg
(n = 51)

Chung ES, et al.

Week 14

2 (4%)

2 (4%)

9 (18%)

Circulation. 2003 Jul 1;107(25):3133-40.

Week 28

5 (10%)

4 (8%)

14 (27%)

• 10 mg infliximab group
more
hospitalizations or death than placebo.
1. Chung ES et al. Circulation. 2003;107:3133-40.

CONTRAINDICATIONS
REMICADE at doses >5 mg/kg should not be administered
to patients with moderate to severe heart failure. In a
randomized study evaluating REMICADE in patients with
moderate to severe heart failure (New York Heart
Association [NYHA] Functional Class III/IV), REMICADE
treatment at 10 mg/kg was associated with an increased
incidence of death and hospitalization due to worsening
heart failure (see WARNINGS and ADVERSE

Etanercept Label: CHF
PRECAUTIONS: Patients with Heart Failure
Two large clinical trials evaluating the use of ENBREL® in the
treatment of heart failure were terminated early due to lack of efficacy.
Results of one study suggested higher mortality in patients treated with
ENBREL® compared to placebo. Results of the second study did not
corroborate these observations. Analyses did not identify specific
factors associated with increased risk of adverse outcomes in heart
failure patients treated with ENBREL®. There have been postmarketing reports of worsening of congestive heart failure (CHF), with
and without identifiable precipitating factors, in patients taking
ENBREL®. There have also been rare reports of new onset CHF,
including CHF in patients without known pre-existing cardiovascular
disease. Some of these patients have been under 50 years of age.
Physicians should exercise caution when using ENBREL® in patients
who also have heart failure, and monitor patients carefully.

REACTIONS , Patients with Heart Failure ).

Results of targeted anti-tumor necrosis
factor therapy with etanercept (Enbrel)
in patients with
advanced heart failure.

Hazard ratio for death/worsening of CHF at 24 weeks
in more than 2000 patients with NYHA class II – IV

Bozkurt B, et al.

Etanercep Etanercet Etanercet
25 mg
25 mg
t
three
twice/wk
25 mg
times/wk
once/wk
RECOVER

1.01

RENAISSANCE
RENEWAL

0.87
1.21

Circulation. 2001;103:1044-7.
• 5 mg, 12 mg or placebo sq biw
• dose-dependent improvement in LV
ejection fraction.

1.23

1.08

1. Coletta AP et al. Eur J Heart Failure. 2002;4:559-61.
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Incidence of Congestive Heart Failure in Adalimumab
Pivotal Studies

Prior history of CHF
Relapse CHF
No prior history of CHF
New onset CHF

Placebo
n (%)

Adalimumab
n (%)

7
0 (0)

18
0 (0)

683
5 (0.7)

1,362
2 (0.1)

Heart failure in rheumatoid arthritis:
rates, predictors, and the effect of
anti-tumor necrosis factor therapy.
Wolfe F, Michaud K.

Am J Med. 2004 Mar 1;116(5):305-11.
• Heart failure ‘d in RA vs OA.
• Heart failure significantly less common in
anti-TNF-treated patients.
• “Rheumatoid arthritis increases the risk of
heart failure, which may be ameliorated by
anti-TNF therapies.”

FDA AAC March 2003.

The incidence of new onset congestive
heart failure and heart failure
exacerbation in Veteran's Affairs
patients receiving tumor necrosis factor
alpha antagonists.

Treatment with tumor necrosis
factor blockers is associated with a
lower incidence of first
cardiovascular events in patients
with rheumatoid arthritis.
Jacobsson LT, et al
Rheumatol. 2005;32:1213-8.

Cole J, Busti A, Kazi S. Rheumatol Int. 2006
Oct 7; Epub ahead of print

Admissions for CHF:
RA on anti-TNF-α (6.7%)
RA control (8%)
non-RA control 7 (7%)

Risk of myocardial infarction in
patients with psoriasis.

Anti-tumor necrosis factor alpha
therapy and heart failure: what have
we learned and where do we go from
here?

Gelfand JM, Neimann AL, Shin DB,
Wang X, Margolis DJ, Troxel AB.

Khanna D et al.
Arthritis Rheum. 2004;50:1040-50 .

JAMA 2006;296:1735-41

•NYHA I or II:Echocardiogram
ejection fxn<50%→no TNF blocker
•NYHA III or IV→ no TNF blocker
•new onset CHF→ hold TNF blocker
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Friday, April 1, 2016
6:00 a.m. - 7:00 a.m.

Breakfast with Exhibitors

7:00 a.m. - 8:00 a.m.

Diagnosis and Treatment of Adnexal Tumors
Amy Spizuoco, DO, FAOCD

8:00 a.m. - 9:00 a.m.

Allergic Contact Dermatitis: North American Standard Series, Part II
Peter Saitta, DO, FAOCD

9:00 a.m. - 10:00 a.m.

Pitfalls and Pearls of Dermatology Practice 2016
Steven Grekin, DO, FAOCD

10:00 a.m. - 10:30 a.m.

Break with Exhibitors

10:30 a.m. - 11:30 a.m.

Use of PA’s in Successful Dermatology Practice
John Minni, DO, FAOCD
Jeff Johnson, PA

11:30 a.m. - 1:00 p.m.

Effective Therapies in Melanoma
Anna Pavlick, DO

1:00 p.m. - 2:00 p.m.

Manifestations and Treatment of Cutaneous Venous Hypertension
Ronald Bush, MD

2:00 p.m. - 2:30 p.m.

Break with Exhibitors

2:30 p.m. - 3:30 p.m.

Occupational and Environmental Dermatology
David Cohen, MD

3:30 p.m. - 4:30 p.m.

Interesting and Educational Dermatological Cases
Stephen Purcell, DO, FAOCD
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I

have no financial relationships to
disclose
 I will not discuss off-label use and/or
investigational use in my presentation

Peter Saitta, D.O.
Academic Instructor
Department of Dermatology
St. John’s Episcopal Hospital
Clinical Instructor
Ronald O. Perelman Department of Dermatology
New York University
2
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Basic Clinical Presentations
• Angioedema Presentation
• Scalp border dermatitis
• Superior helix dermatitis

 Hair

3

Dye Prevalent
• 75% of women
• 18% of men
16 years is the median age for the first
dye
Colorless compound
 PPD is a prohapten
 Found in almost all permanent hair dyes
• Used is most semi-permanent hair dyes

4

5

6

91

Eczematous

reaction

• 14%
• Scalp margin
• Helix

Long

lasting reactions
• 50% remain at 3 weeks

7

8

9

10

• Immediate-type hypersensitivity

1 fatality

11

12
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 About

 12.6%

cross-sensitization textile dyes
common with azotype dye
 Yellow and orange
 Panty-hose
 Black Henna Tattoo
 Fur and leather
 Printing ink/photocopying /photographic
developers

100 ingredients in hair dyes

• Para-compound cross-reactants

13

 More

 P-toluenediamine
 P-aminodiphenylamine
 2,4-diaminoanisole
 P-aminophenol
 Disperse orange
 Patch test the dyed hair
 Resorcinol
 Food and Drug and Cosmetic hair dyes

Studies

14

on hair dressers with hand

 Used

as perming solutions

• Persistent chemical

eczema
• Initially ICD
• Later ACD
PPD most common allergen

 Can last for months to years after contact

 Depilatories

• Some Nair products
• Veet products

15
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Preservative
• 51% of patients with formaldehyde ACD have reactions
for years
 Wrinkle-Free Clothing
• Rare allergen
• 100% cotton, polyester, nylon, acrylic, silk
 Paper Products and Smoke
• Extremely Sensitive Individuals

 Not

necessarily sensitive to
formaldehyde releasers and vice versa
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Most

common preservative in
cosmetics
• 79% moisturizers
• Remaining makeup for eyes
Does not usually cross react with
other quaternium chemicals

Five formaldehyde-releasing preservatives
• 20% of cosmetic products contain a formaldehyde-releasers
• Decreasing amounts of formaldehyde released
 Quaternium 15
 Diazolidinyl Urea
 DMDM hydantoin
 Imidiazolidinyl Urea
 Bronopol
Allergy to formaldehyde releasers may be due releaser or
formaldehyde
• If allergic to formaldehyde need to avoid releasers
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Most common preservative
• A lot of foods and drugs
 Most cases topical medicaments applied to leg ulcers or stasis
dermatitis
 Topical creams >>> ointments
• A little in cosmetics
P-hydroxybenzoic acids
• Butyl
• Ethyl
• Methyl
• Propyl
• Trade names
Must avoid all of above because of cross-reactions
Weakly positive (+1) reactions may actually be irritant reactions

 MCI/MI

• Kathon CG
• Euxyl K100
• Grotan
 Rinse

off products

• Currently decreased rate of sensitization
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 Increased

reports of allergy to MCI/MI
• MI use increased over 3 years
5.07% to 6.54%
 When MI used in combo MCI/MI limited
to 3.7ppm
• MI alone is permitted at 100ppm
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Concentration of MI in patch test combination MCI/MI
• Standard series contain 25ppm of MI
• True test has a concentration of 0.8ug of MI
• Concentrations of MI used in products is 100ppm
33% to 60% of cases missed
IF allergic to MI, must avoid all isothiazolinones
IF allergic to MCI, may not be allergic to other
isothiazolinones

 Paints

• Have other isothiazolinone derivatives
• Airborne dermatitis in newly painted rooms
 Wet

wipes

• Recurrent dermatitis on child's buttock and face
• Hand in caretaker
• Cottonelle and Huggies Wipes

25
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 Name

brand Preservative System

• Euxyl K400

 80% phenoxyethanol
 20% methylidibromo gluatronitrile
 More commonly allergenic
 Lubriderm products
 Demonstrates hyper-reactivity upon allergen reexposure
• Areas of irritant contact dermatitis did not react
29
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 Immunological

local memory

 Sterilization

of medical instruments

• Hapten-specific T lymphyocytes persists for

several weeks

 Upregulation of CCL27

• Hyper-reactivity occurs
 Methyldibromo glutaronitrile/ Phenoxyethanol 2% pet
 Lubriderm

 Nickel
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 Fragrances
 Mask

have pleasant odor
unpleasant odors

 Must

avoid all scents if allergic to any
fragrance ingredient

• Fragrance free
 Does not mean without fragrance compound
 Fragrance compound is used to neutralize odor
 5,000

known fragrances

• 100 are known allergens
 1.7-4.1%

of general population have
fragrance allergy
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 75%

test positive to fragrance mix I or II
 90% will test positive to fragrance mix I
and II and balsam of peru
 Remaining 10% test positive




• Sandalwood
• Narcissus
• Ylang-ylang oil
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Most common cause of ACD in cosmetics
Fragrance mix ingredients
• Oak moss absolute
• Geraniol
• Cinnamic aldehyde
 Found in Balsam of Peru
• Hydroxycitronellal
• Cinnamic alcohol
 Found in Balsam of Peru
• Isoeugenol
• Alpha-amyl cinnamic alcohol
• Eugenol

 The

six ingredients

 38.3%

of fragrance allergic patients have
hand involvement

• Hydroxyisohexyl 3-cyclohexen carboxaldehyde

2.5%

 Followed by 23.6% with Face and Neck
 Axillary dermatitis..
 Well-circumscribed patches in areas where perfumes
are dabbed on (wrists, behind the ears)
 Airborne
 Connubial
 Pigmented contact dermatitis

• Citral 1.0%
• Farnesol 2.5%
• Coumarin 2.5%
• Citronellol 0.5%
• α-hexyl cinnamal 5%
37
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A

non-eczematous contact dermatitis

 Histology

of contact dermatitis and
hyperpigmentation

• Lacks signs of dermatitis
 No itching
 No erythema
 No scaling

• Hyperpigmentation due to an increase in

melanin in the basal layer cells of the epidermis
(post-inflammatory hyperpigmentation)
• Hyperpigmentation due to slight hemorrhage
around the vessels of the upper dermis, resulting
in an accumulation of hemosiderin
• Hyperpigmentation due to incontinentia
pigmenti histologica

 Hyperpigmentation on the face
 Fewer cases on neck, chest, or back
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 Incontinentia

pigmenti histologica

 Requires

frequent and repeated contact
wth allergen (small amount)

• Basal layer destruction
 Mononuclear cells in the upper dermis, but not lined
up at DEJ
• Accumulation of melanin pigment
• No epidermal spongiosis

• Fragrances

• Textiles

41
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 Diffuse
 Ill

and reticular
defined
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 Lipsticks

 Mustache

hair dye
tea
 High levels of nickel

 Green

45
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 Non-treatable

with corticosteroids
avoid allergen for months to years
 The Q-switched Nd:YAG laser has been
reported effective
 Must
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Exudes from trunk of Central
American tree Myroxylon pereirae
• Oil and resin (oleoresin)
Composition of balsam of Peru
• 30–40% unknown
• Remaining 60–70%
 Benzyl benzoate
 Benzyl cinnamate
 Cinnamic acid (highest
concentration)
 Benzoic acid
 Vanillin
 Farnesol
 Nerolidol



Many of these substances
found in foods
• Spices
• Ketchup, tomatoes, chili
sauce, bbq sauce,
• Cola,beer, wine
• Ice cream, chocolate
• Citrus products

Peter Saitta, D.O.
St. John’s Episcopal Hospital
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I

have no financial relationships to
disclose
 I will not discuss off-label use and/or
investigational use in my presentation

 Prevalence

• 7.2 to 13.1 %
• At-risk populations
 Chronic dermatoses
 Chronic otitis externa
 Chronic venous insufficiency
 Post-operative
 Post-traumatic
 Antibiotic

• Co-reacts with Bacitracin
 Causes
53

54

follicular contact dermatitis

• Individual papules that have a central hair

follicle
• Red or pustular in nature
 Histopathology

• Spongiosis of the follicular and eccrine sweat

ducts
• Dermal lymphocyte inflammation periadnexal
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• The epidermis adjacent to the follicle is normal

 Pathogenesis

of follicular Contact

 Occupational allergen
 Bleach activators, lubricants and waxes, binders for
printing inks, solvents, textile resins, inhibitors,
antifreezers, epoxy hardeners and coolants

Dermatitis
• Preference for direct penetration of the statnum

corneum via pilosebaceous units

 Cross

• Heavier molecules are less able to penetrate the

reacts with hydroxyzine

epidermis
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 Neomycin large molecule, larger than cobalt
 Heavy metals
 Chromium
 Cobalt
 Nickel
 Potassium dichromate
 Vitamin E
 Dander Human
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 Atopic

dermatitis patients develop
follicular contact dermatitis to metals
more commonly

 Strong

adhesive properties in rubber,
metals, plastic
 Paint, varnishes, laminates
 Adhesives
 Sometimes in eyeglasses, handbags,
vinyl gloves
 Sensitization only occurs in uncured
epoxy resin, not cured
 Clinical

 “As

• Arms and forearms most common location
57
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 Main

use is to impart durability to nail
polish, lacquer, and hardener

J

Am Acad Dermatol. 2002 Feb;46(2):2006.
 Allergic contact dermatitis to
detergents: a multicenter study to
assess prevalence.
 Belsito DV1, Fransway AF, Fowler JF Jr,
Sherertz EF, Maibach HI, Mark JG Jr,
Mathias CG, Rietschel RL, Storrs FJ,
Nethercott JR.
 Author information

• Not particular to any color

• Not used as a preservative in this setting
 Clinique

and Almay nail polishes without
these resins
 Also known
• Toluene-sulfonamide formaldehyde resin
• Santolite MHP
59

for other plastics, it is the skin
contact with the uncured monomers and
prepolymers that most often cause
sensitization. ”
 Curing is a term in polymer chemistry
and process engineering that refers to
the toughening or hardening of a
polymer material by cross-linking of
polymer chains, brought about by
electron beams, heat or chemical
additives.

• Santolite MS
• Others
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 Abstract

 BACKGROUND:
 Allergic
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contact dermatitis (ACD) to
optical brighteners and enzymes in
laundry detergents was the focus of
numerous reports in the early 1970s.

 Enhances

absorption

 Solvent
 Humectant

• Explain this from bologna
 Antimicrobial

activity

• Topical corticosteroids
 Fowler et al. found that propylene glycol was present
in 48 od 82 various corticosteroid creams

• E. coli
• Pseudomonas

 Suspect if worsening from medication

• Candida albicans
• S. aureus

• Clear gel deodorants
 Preservative

 Vehicle

 Irritant

• 5-fluorouracil
• Synalar solution

have ICD
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 Warshaw et al.
 Meneghini et al.
 Goldsmith et al.
 Trancik et al.
 Hannuksela et al.
 Braun et al.
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 Propylene

Glycol Intoxication in an Infant



Foods containing propylene glycol can induce systemic contact dermatitis
•

 7 of 28 had systemic contact dermatitis with 10% tabs

propylene glycol containing dressings after
burns
• Premature infant
• Complete recovery after dressings stopped

 Exanthem within 16 hours

 Propylene

glycol is used as an
emulsifying agent in food
• LOOK UP WHAT IT MEANS TO BE AN

EMULSIFYING AGENT
• Labels on food should state that use of as an
ingredient

 Class

•

Bakers coconut

•
•

Dream-whip whipped topping mix
Duncan hines cake mix

•

Durkee coconut

•

Durkee real french fried onions and potato sticks

•

Hellmans big H sandwhich mix

•

Jello cheesecake mix

•

Kraft thousand island, creamy cucumber, russian dressing

•

Moutain dew beverage

•

Pepperidge farms pineapple n’cream, strawberry n’cream,

•

Pfeiffer russian cole slaw

•

Pillsbury plus cake mixes

•

Sara lee chocolate n’cream layer, strawberry n’cream layer cake, French cheesecake, chocolate
Bavarian, and strawberry cheesecake

•

Wise butter flavored popcorn
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A Cross Reactions



CS490NA



• Hydrocortisone
• Prednisone



• Prednisolone
• Methylprednisolone



 Not

Hannuksela et al. performed a double-blind study challenging patients with propylene glycol tabs
 8 of 10 patients had systemic contact dermatitis with 2% tabs

• Case report of a comatose infant following
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contact dermatitis is a possibility

• If concentrations great that 10% more likely to

CS500NA




CS997NA



CS999NA




CS491NA



used in dermatology



CS506NA



• Rhinitis (as a nasal suspension or aerosols)



• Rharyngitis (as lozenges)
• Ulcerative colitis (as enema or rectal solution)



CS497NA





IC
SID
CS
NA16NA
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AC
BB
AU
CS
CS998NA




CS492NA




NA20NA
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AC
NAS
ACS CS
CS507NA

amcinonide, 0.1%, pet
CS
betamethason-17,21 dipropionate, 0.5%, pet
AU
CS
betamethasone-17, 21-dipropionate, 0.1% eth
CS
betamethasone-17-valerate, 0.1%, eth
CS
betamethasone-17-valerate, 0.12% pet
CS
betamethasone-17-valerate, 1%, pet
AU
CS
budesonide, .01%, pet
EU
budesonide, 0.1%, pet
NA
LU
clobetasol-17-propionate, 0.1%, eth
CS
clobetasol-17-propionate, 0.25%, pet
CS
clobetasol-17-propionate, 1%, pet
NA

corticosteroide mix, 2.01%, pet

hydrocortisone 21-acetate, 1%
hydrocortisone 17-butyrate, 1%
budesonide, 0.01%
NA68NA
desoximetasone, 1%, pet
NA

CS

 Surfactant

in shampoos and cosmetics

 Used

in Permanent press clothing

 Need

info on this.

• Surfactants help dissolve oils
• Foam booster
• Salex shampoo
 Scalp

and face dermatitis
with hand dermatitis
 Can cause a false-positive irritant
reaction due to its surfactant nature
 Amidoamine and
dimethlyaminopropylamine are
contaminants and in some studies found
that the patients are actually allergic to
this
 Hairdressers
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• Questionable

 Acrylic

Nails Adhesives of artificial nails

• Methyl methacrylate in initial formulations
 Banned by FDA in 1974
• Currently, marketed artificial nails have various

methacrylate components
 Ethyl methacrylate
 Butyl methacrylate
 Isobuty methacrylate
 Dimethacrylate
 Trimethacrylate
69

• Cross reactions among acrylates are common
• Nitrile or neoprene gloves
 Latex insufficient to prevent allergy
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 Caulking

Compounds
Materials:
 • Denture repair
• Self-curing acrylates
• Some temporary crowns or fillings
 Dirt-Release Agents
Fabric Finishes
Floor Polishes and Sealants
 Incidence 0.5% to 5%
 Latex Paints:
 Clinical scenario
 •• UV
Paints
Most
common presentation is a long-standing
 Dental

 Inhaled, oral, and

intramuscular steroid
exposure after known topical allergy can
cause

dermatitis

• Systemic contact dermatitis
• Exanthem

• Fails to respond to many steroids
 Clinical
• Rarely,
dermatitis
that worsens with steroid
Periungual
eczema

• Purpura
• Urticaria

• usage
Can have nickel in metallic nail polish
 Patients
usually
react nail
to several
• Transient
or permanent
dystrophy

corticosteroids
• Paraonychia
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•
•
•
•

Subungual pain
Cocominant
exposures to different types of
steroid
substances
during long course of
Peripheral
paresthesias
treatment
Eyelids
reactions
due
to molecular
reasons
Cross
Usually
caused by
airborne
dust particles
from filed
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nails or vapors in nail saloons that have the particles
in the air
 Rash on eyelids that gets worse after nail saloon

 Eyelid touching in fewer cases
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 Delayed

Readings (Day 6 or 7)
Effect

 Animal

studies are lacking because the
animals cant be sensitized.

 Vasoconstriction

• Intrinsic pharmacologic activity of

• Clinical

corticosteroids usually observed on the first
readying
• Need picture
 Reactive

• Molecular
 Four

vasodilation (rebound)

• Impalpable erythema at first reading
 Edge

effect

• Usually an irritation of palpable erythema at the
73

edge of a patch test chamber with a completely
clear center that fades further by second
reading
 Paradoxicual

Groups
A – Hydrocortisone type
(Tixocortol pivalate)
 Group B – Triamcinolone acetonide type
(Budesonide)
 Group C – Betamethasone Type
 Group D – Hydrocrotisone 17-butyrate
 Group

74

Edge effect

• Eczematous reaction at the rim with clear center

attributed to the anti-inflammatory effect of the
steroid suppressing the allergic response whtere
it is most concentrated.
• There is diffusion of the steroid by the edge of
the patch test chamber and therefore the
antiinflammatory effect is lacking at the edge.
 Group
DorSubdivision
• Second
later readings show eczematous patch
throughout
the patch
test chamber.
• D1
C16 methyl
subsitution
and halogenation
• Get
pictures
D2 lack
both of this

 Patients

diagnosed with a corticosteroid
sensitivity should be further tested with
more extensive corticosteroid series
 Use group c steroids to lower overall
sensitivity in population

 Prodrug corticosteroids that rapidly metabolize in
skin with free hydroxy groups at C21 an C17
 Hydrocortisone-17-butyrate is enzymatically further
converted to C21 butyrate, which is further changed to
hydrocortisone.
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 The metabolism influences cross reactivity because
the metabolites can behave differently than what is
placed on the skin for a test
 D2 significantly cross react with group A and group B
steroids due to the metabolite break down
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 Groups

A, B, D highly homogenous in
terms of molecluar structures

 Bioavailability

of allergen

• Different when applied to intact skin versus

diseased skin

• Budesonide
 Two isomers that evenly occur, one that molecularly
resembles group b steroids and one that molecularly
resembles group d steroids
 Group C – does not cross-react with other
corticosteroid groups

• Lower concentrations are used in patches then

encountered in enviroment therefore may not be
enough to stimulate an allergy
• Poor solubility of an allergen in a patch test
solution may result in inadequate penetration
into the skin
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 Type

Group B steroids
Triamcinolone
• Fluocinolone acetonide
• Halcinonide
• Flucinonide
• Desonide
• Hdyrocortison-17-buyrate
• Hydrocortisone butyrate/valerate
• Clobetasol propionate/butyrate
• Betamethasone valerate/dipropionate
Allergy Medication:
• Nasal inhalation • Oral inhalation • Pulmicort
• Rhinosol
Other Medications:
• Entocort. • Symbicort
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1 and Type 4 Reactions

• Type 4 allergens
 Thiurams
 Dithiocarbamates
 Benzothiazoles
 Paraphenylenediamines
 Thiureas
• Type 1 reactions
 Urticaria
 Angioedema
 Rhinitis
 Conjuctivitis
 Bronchospasm
 Anaphylaxis

 Also

known as oxybenzone in sunscreens

• Most common photoallergen in sunscreen

products

• Immediate urticarial reactions
• Photoallergy
• ACD
 Used

in plastic and textiles to prevent
degradation of color from ultraviolet
radiation
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• Shades for windows
• Paints
 Cosmetics

• Hairspray, hairdye, shampoos, and soap
• Perfume

 Co-reacts

with neomycin
bacitracin has been
reported as producing anaphylaxis

 Found

 Intracutaneous
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in many plants from the Composite
or Asteraceae family
 Sesquiterpene lactone mix contains
alantolactone, dehydrocostus lactone,
and costunolide
 Patients allergic to sesquiterpene lactone
mix may react to the plant or pollen
 Ragweed, sneezeweed, sagebrush,
wormwood, mugwort, boneset, poverty
weed, marsh elder, cocklebur, burdock,
chamomile, artichoke, chrysanthemum
• Rageweed produces hay fever via type 1

response

• May produce contact dermatitis via type 4

response too
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 Occurs exclusively in adult men
 Begins in fall and disappears after frost
 Most believe that the pollen contains the oils that are
allergenic

 Ross

et al. that sesiquiterpene lactone
induced contact dermatitis is not always
airborne
 A study of 7,420 patients

 Talk

about this pages 614-615 in fischers

 Hair

detanglers, shampoos, conditioners

• 1/3 showed an airborne pattern
• 1/3 showed a hand eczema pattern
• 1/3 showed a generalized dermatitis pattern
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 Perfume
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 Vitamin

E

 Over

• Oral vitamin E does not cause allergic reactions
• Can cuased ACD and contact urticaria

the counter corticosteroids

• Food and drug administration does not require

that an ingredient list is provided in over the
counter corticosteroids
• 12 of 16 OTC corticosteroids contained
parabens
• A study of 127 patients allergic to one or more
corticosteroids found that tixocortol pivalate and
budesonide detect 91.3% of the cases.
• Tixocortol pivalate
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 Edge

effect



• Erythema occurs at circumference of chamber
• Positive test
 Steroids

are inherently anti-inflammatory

• Can mask a positive patch test
• Isaksson et al. found that all patients positive
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when the patch readings were done on day 10
post initial placement, but less positive if read at
48 and 72 hours
• If you suspect allergy to steroid, should have a
late reading at day 10 in addition to the 48 and
72 hour

Four classes
• Class A (Hydrocortisone Type)
 Tixocortol pivalate (test
allergen)
 Prednisone
 Prednisolone
 Methylprednisolone
• Class B (Triamcinolone Type)
 Budesonide (test allergen)
 Triamcinolone acetonide
 Amcinonide
 Fluocinolone acetonide
 Budesonide
 Halcinonide
 Flucinonide
 Desonide

• Class C (Betamethasone Type,

but not Valerate)
 Betamethasone types
 Dexamethasone
 Flucortolone
 Desoximetasone
• Class D (Hydrocortisone-17butyrate type)
 Hydrocortisone-17-butyrate
(test allergen)
 Clobetasol
 Betamethasone valerate
 Fluocortolone hexanoate /
pivalate
 Aclometasone diproprion
 Mometasone
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 Cross

reaction between groups are
somewhat unpredictable
 A, B, D cross react most frequently
 Class A reactions can be ellicited from
oral medicines and result in a
widespread eczematous rash
 Is there a relationshiop between sex
steroids and corticosteroid allergy

 Rare

• Textiles are not labelled
 Azo

dyes

• Most frequently used
• Color synthetic fabrics
• Cross reaction between azo dyes and PPD

common

 Develop

at sites where garments fit

tightly

• 26.3% of patients react to progesterone if

allergic to a wide array of corticosteroids
93
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• Inner posterior thighs
• Popliteal fossa
• Buttocks
• Waistband
• Anterior / posterior axillary folds (sparing the

vault)
 Seldom

is pruritus and excoriation only
symptom

 Contact

dermatitis to textiles mirror the
responsible garment
 Can spare areas protected by
undergarments
 Acute reaction
 Rash at borders of the axilla, but sparing
the center of the axilla can be an allergy
to clothing toppers
 Trouser dermatitis usually begins on the
anterior thigh

 Different

groups of Dyes

• Disperse dyes
 Used to color synthetic textiles
 Most common group of dyes to cause ACD
 Two subgroups of dyes that are most common out of
disperse group
 Anthraquinone dyes
 Azo dyes
 Disperse blue 106/124 (most common clothing allergens)
 Cross reacts with paraphenylenediamine

 The
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color of the dye often bears no
relationship to the offending clothin
garment
 Studies reveal that no irritant reactions
were seen in textile dermatitis

 Vat

dyes

 Acd

thought to derive from direct contact
to dye

• Dye used to color jeans
• Rarely cause contact dermatitis

• The dyes are metabolized by the skins bacteria
 Metabolites penetrate the skin and therefore become
major sensitizers
 P-aminodiphehylamine and 2-amino-p-cresol may
cross react with PPD

• Good substitute for people with disperse blue

106/124 dye allergen

 This
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is just a screening test. The Patient
really needs a full textile series because
if you read a lot of the articles on textile
dermatitis they show patients usually
have multiple reactions.
 Some studies show that Disperse Blue
106/124 is not the most common allergen

 Cross
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sensitization to para-amino
compounds, most frequently PPD
 May be the most common allergens in
textiles
 Test the patients own clothes

• Ryberg et al. showed orange 3
 Synergistic

effects between substances
have also been demonstrated



Different dyes are used to color different materials
• Disperse dyes are used to color polyester fabrics and blends.
• Children’s diapers
• Because perspiration encourages dye release, dark-colored
synthetic exercise garments should be considered as a source
of textile pattern dermatitis.
• Compared with acetate and polyester, disperse dyes are more
color-fast on nylon, but nylon stockings can be the culprit in
dermatitis of the thighs in women sensitized to disperse dyes.
• Disperse dyes sometimes cause dermatitis of unusual
morphology with a pigmented purpuric quality.
• . Avoidance of textile dyes is very difficult as there is no
product labeling of the dyes used in the United States
• Multiple dyes can be used to make a certain color

 Patients
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 No

one substance is a good indicator
acid (PABA) 0.2%
 P-aminophenol
 P-toluylenediamine 10.0%
 Sulfanilamide 0.3%
 Disperse Orange 3
 P-aminoazobenzene 16.2%
 4,4’-diaminodiphenylmethane
 P-phenylenediamine 14.1%

allergic to a disperse dye should
be instructed to avoid polyester and
acetate fabrics (and nylon, if possible)
that could contain the color in question.
True white (not off-white) synthetic
fabrics would be the safest choice for
these patients. One hundred percent
cellulosic fabrics such as cotton, rayon, or
Tencel®, or 100% silk, linen, or wool of
any color are also good choices. Dyes are
water soluble, and washing clothing
before use may be of some benefit in
removing dye.

A

piece of the suspected material –
textiles, gloves, shoes – (2 × 2 cm
moistened with saline solution) is applied
under occlusion for 48 h on the back.”

 P-aminobenzoic

 Excerpt

From: Jeanne Duus Johansen,
Peter J. Frosch and Jean-Pierre
Lepoittevin. “Contact Dermatitis.” iBooks.
https://itun.es/us/kSgcA.l
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 Oleoresin

(look up exactly what this is)

 Add

this allergen to fragrance.

• Sesquiterpene lactone
• See slide on sesquiterpene lactone
 Airborne

contact dermatitis

• Paulsen et al. demonstrated that airborne

parthenolide is the allergen in those with
composiate airborne acd
 Season pattern starting in summer
 Disappears by late autumn
 V of neck, hands, forearms,
103
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 Found

in textiles
press clothing

 Permanent
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 Obtained

from steam distillation of
freshly cut flowering tops of lavender
• Made of terpenes linalool, linalyl acetate, and

caryophyllene
 Autooxidize in presene of oxygen in the air
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 Hydroperoxides are formed and are allergenic
 44% of patients show no concominant reactions to any
terpene
 34% react to lavender oil and linalyl acetate
 20% to all three
 More likely to react to multiple components if you have a
stronger reaction (+++)
 52 -64%% of patients with positive patch to Lavender oil
also have a positive patch test to fragrance mix
 But why not 100% correlation
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 Essential oils are complex mixtures that rely oxidize on our
skin and could form many compounds over time

• 30% topical formulations
• Used in aromatherapy
 Airborn dermatitis
• Used in ketoprofen ointment
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A

photosensitzer

 Yellow

dye extracted from dried flower
heads of Chamaemelum nobile (roman
source, more allergenic) and Matricaria
recutita (german Source)

 Exstracted

from Melaleuca Plant
reaction with Balsam of Peru
(questionable because some believe that
there are components of sesquiterpene
lactone)
 Used as an antiseptic
 Cross

• Compasitae family
 Shampoos, vegetable
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hair dye, mirror
manufactoring
 Can cross react with compasitae
 Drinking chamomile has been shown to
flare the original area of dermatitis
 German chamomile tea has
sesquiterpene lactone in it
 Arnica can also cross react with the
ragweed group (compasitae)








• Can be in products to help cuts heal
 Allergenic

compenents

• D-limonene
• Aromadendrene
110

• Alpha terpinene
• 1,8-cineole (Eucalyptol)
• Terpinen-4-ol
• P-cymene
• Alpha-phellandrene

Derived from tree resin
• Contains other sensitizers
 Cinnamic acid and vanillin
 May cross react with Balsam of Peru
 Hausen et al. found several caffeates and benzyl isoferulate
Not beeswax
• Bees mix propolis that they collect from trees to mix with their wax to help cement the
honeycomb
• In products the wax from the honeycomb is what it used so it may contain propolis
Not Honey
Can be chewed and sold over the counter as a medication
• Propolis is considered a traditional medicine by many and is used for a variety of
conditions, including inflammations, sore throat, viral diseases, ulcers, burn and wound
care, to promote heart health, cataracts, acne, asthma , arthritis, boils, bleeding gums,
bedsores and blisters, burning tongue, callused feet, common colds, corns, diaper rash,
diarrhea, eczema, flu, female complaints, gastritis, gout, hay-fever, hair loss, insect bites,
rhinitis, earache, inflammation of the prostate, moles, psoriasis, swollen glands, tendonitis,
and warts.

A

 Bee
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•

bread • CA RN: 9009-62-5
Bee glue • Hive dross

possible photoallergen ??? Verify

 Combine
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with steroid slides

 Fragrance
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mix II contains the six
additional substances that are often
found in a variety of products:
Coumarine, Lyral, Citronellol, Farnesol,
Citral, a- Hexylcinnamicaldehyde.
Fragrances can be found in most
products. They are used to add flavor or
scent to a product or may mask a
product’s unpleasant smell. They may
come from natural (animals or plants) or
synthetic sources.

 Surfactants

 Used

• Bubble baths, detergents

as a preservative

• Gram positive coverage
 Local

anesthetic and fragrance

• Perfumes,
 Benzyl alcohol is found in many naturally occurring
plant products such as Balsam of Peru and is also a
component of essential oils such as hyacinth, jasmine,
and ylang ylang oils.

• hair dyes (direct acid dyes, look up what these
115

are) used to produce deeper shades of dye
because it binds better to keratin, look this up
and explain better
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 Preservative

in aristocort, cordran,
lotrisone, loprox,naftin, ivy block,aldara,
kenalog, depomedrol (look up to make
sure this is still true)
 They have done studies showing that
scratch tests are negative to this if
positive patch tests, so kenalog and
depomedrol and aristocort should be ok,
 Emulsifier in corticosteroid ointment
but I would avoid it.

 Amerchol

L101 is a trade name of
products containing lanolin.
 Lanolin alcohol

• What is an emulsifier?

 Baby

Products:
Desitin Diaper Rash Ointment, Fresh
Scent • Desitin Zinc Oxide Diaper Rash
Treatment

•
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 Steroid

list of shit
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 Antioxidant

in pharmaceuticals, printing,
and photography
 Found in OTC corticosteroids
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 Coconut

diethanolamide (aka cocamide
DEA) is extracted from coconut oil, and is
used as a foaming and emulsifying agent
in cosmetics and personal care products.
 Surfactant

 Bacteriostatic

• Also know as Igrasan DP-300
 Surgical

Scrub
Soap
 Irish Spring
 Lever 2000
 Odor Eaters
 Palmolive
 Right Guard
 Dial
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 See

lavender oil

 Overall

Four most common allergens in
100 products
• Chloromethyl

• Methylisothiazolinone
• Bromonitropropanediol
• Formaldehyde
 Service

active agents

• Coconut diethanolamide
 Detergents

• Cellulosecarboxymethylether sodium
125
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 Fabric

softeners

• 2-propanol
• Isothiazolinone
 Fragrances

• Pine oil
• Citronella oil
 Coloring

111

agents

• Tartrazine (food yellow 4)

 “depending

on the glove material, some
are permeable to various chemicals and
do not provide the promised protection;”

 Glove

material
use
 Advantages and disadvantages
 Example Photos
 Latex (natural rubber) Incidental
contact
 Good for biological and water-based
materials.
 Poor for organic solvents.
 Little chemical protection.
 Hard to detect puncture holes.
 Can cause or trigger latex allergies
 Nitrile Incidental contact (disposable
exam glove)
 Intended
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 Extended

”
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 “Dietary

intervention is indicated for
nickel-sensitive patients with vesicular
hand eczema or more widespread
systemic contact dermatitis, if the
elimination of nonoccupational as well as
occupational nickel exposure does not
improve or clear the dermatitis. Dietary
restriction following the guidelines by
Veien et al. [62] should be followed for 1–
2 months, and the outcome at ”

131

132

 Excerpt

From: Jeanne Duus Johansen,
Peter J. Frosch and Jean-Pierre
Lepoittevin. “Contact Dermatitis.” iBooks.
https://itun.es/us/kSgcA.l
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contact (thicker reusable
glove)
 Excellent general use glove. Good for
solvents, oils, greases, and some acids
 “The clinical features of systemic contact
and bases.
dermatitis include flare-up of previous
 Clear indication of tears and breaks.
dermatitis or previously positive patch
 Good alternative for those with latex
test sites, vesicular palmar and/or plantar
allergies.
dermatitis, flexural dermatitis, and the
 Butyl rubber Extended contact
baboon syndrome.”
 Good for ketones and esters.
 Antibiotics
 Poor for gasoline and aliphatic, aromatic,
 Cobalt/Chromium
and halogenated hydrocarbons.
 Nickel
 Neoprene Extended contact
• Greater than 5mg dose
 Good for acids, bases, alcohols, fuels,
• “Chelating medicaments can interfere with
peroxides,
hydrocarbons,
and phenols.
nickel absorption
and metabolism,
and in that
 Poor
halogenated
and aromatic
way,for
provoke
systemic contact
dermatitis. This
has been well described for Antabuse (Fig. 17.6)
hydrocarbons.
[46].”
 Good for most hazardous chemicals.
 Norfoil Extended contact
 Good for most hazardous chemicals.
 Poor fit (Note: Dexterity can be partially
regained by using a heavier weight
Nitriletime
glove
over determine
the Norfoil/Silver
 “that
should
whether
Shield glove.
dietary
restriction should be continued.
 Clinical
Viton Extended
contactthat
studies suggest
 approximately
Good for chlorinated
and aromatic
one-fourth
of selected
solvents.benefit from prolonged dietary
patients
 Good
resistance
toTheoretically,
cuts and abrasions.
treatment
[63, 64].
10% of
 Poor
for
ketones.
the most nickel-sensitive persons could
 benefit
Expensive.
from diet treatment [65].”
 Polyvinyl chloride (PVC) Specific use
Good forFrom:
acids,Jeanne
bases,Duus
oils, fats,
 Excerpt
Johansen,
peroxides,
andand
amines.
Peter
J. Frosch
Jean-Pierre
 Lepoittevin.
Good resistance
to abrasions.
“Contact
Dermatitis.” iBooks.
 Poor
for most organic solvents.
https://itun.es/us/kSgcA.l
 Polyvinyl alcohol (PVA) Specific use
 Good for aromatic and chlorinated
solvents.
 Poor for water-based solutions.
Stainless steel

 Sheep sebum (Surface oil)
 Mixture of oils (fatty alcohols) derived from the
sebum
 Wax alcohol
 Found in Cosmetic products

 human

 Cross

reactants to lanolin include fatty
alcohols such as stearyl and cetyl alcohol
 Eucerin products
• Aquaphor
 Topical

Positive patch test reactions to
dander were produced in 120 of
 181 (66%) patients with atopic derma¬
 titis (Table 1). The positive reactions
 occurred in 82% of patients aged 2 to 8
 years, in 60% of those aged 9 to 15
 years, and in 62% of those aged 16 to
 45 years. In all of the specimens
examined,
 the principal changes were found at
 the upper portions of hair follicles
 (Fig 2). Varying degrees of spongiosis
 and migration of predominantly
 mononuclear cells were present at the
 external root sheaths. The dermis
 around the involved portion of the
 follicle contained a moderate amount
 of a mononuclear cell infiltrate (Fig
 3). Similar eczematous changes were
 often found around the sweat ducts
 within the epidermis. The surface
 epidermis remote from the folliculoporal
 openings was almost intact.


Medications
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Pitfalls and Pearls of
Dermatology Practice 2016
Steven K. Grekin, DO, FAOCD
Clinical Professor of Dermatology
Founder & CEO
Grekin Skin Institute
EVP, Chief Business
Development Officer Advanced
Dermatology and Cosmetic
Surgery
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Objectives

What is the “Affordable Care Act?”
 Signed into law March 23, 2010
 Programs installed to:

 To discuss:
 recent and anticipated changes made to
healthcare policy
 the effects that these changes may have on
the dermatology practice
 methods by which we can overcome the
obstacles created by these changes in every
day practice

 increase the quality and affordability of health
insurance
 lower the uninsured rate
 reduce the cost of healthcare for individuals
and the government

3

4

Centers for Medicare & Medicaid Services. The Center for Consumer Information & Insurance Oversight. Health Insurance Market
Reformswww.cms.gov/CCIIO/Programs-and-Initiatives/Health-Insurance-Market-Reforms/index.html Accessed December 10, 2013.

Are these goals actually being accomplished?
 Studies demonstrate only a modest benefit
in patient outcomes
 No actual decrease in healthcare spending
 More regulation and paperwork
 Less patient care and decreased
reimbursement

What Can We Expect?

Manchikanti, L., et al. “Patient Protection and Affordable Care Act of 2010: reforming the health care reform for the new

5

decade.” Pain Physician, v. 14 issue 1, 2011, p. E35-67.

6
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ACA 2016

70 Changes to ACA ….So far

 Annual IN Network, Out of Pocket maxium
costs increase
 Deductibles, copays, and coinsurance
increase up to $6,850 individual and
$13,700 for family coverage

 Employee reporting delayed contrary to
statutory language
 Medicare Advantage Patch
 Tax Credit for unlawful immigrants
 Closing of the High Risk pool. The money
earmarked for this plan was spent by HHS
to advertise Obamacare enrollment
 DOUBLING allowed deductibles

7
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Increased Coverage
 Millions of newly insured Americans
looking for physicians- including
specialists
• Projected to add 12 million people to Medicaid
by 2015
• “Marketplace” insurance to offer similar
reimbursement?
• Likely 10%-20% cut

• Can you survive financially on these new plans?
9

Manchikanti, L., et al. “Patient Protection and Affordable Care Act of 2010: reforming the health care reform for the new
decade.” Pain Physician, v. 14 issue 1, 2011, p. E35-67.

10

Marketplace Exchange

Higher Deductibles

 Provides a set of government-regulated
and standardized health care plans from
which individuals may purchase health
insurance eligible for federal subsidies

 May largely impact specialists with
expensive services
 This will force more communication
between physician and patient about costs
of procedures
 Will patients opt out of services because of
cost?

 All exchanges must be fully certified and
operational by January 1, 2014, under federal
law
 What if patient fails to pay their bill?

11

What is the Health Insurance Marketplace? http://www.healthcare.gov/what-is-the-health-insurancemarketplace/ Accessed December 17, 2013.

12
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8 Ways That the ACA Is Affecting Doctors' Incomes. Medscape. Aug 15, 2013.

Costs driving care

Increasing Rules and Regulations

 How many of us have had patients ask
how much a service will cost?
 How often were you asked prior to ACA?
 Have you even been asked to remove
something and not send it for pathology?
 How many patients cannot afford your
prescribed medications?






Higher practice costs
New payment methodologies
EMR
Increasing penalties

8 Ways That the ACA Is Affecting Doctors' Incomes. Medscape. Aug 15, 2013.
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Is it working

Examining the ACA’s Design

 Harold Pollack, Professor at University of
Chicago states, “It’s hard to pull out an
answer!”
 ACA was signed into law 6 years ago.
 “We’ve never shown in any randomized
study that we’ve ever improved health
behaviors by giving health insurance to the
uninsured,” says Pollack

 Was the Law actually focused on health?
 The political decisions that drove the
creation of the bill led to a design that
wasn’t really focused on outcomes.
According to Tevi Troy a former deputy
secretary of HHS. Now President of
American Health Policy Institute

15
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PPACA

MIPS
 For 6 years after that… no automatic
increases will be provided and doctors’
respective rates will be altered based upon
their MIPS performance
 MIPS is a consolidation of three pay for
performance programs already in place
and another added program

 Physician Value-Based Payment Modifier
 PQRS
 MIPS- Merit-Based Payment Incentive
System
 First the formulaic approach to setting
base payment rates is gone
 Replaced with automatic increases from
2015-2019
17

18
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MIPS

MIPS

19

20

How Does MIPS consolidate and
leverage the MU, PQRS, and VBM








MIPS
 Four categories of metrics:

MIPS consolidates Medicare MU and PQRS penalties and VBM incentives and
penalties, while continuing to measure provider performance as specified by those
three component programs. Note that Medicare and Medicaid MU incentives are
not impacted by MIPS
Section 101(b)(1) of the bill sunsets separate MU payment adjustments starting with
the 2019 payment year (the 2017 MU performance year), but continues the
"application for purposes of MIPS"—the determination of whether an eligible
professional is a meaningful Electronic Health Record (EHR) user. The EP can then
earn a maximum of 25 points for complying with MU in the performance year
Similarly, the MIPS quality category score (maximum 30 points) is determined by the
mandatory PQRS reporting requirement, PQRS measures, and other VBM quality
measures.
Finally, the MIPS cost or resource use category score (maximum 30 points) is
determined by the VBM cost measures. The bottom line: MIPS amplifies and
consolidates the application of incentives and penalties while relying on the
performance measurement rules of the three individual programs






Quality
Resource use
Meaningful use of EHR
Clinical practice improvement activities

 The poorest performing physicians
determined by their composite score
will see their payments cut by up to
…9%

21
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MIPS

Clinical Practice Improvement

 Specific measure have not been selected













Likely based upon existing measures:
PQRS
VPM (Value based Payment Modifiers
Clinical Practice Improvement

 Financial impact of MIPS will be even
larger than current VPM

23
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What does this entail?
Expanded practice access
Population management
Care coordination ( telehealth)
Patient safety and practice assessment
(clinical check lists)
Participation in APMs

Negative Payment Adjustments





Decreasing Reimbursement

-4% in 2018
-5% in 2019
-7% in 2020
-9% in 2021

 Independent Payment Advisory Board
 15 members appointed by President
 Aim is to reduce per capita growth rate in
Medicare spending
 Physicians will be primary targets
 A healthcare rationing body…?

 This is a huge cut for physicians!!!

25

26

Decreasing Reimbursement

New Payment Methods

 “Non-profit” Patient-Centered Outcomes
Research Institute

 Bundled payments
 Patient-centered medical homes
 Accountable Care Organizations
(ACOs) APM
 Pay-for-Performance (P4P)

 Will examine clinical effectiveness of medical
treatment, procedures, drugs, and medical
devices
 Possible detriment to clinical innovation in the
delivery of care..?

27

Manchikanti, L., et al. “Patient Protection and Affordable Care Act of 2010: reforming the health care reform for the new
decade.” Pain Physician, v. 14 issue 1, 2011, p. E35-67.

Manchikanti, L., et al. “Patient Protection and Affordable Care Act of 2010: reforming the health care reform for the new
decade.” Pain Physician, v. 14 issue 1, 2011, p. E35-67.
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Pay-for-Performance (P4P)

Pay-for-Performance (P4P)

 Reimbursement reflects provider
performance based on:

 Rewarded for meeting pre-established
targets
 Disincentives include eliminating
payments for negative consequences of
care or increased costs

 Certain care processes
 Scores on patient satisfaction surveys
 Patient outcomes

 Will this force physicians to deselect for
patients?

“Medicare and Medicaid programs: Hospital Outpatient Prospective Payment and Ambulatory Surgical Center Payment Systems and
Quality Reporting Programs; Hospital Value-Based Purchasing Program; organ procurement organizations; quality improvement
organizations; Electronic Health Records (EHR) Incentive Program; provider reimbursement determinations and appeals. Final rule with
29
comment period and final rules.”Federal Register, v. 78 issue 237, 2013, p. 74825-5200.

“Medicare and Medicaid programs: Hospital Outpatient Prospective Payment and Ambulatory Surgical Center Payment Systems and
Quality Reporting Programs; Hospital Value-Based Purchasing Program; organ procurement organizations; quality improvement
organizations; Electronic Health Records (EHR) Incentive Program; provider reimbursement determinations and appeals. Final rule with
30
comment period and final rules.”Federal Register, v. 78 issue 237, 2013, p. 74825-5200.
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Physician Compare Website

Physician Quality Reporting System
 AAD is trying to develop meaningful
quality measures, as there are currently
few for dermatologists.

 Created by Centers for Medicare and
Medicaid Services
 Patients can search for and pick their
physician
 PQRS data to be uploaded to this site
 30-day period for physician review before
data posted
 Criticized by AMA
 CANNOT FIND IT ANYWHERE

31
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American Medical Association. AMA letter to CMS on Physician Compare. July 17, 2013. http://www.amaassn.org/resources/doc/washington/physician-compare-redesign-17july2013.pdf Accessed July 19, 2013 .

Increasing Penalties
 Penalty imposed on physicians who do not
meet e-prescribe levels

How can we overcome the challenge of
increased practice costs in the face of
decreased reimbursement?

 Increasing from 1% to 2% in 2014

 2015: Penalties for not having electronic
health records (EHRs)
 Purpose is to reduce paperwork and
administrative costs, but for whom?
 Expensive
 Requires MORE administration
 Slows practices down

33

Centers for Medicare & Medicaid Services. Electronic prescribing (eRx) incentive
program.http://www.cms.gov/Medicare/Quality-Initiatives-Patient-AssessmentInstruments/ERxIncentive/index.html?redirect=/erxincentive/ Accessed August 1, 2013 .
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Consolidate
 Independent physician practices declined
from 57% in 2009 to 39% in 2012: NOW
35% in 2014! Predicted 33% in 2016

 Declining reimbursement
 Lowered contract negotiating power of smaller
providers
 Shifted referral patterns

 Consider joining groups to spread out
overhead and strengthen reimbursement,
negotiations
Carruthers, J. Higher co-pays, higher stakes. Dermatology World. Aug 2013.

35
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Dermatology Consolidation

Dermatology Consolidation

 Currently 14-15 platforms
 Dozens have Equity behind them
 This means large financial institutions
helping them to achieve success with all
governmental requirements,
 I.E. Compliance programs, change
management, payor negotiations
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Protect Dermatology from Primary Care
Protect Patient Access by large footprint
Build Consumer Branding
Patient satisfaction on all touch points

38

Dermatology Consolidation

DERMATOLOGY CONSOLIDATION

 How does it work?

 Change Management
 Allow the dermatologist to see patients
and let the “suits” manage the complex
environment of dermatology in 2016 and
beyond!

 PRIVATE PRACTICE WITH THE
BENEFITS AND SUPPORT OF THE
LARGE INSTITUTION

39
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Dermatology Consolidation

Stay Informed

 Creates a pseudo Coalition
 Protects Dermatologists from Primary
Care and Extenders Practicing
 Allows Patients Access
 Allows increase opportunities for profits for
Dermatologists

 Become familiar with practice realities in
your respective marketplace
 Learn about the different payment models
 Policymakers predict the currently primary
care-centered ACO payment model will
spread to specialty care
 Suspect a different model as most ACO’s
are failing!

41
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See More Patients

What is a dermatologist to do?

 What is the impact of a 2% cut on your
bottom line?
 If average collection for office visit is $150,
reimbursement then becomes $147
 50 pts x $150 = $7500 vs 50 pts x $147 =
$7350
 Add one more patient per day to fill gap
 HOW CAN I DO THIS WHEN I AM
COMPLYING

 It will take more hours unless you delegate
these tasks to others!
 You will work harder and make less
money!
 JOIN A DERMATOLOGY GROUP AND
GO BACK TO PATIENT CARE!

43
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Establish a Dashboard

Calculate

 Measure, measure, measure!
 Determine where you can improve
revenues and increase efficiency
 Invest in resources that compare yourself
to similar practices
 Assess practice patterns that may trigger
an audit

 What is the procedure value per hour?
 Utilize non-physician clinicians and other
ancillary personnel to the full extent
 Free up the physician to see more pts and
generate more revenue
 Cut wasteful spending. Analyze
expenditures quarterly

45
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Collect

Improve Patient Satisfaction

 Collect co-pays upfront
 Keep credit cards on file
 A practice utilizing technology-driven
solutions has increased patient collections
from 42% to 50%

 Prior experience is the most important
antecedent of satisfaction
 Heed advice from business colleagues:
The customer is always right!
 Use your patient’s name and details about
personal life
 Give them realistic expectations of
treatment outcomes

 Patients check-in with tablets
 Credit cards swiped and kept on file,
automatically charging co-pays at every
subsequent check-in
 Prompted to pay outstanding balances

Carruthers, J. Higher co-pays, higher stakes. Dermatology World. Aug 2013.
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Plug and Play
 Airlines provide satisfaction by
demonstrating efficiency
 Concept of line-up
 Cohesiveness
 Communication

49
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Plug and Play

Text and Email reminders

 Car dealerships know when lease is up
 Reach out to patients
 Is winter coming? Send reminder to atopic
derm patients
Send reminder e-mails,
texts or postcards
about appointments, full
body exams, etc.

51
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Social Media

Create a Website

 Keep up with the times
 Facebook, Instagram and Twitter are all
FREE outlets for advertising
 SNAPCHAT

 Create a website that
sells you and your
practice
 Provide
educational
material
 Provide a link for
“feedback” for
continued
improvement

53
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Alter Perception

Get Involved

 AAD researched the perceptions of
dermatology practice by other physicians
 Dermatologists are perceived as valuable
colleagues

 Word-of-mouth is the most important
method for referrals
 Accept consults at a hospital
 Stay in contact with your referring
physicians
 Offer free services, such as skin cancer
screenings

Bowers, J. A Matter of Perception. Dermatology World. Oct 2013.
55
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Bottom Line
 Do not ignore the business aspect of
medicine
 Constantly measure for constant
improvement
 Cut wasteful spending
 See more patients
 Communicate to increase efficiency and
reduce errors
 Continue improving patient satisfaction
 Utilize all staff and mid-level providers
57
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•
•


•
•


•
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Physician Assistants

An Integral Part of the
Physician-Led Healthcare Team
Jeffrey Johnson, PA-C, DFAAPA
Water’s Edge Dermatology
Stuart, Florida

AGENDA
Brief History of the PA Profession

Item 1
Item 2

Scope of Practice within Physician-led Team

Item 3

What’s the Liability in Hiring a PA?

Item 4
Item 5

Why You Should Hire a PA
Salaries and Contract Negotiations

So, What’s the Bottom Line?

Non-Physician Practitioners
Fall into Two Categories:

Physicians looking to make cost
effective additions to their practice
face a tough choice when deciding
who to hire.

•

While bringing on another physician
may seem logical, non-physician
providers (NPPs) can be a suitable
alternative.

•
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Physician Assistants:
•

Trained under medical model

•

Must work under a supervising physician

•

Not now, or will ever be in direct competition with physicians

Nurse Practitioners:
•

Practices across the country run solely by NPs

•

Legislation being endorsed looking to increase to 30 states

Nurse Practitioners and
Physician Assistants:

What is a Physician Assistant?
Physician assistants (PAs) are medical providers
who are licensed to diagnose, treat and
prescribe medication for patients. PAs work in
offices, hospitals and clinics in collaboration with
a licensed physician.

Otherwise Known As:
•
•
•
•
•
•

Physician Extenders
Mid-level Provider
Allied Health Providers
Limited License Provider
Non-Physician Provider
Non-Physician Practitioner

Variety of Names Confuse Patients

PA Profession: Brief History

Misconceptions vs Reality:
•

Take advantage of military trained combat medics

•

Training modeled the fast track for Physicians WWII

PAs are glorified “Medical Assistants”

•

Design was for PAs to “Think like a doctor.”

The term “Mid-Level” means inferior care

•

Work closely with physician

•

Duke University 1965 – First Class of PAs

•

I’m A PA only because I couldn’t get into med school

•

PAs strive to be “Independent Providers”

•
•

PA Education

A Worsening Physician Shortage

• Modeled
•

AAMC Projection:

•

- 90,000 by the end of this decade

•

• 2000
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Anatomy, Pathophysiology, Pharmacology, Biochemistry

Clinical Phase Training
•

- 130,000 by the year 2025

on Physician Education

One Year Basic Medical Sciences

Family Medicine, Internal Med, OB/Gyn, ER, Peds,
General Surgery, Psychiatry, ENT, Dermatology,
Orthopedics, etc.

Hours of Supervised Clinical Practice

Where PAs can Practice Medicine:

“Scope of Practice”
A PA’s scope of practice is determined by their
training and experience, state law, facility policy and
agreed upon with their supervising physician.

All states, the District of Columbia and all US
territories except Puerto Rico authorize PAs to
practice medicine.
This is also true for prescribing privileges.
Ability to prescribe controlled substances varies by
state and PAs must obtain own DEA number.

Physician Assistants by Specialty

Current Status of the PA Profession

•

Family Medicine
Emergency Medicine
Internal Medicine
Dermatology
Obstetrics/Gyn
Pediatrics
Occupational Med.
Surgery Subspecialty
Other

25.9%
10.5%
15.6%
3.6%
2.3%
4.3%
2.3%
25.1%
10.4%

•

TOTAL

100.0%

•

•

Approximately 70,000 Practicing PAs

•

2800 Currently in the Field of Dermatology

•

199 Accredited PA Programs

•

•

8900 New PAs Every Year

•

•
•
•
•

•

Positioned Well for the Future
Since the inception of the profession, the PA
commitment to a physician-led team practice has
remained constant. This team approach is ideally
suited for the challenges of healthcare delivery in the
21st century.

The Choice Remains Yours
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Does Hiring a PA = Greater Risk?
•

Theory: PA School is shorter duration

•

Shorter duration = more errors of cognition and judgement

•

However, PAs may carry less litigation risk than physicians
• PAs often treat patients with less acute conditions
• More complicated patients are left to the physician
• Two heads are better than one. (Pilot / Co-Pilot Theory)
• Two people can make mistakes, but not likely the
same mistake

Journal of Medical Licensure
& Discipline 2009
•

17 years of data in the US National Practitioner Database

•

1991 – 2007 324,285 NPDB Entries involving 273,693 Providers
All studies show liability of PAs was less than doctors in
terms of malpractice payments and number of citations

•

•

PAs in the Daily Clinic

•

1 paid claim per 85 physicians

•

1 paid claim per 550 physician assistants

Malpractice payment was 12 times less for Physician
Assistants than for Physicians

Physician Assistant: Added Benefits

Allows the physician to focus on the items you want
• PAs can play a supervisory role
• Education of staff

•

Patient Waiting Times are Decreased

•

Readily Available for Follow-ups / Wound Checks

•

Patients offered appointment with physician first

•

Tremendous Asset for Educating the Staff

•

Told they are seeing a PA when apt made, at
confirmation and when the patient is roomed

•

Education Programs for Your Community

•

Minimize the Amount You’re on Call

•

Mohs: More Patients Seen = More Cancers Treated

•

No Surprise Here …

Patient Acceptance of PAs

Solo physicians who employ PAs experience:
- Increased Patient Satisfaction
- Greater access to care
- Expanded practice
- Greater efficiency

•

Kaiser Permanente research showed patient
satisfaction with PAs approaches 96%
•
•
•
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Quality of Personal Care
Confidence in the Provider
Understanding of the Patient Problems

Legislation and the PA Profession

Comparable Level of Care
•

•

Berkeley Healthcare Forum Report, a systematic
review of 16 different studies revealed “no significant
differences in patient satisfaction between NPPs
versus physicians”

•

The first state laws for PAs, passed in the 1970s,
allowed broad delegatory authority for physicians.

•

Many laws were simple amendments to the medical
practice act that allowed physicians to delegate
patient care tasks, within the physician’s scope of
practice to PAs.

Kaiser Permanente Center for Health Studies has also
shown NPPs score equally with physicians in terms of
patient satisfaction

Comment on PA Competency

Daily Activities of the PA
•

By state law, PAs must practice under an agreement
and the supervision of a supervising physician

•

The Code of New York Statute states that a PA Must:
1.
2.
3.

Wyoming Medical Board:
“The board does not recognize or bestow any level of
competency upon a physician assistant to carry out a
specific task. Such recognition of skill is the responsibility
of the supervising physician”.

Be assigned to him by the supervising physician
Be within the scope of practice of the supervising
physician
Be appropriate to the education, training, and
experience of the PA.

Medical Board and PAs

How “We” Do It?
•

Wyoming Medical Board:

•

“However, a physician assistant is expected to perform
with similar skill and competency and to be evaluated by
the same standards as the physician in the performance
of assigned duties.”
•
•
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We currently have 28 Offices
Employ: 39 Practitioners
• MD - 13
• DO - 8
• PA - 11
• NP - 7
Staffing of the Office Varies
Patient Informed Clearly the Credentials of Provider
•

At the Time the Appointment is Made

•

At Confirmation of the Appointment

•

Upon Rooming the Patient

How Do “We” Do It?
•

•
•

Salary

Variety of Procedures

AVERAGE: $105,000 Annual Salary

•

General Dermatology (Most Will See 35 – 38 Patients)

•

Surgical Dermatology

•

Cosmetics

•

Sclerotherapy

•

Laser Treatment

•

Assist with Mohs Closures

Cost to Employ a PA:
30 cents on the Dollar Collected
Example: $600,000 x .30 = $180,000

All Connected via EMR
Physician Only Minutes Away – same day evaluation

Benefits Package

Example of Salary Breakdown
Base Salary:
• To The House:
• 10%
• 15%
• 20%
• 25%
•

•

$65,000
$250,000
$350,000
$450,000
$750,000
Over

•
•

•
•
•
•
•

$600,000 = $120,000 Annual Salary

•
•

“Competitive” Salary
401K
CME Allowance ($1500 - $2000 annually)
State License
Professional Fees (NCCPA)
Insurance (Medical, Dental, Life, Malpractice)
Uniform (Scrubs)
Professional Organizations
Maternity Leave / Holidays
Vacation/Personal Days

Total Cost of Employment ~ $180,000

Medicare Reimbursement
•

Third-Party Coverage

Medicare pays the PA’s employer for medical and
surgical services provided by PAs in all settings at 85
percent of the physician’s fee schedule.

Nearly all private payers cover medical and surgical
services provided by PAs. However, private health
insurance companies do not necessarily follow
Medicare’s coverage policy rules.
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The Hiring Process: Physician Assistants

Hiring a Crucial Member of Your Team
•

You need to be clear on how you’ll incorporate that
person into the practice and really understand how
you want them to perform

•

Defining the parameters of the job, especially during
the interview, may eliminate future problems

•

The main reasons physician assistants leave is not
because of the money, it’s the relationship with their
supervising physician, the practice as a whole or the
opportunity to grow.

If you are considering hiring a PA, the success of the
hire likely rests on a few simple questions:
What do you want the person to do?
What are you willing to let them do?
What Amount of Support Will They Receive?

Set the Parameters of the Job

The Hiring Process: Physician Assistants

•

Formalize a Job Description
Additional Duties Beyond Patient Care?
Will the PA be on call and if so, how often?
Will the PA be allowed to see new patients?
What is the level of supervision that will take place?
How independent they be?
Will the PA perform procedures; Assist with Mohs?
Determine how the PA reacts to constructive tips

•

THE MOST IMPORTANT ISSUE IS DO THEY FIT!

•
•
•
•
•
•
•

Background Checks are vital for promising applicants
Include a License Check
Ask applicant if they are under investigation
Are they under a Medicare Audit
Part of any pending liability litigation
Ask About Convictions

•
•
•
•
•
•

Hired a PA?
What to do Next!

Consider Training PA Students
AAPA’s Data Services and Statistics Division reports
that more than 1/3 of all PAs say they met their first
employer through clinical rotations while attending PA
school

•

Notify your malpractice carrier
•

Nominal Premium Increase

•

Be Aware of State Laws

•

Meet or Talk Regularly

•

Foster an Environment of Learning

•

Take an Active Role in Development

Verify Credentials
• Have Written Protocols – update regularly
• Supervise Appropriately
•

•
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Be Approachable – encourage questions

So, What’s the Bottom Line Again?

Questions? Need More Information?
Feel free to contact me.

Email:
fairways2@Comcast.net
FSDPA:
www.fsdpa.org
SDPA:
www.dermpa.org
AAPA:
www.aapa.org
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Disclosures
American Osteopathic College of Dermatology
Anna C. Pavlick, BSN, MSc, DO, MBA
• I have the following financial relationships to
disclose:
Consultant for: BMS, Merck, Novartis
Research Support (funds go to NYU); BMS,
Merck, Novartis, Celldex, Millineum,
Genentech, Roche
• I will investigational in clinical trials in my
presentation. I will not discuss off label use.

Melanoma- Fighting the
“Dark Side”
•
•
•
•

Anna C. Pavlick, BSN, MSc, DO, MBA
Professor of Medicine and Dermatology
Director, NYU Melanoma Program
Director, NYU Clinical Trials Office NYU
Perlmutter Cancer Center

Overview

•
•
•
•
•
•

Melanoma

Most deadly of all skin cancers
If caught early, it is 95% curable
One person dies from melanoma every hour
Only cancer in the US that is rising
1 in 50 Americans will be diagnosed with melanoma
Once you have one melanoma you are 10 times
more likely to develop another melanoma
• Risk for melanoma doubles if you have had more
than 5 sunburns
• One or more blistering sunburn as a child doubles
melanoma risk
• Use of tanning beds dramatically increases
melanoma risk

• Overview of Cutaneous Metastatic Melanoma
• Targeted Therapies
BRAF inhibitors
MEK inhibitors
• Checkpoint Inhibitors
CTLA4 inhibition
PD1 inhibition
Combination therapy
• Conjugated Monoclonal Antibodies

Unprecedented Progress :
Two Different Approaches

Metastatic Disease
• Less than 5% of all patients survived for 5 years
with metastatic disease prior to 2011
• With new therapies, approximately 25% of
patients will survive metastatic disease.
• Disease response to therapy is approximately 75%
• 50% with metastatic disease develop brain
metastases.
• 2 FDA approved therapies prior to 2011:
Dacarbazine and Il-2-both with response rates
between 6 and 15% and NO impact on overall
survival.
• 2011-ipilimumab and BRAF inhibitors FDA
approved and changed overall survival.

Targeting MAP Kinase Pathway
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Immune Checkpoint Inhibitors

Mutations in Melanoma
BRAF

Targeted Therapies

NRAS
MEK
KIT
GNAQ
GNA11

BRAF

MAPK and PI3K Pathways
KIT
mut

• Mutated in approximately 50% of melanoma
• Most common mutation is V600E
• Other mutations- V600 K (20%), V 600D, 601
– Sensitivity to BRAF inhibitors to be defined
• Younger age, fewer markers of chronic sun damage,
trunk primary, superficial spreading melanoma or
nodular subtype.
• Perhaps worse overall survival

RTK

20%

~10-20% mucosal
~10-20% acral

~20-25%

~10% cutaneous
~9% mucosal
~9% acral

~50%

Primarily
cutaneous
melanomas

NRAS
RAS
mut

P

BRAF
RAF
mut

PI3K

P

P

Akt

MEK

P

P

ERK

mTOR

Cell Responses

2nd Generation V600-Selective BRAF Inhibitors

The Target: B-RAF Kinase

Vemurafenib
Day 1

Dabrafanib/GSK2118436
Day 15

Week 10

Pre

RTK
RAS
V600E
BRAF
Raf
ATP

MEKi
ATP
Trametinib

MEK

BRAFi
Vemurafenib
Dabrafenib

Long, ESMO, 2010

Flaherty NEJM, 2010

ERK

Vemurafenib

Cellular
Proliferation

DTIC

ORR

Median
PFS
(Mos)

OS at
6 Mos

48.6%

5.3

84%

5.5%

1.6

64%

Chapman, NEJM, 2011
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Skin Toxicities-BRAFi

Possible Adverse Effects of BRAFi
•
•
•
•
•
•
•
•

Arthralgias
Myalgias
Rash
Hepatotoxicity
Hand/Foot Syndrome
Pyrexia
Photosensitivity
New cutaneous skin cancers (SCC,
Melanoma)

Plantar-palmar
Hyperkeratoses

Squamous Cell
Carcinoma
Verrucal Lesion
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Diffuse Macular Rash
From BRAF Inhibitor

Photosensitivity Secondary to BRAF Inhibitors

Survival
ProgressionProgression-Free
Free Survival

BRAF/MEK Inhibition

Mono = Dabrafenib monotherapy
150/1 = Dabrafenib (150 mg) plus trametinib (1 mg)
150/2 = Dabrafenib (150 mg) plus trametinib (2 mg)
Flaherty KT et al. N Engl J Med 2012 Sept 29;[Epub ahead of print]

MEK, BRAF & BRAF/MEK combination (1st line)
Disease stage
IIIC
M1a
M1b
M1c
Unknown

Maximum percent reduction from baseline measurement

100

Trametinib 2 mg QD

60
20
–20
–60
–100

100

Flaherty KT et al. NEJM 2012

Dabrafenib 150 mg BID
0
-100
100
50

Best confirmed response
Progressive disease
Stable disease

Partial response
Complete response

Dabrafenib 150 mg BID/Trametinib 2 mg QD

0
-50
-100

136

Long G et al. ESMO 2012

Erythematous Acneiform Rash Typical of MEK
Inhibitors

Rash on MEK Inhibitor

Erythema Surrounding All Tattoos

Checkpoint Inhibitors

Ipilimumab Augments T-Cell Activation
and Proliferation

Anti-CTLA4 Monoclonal Antibodies for
Melanoma

T-cell
activation

• Stimulate T cells to recognize cancer antigens and
develop mechanisms for cell death-”taking the
brakes off the immune system”
• Break tolerance of T cells to self antigens in order to
permit anti-tumor response
• Potential side effects are autoimmune diseases

T-cell
inhibition
T-cell

T-cell

T-cell
remains active
T-cell

CD28
TCR
HLA

APC

CD28

CD80/
CD86

TCR
HLA

CTLA-4
CTLA-4

HLA

CD80/
CD86

APC

Adapted from O’Day et al. Plenary session presentation, abstract #4, ASCO 2010.
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TCR

APC

CD80/
CD86

Ipilimumab
blocks
CTLA-4

Antigen recognition by T cells

Pivotal Phase 3 Study of Ipilimumab

activation
T cell
ab

T cell antigen receptor (TCR)

cytokines
MHC

Antigen

Antigen
presenting cell

aDue

to the inclusion of the gp100 peptide vaccine comparator, the study was restricted to patients with HLA-A2*0201 genotype.
patients had been previously treated with one or more of the following: aldesleukin (IL-2), dacarbazine, temozolomide,
fotemustine, or carboplatin.

bAll

• Primary Endpoint: Overall survival in ipilimumab + gp100 arm vs gp100 arm

Processing

14

Ipilimumab Toxicities

Ipilimumab Overall Survival

1 Year OS = 46%
2 Year OS =24%

Management:
1) Early
Detection
2) Early Consult
3) Early
Treatment
(Steroids)

ipilimumab + gp100 (A)
ipilimumab alone (B)
gp100 alone (C)

1
Survival Rate

2

ipilimumab + gp100
N=403

Years

3

ipilimumab +
placebo N=137

1 year

44%

46%

2 year

22%

24%

Panhypopituitary
Hypophysitis (4%)

Thyroiditis
(1.5-2.5%)

Adrenal failure
(1.5-3%)
ALT/AST rise(30%*)
Hepatitis (4%)

Dermatitis
(43.5%)

Colitis
Diarrhea(30%)

4
gp100 + placebo
N=136
25%
14%
Hodi et al NEJM 2010

Nonconventional Kinetics Are Most Apparent With
Pseudo-Progression

Immune-Mediated Side Effects: Time to Onset

Pseudo-progression may occur when T-cell infiltration causes
tumors to flare or new lesions to appear upon imaging1
Considerations when evaluating true progression vs pseudo-progression

•

Time-to-onset data are not available for hepatitis, neuropathy, and other
immune-mediated side effects
1. YERVOY package insert. Princeton, NJ: Bristol-Myers Squibb; 2011.
2. Data on file. YERV009.

May indicate
progression

May indicate
pseudo-progression

Performance status

Deterioration of performance

Remains stable or improves

Systemic symptoms

Worsen

May or may not improve

Symptoms of tumor
enlargement

Present

May or may not be present

Tumor burden
Baseline
New lesions

Increase
Appear and increase in size

Increase followed by response
Appear then remain stable and/or
subsequently respond

Biopsy may reveal

Evidence of tumor growth

Evidence of T-cell infiltration

1. Wolchok JD, et al. Clin Cancer Res. 2009;15:7412-7420; 2. Topalian SL, et al. N Engl J Med. 2012;366:2443-2354; 3.
Eisenhauer EA, et al. Eur J Cancer. 2009;45:228-247; 4. Chow LQ. Am Soc Clin Oncol Educ Book. 2013:280-285; 5. American
Cancer Society. Lung Cancer. http://www.cancer.org/cancer/lungcancer-non-smallcell/detailedguide/non-small-cell-lungcancer-diagnosis. Accessed September 30, 2013.
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Ipilimumab: Response After Tumor Volume Increase
Screening

11/28/06

Week 72
Durable & ongoing response
without signs of IRAEs

1/9/14

Week 12
Initial increase in
total tumor burden (mWHO PD)

Week 16
Responding
Courtesy of K. Harmankaya and S. Hodi

Skin Toxicity

Tumorous nodule with
melanin pigment
(macrophages and
lymphocytes;
no melanocytes)

Macrophages and
lymphocytes are present,
but no tumor cells

Ribas, A. et al. J Clin Oncol; 23:8968-8977 2005

Hair Depigmentation
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Anti-PD1 Antibodies for Melanoma
• Immunotherapy for melanoma only available through
clinical trials targets anti-programmed cell death 1
receptor.
• Targets PDL-1and 2 receptors on tumor cells.
• As a single agent approximately 30% of patients with
metastatic melanoma respond.
• Less of a chance of side effects when compared to
ipilimumab. Side effects include rash, itching,
diarrhea and pneumonitis.
• Given by vein every 2-3 weeks depending on PD1
compound.
• May be even better if combined with ipilimumab, but
toxicity is also increased.

Best Responses in All Evaluable Patients in Sequenced
Cohorts

Role of PD-1 Pathway in Tumor Immunity
Recognition of tumor by T cell through
MHC/antigen interaction mediates IFNγ release
and PD-L1/2 up-regulation on tumor

Change in target lesions from baseline (%)

Priming and activation of T cells through
MHC/antigen & CD28/B7 interactions with
antigen-presenting cells

IFNγ

IFNγR
MHC

Tumor cell

T-cell
receptor

T-cell
receptor

PI3K
NFκB
Other

PD-L1

Shp-2
PD-L2

PD-1
PD-1

Sznol et al., ASCO, 2013

T cell
Shp-2

CD28

PD-1
PD-1

MHC

B7

Dendritic
cell

PD-L1
PD-L2

Nivolumab
PD-1 Receptor Blocking Ab

-80
Patients

Patients who had stable disease with prior ipilimumab treatment.
D. Wolchok,
PhD
Patients who had radiographic
progression
with prior ipilimumab treatment.

45

Pembrolizumab (anti-PD1) Skin Rash

Dual Checkpoint Blockade
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Blocking CTLA-4 and PD-1

Phase II CA209-069: Study Design

Tumor Microenvironment
Eligible patients with
unresectable stage III
or IV melanoma

Activation
(cytokines, lysis, proliferation,
migration to tumor)

•
•
•

TCR

MHC

Dendritic
cell

B7

B7

TCR

+++
CD28

CTLA-4

anti-CTLA-4

+++
---

++ +

T cell

T cell

NIVO
1 mg/kg
+
IPI
3 mg/kg

---

PD-1

---

R
2:1

Tumor cell

PD-L1

Treat until:
disease
progressiona or
unacceptable
toxicity

Placebo
+
IPI
3 mg/kg

Q3Wx4

MT = mutation; PFS = progression-free survival; Q3W = every 3 weeks; WT = wild type

anti-PD-1

CTLA-4 Blockade (ipilimumab)

PD-1 Inhibition after Ipilimumab
Progression

All Randomized Patients
NIVO + IPI
IPI
(N = 95)
(N = 47)
59 (48, 69)
11 (4, 23)
<0.0001
22
37
13
16
13

0
11
30
47
13

a(Complete

response + partial response)/(all randomized patients); 95% CI based on Clopper and Pearson method
v1.1
CI = confidence interval

7/1/13

bRECIST

Death or disease
progression, n/N

0.9

Median PFS, months (95%
CI)

0.8
0.7

HR (95% CI)

0.6

IPI
(N=47)

42/95

32/47

NR

3.0
(2.85.1)

0.39
(0.25,
0.63)

--

M1c stage
subgroup

Death or
disease
progression,
n/N

Median PFS,
mo (95% CI)

80

NIVO + IPI

22/44

10.2 (4.1, NA)

70

IPI
monotherapy

14/21

3.9 (2.7, 6.8)

100
90

Probability of Progression Free Survival

1.0

NIVO + IPI
(N=95)

3/20/14

PFS in Patient Subgroups:
M1c Stage

PFS in All Randomized Patients

Probability of Progression-Free Survival

Primary endpoint:
• ORR in BRAF WT patients
Secondary endpoints:
• PFS in BRAF WT patients
• ORR and PFS in BRAF MT patients
• Safety

PD-1 Blockade (nivolumab)

Objective Response, Investigator-Assessed

ORR, % (95% CI)a
P value for comparison
Best overall response, %b
Complete response
Partial response
Stable disease
Progressive disease
Unable to determine

Q2W
Placebo

aTreatment beyond initial investigator-assessed RECIST v1.1- defined progression is permitted
in patients experiencing clinical benefit and tolerating study therapy. Arm B patients have
option to receive nivolumab monotherapy after progression. Upon confirmed progression and
change of treatment, all patients are unblinded.

PD-L2

Q2W

NIVO
3 mg/kg

Double-blind

MHC

anti-PD-1
PD-1

Treatment-naïve
BRAF WT
(N = 100) or
MT (N = 50)
Stratified by BRAF
status

Q3Wx4

0.5
0.4
0.3

60
50
40
30
20

0.2

NIVO + IPI (all randomized)

0.1

0

3

0
6

Number of Patients at Risk

9

12

15

0

18

6

15

18

33

27

22

69

58

47

26

1

0

22

10

7

2

0

0
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9

12

10

0

0

21

11

6

5

1

0

0

Progression-Free Survival per Investigator (months)

Nivolumab + Ipilimumab

IPI monotherapy

47

3

44
Ipilimumab

Number of Patients at Risk

Progression-Free Survival (months)

NIVO + IPI

95

Nivolumab + Ipilimumab
Ipilimumab

10

IPI (all randomized)

0.0

PFS in Patient Subgroups:
BRAF V600 Mutation-positive
BRAF V600
mutant
subgroup

Death or
disease
progression,
n/N

Median PFS,
mo (95% CI)

80

NIVO + IPI

12/23

8.5 (2.8‒NR)

70

IPI
monotherapy

7/10

2.7 (1.0‒5.4)

100
90

Patients Alive and Progression-Free (%)

Safety Summary
NIVO + IPI (N
= 94)a

Patients Reporting Event, %

Any Grade Any Grade
Grade
3–4
Grade
3–4
Treatment-related AEs

60
50

40
30
20
Nivolumab + Ipilimumab (N = 23)
Ipilimumab (N = 10)

10

0

3

6

9

12

15

54

93

24

46

28

41

11

Age ≥65 years

46

26

52

9

M1c disease

42

28

39

9

38

17

47

Treatment-related death

Progression-Free Survival (months)

Nivolumab + Ipilimumab

91

Age <65 years

Treatment-related AEs leading to
discontinuation

0
Number of Patients at Risk

IPI (N = 46)a

23
Ipilimumab

15

13

9

6

0

10

2

1

1

0

0

aSafety

3b

13
0

was evaluated in all patients who received at least one dose of study treatment
with ventricular arrhythmia, pneumonitis, and pneumonia/hypercalcemia

bAssociated

AEs = adverse events

Time to Onset of Grade 3/4 Treatment-related Select AEs in Patients
Treated with Immune-modulating Medication

Most Common Treatment-Related Select AEs
Patients Reporting, %
Gastrointestinal AEs
Diarrhea
Colitis
Hepatic AEs
ALT increased
AST increased
Pulmonary AEs
Pneumonitis
Renal AEs
Creatinine increased
Endocrine AEs
Thyroid disorder
Hypothyroidism
Hypophysitis
Skin AEs
Rash
Pruritus

NIVO + IPI (N = 94)a
Any Grade Grade 3–4
51
21
45
11
23
17
28
15
22
11
21
7
12
2
11
2
3
1
2
1
34
5
23
1
16
0
12
2
71
10
42
5
35
1

IPI (N =46)a
Any Grade Grade 3–4
37
11
37
11
13
7
4
0
4
0
4
0
4
2
4
2
2
0
0
0
17
4
15
0
15
0
7
4
59
0
26
0
28
0

NIVO + IPI

2.2 (0.1‒3.1)

IPI

Skin (n=8)
6.9 (0.9‒23.0)

Gastrointestinal (n=18)
Gastrointestinal (n=5)

5.7 (4.1‒11.3)
9.4 (6.7‒19.0)

Endocrine (n=5)
Endocrine (n=2)

8.0 (7.7‒8.3)
12.1 (3.1‒26.6)

Hepatic (n=12)

14.6 (9.4‒19.9)

Pulmonary (n=2)
29.0 (29.0‒29.0)

Renal (n=1)

0

5

10

15

20

25

30

Weeks

• Most grade 3/4 treatment-related select AEs occurred during the combination phase

• Apart from endocrinopathies, the majority (~80%) of treatment-related select AEs resolved when
immune-modulating medications were utilized

Circles represent median; bars signify ranges.

CR011-vcMMAE-Glembatumumab

Conjugated Monoclonal Antibody
Glembatumumab
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Fully human monoclonal IgG2 antibody (CR011) conjugated to cytotoxic
monomethyl auristatin-E (MMAE)
 MMAE is related to dolastatin, a marine-peptide derived tubulin inhibitor
Enzyme-cleavable valine-citrulline linker
 Stable in the circulation
Antibody targets glycoprotein NMB (GPNMB)
 Originally identified by high throughput genomic screening technologies
 Overexpressed in melanoma and other cancers

CR011-vcMMAE: Mechanism of
Action
CR011-vcMMAE

Immunohistochemical Staining of
Patient Tumor Tissue for GPNMB

MMAE

Pt 001-105

Pt 002-114

vc Linker

Cell membrane

GPNMB

Binding

1. CR011-vcMMAE
binds to GPNMB on the
surface of cancer cells

Cleavage

2. After internalization,
the valine-citrulline linker
is cleaved by endosomal
enzymes

CR011 antibody

Tubulin inhibition

Control IgG2

CR011 antibody

Control IgG2

3. Free MMAE inhibits
tubulin polymerization,
leading to cell death

Specific expression of GPNMB in patient tumor biopsies
Presented at ASCO 2008

CR011-vcMMAE: Phase I/II Study in Patients with
Melanoma
– Patient Population:
• Unresectable Stage III or Stage IV
melanoma
• Progressive disease at study entry
• Any prior cytokines or immunotherapy
• ≤ 1 prior cytotoxic regimen
• Stable brain metastases allowed
– Study Design:
• Phase I enrolls sequential cohorts of
patients at increasing doses
• IV infusion once every 3 weeks (IV Q3W)
• Starting dose 0.03 mg/kg IV Q3W
• Phase II Simon 2-stage design
• Primary endpoint is response rate, n=32

Skin Rash from Glembatumumab

Phase I Dose Escalation

Establish
MTD

Phase II Study at MTD
Simon Two Stage Design

Primary Endpoint:
Response Rate

Conclusions:
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• Metastatic melanoma is no longer an incurable,
universally fatal disease.
• Immunotherapy has provided patients with long
term, durable responses.
• Targeted therapy has provided a rapid
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• We have made dramatic strides in the treatment
and long term control of melanoma, however,
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Cutaneous Venous Hypertension

• Vein Experts
• Dermaka, LLC

Ronald Bush, MD, FACS
Vein Experts
Water’s Edge Dermatology

Cutaneous Venous Hypertension

Cutaneous Venous Hypertension

• The manifestations of cutaneous venous
hypertension range from:

• Most spider veins are related to an area of
venous hypertension
• Reticular veins are the final pathway for
transmission of venous hypertension in the
majority of patients but not all
• Volume overload in pregnancy is the main
etiology of reticular vein dysfunction

– Spider veins
– Varicose veins
– Stasis dermatitis
– Atrophic blanche
– Venous ulceration

• Most patients seek consultation for spider
veins

Cutaneous Venous Hypertension

Cutaneous Venous Hypertension

• However, reticular veins
are usually connected
to a deeper source of
pathology
• The branches of the
reticular complex in the
majority of clinical
situations, are the final
pathway leading to
cutaneous
telangiectasia

• The GSV, SSV, AAGSV, and Thigh Extension
Branch if incompetent may transmit abnormal
pressure to the skin via an incompetent
branch that may or may not connect to a
reticular vein
• Refluxing perforators may also transmit
abnormal pressure to the skin resulting in
cutaneous venous dilatation (Spider Veins)
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Cutaneous Venous Hypertension

Cutaneous Venous Hypertension

• Conversely, a refluxing branch may arise from
a normal truncal vessel
• This is not an uncommon occurrence
• In this case, the truncal vessel was not treated
but, only the refluxing vessel that will be
discussed later in the presentations

• It is imperative to treat the etiology of the
cutaneous manifestation, or one of the
following events may happen:
– Non-Clearance
– Recurrence
– Angiogenesis

Cutaneous Venous Hypertension

Cutaneous Venous Hypertension

• The US is indispensible in diagnosing deeper
pathology. Use the US at 2 cm depth to trace
reticulars to origin of hypertension
• All pathologic pathways will reflux
• Skin illumination only allows visualization to a
depth of 1 mm but, is helpful as a mapping
aide for reticular veins
• Only an US can determine pathology of the
reticular vein

• The etiology of cutaneous venous
hypertension must always be alleviated at the
time of spider vein treatment

Theories of
Spider Vein Formation

Theories of
Spider Vein Formation

• Sommer A, et al, described the 02 & C02
difference between red and blue
telangiectasia
• Their conclusion is that all telangiectasia are
assumed to be in the capillary bed
• This would involve arterioles in continuity with
dilated venous structures
• We do not see this on our histological exams

• However, our biopsy specimens are limited to
1.5 mm diameter
• Another theory is the ‘Microshunt histology
theory’
• Bihari et al, described a theory that many of
the telangiectasia are associated with an AV
microshunt
• The specimens for study were 2.5 cm by 1.5
cm
(Bihari, 1999)

(Sommer, 1997)
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Theories of
Spider Vein Formation

Theories of
Spider Vein Formation

• In a greater percentage of their patients using
continuous wave doppler US they identified
arteriole pulsations over spider telangiectasia
• This is only subjective in that arterial
pulsations can be heard transmitted from
varying depths
• In over 500 patients, we have never seen
pulsatile flow using color flow doppler

• However, we have heard multiple transmitted
arterial signals that could not be accurately
located
• When the etiology of the signals could be
located it was usually at a considerable
distance below the subdermal layer

Theories of Spider Vein Formation

Theories of Spider Vein Formation

• Mariani et al, 2000, proposed that all
telangiectasia are related to a pathologic
perforating vein located beneath the spider
vein complex
• In essence, the authors are correct that there
is a perforating vein but this is a branch that
comes from a reticular vein and not a deeper
source

• Another interesting point is that the authors
report in the 3-year follow-up, there were new
spider telangiectasia in 59% of cases
• Only 5% recurred in the previously treated
area

(Mariani, 2000)

(Mariani, 2000)

Why Do Spider Veins Occur?

Why Do Spider Veins Occur?

• What we know based on our clinical and
histological studies is that spider veins are
secondary to high venous pressure
• The effect of high pressure causes dilatation of
the smooth vessel wall of the venules in the
reticular dermis
• In all specimens examined the one constant
finding in a spider telangiectasia is vessel wall
hypertrophy

• This pressure must be transmitted from a
distal source
• We know from US exams in over 500 patients
with spider telangiectasia, that all reticular
veins associated with spider telangiectasia
demonstrate reflux
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Why Do Spider Veins Occur?

Why Do Spider Veins Occur?

• Conversely, we know that most spider veins
are associated with a branch from a refluxing
reticular vein
• I have never seen a valve in a reticular vein,
although valves have been mentioned in the
literature but without evidence
• On US, there is never segmental dilatation of
reticular veins which would occur if a valve
was present

• Based on US and histological studies of
branches and perforators in association with
reticular veins, there is always an abnormal
valve
• So what occurs is the following:
• For what ever reason; volume overload from
pregnancy, genetic induced reflux, etc…there
occurs transmission of high venous pressure
to the reticular vein

Why Do Spider Veins Occur?

Video: US of Telangiectasia

• The reticular veins are conduits of flow and
pressure
• Due to incompetent valves in the draining
branches, perforators, or volume overload
from increased flow, there is a buildup of
pressure in the reticular system
• This pressure is transmitted to reticular
branches

Viedo: Spider Vein Complex

Why Do Spider Veins Occur?
• The length of a spider vein is proportional to
the amount of pressure it receives from the
subcutaneous circulation
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•
•
•
•
•

Case Study: Spider Veins From an
Incompetent Branch of the GSV

Case Study: Spider Veins From an
Incompetent Branch of the GSV

(Bush, 2015)

(Bush, 2015)

Unloading Cutaneous Venous
Hypertension

Unloading Cutaneous Venous
Hypertension
• Identify the source
• Use US
• Trace from complex  reticular  source
(Perforator, branch, GSV, AAGSV or SSV)

4 Steps to Treating Spider Telangiectasia
Unload the cutaneous venous hypertension
Treat the spider vein
Assess collateral flow
Minimize sequalae

Unload the Cutaneous Venous
Hypertension

Unloading the Cutaneous
Hypertension With a Punch Biopsy

• Surgical – Punch or Phlebectomy
• Chemical – Foam sclerotherapy – USGS or
retrograde injection from complex
• Combination of chemical and surgical

• A punch biopsy
disconnects the
cutaneous
telangiectasia
• Also, the branch feeding
the cutaneous
pathology may also be
removed at the same
time
(Bush, 2015)
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Post Treatment 2Weeks of
Lateral Reticular Complex

(Bush, 2015)

(Bush, 2015)

Unloading the Cutaneous
Venous Hypertension

Conclusion

• The white arrow points
to the origin of the
spider complex – Where
the branch of the
reticular becomes
superficial
• A punch biopsy at this
location unloads the
cutaneous hypertension
& interrupts the spider
telangiectasia

• Disconnect collateral flow if present
• Treat the spider veins with the appropriate
concentration
• If using foam, use very dilute concentrations
for the spider veins and inform patient that
staining could be present for a few months

(Bush, 2015)
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Histology of Spider Veins After Treatment
• Desired functions of sclerosing agents are
destruction of endothelial cells and exposure
of subintimal layers to the sclerosant with
eventual fibrotic occlusion of the vein
• Undesirable effects of sclerosants are vessel
wall necrosis with extravasation of red cells
• The above extravasation leads to
inflammatory changes and/or angiogenesis
(McAree, 2012) (Rao, 2005) (Green, 1998)

Sclerosants

Sclerosants

• In this study, the sclerosing agents are
Sotradecol® and Asclera® (Polidocanol)
• These are detergent agents that act by
altering the surface tension around
endothelial cells causing lysis
• The subintimal layer is exposed and
depending on time of exposure and strength
of solution, degradation of smooth muscle
wall may occur

• Evidence of muscle wall damage is visible on
microscopic analysis of fibrin replacement of
smooth muscle cells
• This phenomenon is desirable if complete
necrosis of wall does not occur
• Sub intimal damage is manifested by a ragged
appearance of the former lining of the vessel
wall

Evaluation of Clinical and Histological Findings Using Varying
Sclerosant Concentrations for the Treatment of Spider
Telangiectasia

Sclerosants

• This study was designed to correlate histologic
findings and clinical results to determine the
ideal sclerosant concentration using
Sotradecol
• Additional histologic determination of veins
treated with Polidocanol were also done
• There may be variability in clinical findings in
the same patients using the same
concentration for the same size vein

• The ideal sclerosant will cause total lysis of
endothelial cells and subintimal damage with
minimal intraluminal debris such as red cells
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Evaluation of Clinical and Histological Findings Using Varying
Sclerosant Concentrations for the Treatment of Spider
Telangiectasia

Untreated Spider Telangiectasia

• This variability exists due to the presence or
absence of cutaneous venous hypertension
• In this study, all attempts were made to
abolish cutaneous venous hypertension prior
to treating the telangiectasia
• 1.5 mm punch biopsies were done at the time
of phlebectomy and these biopsies were
performed through the treatment site
(www.veinexperts.org, 2012)

Sotradecol 0.3%

Sotradecol 0.2%

• Note large amount of
red cells in lumen
• Wall disruption
• Complete replacement
of smooth muscle
vessel wall with fibrin
• In this case,
angiogenesis is possible

• 100% endothelial cell
loss
• Subintimal changes
• Intraluminal debris
• Vein wall replacement
with fibrin in some
areas

(www.veinexperts.org, 2015)

(www.veinexperts.org, 2015)

Sotradecol 0.15%

Sotradecol 0.1%

• 100% endothelial cell
loss
• Mild intracellular debris
• Mild subintimal changes
• Minimal vessel wall
replacement with fibrin

• Complete loss of
endothelial cells
• Intact vein wall with no
fibrin replacement
• No intraluminal debris

(www.veinexperts.org, 2015)

(www.veinexperts.org, 2015)
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Sotradecol 0.05%

Polidocanol 0.5%

• Incomplete endothelial
loss
• No subintimal damage
• Very little histological
findings

• 100% endothelial loss
• Vessel wall replacement
with fibrin
• Intraluminal debris

(www.veinexperts.org, 2015)

(www.veinexperts.org, 2015)

Polidocanol 0.375%

Polidocanol 0.31%
• Complete loss of
endothelial cells
• Subintimal damage
• Vessel wall intact with
no fibrin replacement
• No intraluminal debris
• The ideal concentration
based on histology

• 100% endothelial cell
loss
• Mild subintimal changes
• Minimal intraluminal
debris

(www.veinexperts.org, 2015)

(www.veinexperts.org, 2015)

Polidocanol 0.25%

Clinical Findings in This Study

• 50% endothelial loss in 1 mm vein
• No subintimal changes
• Can be tried initially for vessels < 0.5 mm

• 18 patients were treated with Sotradecol 0.2%
• Mild staining post treatment occurred in 50%
of patients
• Using 0.1% Sotradecol, staining was visible in
10% of patients
• Vessel resolution was equal with 0.1% and
0.2% at about 80%
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Conclusion

Conclusion

• Ideal concentration for a 1 mm vein is
Sotradecol 0.1% - 0.15%
• This concentration range provides adequate
treatment of telangiectasia, desired
histological results and minimal post
treatment sequelae
• The ideal concentration of Polidocanol for 1
mm spider telangiectasias is 0.3% based on
histologic determination only

• Sotradecol 0.05% may also be used in veins <
0.5 mm with at least 80% response based on
histological findings and limited clinical
observations
• Polidocanol 0.25% can be used for vessels <
0.5 mm
• Histological findings with Sotradecol foam
0.1%, 0.2%, 0.3% and Polidocanol foam 0.3%
are identical

Sotradecol 0.1% Foam in
2mm Reticular Vein

Conclusion
• This study provides evidence for appropriate
concentrations of FDA approved sclerosants
for treating spider telangiectasia's

(Bush, 2015)

Sclerosants
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• Sotradecol and Polidocanol
• Detergent solutions
• Approved in US by FDA and marketed as
Asclera and Sotradecol
• Sotradecol…C14 H30 04S
• Polidocanol…C30 H62 010
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Venous Ulcers
• The ultimate expression of cutaneous venous
hypertension is an ulcer
• Venous ulcers occur in 1% of the population
(Evans, 1999)
• An increase in leg ulceration is directly related to
post exercise venous pressure (Moyses, 1987)
• Leukocytes accumulate in the leg under
conditions of high venous pressure; this activates
a cascade of events at the micro-circulatory level
that may lead to ulceration (Thomas, 1988)

Venous Ulcers
Ronald Bush, MD, FACS
Vein Experts
Water’s Edge Dermatology

Micro-Circulatory Events

Objectives

• The micro-vascular leukocyte-trapping hypothesis has
come from immuno-cytochemical and alteredstructural studies that showed elevated numbers of
macrophages, T lymphoctes and mast cells in skin
biopsy specimens from lower limbs with CVI (Pappas,
1997)
• There is an increase expression of MMP; unrestrained
MMP activity may contribute to the breakdown of the
extracellular matrix (Herouy, 1999)
• Additionally, due to decreased perfusion related to
probable capillary thrombosis from inflammation and
higher venous pressures, skin breakdown is more likely

• To heal an ulcer, the pressure must be reduced
and the inflammatory state subside
• The goal of any treatment parameter is to
effectively lower the venous pressure at the
ankle and support wound healing

(Pappas, 1997) (Herouy, 1999)

Treatment

Treatment

• The standard of care is compression therapy still today
• This is widely advocated, but in actuality archaic
• Compression therapy with either elastic or inelastic
dressings has been the historical treatment (Fletcher,
1997), (Erickson, 1995)
• As compliance increases, so do the healing rates. Even
with compression alone, there is still a high recurrence
rate (Erickson, 1995), (Scriven, 1998)
• The ESCHAR Study showed a lower reoccurrence rate
of venous ulcers after stripping but not an increase in
healing rates (Barwell, 2008)

• Recently, there have been scattered reports of
increased healing rates using newer modalities of
thermal ablation of the GSV or perforator (Poblete,
2009)
• Theoretically, any type of procedure that causes
cessation of reflux from whatever source should allow
normal healing processes to occur
• Sclerotherapy with Clarivein (MOCA), has shown much
promise for the treatment of venous ulcer
• The advantage of Clarivein that it not only ablates the
ulcer bed, but the lower GSV that is in association with
the ulcer

(Fletcher, 1997), (Erickson, 1995)
(Scriven, 1998), (Barwell, 2008)

(Poblete, 2009)

154

Treatment

Treatment

• It may also ablate an associated perforator if there is
one due to the fact that a branch may exist between
the GSV and the posterior branch of the GSV where the
perforator is located
• The disadvantage for Clarivein is that it is not
reimbursed at this time
• This brings us to the treatment of choice at this time
for venous ulcers which is initially foam sclerotherapy
and many times will be the only treatment needed
• There are numerous reports describing the success of
treating venous ulcers with foam sclerotherapy

• Many of these reports describe injecting the GSV with
foam, not realizing that the true mechanism was
probably foam into the ulcer bed
• In 2010, I described a technique based on experience
with 36 patients using a method to inject the ulcer bed
alone, Terminal Interruption of Reflux Source (TIRS)
• In 2012, this technique was modified to allow delivery
of foam using a percutaneous technique
• The percutaneous technique allows for the treatment
of venous ulcers with or without the availability of an
ultrasound

Treatment

Treatment

• 3 ml of foam is injected using 1% of sclerosant
• If the patient is anticoagulated, use 3%
• There is rapid healing of the ulcer in most patients
within 4-6 weeks
• Many times this is the only treatment that is necessary
especially in patients with deep venous insufficiency
without GSG reflux
• After treatment, only a 20 mmHg dressing is used
• In effect, you have created an internal compression
dressing that is far more effective than any dressing
applied externally

• At time of initial consultation, I perform the
percutaneous technique with a follow-up in 2weeks
• If there are still patent vessels under the ulcer
bed, repeat treatment is done
• If there are no refluxing vessels under the ulcer
bed then this is not a venous ulcer
• Patients with RF Factor on Methotrexate or who
have Calcinosis have a difficult and more
prolonged time to heal

Treatment of Venous Ulcer by
Percutaneous Technique

Treatment of Venous Ulcer by
Percutaneous Technique
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Treatment of Venous Ulcer by
Percutaneous Technique

Treatment of Venous Ulcer by
Percutaneous Technique

Treatment of Venous Ulcer by
Percutaneous Technique
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• Present several interesting dermatological cases.
• Review educational “pearls” gleaned from these
cases.

Interesting and Educational
Dermatological Cases
Stephen M. Purcell, D.O.
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American Osteopathic College of Dermatology
April 1, 2016
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A Day in the Life…

…of a Dermatologist
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• 59 yo female with joint swelling of fingers
• Cleared with a “raw food” diet
• Recurred after MVA

Case 1

20x Right 5th Finger
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Sarcoidosis
Lupus pernio
Red lesions which resemble true pernio
Nose, cheeks, ears and FINGERS
**Cystic lesions of phalanges
**Arthritis

Case 2

• 75 year old male
• Thick generalized scale since childhood
• Father, two younger brothers (twins), nephew
and great nephew all have similar findings

Histopathological Findings
“Epidermolytic hyperkeratosis superimposed on
a slightly verruciform epidermis”
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Epidermolytic Ichthyosis

Epidermolytic Ichthyosis

Bullous congenital ichthyosiform erythroderma
Epidermolytic hyperkeratosis
autosomal dominant
no predilection for male or female

A variety of heterozygous mutations in genes
coding for keratin
Keratin 1 – frequently associated with
palmoplantar involvement
Keratin 10- typically spares palms and soles

• 35 year old male
• Reticulated poikiloderma, hypodontia, nail
dystrophy, chronic skin and mucosal irritation
• Gluteal erosion/ulcer for 2-3 years

Case 3
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Dyskeratosis Congenita
Bone marrow failure syndrome
High risk for:
Squamous cell carcinoma
Skin, anorectal, tongue
Leukemia
4x Right Intergluteal Cleft

• 39 yo male
• Several episodes of ulcers on skin over three
years
• Each episode is worse than last

Case 4
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Fixed Drug Eruption
Int J Clin Pharmacol Ther. 1999 Jun;37(6):307-9.

Fixed drug eruption in hands caused by
omeprazole.
Kepekci Y1, Kadayifci A.
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Fixed Drug Eruption
Widely used drugs:
Omeprazole
Esomeprazole
Pantoprazole
Lansoprazole

Case 5
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Looks Like Erythema Multiforme!
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Imiquimod Induced Erythema
Multiforme
Erythema multiforme induced by imiquimod
5% cream

Case 6

International Journal of Dermatology 2014, 53, e347–
e366

• 69 yo female
• 6 year history of skin dysesthesia and
“substances” extruding through skin
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Argyria
Six grams of silver ingested orally will produce
clinically apparent argyria

Left superior lateral forehead 60x

Argyria
1999 FDA banned colloidal silver and silver salts
in OTC products
Does not apply to products marketed as dietary
supplements
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Case 7

• 68 yo female
• Hospitalized in 2004 for sepsis
• Developed ARF requiring renal biopsy and renal
artery embolization with gadolinium contrast
• Full recovery
• Hardening and thickening of skin developed and
progressed

Right medial leg 4x

Right medial leg 20x
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Lollipop Bodies
Round to ovoid osteoid aggregates encircling
elastic fibers and surrounded by osteoblasts

Right medial leg 40x

Nephrogenic Systemic Fibrosis

Nephrogenic Systemic Fibrosis

Gadolinium – toxic metal
Chelated for use in MRI/MRA
The chelated material is rapidly excreted by the
kidney

Chronic Renal Failure

Nephrogenic Systemic Fibrosis
Chronic Renal Failure
Acute Renal Failure

Case 8
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4x Popliteal Fossa

ILVEN
Clinicopathologic diagnosis

Post 308 nm Excimer Laser Treatment

Lunchtime!
URGENT CONSULT!!
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59 yo male transferred to the burn unit from outside
hospital
History of B-cell lymphoma
Progressive blistering and desquamation of skin

Case 9
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Right upper back superior 4x

Right upper back superior 20x

Direct Immunofluorescence

Skin Antibody Profile

Focal linear granular deposition of C3 at the
basement membrane zone.
IgG: few scattered cytoids
IgM: several scattered cytoids
IgA: several scattered cytoids

Monkey esophagus: IgG positive
Supports diagnosis of pemphigus and its variants
including paraneoplastic pemphigus
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Paraneoplastic Pemphigus
Yamada T, Nakamura S, Demitsu T, et.al.
Paraneoplastic pemphigus mimicking toxic epidermal necrolysis
associated with B-cell lymphoma.
The Journal of Dermatology. 2013; (286-288)

Case 10

4x Left Superior Cheek
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Urine negative for homogentisic acid screening

20x Left Superior Cheek

Exogenous Ochronosis
Hydroquinone
Rarely phenolic compounds: phenol, resorcinol,
piric acid
Vesphene IIse – 2 phenylphenol

Case 11
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4x Left Angle of Jaw

20x Left Angle of Jaw
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IHC Staining

Folliculotropic Mycosis Fungoides

CD4:CD8 > 5:1
Mild loss of CD7
CD45RO and CD45RB roughly equal

< 10% of MF cases
With or without mucin
Predilection for head and neck
Follicular papules or plaques
Alopecia

Folliculotropic Mycosis Fungoides
Poor response to therapy
Complete remission rare
PUVA plus bexarotene
Disease course is slow but aggressive
5yr/15yr survival = 80%/40%

Case 12

Lyme titer ordered
Biopsy obtained
Empiric doxycycline
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Lyme titer: negative
Clear on follow up for suture removal
Refused repeat Lyme titer

Histopathology:
Multifocal subepidermal neutrophilic
inflammation with an underlying superficial
perivascular to interstitial mixed inflammatory
infiltrate and diffuse erythrocyte extravasation

Am J Dermatopathol. 2012 Dec;34(8):834-7.
doi: 10.1097/DAD.0b013e31825879be.
Erythema migrans: a spectrum of
histopathologic changes.
Wilson TC1, Legler A, Madison KC, Fairley JA,
Swick BL.

“…demonstrating a variety of unconventional histopathologic patterns. These
findings include eosinophils and neutrophils at the periphery of the

expanding annular plaque of erythema migrans, focal interface
change, spongiosis, involvement of the superficial vascular
plexus alone, and an absence of plasma cells in all cases. These

cases highlight the varied and nonspecific histopathologic changes that can be
seen in erythema migrans, including the absence of plasma cells and the
presence of focal interface change.”

Casino Carpet Dermatitis
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Case 13

4x Forearm

4x Forearm

178

4x Forearm

Field Cancerization
Concern for field cancerization
Clusters and contiguous patches of altered cells in
photodamaged skin
Multiple clonally related neoplastic tumors can develop
4x Forearm

Field Cancerization
• Field Cancerization with Multiple
Keratoacanthomas Successfully Treated with
Topical and Intralesional 5-Fluorouracil
• Stephen Hemperly, DO, Sean Branch, DO, and
Stephen M. Purcell, DO
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Case 14

Tinea Nigra
Uncommon superficial dermatomycosis
Hortaea werneckii
Stenella araguata

Hyperpigmented macule, usually on the palms
More rarely, other areas of the body
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Tinea Nigra

Tinea Nigra

Usually tropical regions of Central America, South America,
Africa, and Asia

Epidemic in Northeast PA?

Relatively uncommon in the United States

Climate change?

Typically in coastal areas: FL, TX, AL, LA, VA, NC

Travel to Carribean or topics?

Finally, the day is done!
Time to go home

Case 15

But wait…
Emergency walk in at the front desk wearing a shower
cap and demanding to be seen!

Crown of scalp 10x
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Squamous Cell Carcinoma
Referred to neurosurgery
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This is the new era of medicine!

Thank you for your attention!

Case 16
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Levamisole Vasculitis
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6:00 a.m. - 7:00 a.m.
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Atopic Dermatitis Update
Brad Glick, DO, FAOCD

8:00 a.m. - 9:00 a.m.

Adherence to Treatment
Steven Feldman, MD

9:00 a.m. - 10:00 a.m.

Therapeutic Update
James Del Rosso, DO, FAOCD

10:00 a.m. - 10:30 a.m.

Break with Exhibitors

10:30 a.m. - 11:30 a.m.

My Approach to Cosmetic Dermatology
Laura Benedetto, DO, FAOCD

11:30 a.m. - 12:00 p.m.

Superficial Radiotherapy Updates
David Herold, MD

12:00 p.m. - 1:00 p.m.

Medicare Fraud and the False Claims Act
Ted Schiff, MD

1:00 p.m. - 2:00 p.m.

Dermatology Rheumatology
Adam Friedman, MD

2:00 p.m. - 2:30 p.m.

Break with Exhibitors

2:30 p.m. - 3:30 p.m.

Allergic Contact Dermatitis: North American Standard Series, Part III
Peter Saitta, DO, FAOCD

3:30 p.m. - 4:30 p.m.

Pediatric Dermatology
Sourab Choudhury, DO, FAOCD
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Review and characterize the clinical features of atopic
dermatitis (AD)



Discuss the current immunopathophysiology of AD



Identify strategies for comprehensive treatment of
atopic dermatitis in pediatric and adult populations



Update and position emerging topical therapies as
well as targeted biologic agents as a new treatment
category for AD

Factors Contributing to the Pathogenesis of Atopic Dermatitis
Genetics

Atopic dermatitis (AD) is
characterized by a pruritic
eruption that follows a
chronically relapsing course,
with a predilection for specific
body areas depending on the
age of the patient.



AD is the most common chronic skin disease of
children ( onset < 1 yr 60% / > 5yrs 85%)




Persists into adulthood in in 10-30% of cases
2-3% of young adults



All races affected ( some increase if African
American)



Increased prevalence noted in industrialized
countries ( appears to coincide w increasing
prevalence of asthma)

Atopic
Skin

Environmental

Atopic
Dermatitis

Immunology

Epidermal Barrier Dysfunction
Bieber T, Prolss J. Atopic Dermatitis. In: Gaspari, AA, Tyring SK, Eds. Clinical and Basic Immunodermatology, Springer-Verlag, London, 2008; pp
193-206.
Elliott K, Forrest S. Genetics of Atopic Dermatitis. In: Bieber T, Leung DYM, Eds. Atopic Dermatitis, Marcel-Dekker, New York, 2002, pp 81-110.
Proksch E, Elias PM. Epidermal Barrier in Atopic Dermatitis. In: Bieber T, Leung DYM, Eds. Atopic Dermatitis, Marcel-Dekker, New York, 2002, pp
123-143.
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Mental Health Disorders ( Depression, Anxiety,
Autism, ADHD)
HTN
Obesity
Infections
Prevalence of co-morbid conditions is related to
underlying disease severity
Sleep disturbances (60% - 83% Exacerbations)
– persist even in periods of remission

Commonly affected areas:
 Infants – face and extensor surfaces of limbs
 Children - flexural areas
 Adults – variable; often localized
Signs and symptoms of active AD
 Pruritus (#1 cardinal feature of AD)
 Eczematous dermatitis
 Xerosis (“Dry skin”)
 Urticarial eruptions may occur
Itch-scratch cycle
Lichenification develops at sites of chronic scratching and/or rubbing
AD characterized by remissions and exacerbations (“flares”)
 Tendency for eczema flare is inherent in xerotic and in normalappearing atopic skin

Eichenfield LF. Consensus guidelines in diagnosis and treatment of atopic dermatitis. Allergy. 2004;59 Suppl 78:86-92. 10.1111/j.1398-9995.2004.00569.x.
Simpson EL. Atopic dermatitis: a review of topical treatment options. Curr Med Res Opin. 2010;26(3):633-640. 10.1185/03007990903512156.














Obesity
Osteoporsis, Fractures
More accident prone
Vitilligo
Alopecia areata
Visual Problems
Dental issues

Bieber T, Prolss J. Atopic Dermatitis. In: Gaspari AA, Tyring SK, Eds. Clinical and Basic Immunodermatology. Springer-Verlag, London, 2008, pp 193-206
Elliott K, Forrest S. Genetics of Atopic Dermatitis, In: Bieber T, Leung DYM, Eds. Atopic Dermatitis. Marcel Dekker, NY, 2002, pp 81-11
Kiken DA, Silverberg NB. Atopic dermatitis in children, part 1: epidemiology, clinical features, and complications. Cutis. 2006;78(4):241-247.
Spergel JM. Epidemiology of atopic dermatitis and atopic march in children. Immunol Allergy Clin North Am. 2010;30(3):269-280. 10.1016/j.iac.2010.06.003.



Genetics is important
 Excessive T-cell response to antigen/trigger factors
 Langerhans’ cells are thought to play a major role in
immunologic mechanisms
 Superantigens from staph colonization are thought to
help stimulate T cells in atopic patients



Non-immunologic mechanisms can be triggers of
eczema
 Itch-scratch cycle
 Environmental factors
Hanifin JM, Chan S. J Am Acad Dermatol. 1999;41:72-77.

Boguniewicz M, Leung DYM. Compr Ther. 1996;22:144-151.

Inside Out or Outside In: Does Atopic Dermatitis
Disrupt Barrier Function or Does Disruption of
Barrier Function Trigger Atopic Dermatitis?

 T - cell activation
Hyperstimulating dendritic cells
Th1/Th2 cytokine imbalance
 IgE production

Complex interaction of:
keratinocytes
 endothelial cells
 mast cells
 eosinophils
 Langerhans’ cells
 T - cells
 Numerous cytokines and inflammatory mediators, including histamine and
interleukins

Atopic dermatitis (AD) is a multifactorial disease associated with barrier
disruption and intense systemic inflammation. While the immunologic
features of AD are well established, controversy remains as to whether
AD is caused by systemic inflammation triggering barrier
dysfunction (the “inside-out” hypothesis) or from the epidermal skin
barrier disruption triggering immunologic imbalance (the “outsidein” hypothesis).
Cutis. 2015 December;96(11):359-361.



Leung DYM, Soter NA. J Am Acad Dermatol 2001;44(1): S1 – 12
Rudikoff D et al. Lancet 1998;351:1715 - 21.

Nanette B. Silverberg, MD; Jonathan I. Silverberg, MD, PhD, MPH
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Primary defect of the epidermal barrier
leading to secondary immune
dysregulation and inflammation
(“Outside In” hypothesis) or….
Primary Immune dysfunction leading to
IgE sensitization and epithelial barrier
disturbances (Inside Out “ hypothesis)



Fewer filaggrin repeats correlate with dry skin



FLG – precursor to NMF – breakdown products
include urocanic acid & pyrrolidione carboxylic acid
( humectants ) – retain H20 at low pH, reduce
bacteria



Reduction of skin integrity and greater TEWL



Reduction and dysfunction of both skin surface
proteins and ceramides (DRY SKIN/HLpalms)





2006 discovery of Filaggrin (FLG) mutation
gene ( 9% of Europians are heterozygous for
this mutation)



FLG mutation associated with early onset AD
and often more persistent and debilitating
RAD (only with AD)

In chronic forms of AD – Th2 activity persists
yet there is upregulation of Th1 cytokines
 Role of Th17 in AD still not completely
elucidated – seen more commonly in intrinsic
AD and in the Asian population
 Th-22 cells are activated in both acute &
chronic AD (specifically in adults)
 Th2 cytokines downregulate expression of
proteind of epidermal differentiation (eg.,
FLG) and skin surface lipds


AD associated with immune abnormalities – T helper
cell dysregulation, mast cell hyperactivity, and IgE
production (80% (2dary?)

Imbalance in T cell subsets:
Th2 predominance ( IL-4/IL-5/IL-13) acute /chronic
AD
 IL-31 plays a role as a pruritus specific cytokine
 Decreased IFN gamma
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PDE increased in peripheral blood leukocytes in
associated with the characteristic immunologic
and inflammatory hyperactivity seen in AD
(allergic triad: AD, Asthma, AR) {Hanifin}



(peripheral cord blood samples of newborns w
elevated PDE from atopic parents)



Inhibitors of PDE increase IC cAMP and reduce
inflammatory cytokines upregulated in AD



Lesional and nonlesional skin in AD is often
heavily colonized with S aureus, contributing to
skin barrier dysfunction via enterotoxin enzyme
activity (e.g. ceramidase)



The cycle of events incited by the AMP
deficiency bacterial colonizationskin barrier
dysfunction represents an opportunity for
therapeutic intervention in the treatment of AD

Jalian HR, Kim J. Antimicrobial peptides. In: Gaspari AA, Tyring SK, Eds. Clinical and Basic Immunology, Springer-Verlag, London, 2008, pp 131145
Bieber T, Prolss J. Atopic dermatitis. In: Gaspari AA, Tyring SK, Eds. Clinical and Basic Immunology, Springer-Verlag, London, 2008, pp 131-145



Antimicrobial peptides (AMPs) are a family of naturally
occurring “antibiotics” found in keratinocytes and
adnexa that represent a first line of innate immune
defense against microbial invasion.



In atopic dermatitis (AD), there is a deficiency of
AMPs such as cathelicidin. Such deficiencies may
predispose atopic skin to colonization with
microorganisms (e.g. S aureus) and increase the risk
of skin infection.



In summary, moderate-to-severe AD is now being
viewed as a systemic inflammatory disease
characterized by an immune response with
specific roles for T-cell subsets and cytokines
involved in initiating and maintaining this immune
response.2,23



The level of AD disease activity has been shown
to positively correlate with lesional and
nonlesional skin expression of Th2 and Th22
mediators.24

Jalian HR, Kim J. Antimicrobial peptides. In: Gaspari AA, Tyring SK, Eds. Clinical and Basic Immunology, Springer-Verlag, London, 2008, pp 131145
Bieber T, Prolss J. Atopic dermatitis. In: Gaspari AA, Tyring SK, Eds. Clinical and Basic Immunology, Springer-Verlag, London, 2008, pp 131-145
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Anxiety/stress



Climatic factors
 Temperature
 Humidity



Irritants
 Hard water, detergents, solvents
 Wool or other rough material



Contact or inhaled antigens and, occasionally, food allergies



Microbial organisms ( STAPH – STAPH – STAPH (Schachner))









Colonization with S. aureus (74% in acute lesional AD skin –
38% chronic les AD skin – 3% controls)
Increased susceptability to 2dary bacterial infections including
S. aureus
More Staph colonization w increased age/ severity of diseases
Frequent nasal carriage and possible self/re-colonization from
reservoir sources eg., fingers
Multiple varying strains may exist in both lesional and
uninvolved skin
Severity of AD correlates with the amount skin bacteria and
environmental S aureus burden ( 65% AD parents also carry)

Scratching results in greater bacterial adhesion
Decreased innate immune responses/defenses (
decreased FLG, increased proteases) – decreased
AMPs – Th2 upregulation suppresses cAMP
(increased PDE)
 Microbiome shifts – disease flares w increasing
Staph and less diversity of normal flora





3 major features
 Clinical criteria
 Family and past medical history
 History of the present illness



Given the absence of any pathognomonic skin lesions or laboratory
tests, diagnosis of acute dermatitis depends solely on clinical
assessment and medical history



This assessment depends on skin lesions consistent with eczema (eg,
eczema-like morphology, distribution, and duration of lesions) as well
as pertinent features of past medical and family history

References: 1. Joint Task Force on Practice Parameters. Disease management of atopic dermatitis: a practice parameter. Ann Allergy
Asthma Immunol. 19. 2. Hanifin JM, Rajka G. Diagnostic features of atopic dermatitis. Acta Derm Venereol Suppl (Stockh).
1980;92(suppl):44-47.

 Dry, itchy, flaky skin
 Scaling
 Edema
 Oozing, weeping, fissuring
 Papulation
 Erythema
 Excoriation
 Lichenification
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Signs and Symptoms

Erythema,
excoriation

 Variable and difficult to predict

Lichenification

 “The itch that rashes”
 Cutaneous hyperreactivity
 Often chronic symptoms

 Seasonal flares-worse in

winter
 Other triggers

 Palmar/plantar dermatitis
 Eyelid dermatitis
 Hand dermatitis
 Nipple dermatitis
 Cheilitis
1. Hanifin JM, Rajka G. Acta Derm Venereol (Stockh) 1980; Suppl. 92:44-7.
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 In African-American patients:

Xerosis
Ichthyosis vulgaris
 Hyperlinearity of palms & soles
 Keratosis pilaris
 Pityriasis alba
 Morgan-Dennie folds
 Transverse nasal crease
 Eye/periorbital findings



 More papular
 More follicular (“follicular

prominence”)
 More postinflammatory
hyperpigmentation
1. Martin III RW, Popovich NG. US Pharmacist Dec 2000:89-101.

1. Hanifin JM, Rajka G. Acta Derm Venereol (Stockh) 1980; Suppl. 92:44-7.

Eczema herpeticum, or Kaposi’s varicelliform
eruption
 Presents with acute onset of fever with
clustered vesicles, vesiculopustules, and
tender erosions in areas of AD
 Usually primary HSV infection
 Treat with oral antiviral agent
and supportive care


1. Martin III RW, Popovich NG. US Pharmacist Dec 2000:89-101.
2. Rudikoff D et al. Lancet 1998;351:1715-21.

Increased rates of environmental and food allergies in
AD patients ( assess during H/P) – Mild AD – 10-15%
Mod/severe 45%
 Consider early on < 5y/0 when persistent AD despite
optimal tx OR validated allergic rxn
 If true allergens ID (w documented urticaria) –
evaluate for soy, wheat,egg, peanut, milk allergy ( new
evidence re early peanut administration may actually
prevent peanut allergy --NIAID Consensus 2015)
 NOTE – ALLERGY TESTING INDEPENDENT OF Hx
NOT RECCOMMENDED
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 Multifactorial
 Education vital












Allergic contact dermatitis ( ddx or excacerbant)
Nutritional, metabolic and immunologic ds in children
CTCL in adults
Scabies
Seborrheic dermatitis
Degree of itch, impact on ADLs, disease persistency –
be on look out for other disorders concomitant to AD
or a known co-morbid factor s – food allergies,
asthma, AR(eg., sleep disturbances, depression)



Key recommendations



Based on a comprehensive review of available data for
diagnosing and managing atopic dermatitis, the first
section of the Academy’s guidelines include key
recommendations:



Monitoring of patients’ immunoglobulin E levels is not
recommended because they do not correlate with disease
severity.



Physicians should ask their patients general questions
about itch, sleep, impact on daily activity, and persistence
of the disease.

Control Flares
Minimize and/or erradicate infections
Relieve pruritus

Non pharmacologic measures (lifestyle adjustments/ Behavior
modifications
 Patient/care provider education


Topical Therapies (TCC, TCIs, new & emerging Txs):
Generally treat a few days beyond observed clinical
improvement
 Ongoing strategies to decrease Staph colonization
 Refractory AD: systemic therapies
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To go from this

Treat active inflammation with appropriate
medication
 Develop good skin care routines
(moisturization)
 Identify and avoid eczema triggers
 Treat skin infections appropriately
 Proactively manage the disease long term


Flare

Well-Established
Inflammation
First Signs
and Symptoms
No Flare




Frequent bland emollient use
Avoid harsh/scented soaps/detergents, bath oils,
chemical irritants, and known allergens



Adopt proper bathing techniques
 Lukewarm baths to cleanse/moisturize skin
 Apply cream/ointment to “seal in” moisture
immediately after bathing ( ‘ SOAK & SEAL ‘ )



Cold compresses can relieve dry, itchy skin



Soaking Three Times a Day



One of the keys to wet wrap therapy is soaking in a lukewarm
bath for approximately 15 minutes, three times a day.
This patient is covered in wet towels to ensure that his skin
remains moist.
NIAID researchers have determined that long soaks are vital to
allowing topical medicines (applied after each bath) to
penetrate the outer layer of the skin. In severe cases, bleach
may be added to the water to combat skin infections.




To this



Non-medication1-3
 Baths, bathing rituals
 Emollients
 Herbal preparations (Chinese herbal teas)
 Alternative medicine (Virgin coconut oil Int J
Dermatolol 2014
 Dietary intervention
 Environmental intervention
 Wet wrap therapy

1. Martin III RW, Popovich NG. US Pharmacist Dec 2000:89-101.
2. Keane FM, et al. BMJ 1999;318:563-4.
3. Kane, et al. Gut 1995;36:146-7.
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Bathing1
 Daily is desirable, 10 minutes or less
 Avoid harsh soaps or cleansers
 Decreased bacterial load
 Hydration of stratum corneum,
accentuated penetration of topical
medicines
1. Martin III RW, Popovich NG. US Pharmacist Dec 2000:89-101.



Moisturizers or Emollients1,2
 The most important aspect in therapy and
prevention of AD
 Ointments preferred over creams, lotions
 Ointments during winter, creams or lotions
during summer
 Can apply over topical steroids,
throughout day

 CeraVe
 Cetaphil
 Cetaphil Restoraderm
 Aveeno
 Eucerin
 Aquaphor
 VaniCream

1. Martin III RW, Popovich NG. US Pharmacist Dec 2000:89-101.
2. Tofte SJ, Hanifin JM. J Am Acad Dermatol 2001;44(1):S13-6.

Impaired barrier function limits
treatment results

 Mimyx
 Atopiclair
 EpiCeram
 Hyaltopic
 Neosalus
 Eletone
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Proper ingredients needed to
correct lipid deficiency
  Ceramides
 Moisture balance restored



Vicious cycle blocked
 Cytokines not released
 Reduced inflammation



Underlying condition can be more
effectively treated
 Skin barrier retains moisture
 Itch-scratch-itch halted
 Fewer/shorter treatment times
 Reduced need for steroids



REF: Clinics in Dermatology 2003

An 82% resolution of
target lesions as
measured by percent of
target lesions that
achieved an IGA value of
“clear” or “almost clear”
at Week 4

Frankel A, Sohn A, Patel RV, Lebwohl, M. Bilateral Comparison Study of Pimecrolimus Cream 1% and a Ceramide-Hyaluronic
Acid Emollient Foam in the Treatment of Patients With Atopic Dermatitis. J Drugs Dermatol. 2011;10(6):666-672.

 OTC/Rx topical corticosteroids
 Topical calcineurin inhibitors
(pimecrilimus and tacrolimus)
 Oral/topical anti-infectives
 Antihistamines
 Systemic immunosuppressants,
including oral corticosteroids
 Phototherapy

Match potency to disease severity. Potency may
depend on several factors, including:
 inherent activity of the steroid molecule
 concentration of the active ingredient
 duration of treatment
 nature of vehicle
 Prescribe the least potent steroid possible
 Use special care in treating children with topical
steroids
 Monitor patients using moderate and higher
potency steroids for local and systemic side effects







Benefits
 Fast and effective short-term treatment
Risks
 Cutaneous
▪ Skin atrophy/striae
▪ Telangiectasia, pigmentation abnormalities
▪ Acneform, rosacea-like eruptions
▪ Secondary infections, delayed wound healing
▪ hypertrichosis
 Systemic
▪ HPA axis suppression
▪ Growth retardation
▪ Cushing’s syndrome
 Tachyphylaxis (loss of efficacy with use)
 Ocular toxicity
 LIMIT IRRATIONAL STEROID a PHOBIA ( Eichenfeld )

Hengge UR, Ruzicka T, Schwartz RA, and Cork MJ. J Am Acad Dermatol 2006;54:1-15.

HPA = hypothalamic-pituitary-adrenal.
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 Topical

Corticosteroids
 Anti-inflammatory
 Antimitotic
 Immunosuppressant
 Vasoconstrictive

 Severe

or Refractory Disease
 Systemic steroids - rarely, in
severe cases, as a “jump start”
 Systemic immunosuppressants recalcitrant therapy

Steroid Side Effects

Acne



Atrophy
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Systemic effects:
 Cataracts, glaucoma
 Loss of bone density - osteoporosis
 Adrenal (Hypothalamic-Pituitary-Adrenal
axis) suppression
 Growth retardation
 Cushing’s syndrome
 Hypertension

 Antibiotics

Tachyphylaxis

 When indicated
 Cephalexin, dicloxacillin, doxy, TMP-

Rebound flare

SMZ
 Topical mupirocin
 Remember MRSA – culture – culture
– culture (if no response)
1. Stalder JF, et al. Br J Dermatol 1994;131-:536-40.
2. Nilsson EJ, et al. J Am Acad Dermatol 1992;27:29-34.
3. Remitz A, et al. J Allergy Clin Immunol 2001:107:196-8.

 Phototherapy

 Ultraviolet light therapy -

UVA/UVB/NBUVB/PUVA
 Successful for chronic disease
 Requires multiple office visits
 Potential risk for skin cancer with
long-term use



Conventional therapies (TCS)
 concerns about side effects
 long-term use or application site restrictions



Recent therapeutic options - Topical
ImmunoModulators (TIMs)
 safe and effective
 topical
 long-term use potential
 no application site restrictions
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In a Public Health Advisory issued March 10, 2005, FDA
recommended physicians to consider:
 Topical calcineurin inhibitors (TCIs) are second-line
agents
 TCIs should not be used in children younger than 2
years of age
 TCIs should be used for short periods of time, not
continuously; long-term safety unknown
 TCIs should not be used in patients with
weakened/compromised immune systems
 The minimum amount of product needed to control
the patient’s symptoms should be used

 Reduces number of flares

Mean % Improvement in Overall EASI Scores

Mean Percent Change From
Baseline EASI

20

requiring a corticosteroid
 Significantly delays first flare
 Reduces the number of days of
corticosteroid use
 Provides sustained improvement
in disease extent and severity

ELIDEL (n=267)
Placebo Cream (n=136)

10
0

*

P <.01.
† P <.05.
‡ P≤.001.

-10
-20

*

-30

†
*

-40

‡

‡

-50
Baseline

Day 8

Day 15

Day 22

Day 29

Day 43

Data on file, Novartis Pharmaceuticals Corporation.
Adapted from Eichenfield LF et al. J Am Acad Dermatol. 2002;46:495-504.

Eichenfield LF et al. Pediatrics. 2003;111:608–616.

Based on ANCOVA models of EASI scores.

Days on topical corticosteroid therapy over 12 months (% subjects)

% of Subjects

70
60
50
40
30
20
10
0

ELIDEL (n=267)
Placebo Cream (n=136)
52.75
42.25

*

57.2

*P<.001.

.

% Subjects With Mild/No Pruritus

*

61.4

*

20%
28%

*

56.4

23%

27.25

25.7

29.45

40%

33.85

32.35

15
8.8

ELIDEL (n=474)

Baseline

Day 8

Day 15

Day 22

Day 29

Day 43

Eichenfield LF et al. J Am Acad Dermatol. 2002;46:495-504.

NO



32%

57%

*

0 Days
1–21 Days
22+ Days

Placebo Cream (n=237)

Data on file, Novartis Pharmaceuticals Corporation.

Skin atrophy

NO

NO

Striae

NO

Rebound flares

NO

Telangiectasia

NO

Vasoconstriction

NO

Hypopigmentation

NO

HPA axis suppression

Caucasian Male With Eczema on Elbow Flexures

Tachyphylaxis

TCIs may be used on all skin surfaces, including the face, around
the eyes, neck, hands, and other sensitive skin areas

Baseline

Day 6

Data on file, Novartis Pharmaceuticals Corporation.
Results described here may not be representative of entire patient population; individual results may vary.
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Topical Calcineurin Inhibitors and Lymphoma risk:
Eividence Update with Implications for
Daily Practice
Siegfried, EC et al. Amer J Clin Dermatol (2013)
14:163-178

TCIs available since 2001 – Approved for chronic tx of AD --Black box warning concerns – never proven and primarily
theoretical….
Post marketing registry analyses – rates of lymphoma
comparable to SEER data and lower in the AERS of the FDA
compared to the general population

Individual results may vary.
Reprinted from J Am Acad Dermatol 2001;44(Suppl1) with permission from Mosby, Inc.

No clinical evidence for increased risk of
malignancies in adults or children
 Reporting rates for lymphoma and skin
cancer are not higher than the expected
incidence in the general population
 No impairment of local or systemic
immunocompetence
 Ongoing safety monitoring programs





Need for New and Emerging
therapies:

Topical phosphodiesterase (PDE)
inhibitors
 Janus Kinase (JAK) Inhibitors
 Calcineurin inhibitor (new)
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Integrates a boron ring into the cyclic structure of the
molecule allowing for greater stability, effective target binding
capacity/selectivity, and enhanced physiologic activity
without compromise to the therapeutic response
Favorable safety
Naturally occurring agent – present in many foods
Its low molecular weight allows for easy penetrability through
the skin – with great access to target cells
Boron-based PDE-4 inhibitors (intracellular enzyme –
degrades cAMP via production of inflammatory cytokines)
Boron is essential for crisaborole’s inhibition of PDE4

Objective
 Herein, we report results from 2 Phase 3 studies that
were conducted to evaluate the efficacy and safety of
Crisaborole Topical Ointment, 2%, in patients ≥2 years
with mild to moderate atopic dermatitis

Results From Two Phase 3 Studies in Children and Adults
With Mild to Moderate Atopic Dermatitis Treated With
Crisaborole Topical Ointment, 2%, a Novel, Investigational,
Nonsteroidal, Topical, Anti-inflammatory, Phosphodiesterase 4
Inhibitor

Paller AS, Tom WL, Lebwohl MG, et al. Results From Two Phase 3 Studies in Children and Adults With Mild to Moderate Atopic Dermatitis Treated
With Crisaborole Topical Ointment, 2%, a Novel, Investigational, Nonsteroidal, Topical, Anti-inflammatory, Phosphodiesterase 4 Inhibitor Presented
at the 34th Fall Clinical Dermatology Conference. October 1-4, 2015. Las Vegas, NV

Primary Efficacy Endpoint: Proportion of Patients Achieving
Success in ISGA at Day 29 (Clear [0] or Almost Clear [1]
With ≥2-Grade Improvement From Baseline)

Two Multicenter, Double-Blind, Vehicle-Controlled
Phase 3 Studies of Identical Design
• Study drug was applied twice daily to all treatable areas of the body except the scalp

 Significantly more patients achieved Success in ISGA with
crisaborole than vehicle at Day 29 (P = 0.038 for 301 and P < 0.001
and 302)

AD, atopic dermatitis; AE, adverse event; BID, twice daily; BSA, body surface area; ECG, electrocardiogram; ISGA, Investigator’s Static Global Assessment; TCI,
topical calcineurin inhibitor; TCS, topical corticosteroid.
*Proprietary vehicle developed by Anacor

ISGA, Investigator’s Static Global Assessment

Proportion of Patients Achieving Success in ISGA
(Clear [0] or Almost Clear [1] With ≥2-Grade Improvement
From Baseline at Days 1, 8, 22, and 29)

Photographs of Primary Efficacy Endpoint
Successes in Patients Treated With Crisaborole

 More patients achieved Success in ISGA with crisaborole versus
vehicle across all study visits

Baseline, ISGA = 3

Day 29, ISGA = 1

Baseline, ISGA = 3

Day 29, ISGA = 0

2-yearold
patient

7-yearold
patient

ISGA, Investigator’s Static Global Assessment

ISGA, Investigator’s Static Global Assessment
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Safety Summary of Crisaborole Topical
Ointment, 2%


No treatment-related serious adverse events (AE’s) among patients treated
with crisaborole



The majority of AEs in crisaborole-treated patients were mild in severity



On a pooled basis, the rate of discontinuations due to AEs were the same
(1.2%, crisaborole; 1.2%, vehicle)



No clinically meaningful differences were observed between crisaboroleand vehicle-treated patients in vital signs, ECGs, and clinical laboratory
parameters

Conclusions
 Crisaborole Topical Ointment, 2%, is a novel, investigational,
nonsteroidal, anti-inflammatory, PDE4 inhibitor
 Crisaborole Topical Ointment, 2%, demonstrated statistically
significant improvements compared with vehicle across all
primary and secondary efficacy endpoints in two Phase 3,
multicenter, double-blind, vehicle-controlled studies
 Crisaborole Topical Ointment, 2%, demonstrated a favorable
safety profile in patients as young as 2 years of age

Treatment-Emergent Adverse Events (≥2% of Patients)
AD-301
Adverse Event

AD-302

Pooled

Crisaborole
(n = 502)

Vehicle
(n = 252)

Crisaborole
(n = 510)

Vehicle
(n = 247)

Crisaborole
(n = 1012)

Vehicle
(n = 499)

Application
site pain

6.2%

1.2%

2.7%

1.2%

4.4%

1.2%

Upper respiratory
tract infection

2.8%

4.0%

3.1%

2.0%

3.0%

3.0%

 Crisaborole Topical Ointment, 2%, may represent a new safe
and efficacious treatment for patients 2 years of age and older
with mild to moderate atopic dermatitis

AE, adverse event; ECG, electrocardiogram

PDE4, phosphodiesterase 4

CRIS029.00
MA15099

Proportion of Patients Achieving Improvement in Signs of
AD at Day 29 (Pooled Data, AD-301 and AD-302)
 More patients treated with crisaborole achieved improvements in all
clinical signs of AD than vehicle at Day 29

Supportive Endpoints: Pruritus and Signs of Atopic Dermatitis
With Crisaborole Topical Ointment, 2%, a Novel,
Investigational, Nonsteroidal, Topical, Anti-inflammatory
Phosphodiesterase 4 Inhibitor, in Two Phase 3 Studies in
Children and Adults With Mild to Moderate Atopic Dermatitis

Hebert AA, Eichenfield LF, Lebwohl MG, et al. Evalua;on of Pruritus and Signs of Atopic Dermatitis With Crisaborole Topical Ointment, 2%, a Novel
Nonsteroidal, Topical, Anti-inflammatory Phosphodiesterase 4 Inhibitor, in Two Phase 3 Studies in Children and Adults With Mild to Moderate
Atopic Dermatitis. Presented at the 34th Fall Clinical Dermatology Conference. October 1-4, 2015. Las Vegas, NV

AD, atopic dermatitis

Proportion of Patients Achieving Improvement in
Pruritus (Pooled Data, AD-301 and AD-302)

Conclusions: Supportive Endpoints
 Crisaborole Topical Ointment, 2%:

 A greater proportion of crisaborole-treated patients achieved
Improvement in Pruritus across all study visits

 Demonstrated greater improvement than vehicle in all
measured clinical signs of AD (erythema,
induration/papulation, exudation, excoriation, and
lichenification)
 Demonstrated greater Improvement in Pruritus than
vehicle across all study visits
 50% of treated patients achieved Improvement in
Pruritus by 1.37 days
 May represent an effective treatment for reducing the
signs and symptoms of AD in patients with mild to
moderate AD 2 years of age and older
PDE4, phosphodiesterase 4
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CRIS030.00
MA15098




2% Ointment version (AN 2728) in Phase III RCT
Roflumilast (PDE4 inhibitor) in Phase II (others)



Janus Kinase inhibitors (JAK) – Topical Tofacitinib
2% ointment also in Phase II RCT



Calicineurin inhibitors in the pipeline – Some proof
of concept studies (Phase II – NCT02079688)











Severe refractory disease (Cys A 5mg/kg/day)






Moderate to severe / Maintenance (NBUVB)
MTX, Azathiaprine, MPM






Biologics
Photopheresis
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AAD reccomendations for Systemic Immunomodulatory
therapy should be considered
Indicated for subset of pts who do not respond to
aggressive local care and topical therapies and/or
phototherapy or if pts severe disease has significant
impact on ADLs
When responses to systemic tx are obtained, adjust to
miniimal effective dosing regimens (yet optimal data not
available for exacting dose regimens
Individualize therapeutic regimens
Avoid systemic steroids where possible

Generally advisable to avoid – Long/short term
consequences
Unfavorable Risk/Benefit profile (A RCT was held
because of significant rebound) – (J Schmidt) –
MP vs Cys A trial
Reserve for ONLY severe ACUTE exacerbations
Short courses have been shown to increase atopic
flares
Still used frequently in children (…. BECAUSE
THERE ISN’T ANTHING ELSE!!!!)









Duration of Therapy (Plan for 3-4 mo course of
therapy)
Transition to NBUVB or safer option
FDA guidance – 1 year – possibly 2 (no info on
when advisable, if at all to restart)
Side effects ( HTN, renal insuff, elevated lipids,
tremors, hypomagnesemia, peripheral neuropathy,
GI, neuro)
DO NOT use if preexisting uncontrolled HTN,
systemic infections, or Ca






NB-UVB
MTX
Azathiaprine
Mycophenolate Mofetil




Others:
Biologics, Photopheresis

 First line maintenance therapy



 Favorable SE profile
 Inconvenient – costly (co-pays

Safe, underutilized and understudied (start
up or transitional from Cys A)



2 controlled trials (Adults 42% decrease
SCORAD – Children 49% decrease SCORAD)
– Schram ME J Allergy Clin Immunol 2011
El-Khalawany, MA Eur J Ped 2013



Dosing in children 0.2-0.6 mg/kg weekly

each O/V)
 DO NOT commence during
flares
 Risk of Skin Ca








Trials not abundant – mostly anecdotal case reports
and some open label studies
 Efficacy variable - 40% SCORAD improvement
- 5 pts – no improvement
- RCT – comparable to Cys A
( Haeck IM JAAD 2011 )


Variable responses to tx – 25-39% improvement
in 3 trials
Better on cost
Use in children
Check TPMT level before commencing therapy
Regular labs (CBC w diff, CMP – monitor LFTs)
One systemic review detailed a case lymphoma
in a treatment follow-up period ( Schram, ME.
Arch Dermatol 2011)

Disadvantages ( Primarily with long term use )
- Congenital malformations (Category E Pregnancy)
- 17 cases of PML ( SLE pts and those on combined
immunosuppressants )
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IFN Gamma (Hanifin JM JAAD 1993) recent
unpublished trial – negative findings
Mepolizumab, Omalizumab (neg findings)
TNF inhibitors: much data – not + results
Rituximmab – some case series – variable
findings
Alefacept – also variable results – data
conflict ( off the market )

Background

Presented at the 73rd Annual Meeting of the American Academy of Dermatology (AAD);
San Francisco, CA, USA; March 20–24, 2015

EFFICACY AND SAFETY OF DUPILUMAB IN ADULTS WITH
MODERATE-TO-SEVERE ATOPIC DERMATITIS (AD)
INADEQUATELY CONTROLLED BY TOPICAL THERAPIES: FINAL
RESULTS OF A PHASE 2B STUDY
Diamant Thaçi1, Eric Simpson2, Thomas Bieber3, Lisa Beck4, Andrew Blauvelt5,
Kim Papp6, Weily Soong7, Margitta Worm8, Jacek C. Szepietowski9, Richard Wu10,
Steven Weinstein10, Neil Graham10, Gianluca Pirozzi11, Ariel Teper11,
E. Rand Sutherland12, Marius Ardeleanu10
1Comprehensive Center for Inflammation Medicine, University Medical School Schleswig-Holstein Campus,
Lübeck, Germany; 2Department of Dermatology, Oregon Health & Science University, Portland, OR, USA;
3Department of Dermatology and Allergy, University of Bonn, Bonn, Germany; 4Department of Dermatology,
University of Rochester Medical Center, Rochester, NY, USA; 5Oregon Medical Research Center, Portland, OR,
USA; 6K. Papp Clinical Research and Probity Medical Research, Waterloo, ON, Canada; 7Alabama Allergy &
Asthma Center, Birmingham, AL, USA; 8Department of Dermatology and Allergy, Charité University, Berlin,
Germany; 9Department of Dermatology, Venereology and Allergology, Wroclaw Medical University, Wroclaw,
Poland; 10Regeneron Pharmaceuticals Inc., Tarrytown, NY, USA; 11Sanofi, Bridgewater, NJ, USA; 12Sanofi,
Cambridge, MA, USA

•

Atopic dermatitis (AD) is a
disease of immune dysregulation
and altered skin barrier function

•

Interleukin (IL)-4 and IL-13 are
T-helper cell type 2 (Th2)
cytokines and are thought to
mediate many features of AD

•

Dupilumab is a fully human mAb
directed against a component
(i.e., IL-4Rα) of the IL-4 and IL-13
receptors

•

Dupilumab blocks intracellular
signaling of both IL-4 and IL-13

IL-13
IL-4

IL-4

IL-4Rα

γc

IL-4Rα

IL-13Rα1

Type I Receptor

Type II Receptor

B cells, T cells,
Monocytes,
Eosinophils, Fibroblasts

Epithelial cells,
Smooth muscle cells,
Fibroblasts, Monocytes,
Activated B cells

IL-4R, IL-4 receptor-alpha; IL-13R1, IL-13 receptor-alpha; JAK, Janus kinase; STAT, signal transducer and activator of
transcription; TYK2, tyrosine kinase type 2; c, common cytokine receptor gamma chain.
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Study design and objective
Screening

Study treatment

(weekly SC injection for 16 weeks
after a loading dose on day 1*)
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Key inclusion/exclusion criteria

Safety follow-up
(16 weeks)

Dupilumab 100 mg q4w (n = 65)
Dupilumab 300 mg q4w (n = 65)
Dupilumab 200 mg q2w (n = 62)
Dupilumab 300 mg q2w (n = 64)
Dupilumab 300 mg weekly (n = 63)
Placebo (n = 61)

Inclusion

Exclusion

• Male or female aged ≥ 18 years

• Prior treatment with dupilumab

• Chronic AD ≥ 3 years

• Active acute or chronic
infections

• EASI score ≥ 16

• IGA score ≥ 3
• ≥ 10% BSA with AD involvement
• History of inadequate response
to topical corticosteroids or
calcineurin inhibitors within
6 months prior to screening visit

*Loading doses:
• 600 mg for 300 mg dose regimens
• 400 mg for the 200 mg and 100 mg dose regimens

• Objective: to evaluate clinical efficacy and safety of multiple dosing regimens of SC dupilumab × 16
weeks in adult patients with moderate-to-severe AD inadequately controlled by topical medications
• Multicenter, international, randomized, double-blind, placebo-controlled, dose-ranging, phase 2b study

• Topical medications for AD
within 1 week of baseline
• Systemic immunosuppressive/
immunomodulating drugs
within 4 weeks of baseline
• Significant comorbidities
or laboratory abnormalities

• ClinicalTrials.gov identifier: NCT01859988
q4w, every 4 weeks; q2w, every 2 weeks; SC, subcutaneous.

BSA, body surface area; EASI, Eczema Area and Severity Index; IGA, Investigator’s Global Assessment.
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Proportion of patients achieving
EASI-50/75/90 over 16 weeks

Mean percentage change in EASI score
EASI: mean percentage change at
Week 16 (LOCF; primary endpoint)

EASI: mean percentage change over
16 Weeks (LOCF)

-20

-40

*

-60

*

-80

*

*

*

0

4

0

8

12

16

Proportion of patients (%)

Mean % change from baseline

100 mg 300 mg 200 mg 300 mg 300 mg
q4w
q4w
q2w
q2w weekly

Mean % change from baseline

Placebo

0

EASI-50

100

EASI-75

100

EASI-90

100

Week

Dupilumab

-20

-40

*
-60

**
**

Placebo
Dupilumab 100 mg q4w

-80

Dupilumab 300 mg q4w

*
*
*

80

†

60

40

*
*
**

60

60

40

*
**
*

‡
20

20

20

0

0

0

0

4

Dupilumab 200 mg q2w

8

12

16

0

Placebo
Dupilumab 200 mg q2w

Dupilumab 300 mg weekly

-100

80

40

Dupilumab 300 mg q2w

-100

80

4
8
12
Week
Dupilumab 100 mg q4w
Dupilumab 300 mg q2w

16

‡

0

4

8

12

16

Dupilumab 300 mg q4w
Dupilumab 300 mg weekly

*P < 0.0001, †P < 0.001, and ‡P < 0.05 (vs placebo, Week 16)

*P < 0.0001 vs placebo, Week 16, and P < 0.05 for each dupilumab dose vs placebo, Week 1 and onwards
LOCF, last observation carried forward.

EASI-50, 50% improvement in EASI score; EASI-75, 75% improvement in EASI score; EASI-90, 90% improvement in EASI score
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Screening

Efficacy and safety of dupilumab for
moderate-to-severe atopic dermatitis in
adults: a pooled analysis of two phase 2
randomized clinical trials

Patients with TEAE, % of patients

Safety follow-up
(16 weeks)

Placebo (n = 115)
Dupilumab 300 mg qw (n = 118)

Note: The phase 2b study had four other dupilumab treatment groups with lower-dose regimens; not included in this analysis

• Efficacy outcomes were analyzed at Week 12:
– Absolute and least square means percent change in SCORAD, EASI, and pruritus NRS
– Proportion of patients achieving IGA of 0 (“clear”) or 1 (“almost clear”), EASI-50, or EASI-75

Research and Probity Medical Research, Waterloo, ON, Canada; 2Oregon Health & Science University, Portland, OR,
USA; 3Department of Dermatology, University of Rochester Medical Center, Rochester, NY, USA; 4Comprehensive Center for
Inflammation Medicine, University Medical School Schleswig-Holstein Campus, Lübeck, Germany; 5Department of
Dermatology and Allergy, University of Bonn, Bonn, Germany; 6Oregon Medical Research Center, Portland, OR, USA;
7Department of Medicine/Dermatology, UCLA School of Medicine, Los Angeles, CA, USA; 8SKiN Centre for Dermatology,
Peterborough, ON, Canada; 9Regeneron Pharmaceuticals, Inc., Tarrytown, NY, USA; 10Sanofi, Bridgewater, NJ, USA; 11Sanofi,
Cambridge, MA, USA

Dupilumab 300 mg
qw
(n = 118)

Study treatment

(Dupilumab 300 mg qw SC or placebo for 12 weeks [phase 2a]
or 16 weeks [phase 2b], loading dosea on Day 1)

• Objective: safety and efficacy of a high-dose regimen of dupilumab vs placebo
• Data were pooled for patients treated with dupilumab 300 mg qw or placebo in two similarly-designed
randomized, double-blind, placebo-controlled phase 2 studies:
– Phase 2ab: European 12-week study (placebo, n = 54; dupilumab 300 mg qw, n = 55)
– Phase 2bc: International 16-week dose-ranging study (placebo, n = 61; dupilumab 300 mg qw, n = 63)

1Clinical

Placebo
(n = 115)

Pooled study design and objective

Pooled (N = 233)

Kim Papp1, Eric Simpson2, Lisa Beck3, Diamant Thaçi4, Thomas Bieber5,
Andrew Blauvelt6, Howard Sofen7, Melinda Gooderham8, Richard Wu9,
Neil Graham9, Gianluca Pirozzi10, E. Rand Sutherland11, Marius Ardeleanu9

Pooled adverse events
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aLoading dose

for dupilumab 300 mg qw regimen: phase 2a, 300 mg; and phase 2b: 600 mg.
identifier: NCT01548404
identifier: NCT01859988
EASI, Eczema Area Severity Index; EASI-50 and -75, proportion of patients who achieved improvement in EASI score of ≥ 50% and ≥ 75%, respectively;
IGA, Investigator’s Global Assessment; NRS, numeric rating score; qw, weekly; SC, subcutaneous injection; SCORAD, SCORing AD.

b ClinicalTrials.gov
cClinicalTrials.gov

Pooled adverse events
Patients with TEAE, % of patients

Placebo
(n = 115)

Dupilumab 300 mg
qw
(n = 118)

Patients with ≥ 1 TEAE

80.9

81.4

Patients with ≥ 1 TEAE

80.9

81.4

Patients with any serious TEAE

9.6

1.7

Patients with any serious TEAE

9.6

1.7

Patients who discontinued due to TEAE

8.7

1.7

Patients who discontinued due to TEAE

8.7

1.7

TEAEs reported in ≥ 5% of patientsa

TEAEs reported in ≥ 5% of patientsa

Upper respiratory tract infections

33.9

42.4

Upper respiratory tract infections

33.9

42.4

Skin infection (adjudicated)

29.7

16.4

Skin infection (adjudicated)

29.7

16.4

Conjunctival infections, irritations, and
inflammations

3.5

15.3

Conjunctival infections, irritations, and
inflammations

3.5

15.3

Headaches NEC

7.8

14.4

Headaches NEC

7.8

14.4

Injection site reactions

6.1

13.6

Injection site reactions

6.1

13.6

Dermatitis and eczema

14.8

11.0

Dermatitis and eczema

14.8

11.0

Asthenic conditions

6.1

5.9

Asthenic conditions

6.1

5.9

Coughing and associated symptoms

0.9

5.9

Coughing and associated symptoms

0.9

5.9

Upper respiratory tract signs and
symptoms

1.7

5.1

Upper respiratory tract signs and
symptoms

1.7

5.1

aTEAEs

reported in ≥ 5% of patients in pooled placebo or dupilumab groups by Medical Dictionary for Regulatory Activities high-level term.
NEC, not otherwise classified; TEAE, treatment emergent adverse event

aTEAEs

reported in ≥ 5% of patients in pooled placebo or dupilumab groups by Medical Dictionary for Regulatory Activities high-level term.
NEC, not otherwise classified; TEAE, treatment emergent adverse event
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Pooled adverse events
Patients with TEAE, % of patients

Placebo
(n = 115)

Dupilumab 300 mg
qw
(n = 118)

Pooled adverse events
Patients with TEAE, % of patients

Dupilumab 300 mg
qw
(n = 118)

Patients with ≥ 1 TEAE

80.9

81.4

Patients with ≥ 1 TEAE

80.9

81.4

Patients with any serious TEAE

9.6

1.7

Patients with any serious TEAE

9.6

1.7

Patients who discontinued due to TEAE

8.7

1.7

Patients who discontinued due to TEAE

8.7

1.7
42.4

TEAEs reported in ≥ 5% of patientsa

TEAEs reported in ≥ 5% of patientsa

Upper respiratory tract infections

33.9

42.4

Upper respiratory tract infections

33.9

Skin infection (adjudicated)

29.7

16.4

Skin infection (adjudicated)

29.7

16.4

Conjunctival infections, irritations, and
inflammations

3.5

15.3

Conjunctival infections, irritations, and
inflammations

3.5

15.3

Headaches NEC

7.8

14.4

Headaches NEC

7.8

14.4

Injection site reactions

6.1

13.6

Injection site reactions

6.1

13.6

Dermatitis and eczema

14.8

11.0

Dermatitis and eczema

14.8

11.0

Asthenic conditions

6.1

5.9

Asthenic conditions

6.1

5.9

Coughing and associated symptoms

0.9

5.9

Coughing and associated symptoms

0.9

5.9

Upper respiratory tract signs and
symptoms

1.7

5.1

Upper respiratory tract signs and
symptoms

1.7

5.1

aTEAEs

reported in ≥ 5% of patients in pooled placebo or dupilumab groups by Medical Dictionary for Regulatory Activities high-level term.
NEC, not otherwise classified; TEAE, treatment emergent adverse event

aTEAEs

reported in ≥ 5% of patients in pooled placebo or dupilumab groups by Medical Dictionary for Regulatory Activities high-level term.
NEC, not otherwise classified; TEAE, treatment emergent adverse event

Significant improvement in SCORAD and IGA with
dupilumab vs placebo at Week 12 in pooled studies
SCORAD

70

*

40

Dupilumab
300 mg qw

Weeks
0

35

60

40

*

30

Patients (%)

30

50

25
20
15

20

10

10

5

0

0
Baseline

Week 12

*P < 0.0001 vs placebo

Placebo
*P < 0.0001 vs placebo

1

2

3

4

5

6

7

8

9

10

11

12

0
LS mean % change in EASI score (±SE)

80

Significant improvement in EASI score with
dupilumab vs placebo at Week 12 in pooled studies

Percent of patients achieving IGA 0
(clear) or 1 (almost clear) at Week 12

Placebo

Dupilumab 300
mg qw

-20

*

-40

Placebo

*

-60

Dupilumab 300 mg qw

*
*
*

-80

*

*

*

-100

*

*

*

*

*P < 0.0001 vs placebo

LS, least squares.

Significant improvement in pruritus NRS with
dupilumab vs placebo at Week 12 in pooled studies

Significant improvement in EASI-50 and EASI-75 with
dupilumab vs placebo at Week 12 in pooled studies
EASI-50

EASI-75

100

Weeks

*

90

80

80

70

70

60

60

50

50

40

40

30

30

20

20

10

10

0

LS mean % change in peak weekly pruritus NRS score
(±SE)

100

90

Patients (%)

Mean score (± SEM)

Placebo
(n = 115)

*

*P < 0.0001 vs placebo

Dupilumab
300 mg qw

1

2

3

4

5

6

7

8

9

10

11

12

0

-20

*

-40

Placebo
*

Dupilumab 300 mg qw
*
*

-60

*

*

*

*

*

*

*

*

-80

0
Placebo

0

Placebo
*P < 0.0001 vs placebo

Dupilumab
300 mg qw

-100
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LS, least squares.

*P < 0.0001 vs placebo

NEW THERAPIES ON
THE HORIZON

In pooled studies, AD patients treated with highdose dupilumab responded well
• Significant improvement of dupilumab 300 mg qw at Week 12 vs placebo:
–
–
–
–
–

SCORAD
IGA response
EASI score
Pruritus NRS
EASI-50 and EASI-75

• Dupilumab safety profile was favorable in these studies
– Consistent with previous studies1

1. Beck LA, et al. N Engl J Med. 2014;371:130-9.

Emerging Systemic
Therapies

Emerging Systemic
Therapies
• Ustekinumab

• Apremilast- - small molecule PDE4 inhibitor
• Indicated for PsO / PsA in adults
• Investigations underway in a variety of
systemic inflammatory immune mediated
diseases RA, Behcets, and AS)
• Open label study underway for AD in adults:
• 50% improvement on EASIs (GI intolerance)
• Recruiting for more full scale efficacy and
safety RCTs in adult patients with AD

• Retrospective descriptive study of 4 male pts
(23-29) with severe refractory AD
• 4-6 injections – 26 mo tx period
• Skin lesion improvements, reduction in
pruritus, and improved QOL parameters after
just 2 injections in 2 pts, and after 3, in the
remaining 2
• No relevant AEs or infections reported
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While the exact cause of AD and its pathophysiology are
unknown – clearer evidenced based study has provided a
more detailed understanding of this largely Th2 immune
mediated disease



Attributed to a combination of factors: hereditary,
dysfunctional stratum corneum, immunologic,
environmental, neurogenic



Hypotheses regarding the immune pathophysiology
(Inside-Out & Outside-In) offer further and intriguing
understanding of the mechanism of dieases in AD patients

Treatment Goals:

Systemic Therapy:
Cys A for severe and/or recalcitrant
disease
 Transitional or maintenance therapies =
NBUVB, MTX, AZA, MMF
 Oral systemics may be by toxicity and
variable efficacy
 New systemic therapies may be useful for
refractory AD



Treat active inflammation
 Adopt good skin care routines
 Identify and avoid triggers
 Treat skin infection
 Manage the disease long-term


Topical Treatment Options



Topical corticosteroids (TCS)
Calcineurin inhibitors & soon Topical PDE4
inhibitors to achieve long term control of
disease – decrease use of TCS


















THANK YOU
AOCD!!!
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Objectives

Adherence!
Improving Patient Compliance

• To describe how well (poorly) patients use
dermatological treatment
• To list ways to improve patients' use of
medications
• To describe factors that affect patients'
satisfaction

Steven R. Feldman, MD, PhD
Professor of Dermatology, Pathology &
Public Health Sciences
Director, Psoriasis Treatment Center
Wake Forest University
School of Medicine
Winston-Salem, North Carolina

Low Hanging Fruit
Acceptance

• We have treatments that are remarkably
effective
• Patients don’t always get better
• Consider resistant atopic dermatitis
– Admit the patient to the hospital, treat them with
topical triamcinolone, and they clear up in 3 days

Quality of Execution
Period of Persistence

Discontinuation

Adherence Definitions

Initiate treatment

• Do we need a new treatment for atopic
dermatitis, or would it be easier to get patients to
use the medications we already have

Prescription given

Prescription ends

Vrijens B, et al. Adherence to prescribed antihypertensive drug treatments:
longitudinal study of electronically compiled dosing histories. BMJ 2008;336:11141117.

Three Big Reasons for Poor
Treatment Outcome

Real Patients: Primary Nonadherence
• Many patients
don’t even fill
the
prescription
• Psoriasis
patients are
among the
worst

1. Poor Compliance
2. Poor Compliance
3. Poor Compliance
In an anonymous survey of psoriasis patients, 40%
report noncompliance!!!
Richards HL, et al. Patients with psoriasis and their compliance with medication. J Am Acad
Dermatol. 1999;41:581-3.

Storm A, J Am Acad Dermatol. 2008 Jul;59(1):27-33
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Secondary Nonadherence

Electronic/Self-Reported Adherence

Mean Daily Adherence
Mean Average Daily Adherence

110

1

100

0.9

90

0.8

y = -0.0009x + 0.9293
2

R = 0.0561

80

0.7
70

0.6
60

0.5

50

Slope=~20%/5 weeks

0.4

30
20

y = -0.0056x + 0.7439
2

0.3

R = 0.6457

Tachyphylaxis

Rate

Adherence
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Days since baseline

Patient ID

Log Adherence

MEMS Cap Adherence

2 per. Mov. Avg. (MEMS Cap Adherence)

2 per. Mov. Avg. (Log Adherence)

Linear (LogAdherence)

Linear (MEMS Cap Adherence)

Average Patient Recorded Adherence per Day

Carroll CL, J Am Acad Dermatol. 2004 Aug;51(2):212-6

Balkrishnan et al, J Am Acad Dermatol 2003;49:651-4.
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58

60

TNF-Inhibitor Treatment Retention

Adherence to Biologics

Patient 7
Patient 6
Patient 5
Patient 4
Patient 3
Patient 2
Patient 1
0

10

20

30

40
50
60
Days between Doses

70

80

90

100

Dupan SM, Arthritis & Rheumatism (Arthritis Care & Research) 2009; 61: 560 –568
Brezinsky, PLoS ONE 7(4): e33486.
Barrera MD, Eur J Dermatol 2008; 18 (6): 683-7

Acne Adherence

Atopic Dermatitis Adherence is Worse
Mean Average Daily Adherence

Adherence to BPO 5% Gel Over Time
100%
90%

1

0.9

Adherence Rates

Percent of Adherent Subjects
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Linear
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Krejci-Manwaring J, J Am Acad Dermatol. 2007 Feb;56(2):211-6

Why Are Patients Non-Adherent

Doctor Can Encourage Better Compliance

Poor motivation
The patient may not be particularly bothered.
Secondary gain
Seeking disability or other gain
Lack of trust in doctor Physician-patient relationship is the
foundation
Fear of medication
Founded or unfounded fear of treatment.
Don’t know what to do Patients may not remember oral instructions
Burden of treatment
Sometimes the tx is worse than the disease!
Perceived burden
Sometimes tx seems worse than the
disease.
Passing the
With multiple caregivers, no one may take
responsibility buck
responsibility
Forgetfulness
“Pavlov’s dog” problem
Laziness
No energy to follow treatment.
Resignation
Some patients have just given up

• Establish a relationship with patients
• Involve patients in treatment planning
– Make it easy!

•
•
•
•
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Don’t scare patients with side effects
Choose fast acting agents
See patients back for a return visit
Give clear, written instructions

63

Good Medical Practice
• Make the right diagnosis
• Prescribe the right treatment
• Get patients to use the treatment
– Communicate & follow up
– Project the appearance of empathy
• Appear caring

Patients Want Caring Doctors

Interventions to Appear Caring
• Sit down
• Examine patients carefully

– Palpate the rash
– Waive a lighted magnifier over lesions

• Asking a few questions about the disease

– “Your previous treatments have probably been
very frustrating…”

• Address psychosocial issues
– Use support groups

Uhas AA, et al. Patient. 2008;1:91-6.

What does this context suggest?

Context Makes Veins Look Blue

Payment due
at time of
service

Fee for
returned
checks
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Better?

Put a clock on the wall behind the patient
• Looking at a watch can
be the kiss of death
– Put clocks behind where
patients sit

• I’m doing it now because
I care, not because I am
in a hurry
• What matters is how it is
perceived

Choose a vehicle that the patient will use

Simplify Treatment

• Less messy products seem to be preferred over:
–
–
–
–

Ointment
Cream
Emollient
Gel

Daytime & Nightime Vehicle Preference
20
18
16
14
12
10
8
6
4
2
0

Day

Night

Cormax
cream

Cormax
solution

Diprolene gel

Diprolene
ointment

Luxiq foam

Psorcon E

Housman TS et al. Cutis 2002;70:327-332.

Primary Non-Adherence with Complex Regimens

Pearl: visits are your most powerful tool

100
90
80
70
60
50
40
30
20
10
0

Mean Average Daily Adherence

1

0.9

Adherence Rates

Percent of medications filled

• Overall primary non-adherence in acne: 27%
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y = -0.0013x + 0.3783
R² = 0.0294
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3 or more
Number of medications prescribed

Mems Cap Adherence

Anderson K et al. JAMA Dermatol. 2015;151:623-6

Krejci-Manwaring J, J Am Acad Dermatol. 2007 Feb;56(2):211-6
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Linear

Moving Average

56

63

Add a One Week Return Visit

Betamethasone/Calcipotriene Consistent Results

• Kids with
atopic
dermatitis
• 0.1% tacrolimus
ointment BID
• Return in 4
weeks or 1
week/4 weeks
Sagransky MJ, et al. A randomized controlled pilot study of the effects of an extra office visit
on adherence and outcomes in atopic dermatitis. Arch Dermatol. 2010;146:1428-30.

Why did one study, in green, have worse result at 2 weeks?

Cell Phone Number

Basic Drug Information Received is Deficient

• Return visits make people get the medicine
and use it
– Focus on initial adherence also promotes habit
– A cell phone call can do the same thing

• Giving patients your cell phone number is a
powerful statement of how much you care
about the patient
– (whether you answer the phone or not)

• Do Not Preprint Your Cell Phone Number on
Your Business Card!

Storm A et al.. J Dermatolog Treat.2009;20(4):190-3.

Curse of Knowledge

Give Instructions in Writing

• Better informed people find it difficult to think
from the perspective of less well-informed
people
• Makes it hard to meet patients’ education needs

Storm A et al. J Dermatolog Treat.2009;20(4):190-3.
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Written
Instructions

Motivating Kids

• The Eczema
Action Plan

• Positive reinforcement
• Sticker calendar

Measuring Adherence by Questionnaire

Self-Reported Adherence in Acne
• Once daily treatment with adapalene-BPO

Pawin H, et al. Dermatology. 2009;218(1):26-32.

Adherence in Acne Is Poor

Predicting Poor Adherence

• Acne treatment adherence is poor worldwide
• Adherence based on questionnaire
– Americas 43%
– Asia 48%
– Europe 58%

Dréno B et al. Int J Dermatol. 2010 Apr;49(4):448-56.
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Reminders & Office Visits for Acne
100%

Teen Psychology
• Watch out for oppositional-defiant behavior
• Do not tell teenage patients that other teenagers
are non-adherent

Mean Weekly Adherence to Once Daily Topical Adapalene 0.1% Gel

Percent Weekly Adherence

90%
80%
70%
60%

– Teenagers want to be like other teens

50%

• Tell this, “This is the treatment that most
teenagers use for this condition”

40%
30%
20%
10%
0%

1

2
Control

3

4

5
6
7
8
Weeks from Baseline

Frequent Visits

Electronic Reminders

9

10

11

12

Parental Reminders

Yentzer B et al. JAAD 2011;64:793-5

Side Effects are a Mixed Bag

Prescribe only “all natural” treatments

• Side effects & fear of them can reduce compliance
• Side effects may also be an opportunity
• For acne patients on spironolactone

• The words we use with patients are important
– Never label patients “non-compliant”

• Never, ever use the word “steroid” with a mom
• Use reassuring words

– “This drug is a diuretic. In addition to its effect on your
acne, you may also notice some weight loss.”

– “All natural”
– “Complements natural healing pathways”
– “Holistic”

• For scalp psoriasis, tell patients: This may sting…
– That’s because it is so strong.
– The stinging is a sign that it is working
– Most guys don’t have what it takes to use this stuff

98 (or more) out of 100 don’t get a serious
infection

Triggers
• Calendar
• Specialized packaging

% without infection per year

100

80

– Weekly pill box
– Bubble packaging

60
40

• Antifungals creams on top of the sock drawer
• Acne treatment cream on top of (or duct taped
to) the toothbrush

20

0

Kalb R, et al. G2C 2014. P1643.
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Pharmacy Level Coordination

Address Cost Issues
• Prescribe low cost medicines
• Give patients a range of options

• Refill reminders
– Can result in hoarding

– Lower cost generics
– Higher cost drugs that have greater benefit

• Education

• Patient assistance programs

– Standard education (risks) may make things worse
– Practical tools to put risk into perspective

– Company-sponsored copay or other assistance
programs
– Local indigent pharmacy resources

• Coordinate timing of refills

• Change the priority/urgency

– Get them all in sync
– Tough when multiple pharmacies are involved

– Real and perceived cost/benefit

• Encourage patient to share cell phone with the
pharmacist

• Can provide “caring”

Terrorism: Using Patients’ Fears

Motivational Interviewing
• Help patients “self-discover”

• If you don’t lose weight and take this oral
hypoglycemic, we’ll have to put you on insulin
shots, and you wouldn’t want that!

– Or at least give them the impression of that

• Many ways this can be used

– This, however, makes insulin sound very scary if the
patient were to later need insulin

– What would you do to remember to take the
medication?
– Is it important to you to be there when your
children graduate high school/college?

• Developed for personal interaction
– Lends itself to web-based survey administration

Samples

Inertia

• I am no longer able to have drug samples in our
university clinic
• Using samples

• Powerful force
– Thaler & Sunstein’s book: Nudge: Improving
Decisions About Health, Wealth, and Happiness
– Opt out vs opt in

– Helps patients know the right way to use the
medicine
– Helps get them over the fear of starting a new
medicine
– Begins to get them in the habit

• Dramatically increases retirement plan participation

– Keeps people from switching medications

• Also, too much choice isn’t helpful
– People choose the middle
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Assessing Adherence

Loss Aversion

• The Honest Truth About Dishonesty

• Losses make bigger impact than equivalent gains
• Taking a statin

– “Try to recall the Ten Commandments”

• Also, ask indirect questions

– If you take this statin regularly, on average, you would
live a year longer
– If you don’t take your statin regularly, on average, you
would die a year sooner

– “Are you keeping the extra syringes you’ve
accumulated refrigerated like you are supposed to?”
– “What do you do with leftover medication? Is it in a
locked cabinet or in the medicine cabinet or do you
throw it away?”

• Sunscreen

– Will keep you looking young
– If you don’t use it, you will lose the youthful look of
your skin

Ariely D. Predictably Irrational

Framing

Having Something at Stake

• A set point, even an arbitrary one, affects
perceptions
• A risk that is more likely than being killed by
lightning doesn’t sound nearly as bad as a risk
that is less likely than a coin flip
• Zero is special

• Adherence to meeting attendance
– You have to charge a registration fee or no one will
show up

• If patients have paid a copay, they will use the
medication
• On the other hand, if the copay is too high, they
are less likely to fill the medication

– 0/100 to 1/100 is different from 1/100 to 2/100
– 999/1000 nothing bad is different from 1/1000
something bad

Saliency

Truly Resistant (Non-Adherent) Patients

• The chance of a 8 point Richter scale earthquake
in San Francisco seems more likely than an
earthquake in the western half of the country
• “If you don’t use sunscreen, you may get a skin
cancer” doesn’t have as much impact as “If you
don’t use sunscreen, you could end up with a
golf ball size skin cancer on your nose, resulting
in surgery requiring removal of your nose and
placement of a rubber prosthesis.

• It may not be resistant T-cells
• Use physician administered treatments
–
–
–
–

Hospitalization
IM triamcinolone
Office application of treatments
Phototherapy
• Apply the topicals at the phototherapy visits
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Internet Survey & Contest

Adherence to Biologics

• Half the subjects
received a weekly
email link to the
survey
• For each completed
survey, subjects were
entered to win an iPod
Nano
• For 5 of 6 completed
surveys, subjects
received a $5 gift card

• Adherence to biologics is limited
– Ask, “Are you keeping the extra syringes you’ve
accumulated refrigerated like you are supposed to?”
– Some doctors have better adherence rates than others

• Provide structure
– Have patients pick the one or two days of the week
that they take the medicine and stick to it

• Don’t scare patients off
– The treatment is probably safer than driving on a
highway

Yentzer BA, et al. An internet-based survey and improvement of acne treatment outcomes. ArchDermatol. 2011 Oct;147(10):1223-4.

An Online Survey Improves Adherence

Conclusions

The Impact of Weekly Internet Surveys on Adherence Over Time

• Improving adherence is low hanging fruit

120%

– Adherence is a major issue in the treatment of chronic
skin diseases

Mean Percent Adherence

100%

• Topicals work much better when patients use them
• We can promote better adherence

80%

Internet
No Intervention

60%

– Timing of follow up
– Easy to use treatments

40%

20%

• We need to look to new ways to enhance patients’
adherence and treatment outcomes

0%
1

2

3

4
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7

8
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12

Week
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Disclosure Information

2016 AOCD Spring Current Concepts in Dermatology Meeting
Laura Benedetto, DO, FAOCD

I have the following financial relationships to
disclose:
I was previously a speaker/trainer for
Valeant Pharmaceuticals regarding use of
polylactic acid. I am not at present.
I will discuss the following off-label use and/or
investigational uses in my presentation.
Silicone
Deoxycholic acid
Neuromodulators

My Approach To Cosmetic Dermatology

Treating the Aging Face
Laura Benedetto, DO, FAOCD
Dermatology Associates of Eastern CT

Disclosures (cont’d)

Appointments

• Use of trade names

• Department of Dermatology. University of
Connecticut, Farmington – Clinical Instructor
• University of New England. College of
Osteopathic Medicine – Clinical Assistant
Professor of Dermatology
• Eastern Connecticut Health Network (ECHN) –
Attending Dermatologist / Clinical Assistant
Professor

• Off label use of drugs

Procedures
• Neuromodulators:
– Botox, Dysport & Xeomin

• Fillers
– HA’s: Restylane, Restylane Silk, Restylane Lyft,
Perlane, Juvederm, Bellotero
– Calcium Hydroxy Apetite: Calcium Hyroxilapatite
– Poly Lactic Acid: Polylactic Acid
– Silicone
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Procedures
•
•
•
•
•
•

Aging Changes
• Intrinsic – aging
• Photodamage – sun exposure

Laser: Vbeam, Yag
Intense Pulsed Light
Radio Frequency
Sclerotherapy
Chemical Peels
Deoxycholic acid

– Wrinkles
• Volume Loss
• Dynamic

– Surface Changes
– Pigmentary Changes

Patient Evaluation

Excessive Filling of Parenthesis Lines

• Patients really don’t know what they want.
• Patients do not understand how their face
ages.
• Most point to nasolabial fold and
marionette lines.
• Just filling in these areas creates a heavy
lower face.

Calcium Hyroxilapatite injected by another plastic
surgeon

Courtesy Ran Y. Rubinstein, MD

Hyaluronic Acids
•
•
•
•

Calcium Hyroxyapatite
•
•
•
•

Forgiving
Go away
Immediate
Can dissolve with hyaluronidase
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Thicker product
Watch for vascular occlusion
Calcium hydroxyapatite
Face and hands

Poly Lactic Acid

Silicone

• Results take months

• Permanent
• I use only for lips, scars and “fixed” scar-like
wrinkles.
• Never goes away but patients age and need
more because of more collagen loss.

– 2 to 3 treatments minimum

• Lasts years
• Highly technique dependent

Youthful Face

Older Face

• Cheek bones heart shaped

• Upper face flattens
• Lower face expands

Male Face

Polylactic Acid
• Polylactic Acid is indicated for restoration
and or correction of the signs of facial fat
loss (lipoatrophy) in people with human
immunodeficiency virus.
• Polylactic Acid Aesthetic is intended for
use in people with healthy immune
systems for correction of shallow to deep
nasolabial fold contour deficiencies and
other facial wrinkles.

• Angular
• Keep it that way
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History of PLLA 1950-Present
Soft Tissue Augmentation
Studied in HIV Lipoatrophy

1954 Originally
Synthesized in France

1950 …

1970 …

1990 …

1999

2000

2001

• Synthetic polymer

Sanofi

2002 Acquired by Dermik
and sold as Polylactic
Acid (more refined
product)

1990 Orthopedic
Applications

Characteristics of Poly-L-lactic Acid

2002

2003

2004

• Derived from the alpha-hydroxy-acid
family

Canadian
Approval

2005

2006

2007

2008

• Crystalline, amorphous mixture

2009

• Biodegradable
1970
Braided and monofilament
sutures

Courtesy Danny Vleggaar, MD

Introduced
as a new
Dermal Filler
Biotech
New Fill

FDA Approval in the US
as Polylactic Acid for use
in HIV Lipoatrophy

Formal Training
Program
Implemented

• Biocompatible
Polylactic Acid product information. Please see full prescribing information.
Data on file. Dermik Laboratories.

Collagen growth at 1 year with injectable PLLA

Response to PLLA Injection
• Involves several progressive phases

• Injectable PLLA corrects underlying causes of the signs of facial aging by
replacing structure, restoring volume, and refining lines and wrinkles1-4*

• Immediate mode of operation
– Related to injected volume
– Injection-related edema resolves in several
hours to a few days

Histologic examination
(hemotoxylin-eosin stain,
400x original magnification)
exhibiting microparticles of
injectable poly-L-lactic acid with
adjacent aggregation of giant
cells, histiocytes, and collagen
fibers.5

collagen

macrophages

• Tissue response

Sculptra®Aesthetic

Nasolabial biopsy from a 55-year-old woman,
1 year after last treatment with Sculptra®Aesthetic
(injectable poly-L-lactic acid).

– Foreign body reaction
– Gradual production of collagen as polymer
degrades (collagenesis)

* Based on preclinical evaluation in animals Sculptra®Aesthetic is thought to work in a similar process.

Please see full Prescribing Information available at this presentation.
1. Sculptra®Aesthetic Prescribing Information; 2009. 2. Mainil-Varlet P et al. J Mater Sci. 1996;7:713-721. 3. Gogolewski S et al. J Biomed Mater Res. 1993;27:1135-1148.
4. Data on file, Dermik Laboratories 5. Vleggaar D, et al. J Drugs Dermatol. 2004;3:542-547.

Data on file. Dermik Laboratories.

Polylactic Acid

Unique

• Volume and Lifting

• Polylactic Acid is the only truly stimulatory
filler.

– Restores fullness of the face, creating a more
natural appearance

• Collagen formation and tissue tightening is
unique to Polylactic Acid

• Duration
– Improvements in dermal thickness persist for
up to 2 years

• Stimulatory fillers – Polylactic Acid
• Replacement fillers – HA’s, Calcium
Hydroxyapatite

• Biocompatibility
– Biodegradable, biocompatible
Moyle et al. HIV Medicine. 2004;5:82.
Polylactic Acid product information. Please see full prescribing information.
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How Does the Face Lose Volume?

How Does the Face Lose Volume?

Structural changes:

Lifestyle changes:

• Fat loss

• Aging

• HIV

• Bone loss, resorption

• Weight loss

• Collagen loss

• Extreme athletics
• Trauma
• Smoking

The underlying problem:
structural breakdown
• Wrinkles are the result of subdermal processes
Age 25

Aging

Age 45

(photo digitally aged)

Bodybuilder

• Redistribution and/or loss of facial fat and collagen lead to decreased volume1,2

Athlete

Trauma

Alcoholism
Malnutrition

HIV

HIV

Aging

– Temporal, malar, suborbital, and buccal fat pads3
– Multiple facial areas affected, including cheeks, temples, and nasolabial folds

• Volume loss begins early with lost collagen and fat
• Changes in bony facial skeleton also lead to altered appearance4
• Breakdown leads to wrinkles, folds, and lines on the surface
1. Rohrich RJ et al. Plast Reconstr Surg. 2008;121:2107-2112. 2. Ogden S et al. Br J Dermatol. 2008:1-15. 3. Vleggaar D et al. J Drugs Dermatol. 2004;3:542-547.
4. Mendelson BC et al. Aesthetic Plast Surg. 2007; 31:419-423.

4

HIV

Consult

Athlete

HIV

Athlete

Scupltra

• Patients see advertisements, but don’t really
know what they need.
• Hand the patient a mirror and ask them what
bothers them.
• Assess the degree of damage, amount of
improvement expected, timeline for
improvement and budget.
• Come up with a plan.

•
•
•
•
•
•
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Examine and study face
Where is volume loss obvious
Mark off face
Explain results will be gradual
Several treatments will be needed
Ask patient to bring photos from 10 to 20
years ago

Adverse Events

Technique
•
•
•
•
•
•

Reconstitution
7 cc bacteriostatic water
Mix at least 24 hours beforehand
72 hours is better
Vial can stand for several weeks
We add 1.5 cc of 2% lidocaine just before
use
• Our final dilution is 8.5 cc

• Avoid:
Lip-vermillion
1 cm above lip
Keloid formers

• Inject subcutaneous supraperiosteal
• Allow enough time between injections
• Use adequate dilution

Technique
•
•
•
•
•

Pre-Treatment Care
• DC Asprin, motrin, fish oil, vitamin E.
• Arnica montana two days before, day of
and day after may reduce bruising.
• Eat pineapple two weeks before procedure
• Make sure patient understands they may
bruise.
• Application of topical anesthetic.

Choice of syringe size and needles
We use 3 cc luer lock syringe
We use 25 gauge needles
Needle lengths used are 1 ½ “ and 1 “
18 gauge needle is used to draw up the
Polylactic Acid

Treatment
•
•
•
•
•

Mapping
Tray
Assistant
Massage
Patient Instructions
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Mapping

54 Year Old – 3 Treatments – 2 Vials
Each

57 Year Old – 3 Treatments, 2 Vials
Each

70 Year Old - 4 Treatments - 2 Vials
Each

56 Year Old – 3 Treatments – 2 Vials
Each

Immediate Post Treatment – 1/19/16
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Immediate Post Treatment – 1/19/16

Immediate Post Treatment – 1/19/16

Tray

Post Treatment
•
•
•
•
•
•

Massage
Ice
We instruct patient to ice that day
Start massaging the next day
3 times per day / 5 minutes / for 1 week
Concealer may be applied immediately
afterwards if bruising is noted
• Glo or Dermablend

My Observations
•
•
•
•
•
•

Our Practice
• We treat at 1 to 2 month intervals.
• We tell patients 3 treatments, 1 to 3 vials
each.
• Expect a nice result in 6 months from
starting.
• Lasts 25 months (really more).

Never over correct
Be conservative in younger patients
More leeway in older patients
You will use more product in older patients
Harder to over correct in older patients.
Younger people heal faster and they will
usually have a more robust collagen
response.
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PLLA 2 vial/session, 2 sessions

Courtesy Danny Vleggaar, MD

Vleggaar D, Fitzgerald R. J Drugs Dermatol. 2008;7:209-220.

34 Years Old. Total 1 Vial. (½ Vial Per Treatment). 2 Years After
Treatment.

43 Years Old. Total 1.5 vials. (3/4 Vial Per Treatment). 1 Year After
Treatment.

49 Years Old. Total 1.5 Vials. (3/4 Vial Per Treatment). 9 Months After
Treatment.
42 Years Old. 1 ½ Vials. 2 Months After Treatment.
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63 Years Old. Total 6 Vials. (2 Vials Per Treatment). 3 Months After Last Treatment.

54 Years Old. Total 4.5 Vials. 1 Year After Last Treatment.

Avoiding Clogging
• Mix at least 24 to 72 hours before hand.
• Refrigerate after 72 hours.
• Don’t shake bottle to mix product after
you add lidocaine.
• Turn and rotate to suspend material.
• Have assistant draw up syringe and hand
it to you.

68 Years Old. Total 6 Vials. (2 Vials Per Treatment). 3 Months
After Last Treatment.

A Unique Product
• There is nothing that can do what
Polylactic Acid can do.
• It is a very long-lasting product so it has to
be thought out and administered properly.
• Most adverse effects are due to poor
technique or inadequate dilution.
• You can restore youth but you can also
change a face.
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Other Unique Treatments
• Silicone
• Deoxycholic acid
• Calcium Hydroxyapatite

Silicone
• Silikon 1000 which is approved for opthalmic
use, is used off label in dermatology.
• Injections to scars and lips.
• Tuberculin syringe with micro-droplet
technique.
• Usually requires 2 to 3 treatment sessions, 6
to 8 weeks apart.
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Calcium Hydroxyapatite
• Is now approved for the face and hands.
• It is available with and without lidocaine.
• I use the product with lidocaine for the face
and the one without for the hands.
• I mix the plain calcium hydroxyapatite with 1.5
cc of 2% lidocaine. This creates a thinner
product and is easier to massage in the hands.
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Deoxycholic Acid
• This has recently been approved.
• It is used to treat the submental fat in the
neck.
• It requires several treatments.
• It causes a lot of swelling for a few days.
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Neuromodulators

Hyaluronic Acid Fillers

• There are currently 3 available in the United
States.
• They are approved for the glabella area, crows
feet and hyperhidrosis.
• There are many other uses on the face such as
forehead wrinkles, lines around the lip, lifting
the corners of the mouth, just to name a few.

•
•
•
•

These are the most popular fillers used.
They are the filler to start learning with.
The results are immediate.
They can be used in many areas where the
other fillers we’ve discussed should not be
used such as the lips, tear troughs.
• The effect can be reversed by injecting
Hyaluronidase.

Safety Items
• The following should be available if you’re
using fillers:
– Hyaluronidase
– Nitropaste
– Aspirin
– Prednisone
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Thank You
• Thank you for your time and attention.

• Please feel free to contact me if you have
further questions.
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OBJECTIVES
THE ORIGIN AND HISTORY OF
THE FALSE CLAIMS ACT
Ted Schiff MD, FAAD
Water’s Edge Dermatology
Palm Beach Gardens, Florida

•

review the origin of the false claim act (FCA)

•

review the recent updates to the FCA

•

the process of filing a claim

•

how to avoid losing your medical license, writing a big check and a stay
at a federal prison

DISCLOSURES

•

no financial disclosures
FORT SUMTER, SC
APRIL 12, 1861
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BATTLE OF WILSONS
CREEK
August, 1861

First Battle of Bull Run
July, 1861
3000 Union casualties

1300 Union casualties

BATTLE OF ANTIETAM
Second Battle of Bull Run
August 1862
10,000 Union casualties

September, 1862
24,000 casualties
Bloodiest day in US military history
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BATTLE OF
FREDERICKSBURG
December, 1862
12,000 Union casualties

BATTLE OF FORT
WAGNER
July1863

BATTLE OF CHANCELLORSVILLE
April 1863
17,000 Union casualties

1500 Union casualties

WHAT FACTORS
CONTRIBUTED TO
THIS STRING OF
UNION DEFEATS?

THE CONFEDERATE
GENERALS

excellent Confederate leaders
inexperienced Union generals
defective equipment supplied
to the union army
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ROBERT E
LEE

JAMES
LONGSTREE
T

STONEWALL
JACKSON

JEB STUART

BRAXTON
BRAGG

THE INEXPERIENCED
Union Generals
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AMBROSE
BURNSIDE

GEORGE
MCCLELLAN

BENJAMIN
BUTLER

DEFECTIVE MILITARY
EQUIPMENT
SUPPLIED TO THE UNION
ARMY
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BROOKS
BROTHERS
New York City

ELISHA BROOKS

•
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delivered 48,000 poor
quality uniforms to the
union army in the first
year of the civil war

SHODDY
•

the name given to the
type of fabric produced
for the union army

•

made from rags, waste
wool, clippings and
cardboard

•

and then became a word
used to describe poorly
made items or inferior
craftsmanship

LINCOLN’S
SOLUTIONS
SELECT BETTER
GENERALS

GEORGE
MEADE

JOSHUA
CHAMBERLAIN
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ULYSSES
GRANT

JOSEPH
HOOKER

HOOKERS
WOMEN

WILLIAM
TECUMSEH
SHERMAN

prostitutes that traveled
along with his army
the origin of the word
hooker

LINCOLN'S
SOLUTION FOR
DEFECTIVE
MILITARY
SUPPLIES
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THERE WERE NOT
ENOUGH FEDERAL
INVESTIGATORS TO
PROPERLY
INVESTIGATE THESE
CRIMES

FALSE
CLAIM ACT
March 1863

JACOB
HOWARD
republican senator from
Michigan
“setting a rogue to catch a
rogue”

ORIGINAL STATUTE OF
1863

FALSE CLAIM ACT
allows people to file law suits accusing individuals
or companies of defrauding the government and
receive a percentage of the settlement or court
judgments

•

double damages and $2000 per false claim

•

has a qui tam provision

•

relator would receive 50% of the recovery

•

an abbreviation of the latin phrase “he who brings a
case on behalf of the king, as well as himself”

•
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WITH THESE CHANGES CAME
SUCCESS ON THE
BATTLEFIELD

GETTYSBURG
July 1863

BATTLE OF VICKSBURG

BATTLE OF MOBILE BAY

1863

1864

POST CIVIL WAR

•

LEE’S SURRENDER
Appomattox court house 1865
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whats happened since
the original legislation
was enacted in 1863?

WORLD WAR II
•

•

RONALD REAGAN

false claim act was
considerably weakened
by congress as the
numerous suits filed
against defense
contractors in an
improper manner
“parasitic suits”

•

1986 - greatly strengthened
the false claims act in
response to over charging
by defense contractors

•

treble damages

•

$5000-10,000 per false
claim

•

increased the % of the
recovery to the relator

AFFORDABL
E CARE ACT
2010
Provisions of the ACA
significantly strengthen
once more the false case
claims act

FINANCIAL CRISIS 2009
Fraud enforcement and recovery act

UP UNTIL
THE MID
1990’S

SINCE THE
LATE 1990’S

defense contractors were
the main focus of the FCA

health care fraud is the
primary focus of false
claims act litigation
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FALSE CLAIM ACT REVIEW
•

enacted by Lincoln 1863

•

greatly weakened in 1943 during WW2

•

strengthened in 1986

•

significantly strengthened again in 2009 and 2010

•

most states have enacted their own FCA

PROCESS OF FILING A
FALSE CLAIM ACT CASE
•

recognize a problem (fraud committed against the US
government)

•

do your own investigation

•

consult an attorney

•

collect evidence, as detailed as possible

•

round up potential witnesses and exhibits

•

when you file a claim, the case will be filed under seal

WHAT HAPPENS AFTER
YOU FILE THE CLAIM?
•

the government, the department of justice,
(DOJ) evaluates your claim by doing a
preliminary investigation

•

they may request a relator interview with you

•

90% of cases are declined by the government

•

10% of the cases the government will intervene

TYPICAL ASSET PROTECTION
STRATEGIES WILL STILL WORK,
BUT NOT AS WELL

THE GOVERNMENT
INTERVENES IN YOUR CASE
•

DOJ proceeds with investigation, often with your help

•

the plaintiff is the US government

•

multiple government agencies are involved including
the FBI, OIG, DOD, OPM, and the State the case is
filed in

•

•

these agencies have far reaching powers

they have your tax records, payroll records,
CLIA records, travels and passport
information

•

the case is unsealed and the complaint will be served
to the defendant

•

huge resources - FBI, OIG, IRS, US
Marshals, DOD, US Postal Inspectors
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HOW YOU MIGHT GET
CAUGHT

OFTEN IN THE COURSE OF A CIVIL
INVESTIGATION , EVIDENCE WILL BE UNCOVERED
THAT WILL INITIATE A CRIMINAL INVESTIGATION
•

two parallel investigations will occur

•

disgruntled current or former employees

•

a federal judge may sign a search warrant for your home and
offices

•

physicians, PA’s or NP’s in your practice

•

office manager or billing manager

•

a federal grand jury may indict you

•

lab supervisor

•

if you are lucky, you may be given the opportunity to settle both
cases by writing a check and surrendering your medical license

•

other physicians in the community

•

anyone who examines the recently published medicare physician
payment database (easily accessible at the WSJ or Propublica
websites)

•

if your unlucky, you go to federal prison

AND FOR THOSE OF YOU WONDERING WHERE
MANY PHYSICIANS ARE SENT TO PRISON

IN CONCLUSION
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•

practice good medicine and treat your patients
ethically and honestly

•

don't become involved in schemes to defraud
your patients and their insurance companies

•

if you become aware of such activities in your
community - take the appropriate action

IN CONCLUSION
•

if you do any pathology in your office in
collaboration with a pathologist…do it
properly

•

if you offer radiation therapy services make
sure it is done by the book
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Whistleblower Law Basics
LEGAL PRIMER ON THE FALSE
CLAIM ACT

 The False Claims Act covers fraud against the




Daniel R. Miller, Esq.
Berger & Montague, P.C.
dmiller@bm.net
215-875-5702





General Success of FCA Law

government
Also some 29 states and DC have FCAs
IRS Whistleblower law ($2M minimum)
SEC Whistleblower law ($1M Minimum)
FCA cases filed under seal
Triple Damages
15-30% awards for whistleblowers

WHO CAN BE A RELATOR AND WHO
CAN BE A DEFENDANT?

 Over $45 billion recovered in 30 years
 About 80 percent of recoveries involve health

• Individuals

care
 Most of the rest involves military defense
 Significant recoveries also in oil and gas,
construction, foreign aid, and mortgage fraud

• Business Entities

• Confidentiality – John Doe

and LLC

HOW DID I GET INTO TROUBLE?

HOW CAN I AVOID TROUBLE?

•

Lack of an Adequate Compliance Program

•

Adequate Compliance Program

•

Disgruntled employee (or ex-employee)

•

Be Wary of “Arrangements”

•

Competitor

•

Competitor

•

Patient – e.g., EOB’s

•

Patient – e.g., EOB’s
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THE PAIN: LENGTHY
INVESTIGATIONS LEADING TO
DAMAGES AND PENALTIES

CAN I BE A WHISTLEBLOWER? HOW?
Doctors are frequently
whistleblowers
• William LaCorte and dozens of
others
• Contact Reputable Qui Tam Firm
• Many traps for the unwary
•

FOCUS OF GOVERNMENT
SCRUTINY

•

Invasive Investigations Cost Resources/Morale

•

The Floggings Will Continue! (See Below)

•

Treble (i.e., Triple) the Amount of False Billing

•

Broadly Interpreted

•

Civil Penalties of $5,500-$11,000 PER CLAIM

•

PLUS, Corporate Integrity Agreement (or DPA)

CAN I BE A WHISTLEBLOWER? HOW?
•

• Anti-Kickback Statute (AKS)
•Remuneration for Referrals Prohibited, Except . . . .

•

• The Stark Law

•

•If Financial Relationship, No Referrals, Except . . . .
•Significance of “Burden Shifting”

•

• Billing Fraud (Lack of Medical Necessity, Upcoding,

•

Unbundling, Services not Rendered, etc.)

LabScam started by a
Dermatologist – Patient EOB
Dozens of other Doctor/Relators
Contact Reputable Qui Tam Firm
Match Expertise with Expertise
Many traps for the unwary

KICKBACK AND STARK CASES
Last 10 years more than 100 settlements. Some
recent settlements appear below:
•

Tuomey Healthcare ($237 million – Stark)

•

Family Dermatology ($3.2 million – Stark )

•

Steven Wasserman Dermatology ($26.1 million
– AKS and medical necessity)

•

Pippas/Columbus Regional ($25 million – Stark
(medical directorship))

•

North Broward ($69.5 m – physician salaries)

•

Associates in Dermatology ($3 million – med.
necessity and un-credentialed employees

QUESTIONS?
Daniel R. Miller, Esq.
Berger & Montague, P.C.
dmiller@bm.net
215-875-5702

254

Disclosure Slide
• Consulting/Ad board: Sanova works, Oakstone
institute, Loreal, La Roche Posay, Galderma,
Amgen, Aveeno, Valeant, Microcures, Nano BioMed, Biogen, Pfizer, Nerium, G&W Laboratories,
Novartis, Occulus, Intraderm, Encore, Ferndale

Tough Day at the Office: Lupus, Sarcoidosis,
and Morphea - Tips for Effective
Management
Adam Friedman, MD, FAAD
Associate Professor of Dermatology
Resident Program Director
Director of Translational Research

• Speaker: Amgen, Valeant
• Grants: Valeant

Question 1

Agenda
• Lupus
Erythematosus
–Cutaneous
• Chronic
• Sarcoidosis
• Morphea

I order ANAs all patients with cutaneous
lupus
• Agree
• Disagree

Oh my!

Autoantibodies

Awesome Autoantibodies

• Circulating immunoglobulins detected in
autoimmune diseases

•
•
•
•
•
•
•
•
•
•
•

• Profile contributes to disease phenotype
• Etiology / inciting event not completely
understood
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ANA
SSA (Ro)
SSB (La)
dsDNA
ssDNA
Sm
U1RNP
U2RNP
Th/To RNP
Cardiolipin
B2-glycoprotein
I

Histone
RF
Ku
Mi-2
Jo-1
Se
PCNA
A-fodrin
PL-7
PL-12
OJ/EJ

PM-Scl
Centromere
Scl-70
Calpastatin
HMG
Fer
Mas
KJ
SRP
C1q
U3RNP (fibrillarin)

Antinuclear Antibody (ANA)

Antinuclear Antibody (ANA)
• Screening tool

• Immunofluorescence staining pattern

– Good sensitivity (assay-dependent)
– Low disease specificity
– False positives
A:
B:
C:
D:
E:

Homogeneous
Peripheral
Speckled
Nucleolar
Centromeric

Bolognia et al. Dermatology. 2007

Antinuclear Antibody (ANA)

Antinuclear Antibody (ANA)
False Positives

ANA + and loving it

Mutasim, et al. JAAD Feb 2000

Mutasim, et al. JAAD Feb 2000

Antinuclear Antibody (ANA)Lupus
Erythematosus (LE)
• Internal organ involvement was most
commonly observed in:

“Normal” ANA cut-off < 1:160

– Ro/SS-A antibody + patients with LE
presenting with LE-nonspecific cutaneous
manifestations
– Ro/SS-A antibody + patients presenting with
acute cutaneous LE and mucosal LE high risk
• Highest frequency of lupus nephritis and serositis

Mutasim, et al. JAAD Feb 2000
Bockle et al. JAAD 2013; 68(3): 385-393
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• 288 patients, 13.8% had discoid lesions
• Renal lesions were more common in those
without discoid lesions (p =0.016), and
hemolysis (p<0.0001) was more common in
those with discoid lesions.
• Only the anti-RNP ab was more common in
those with discoid events (p =0.04).

• Approximately 50% of patients with subacute
cutaneous lupus erythematosus
• Patients with SCLE/SLE vs SCLE
–
–
–
–

Oral ulcers
+anti-dsDNA antibodies
+ ANA
Low complement

– Only the renal lesions and anti-RNP maintained
their associations with discoid manifestations

An Bras Dermatol. 2013;88(5):755-8.

Cutaneous Lupus Erythematosus (LE)
• Chronic Cutaneous LE
• Subacute Cutaneous LE
• Acute (systemic) LE

• Cross-sectional study of patients with DLE (small N)
• Correlation between anti-RNP antibodies and skin disease
activity, both in patients with SLE and in those with DLE.
– ANA, anti-RNP, and anti-dsDNA correlated with SLE activity
index scores
• These and anti-ssDNA IgG correlated with C3 and C4
levels, the number of SLE criteria
• Measuring autoantibodies to predict skin disease activity and
associated systemic findings

Kim, A et al.JAMA Dermatol 2014 Apr 30;[EPub Ahead of Print],

6/3/2016

The Lupus Spectrum: God Help Us

Chronic Cutaneous LE
• CCLE
– Classic Discoid LE
– Tumid LE
– Neonatal LE (sort of)
– Lupus Panniculitis
– Chilblain LE

Increased
prevalence/severity
in black/hispanic
peds

X

Greater risk of renal
disease then adults!
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Case 1
• CC: 49 yo M with rash for 2 years.
• HPI: First lesion appeared on the trunk and subsequently
spread to the face and scalp.
– Lesions are generally asymptomatic, but are
occasionally itchy.
– Past tx: topical steroids and hydroquinone 4% cream
without improvement
• PMH: DM, HTN
• Meds:Glucophage, Lisinopril, Metoprolol
• Allergies: NKDA
• Social Hx: No tobacco, alcohol, or drug use
• Family Hx: Father hx laryngeal ca

Clinical picture

Science at the heart of
medicine

6/3/2016
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Science at the heart of
medicine
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Discoid lupus erythematosus (DLE)

DLE

•

Can be seen w/o serologic or
systemic manifestations of
SLE
– May be early sign of SLE
– Up to 28% progress!!*
• Follicular plugging*
• Chronic lesions may show
hyper/hypopigmentation w/
atrophy
• ? exacerbated by UV light
• m/c head and face
– Also scalp, extremities,
back, chest, abdomen
Chong B et al Br J Dermatol. 2012 Jan;166(1):29-35.

What about peds?

DLE
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DLE Management

Plaquenil Clinical Pearls

• Spontaneous involution with scarring is common
• Rarely BCCs or SCCs may occur in scars
– Lower lips with hypopigmented scars
• Treatment of localized disease: topical steroids and/or
intralesional steroids.
• Photoprotection + Vit D supplementation
• Generalized DLE requires systemic therapy with
hydroxychloroquine (Plaquenil) dosed up to 6.5 mg/kg/day.
– Low dose (50-100 mg /d) seems to work better for acral
• If Plaquenil is not effective, add quinacrine (~ 100 mg qd vs
bid)
• MTX, retinoids, dapsone, cellcept also options

• High affinity for melanin-containing tissue, with a tendency to
accumulate in ocular tissues such as the choroids and ciliary body
• < 1% risk of eye damage
• Risk factors:
– Daily dosage of HCQ exceeding 6.5mg/kg
– Obesity
– Duration of use longer than 5 years
• After year 5, MUST have yearly optho exams
– Renal or hepatic functional impairment.
– > 60 yrs
• Chloroquine + hydroxychloroquine NO NO
• G6P-deficiency
• ? Pregnancy
Lupus. 2001;10(6):401-4.

Dermatology Online Journal 7(1): 2

What now?

A tough one

ANA went from 1:40 to 1:360
over 6 month period

No Butts About It: CLE and Smoking Do Not Mix

Plaquenil not working? There’s an app for that

• *Current smokers had higher median
CLASI scores (9.5) than did never (7.0)
and past (6.0) smokers (P=0.02)

• 300 patients (DLE, SCLE, LP)
– 38 of these patients had 2 or more associated
cutaneous forms
• Median blood hydroxychloroquine significantly higher in
patients with complete remission compared with partial
remission and treatment failure (P = .007)
– Thirty patients (10.0%) had very low blood
hydroxychloroquine concentrations and considered
nonadherent to the treatment regimen
• Prove poor adherence

– Current smokers more likely than nonsmokers
to receive combination antimalarial therapies
and significantly less likely to improve than
never or past smokers

• **4 risk increase was seen for buccal
cancer, lymphomas, respiratory cancer
and nonmelanoma skin cancer

Frances C et al., Arch Dermatol 2012 Apr; 148:479

Piette E et al Arch Dermatol. 2012;148(3):317-322
Gronhagen et al. British Journal of Dermatology 2012; 166: 1053-1059.
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On the horizon: Apremilast for CLE

On the horizon: Alitretinoin for CLE
•

•

•
•
•

Alitretinoin (9-cis retinoic acid)
– Approved in Europe as an
oral formulation for use in
recalcitrant hand eczema,
– Topical version is approved
for Kaposi sarcoma.
3 patients with varying types of
CLE tx oral alitretinoin at 30
mg/day.
– 1 severe DLE with SLE
– 1 hypertrophic LE
– 1 SCLE.
Total clearance in 2 patients and
nearly complete resolution in the
third.
No serious AE
2 patients tapered to 10 mg/day

• Apremilast
– PDE4 enzyme inhibitor
capable of blocking
leukocyte production of
IL-12, IL-23, TNF-a, INF-γ
with subsequent
suppression of Th1 and
Th17-mediated immune
responses
• 1st open label study
• CLASI scores significantly
(P<0.05) decrease after 85
days of treatment with
apremilast 20 mg twice daily
in 8 patients with active
discoid lupus.
De Souza A et al., J Drugs Dermatol 2012 Oct; 11:1224

Kuhn A et al., J Am Acad Dermatol 2012 Sep; 67:e123.

Case 2
• 74 yo M presented with 8 week history progressively
enlarging “rash” L eye and mid chest
• Mildly painful/burning
• No past episodes
• No family history of similar lesions
• PMH: HTN, High Chol, OA
• Meds: HCTZ, Amlodipine, Simvistatin,

Metoprolol

• Otherwise well

|
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What to Know: Diagnostic Criteria

But of course…

Jessner’s
PMLE

PMLE

Pseudolymphoma

Kuhn et al Arch Dermatol. 2000;136(8):1044-9.

What to Know about Treatment
• Antimalarials– up to 90% effective (with
rapid resolution of lesions in 1 study)
• Topical steroids/ILK
• Dapsone
• Sun protection

|

47

Science at the heart of medicine

Arch Dermatol 2000;136:1033-1041
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Case 3
• Newborn baby boy presents with a red macular
facial rash
• PMH: born at 37 wks. Mother had a URI x 2 wks
prior to delivery, but otherwise the pregnancy had
been going well.
• All: NKDA
• Medications: none
• FH: non-contributory
• SH: has 2 siblings (11 yr old brother, 5 yr old sister)

Path

Lab studies
12/17-28/09:
TORCH panel:
HS Ab (type 1/type 2), Rubella Ab IgM, Toxo Ab IgM/IgG, CMV IgM/IgG:
negative, Urine CMV cx negative
Rubella Ab IgG + (?)
Syphilis screen NR
CSF HSV-1/2 DNA negative
CSF VDRL NR
CSF pink WBC 21, RBC 15684, glucose 40, protein 217 (10-40)
CSF culture no growth
Eye cx, viral eye cx, nasal viral cx, rectal viral cx, HS cx: no growth
Anti-SSA (Ro) > 8.0 (< 1.0)
Anti-SSB (La) < 0.2 (< 1.0)

Lab studies - Mother

EKG: WNL

NICU course
• Pt was given ampicillin and gentimicin after a full
sepsis work-up, and abx stopped once blood and
CSF cultures were negative x 48 hrs.

6/1/09:
VZ Ab IgG +
Rubella Ab IgG Syphilis screen NR

• Pt was given acyclovir until CSF HSV PCR
returned negative

10/30/09:
HIV-1/2 Ab -

• Pt was discharged on DOL 4 with f/u with PMD,
rheumatology, and dermatology
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Neonatal Lupus Erythematosus (NLE)

Neonatal Lupus Erythematosus (NLE)

• Caused by maternally
transmitted autoantibodies
(anti-Ro/SS-A in 95% of cases)
– Anti-La/SS-B (60%-80%)—mean
level higher in mothers of infants
with congenital heart block
– Anti-U1RNP (small subset)

• The major manifestations of
NLE involve which two organ
systems, and are the effects
transient or permanent in the
newborn?
– 1) Dermatologic disease:
• transient effects
• 50% of pts with NLE

– 2) Cardiac disease:

• permanent effects
• responsible for morbidity &
mortality of NLE (congenital
heart block)
• 10% of pts with NLE

Neonatal Lupus Erythematosus (NLE)

NLE: Cutaneous Findings
• Develop at a few weeks of age
• ~ SCLE
– Papulosquamous variant (most common)
• Erythematous, nonindurated scaly
plaques
• No scarring
– Annular variant
• Annular, more inflammatory plaques
• Occurs almost exclusively in Japanese
• MC face & scalp, especially periorbital and malar
areas (“raccoon eyes” appearance)
• NLE lesions may occur in sun-protected areas
• Transient hypopigmentation & epidermal atrophy
may result
• Telangiectasia may be a permanent sequela

• Heart block
– seen in up to 50%
– Permanent defect developing in utero
• Inflammation due to antibody-antigen reaction on
conduction system causes scarring
• Require pacemaker

– 10% die with cardiac related disease
– 90% of pts have HLA-DR2, DR3
– 100% have lupus anticoagulants

Poll 2

NLE
Treatment & Prognosis

I order ACE levels on all patients with
cutaneous sarcoidosis
• Agree
• Disagree

• Workup:
– complete physical exam, EKG, CBC , LFTs
• Skin disease treatment:
– sun protection, topical steroids, PDL for residual
telangiectasias
• Congenital heart block treatment:
– 50% of newborns with complete congenital heart
block require pacemaker in neonatal period
– 15% mortality in neonatal period from complete
congenital heart block
• Risks for mothers with anti-Ro or anti-La antibodies:
– 1%-20% risk of developing infant with NLE
– 25% risk of recurrence of congenital heart block in
subsequent pregnancies
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Case 4
• CC: Arm rash and Dry skin
• HPI: 72 Year old woman with a 2 year history of a
solitary pruritic plaque on the right upper arm.
– No previous episodes
• PMH: Bronchiectasis, Gastritis
• PSH: Not Contributory Meds: Flovent All: NKA FH:
HTN
• SH:
– Never smoked, no hx of passive exposure
– No work health hazards; worked as nurses aide for
many years
– One child, grown; No pets; Lives alone

Pathology

|

63
Science at the heart of medicine

Science at the heart of
medicine

6/3/2016

6/3/2016

|

63

Clinical Data

Sarcoidosis

• PMH: Pulmonary Sarcoidosis, Granulomatous gastritis
• Labs:
• ANA: negative; RF: 20 (nrml)
• Multiple negative PPDs
• Current: Ca2+ 9.7
• High Ca2+ ; low PTH 2010

• Female preponderance 1.3:1
among all ethnic and racial
groups

ACE: 87 (↑) in 2007

• US: increased incidence among
black Americans, ranging from 35.564.4 per 100,000

• Imaging:

• CXR 7/11: Parenchymal findings of sarcoidosis with apparent
improvement from 2010
• CT Thorax 8/10: Mild splenomegaly, calcified granuloma in the
right lower lobe of lung, enlarged bilateral hilar and mediastinal
lymph nodes.

• Peak incidence in black Americans
occurs in the fourth decade.

• Sarcoidosis is also more likely to be
chronic and fatal in black Americans
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Clinical
• Key Clinical Features

– Cutaneous disease in 30%
• Early manifestation

– Red-brown to purple dermal papules/plaques
– Atypical presentations include alopecia,
atrophic forms, erythrodermic sarcoidosis,
hypopigmented, ichthyosiform, and lichenoid
forms.
• Erythema nodosum is predictive of an subacute,
transient form of sarcoid

And don’t forget…

The Many Faces of Sarcoid

Sarcoid as a complication of neurotoxins?

Indian Dermatol Online J. 2014 Jan;5(1):77-9. doi: 10.4103/2229-5178.126041.
Science at the heart of medicine
| 71
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So what’s going on here?

Sarcoidosis Syndromes
• Lofgren’s syndrome:

• Erythema nodosum, bilateral hilar/right
paratracheal lymphadenopathy, fever,
polyarthralgia

• Heerfordt's syndrome:

• Parotid enlargement, uveitis, fever, and facial
nerve palsy.

• Darier-Roussy Disease:
• Subcutaneous sarcoidosis

• Keep in your ddx with RA nodule and Subq GA

Diagnosis

Treatment of Cutaneous Sarcoidosis

• Diagnosis of exclusion

• Corticosteroids

– Chest radiograph evidence, accompanied by nonnecrotizing granuloma on biopsy and supportive
clinical history

• Topical, intralesional, and systemic*

• Tetracycline Abx (minocycline 100 mg BID)
• Antimalarials

• Radiologic findings: paratracheal or hilar
adenopathy +/- infiltration

• Hydroxychloroquine (200-400 mg daily) for 12
weeks

– PFTs: restrictive ventilatory dysfunction

• Methotrexate (10-25 mg weekly)
• TNF-α antagonists

• Opthalmologic: Uveitis
• CBC, Ca2+, LFTs; ↑ANA in 30%; ↑ serum ACE in
60%, and check for ↑ESR, anemia, eosinophilia,
lymphopenia, and hypercalcemia

• Inflixumab
• Thalidomide

Caveats
•

A randomized, placebo-controlled, single-masked trial on 30 patients
– 22 patients biopsy- proven cutaneous disease; 8 had biopsy-proven
pulmonary disease with dermatologic lesions

• 8- week regimen consisted of:
–
–
–
–

•

levofloxacin,750 mg on day 1, followed by 500 mg/d
ethambutol, 25 mg/kg/d up to a maximum dosage of 1200 mg/d
azithromycin, 500 mg on day 1, followed by 250 mg/d
rifampin, 10 mg/kg/dup to a maximum dosage of 300 mg/ d
• The placebo regimen consisted of riboflavin (in place of rifampin)
and lactose (in place of the other 3 drugs).
• 6 patients withdrew due to AE
Observed improvement with the 8-week CLEAR regimen was still present
180 days after baseline
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Poll 3

The Future:

Imaging studies can be prudent in the
setting of morphea
• Agree
• Disagree

Case 5
• 9 yo AA girl presented with asx, progressively enlarging rash on RLE
x 1 year
– Began distally  progressed proximally
– No past episodes
– No associated symptoms
• Pmhx
– PPD+ s/p tx with INH
– Asthma
• NKA
• Meds
– Albuterol
– INH
• Family hx
– Unremarkable
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Path

Serologic W/U
•
•
•
•
•
•

Square BX

Morphea

ANA: 1:80 speckled
ANA-ENA: Anti-centromere: ESR: 6
Lyme titer: .2 (wnl)
CBC: wnl

Morphea - Linear

• 0.4 - 2.7 per 100,000 people
• Female predominance of 2.4 to 4.2:1 has been reported
• Etiology:
– Autoantibodies? Environmental (L-tryptophan,
bleomycin), infection (viral)?, vaccination (bcg)?
– Fibroblasts produce increased collagen
– Abnormal collagen production due to instruction from
surrounding T cells
– Is morphea a TH1 or TH2 response pattern?
• TH2 - specifically IL-4 and TGF-beta enhance
collagen I, II, III production

• Most common subtype in children, affecting 41.8% to
67%
• Tends to involve the underlying fascia, muscle and
tendons
• Primary type of morphea to cause disability
• Variants?
– “en coup de sabre’
– Parry - Romberg
• + anti-ssDNA abs
• Melorheostosis
• ? Assoc with spina bifida
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Morphea - Linear
• Initially harmless
looking but…
– Muscle weakness
– Shortens muscles
– Immobilizes joint
– Growth retardation
in kids

En Coup de Sabre

Parry-Romberg
•
•
•
•

• Progressive
hemifacial atrophy
• May affect what
Trigeminal nerve
distribution

Treatments: Level of Evidence

•NB-UVB equivalent to
low-dose (800 J/cm2, ),
but not medium(2000
J/cm2,) UVA

Indian J Dermatol Venereol Leprol 2012;78:135-41
J Am Acad Dermatol. 2011;64(2):231-42
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Unilateral
Forehead to scalp
Paramedian m/c
Can involve
underlying muscle
and bone and rarely
meningies and brain
causing seizures

• Prednisolone (1 mg/kg/day)and methotrexate
(MTX; 9.5 mg/m2 once a week) were started.
– So severe - treatment with imatinib

• Imatinib was started at a dosage of 235 mg/ m2/day

Treatment with
pirfenidone was
three times daily for
6 months.

• Imatinib was continued at the same dosage for 1
year, and the prednisolone dosage was
gradually decreased until it was stopped after 3
months
• MTX was continued at the same dose regimen
for 4 years as maintenance therapy.

Dec. pro-collagen I,
TGF-B

Thank you for your attention
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I

have no financial relationships to
disclose
 I will not discuss off-label use and/or
investigational use in my presentation

Peter Saitta, D.O.
Academic and Clinical Instructor
Department of Dermatology
St. John’s Episcopal Hospital
Clinical Instructor
Ronald O. Perelman Department of Dermatology
New York University
2

Ragweed, sneezeweed, sagebrush, wormwood, mugwort,
boneset, poverty weed, marsh elder, cocklebur, burdock,
chamomile, artichoke, chrysanthemum
• Patients allergic to sesquiterpene lactone mix may react to
plants or pollen
• Ragweed produces hay fever (type 1)
 May produce contact dermatitis (type 4)
• Exclusively in adult men
• Recurring contact dermatitis from fall to frost
 Most believe that the pollen contains the oils that are
allergenic

 Plants

from Composite or Asteraceae
family
 Sesquiterpene lactone



• Alantolactone
• Dehydrocostus lactone


• Costunolide
1,350 sesquiterpene lactones



Patients allergic to sesquiterpene lactone mix may react
to plants or pollen

3

4

 Ross

et al. found

 Same

• 1/3 showed an airborne pattern
• 1/3 showed a hand eczema pattern

as sesquiterpene lactone

• See slide on sesquiterpene lactone
 Arnica

can also cross react with the
ragweed group

• 1/3 showed a generalized dermatitis pattern

5

6
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Yellow dye extracted from dried flower heads of the
Compositae family
• Chamaemelum nobile (Roman source
• Matricaria recutita (German Source)
 Cross reacts with Compositae
Shampoos
Vegetable hair dye
Mirror manufactoring
Drinking chamomile can flare original area of
dermatitis

 Vitamin

E

• Oral vitamin E does not cause systemic allergic

reactions

• Topical can cause ACD and contact urticaria

7

8

 Obtained

from steam distillation of
freshly cut flowering tops of lavender

 44%

of patients only react to one
component
 34% react to two components
 20% react to all three components

• Mix of other terpenes
 Linalool
 Linalyl acetate
 Caryophyllene
 Needs

• More likely to react to multiple components if

you have a stronger reaction (+++)

to be autooxidized

9

10

 30%

of time in topical formulations

 See

• Ketoprofen ointment
 Aromatherapy
 Airborn dermatitis
 Pigmented

contact dermatitis

11

12
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lavender Absolute 2.0% pet

 Melaleuca
 Allergenic

Plant
compenents



Derived from tree resin
• Contains cinnamic acid and vanillin



Not beeswax

 May cross react with Balsam of Peru

• D-limonene
• Aromadendrene
• Alpha terpinene

 Can

a patient use a product with beeswax
then?
 Can a patient eat or touch honey?

• 1,8-cineole (Eucalyptol)
• Terpinen-4-ol
• P-cymene
• Alpha-phellandrene
 Questionable

cross reaction with Balsam

of Peru

13



14

Marketed as a chewable
medication



Inflammations

•

Sore throat

•

Viral diseases

•

Ulcers



•

Burns






• Wounds of all sorts
•

Heart health








Asthma

•

Earache



•

Prostatitis



•

Psoriasis

•

Swollen glands

•

Tendonitis

•

Warts

 Causes

Common colds
Diaper rash
Diarrhea
Eczema
Flu

 "Female

•

• Moles

Arthritis
Boils
Bleeding gums
Bedsores
Blisters
Burning tongue

 Callused


• Cataracts
• Acne

15



•

Gastritis
Gout
Hay-fever

 Hair



 Prevalence

• 7.2 to 13.1 %
• At-risk populations
 Chronic dermatoses
 Chronic otitis externa
 Chronic venous insufficiency
 Post-operative
 Post-traumatic

feet

complaints"

loss

Insect bites
Rhinitis

16

 Pathogenesis

follicular contact dermatitis

of follicular contact

dermatitis

• Individual papules that have a central hair

• Heavy and large molecule
 Neomycin large molecule
 Cobalt (Atopic dermatitis)
 Nickel (Atopic dermatitis)
 Potassium dichromate (Atopic dermatitis)
 Vitamin E
 Dander Human

follicle
• Red or pustular in nature
 Histopathology

• Spongiosis of the follicular and eccrine sweat

ducts

• Dermal lymphocyte inflammation periadnexal
• The epidermis adjacent to the follicle is normal
17

18
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 Co-reacts

with neomycin
bacitracin can produce
anaphylaxis

 Bacteriostatic

 Intracutaneous

• Also know as Igrasan DP-300
 Surgical

Scrub
Soap
 Irish Spring
 Lever 2000
 Odor Eaters
 Palmolive
 Right Guard
 Dial

19

20

 Occupational allergen
 Printing
 Textile production
 Glue, antifreeze (coolants), bleach (activator)
exposures
 Medication

21

 Adhesive

properties in rubber, metals,
plastic
 Paint, varnishes, laminates
 Sensitization only occurs in uncured
epoxy resin

exposures

• Sensitized from Mycolog cream
• Only found in creams
 Nystatin
• Antihistamines
 Cross reacts with hydroxyzine
• Bronchodilators

 Durability

22

 Methyl

to nail polish and lacquer

 Also

methacrylate

• Banned by FDA in 1974

• Not particular to any color

 Current

known

methacrylate components

• Toluene-sulfonamide formaldehyde resin
• Santolite MHP

• Ethyl methacrylate
• Butyl methacrylate

• Santolite MS

• Isobuty methacrylate
• Dimethacrylate

 Clinique

and Almay nail polishes without
these resins

• Trimethacrylate

 Cross

23

24

reactions among acrylates are common
gloves

 Nitrile or neoprene
 Latex insufficient

 Clinical

• Periungual eczema
• Can have nickel in metallic nail polish
• Transient or permanent nail dystrophy

275

• Paraonychia
• Subungual pain

 Acrylate

Enhances absorption
Humectant
 Preservative
• E. coli
• Pseudomonas
• Candida albicans
• S. aureus
 Fowler et al. found propylene glycol in 48 od 82
topical corticosteroids
 Clear gel deodorants



25

26

 Propylene
 Irritant

Glycol Intoxication in a
Premature Infant

contact dermatitis

• More likely if concentration greater than 10%
 Warshaw et al.
 Meneghini et al.
 Goldsmith et al.
 Trancik et al.
 Hannuksela et al.
 Braun et al.

27

28



Foods contains
propylene glycol

 Hannuksela

et al.
challenged
patients with
propylene glycol
tabs
 8 of 10 patients had
systemic contact
dermatitiss









Duncan Hines cake mix
Durkee real french fried
onions and potato sticks
Jello cheesecake mix
Kraft thousand island, creamy
cucumber, russian dressing
Pepperidge farms pineapple
n’cream, strawberry n’cream,
Pillsbury plus cake mixes
Sara lee chocolate n’cream
layer, strawberry n’cream
layer cake, French
cheesecake, chocolate
Bavarian, and strawberry
cheesecake

 Incidence
3

0.5% to 5%
Clinical Scenarios

• Chronic dermatitis

• Fails to respond to steroids
• Rarely, dermatitis that worsens with steroid
 Co

29

30
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and cross reactions

 Inhaled, oral, and

intramuscular steroid



Delayed Readings (Day 10)
• Isaksson et al. found that all patients positive when reading on

exposure

day 10

• Systemic contact dermatitis

 Vasoconstriction

• Widespread Purpura
• Widespread Urticaria

Vasodilation
• Impalpable erythema at first reading
 Paradoxical Edge Effect
• Positive test
 Edge effect
• Usually considered an irritant reaction


31

32

Animal studies lacking
• Clinical
• Molecular
 Four Groups
 Group A – Hydrocortisone type (Tixocortol pivalate)
 Group B – Triamcinolone acetonide type
(Budesonide)
 Group C – Betamethasone Type
 Group D – Hydrocrotisone 17-butyrate
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Four classes
• Class A (Hydrocortisone Type)
 Tixocortol pivalate (test
allergen)
 Prednisone
 Prednisolone
 Methylprednisolone
• Class B (Triamcinolone Type)
 Budesonide (test allergen)
 Triamcinolone acetonide
 Amcinonide
 Fluocinolone acetonide
 Budesonide
 Halcinonide
 Flucinonide
 Desonide

• Class C (Betamethasone Type,

but not Valerate)
 Betamethasone types
 Dexamethasone
 Flucortolone
 Desoximetasone
• Class D (Hydrocortisone-17butyrate type)
 Hydrocortisone-17-butyrate
(test allergen)
 Clobetasol
 Betamethasone valerate
 Fluocortolone hexanoate /
pivalate
 Aclometasone diproprion
 Mometasone

34

 Group

 Groups

A, B, D highly homogenous in
terms of molecluar structures

D Subdivision

• D1 C16 methyl subsitution and halogenation
• D2 lack
 Prodrug
• D2 metabolites significantly cross react with

• Budesonide
 Group

C – does not cross-react with other
corticosteroid groups

group A and group B

• Topicort (Desoximetasone)
• Cloderm (Clocortolone)

35

36
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 Should

have more extensive testing
A reactions can be caused by systemic
exposures and result in systemic reactions
 Food and drug administration does not require
that an ingredient list is provided in over the
counter corticosteroids

 Antioxidant

in pharmaceutical creams,
printing, and photography
 Marker for sulfite allergy

 Class

37

38

 Sorbitol

based emulsifier

 Type

4 reaction

• Topical corticosteroid
 High to super potent topical steroids
• Topical retinoids

 Type

1 reactions

• Contact Urticaria
• Angioedema
• Rhinitis
• Conjuctivitis
• Bronchospasm

• Topical antifungals
• Moisturizers

• Anaphylaxis

• Baby Products
 Desitin

 Powder

in gloves

 Must

avoid all sorbitol-contaning
products

39

40

 Develops

within 30-60 minutes of contact
within 24 hours
 Local reactions, generalized reactions,
and systemic reactions

 Surfactant

 Resolves

• Soaps and shampoos
 Scalp

and face dermatitis
reactions common on patch
testing

 Irritant

41

42
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 Chemical

used in the synthesis of
cocaimidopropyl betaine
 Contaminant

 Surfactant

43

44

 Surfactant

 Oxybenzone in

sunscreens

• Most common photoallergen in sunscreen

products

• Immediate urticarial reactions
• Photoallergy
• ACD
 Prevents

color degradation by sun in
plastic and textiles
• Shades for windows

• Paints
45

46

 Sunscreens

Different groups of Dyes
• Disperse dyes
 Used to color synthetic textiles
 Most common group to cause ACD
 Two subgroups
 Anthraquinone dyes
 Azo dyes
 Disperse blue 106/124
 The color of the dye often bears no relationship to
the offending clothing garment
• Textiles are not labeled
• Blending


47

48
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 The

dyes are metabolized by skin
bacteria

 P-toluenediamine
 P-aminodiphenylamine
 2,4-diaminoanisole
 P-aminophenol
 Disperse orange

49

50

 Clinical

A

picture

• Rare

2 × 2 cm piece of material

Inner posterior thighs
Popliteal fossa
Buttocks
Waistband
Anterior / posterior axillary folds (sparing
the vault)
 Seldomly itchy
•
•
•
•
•

51

52

 100%

 Permanent

 Vat

silk, linen, or wool of any color
dye

 Low-formaldehyde

• Rarely cause contact dermatitis

• <<100ppm
 500-750

ppm to induce ACD
fold decrease in ACD to permanent
press clothing

• Good substitute for people with disperse blue

106/124 dye allergen
 White

press clothing
releaser

 10-30

clothes of any material

53

54
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 Permanent

Lanolin alcohol
• Mixture of esters and polysters from sheep wool
• Composition can vary
 Uncommon to have reactions on normal skin
• Diseased skin (stasis dermatitis, leg ulcers and
buttocks)
• Question positive patch tests
• High non-reproducibility rate
 Eucerin products
• Aquaphor

press clothing



• Old version
• Releases a lot of formaldehyde
• Rarely used

55

56

 J Am

Acad Dermatol. 2002 Feb;46(2):200-6.
Allergic contact dermatitis to detergents: a
multicenter study to assess prevalence

 Overall

Four most common allergens in
100 products
• Chloromethyl
• Methylisothiazolinone
• Bromonitropropanediol

Laundry detergents appear to be a rare cause of
ACD

• Formaldehyde
 Fabric

softeners

Among 738 patients with dermatitis, 5 (0.7%)
reacted to laundry detergent

• 2-propanol
• Isothiazolinone
 Pine
57

smell

• Citronella oil

 Atopic

58

patch test

 High

reproducibility rate
correspondence with prick test
 77% correspondence with specific IgE
serum markers
 66%

• Allergens that elicit an IgE-mediated reactions
• Same technique as conventional patch test
 No Antihistamines for one week prior to patch testing
 Remission of atopic dermatitis
 Aero-Allergen

Exacerbated Atopic

Dermatitis
• Subgroup of children with alleged seasonally

exacerbated atopic dermatitis

59

 46% of children in group had positive reaction to
pollen
 Increased association with grass pollen

60
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 Metals

• Thin deposition of metallic powder
 Depends

upon the hardness of the metal

• Role of cosmetics
 All

metals can theoretically produce
black dermographism
 Chlorides in sweat

61
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DISCLOSURE
INFORMATION
AOCD MIDYEAR NYC
DR SOURAB CHOUDHURY

PEDIATRIC DERMATOLOGY
PEARLS
SOURAB CHOUDHURY, DO
CLINICAL INSTRUCTOR MOUNT SINAI
MEDICAL CENTER
PRIVATE PRACTICE- BROOKLYN NY

I HAVE NO FINANCIAL
RELATIONSHIPS TO DISCLOSE

Welcome to NYC
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GOALS
• 1) DR SOURAB CHOUDHURY
– PEDIATRIC DERMATOLOGIST

• 2) BROOKLYN, NY
– WHERE IS THAT, WHY GO THERE?
• 3) WHAT’S NEW IN PEDIATRIC DERMATOLOGY
– 2016

POH MEDICAL CENTER

284
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2016- WHAT’S NEW IN
PEDIATRIC DERMATOLOGY
SOURAB CHOUDHURY, DO
BROOKLYN DERMATOLOGY
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Samuel Parker Lahiri

10/16/2015
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TOPICS
•
•
•
•
•

PEDIATRIC DERMATOLOGY
UPDATE
SOURAB CHOUDHURY, DO
CLINICAL INSTRUCTOR
MOUNT SINAI MEDICAL CENTER
NEW YORK, NY

HEMANGIOMA
ATOPIC DERMATITIS
MOLLUSCUM CONTAGIOSUM
PIGMENTARY DISORDERS
BITES

HEMANGIOMA
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Growth analysis of the hemangioma cohort.

Treatment of Hemangioma

• Most do not require any treatment

Chang L C et al. Pediatrics 2008;122:360-367

©2008 by American Academy of Pediatrics
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Propanolol
• Propranolol's presumed mechanisms of
action on IHs are attributable to
vasoconstriction by decreasing the release
of nitric oxide, inhibition of proangiogenic
signals such as vascular endothelial
growth factor, basic fibroblast growth
factor, and matrix metalloproteinase 2/9,
and induction of apoptosis in proliferating
endothelial cells

• Propranolol for Severe Hemangiomas
of Infancy
• N Engl J Med 2008; 358:2649-2651June
12, 2008DOI: 10.1056/NEJMc0708819
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PROPANOLOL
• Cardiac clearance necessary before
starting – usually cardiac echo to rule out
contraindication
• Initial dose usually 1-2 mg/kg divided q8
hours, titrated to max dose of 3mg/kg
• Side effects – hypoglycemia,
bronchospasm

292
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•

Topical Timolol Gel for Infantile
Hemangiomas: A Pilot Study

•

Elena Pope, MD, FRCPC; Ajith
Chakkittakandiyil, MD

•

Arch Dermatol. 2010;146(5):564565.
doi:10.1001/archdermatol.2010.67
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• Urine Eczema
Therapy - How Long
Does Urine Eczema
Therapy Take To
Work On Eczema

ATOPIC DERMATITIS
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Treatment of Atopic Dermatitis
•
•
•
•
•
•

Daily Bath – 10-15 minutes
Mild Soap – Dove, Cetaphil, Aveeno
Topical Steroid- ointment
Moisturizer – Aquaphor, Eucerin Cream
Oral Antihistamine – Benadryl, Atarax
Topical Immunomodulator – Protopic,
Elidel

QUANTITY TO APPLY

What’s New
• THE SKIN BARRIER IN ATOPIC DERM
• BLEACH BATHS

• Does the Tail Wag the
Dog?: Role of the Barrier in
the Pathogenesis of
Inflammatory Dermatoses
and Therapeutic Implications
• Peter M. Elias, MD; Kenneth
R. Feingold, MD
• Arch Dermatol.
2001;137(8):1079-1081.
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• The Atopic March: Progression from
Atopic Dermatitis to Allergic Rhinitis and
Asthma
• Tao Zheng, Jinho Yu, Min Hee Oh, and
Zhou Zhu

ATOPIC MARCH

ATOPIC MARCH

• The pathogenesis of AD may include disrupted
epidermal barrier function,
immunodysregulation, and IgE-mediated
sensitization to food and environmental
allergens.
• AD is also part of a process called the atopic
march, a progression from AD to allergic rhinitis
and asthma.

• Research on the mechanisms of AD has been
centered on the adaptive immune system with
an emphasis on the T-helper 1 (Th1)-Th2
paradigm.
• Recently, the conceptual focus has largely
shifted to include a primary defect in the
epithelial barrier as an initial event in AD
providing a significant insight into the disease
initiation and pointing to a complex secondary
interplay of environmental and immunological
sequelae with barrier disruption
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•

•
•
•
•
•

Treatment of Staphylococcus
aureus Colonization in Atopic
Dermatitis Decreases Disease
Severity
Jennifer T. Huang, MDa,b,
Melissa Abrams, MDa,b,
Brook Tlougan, MDa,b,
Alfred Rademaker, PhDc,
Amy S. Paller, MDa

BLEACH BATHS
• ½ CUP BLEACH IN TUB OF WATER (40
GALLONS)
• OR 1TSP OF BLEACH PER GALLON OF
WATER
• 3 X A WEEK
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MOLLUSCUM CONTAGIOSUM

301

TREATMENT OF MOLLUSCUM
CONTAGIOSUM

TREATMENT OF MOLLUSCUM
CONTAGIOSUM

• No treatment necessary – usual course 12 years
• Topical Immiquimod
• Cantharidin
• Liquid Nitrogen
• Curettage
• Oral Cimetidine
• Candida Antigen Immunotherapy

• No treatment necessary – usual course 12 years
• Cantharidin
• Liquid Nitrogen
• Curettage
• Oral Cimetidine
• Candida Antigen Immunotherapy

Dermatologists,
Imiquimod, and
Treatment of Molluscum
Contagiosum in
Children: Righting
Wrongs
Kenneth A. Katz, MD, MSc,

Immiquimod
• Approved in 1997 for treatment of genital
warts
• Physicians immediately started using off
label for Molluscum since they are also
viral diseases and were supported by
some initial case reports of successful
treatment
• FDA was not convinced and requested
further studies

MSCE1
[+-] Author Affiliations1Department of
Dermatology, Kaiser Permanente,
Pleasanton, California

JAMA Dermatol. 2015;151(2):125-126.
doi:10.1001/jamadermatol.2014.3335.
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Immiquimod

Immiquimod

• BPCA-Best Pharmaceutical for Children
Act- 2002
• If manufacture completes requested RCT
then will be offered 6 months exclusive
marketing benefits, worth up to 500
millions dollars
• 3M conducted 2 large Randomized
Controlled Trials (RCT) in 2006

• In 2007, the results of the study led 3M to
change their FDA approved PI to state …
• “Efficacy was not demonstrated for
molluscum contagiosum in children aged 2
to 12” and the PI mentions adverse effects
and systemic absorption.
• Results of study never published and
mostly ignored in literature but 3M did
receive the marketing exclusive

Immiquimod
• Side effects- application site reactions, flulike symtoms, conjunctivitis, otitis media,
leukopenia and lymphadenopathy
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•

Pediatr Dermatol. 2008 Mar-Apr;25(2):18992. doi: 10.1111/j.1525-1470.2008.00630.x.

•

One-year experience with candida antigen
immunotherapy for warts and molluscum.

•
•

Maronn M, Salm C, Lyon V, Galbraith S.
Source

•

Medical College of Wisconsin, Milwaukee,
Wisconsin 53226, USA. mmaronn@mcw.edu

CANDIDA ANTIGEN
TREATMENT
• Candida albicans
Intralesional Injection
Immunotherapy of
Warts
• Robert J Signore, DO

• Candida Albicans allergenic extract
(1:1000)- Greer Laboratories
• Becton-Dickinson1cc insulin syringe/28G

Candida Antigen Treatment
•
•
•
•

1st treatment 0.1 cc – 1 molluscum
2nd treatment 0.2 cc- 2 molluscum
3rd treatment 0.3 cc- 3 molluscum
Side effects- injection site
reaction/tenderness, flu like reaction
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• Arch Dermatol. 2012 Nov;148(11):125764. doi:
10.1001/archdermatol.2012.2414.

• Experience with molluscum
contagiosum and associated
inflammatory reactions in a pediatric
dermatology practice: the bump that
rashes.
• Berger EM, Orlow SJ, Patel RR,
Schaffer JV.

Gianotti Crosti Like Reaction
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PIGMENTARY DISORDERS

Treatment of Tinea Versicolor
• Topical selenium sulfide or ketoconazole
shampoo
• Oral antifungal for widespread cases
• Frequent reoccurances

• FDA limits usage of
Nizoral (ketoconazole)
oral tablets due to
potentially fatal liver
injury and risk of drug
interactions and adrenal
gland problems

309

Treatment of Tinea Versicolor
• Topical selenium sulfide or ketoconazole
shampoo
• Oral diflucan for widespread cases
• Frequent reoccurances

310

Confluent and Reticulated
Papillomatosis aka CARP

311

• Confluent and reticulated
papillomatosis: response to
minocycline.
• Montemarano AD, Hengge M,
Sau P, Welch M.
• J Am Acad Dermatol. 1996
Feb;34(2 Pt 1):253-6.
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Progressive Macular
Hypomelanosis

• Am J Clin Dermatol.
2007;8(1):13-9.

• Progressive macular
hypomelanosis: an overview.
• Relyveld GN, Menke HE,
Westerhof W.

• Propionibacterium acnes
and the Pathogenesis of
Progressive Macular
Hypomelanosis
• Wiete Westerhof, MD, PhD;
Germaine N. Relyveld, MD;
Melanie M. Kingswijk; Peter de
Man, MD, PhD; Henk E.
Menke, MD, PhD
• Arch Dermatol.
2004;140(2):210-214.
doi:10.1001/archderm.140.2.2
10
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Hypopigmented Mycosis
Fungoides

314

BITES
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Sunday, April 3, 2016
6:30 a.m. - 8:00 a.m.		

Breakfast with Exhibitors

8:00 a.m. - 9:00 a.m.		

Cosmetic Dermatology
Suzanne Sirota Rozenberg, DO, FAOCD

9:00 a.m. - 10:00 a.m.		

Malignant Adnexal Tumors
Michael Nowak, MD

10:00 a.m. - 10:30 a.m.		

Break with Exhibitors

10:30 a.m. - 12:30 p.m.		

Outpatient Consultations in Complex Medical Dermatology Selected Aspects: 2016
Joseph Jorizzo, MD

12:30 p.m.			

End of Conference
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CONFLICTS

MALIGNANT
ADNEXAL TUMORS
MICHAEL A NOWAK, MD

•

OBJECTIVES
•

Understand the classiﬁcation of malignant
adnexal tumors

•

Recognize malignant transformation

•

Recall related genetic syndromes
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I have no conﬂicts with the content of this lecture

CLASSIFICATION
•

Follicular

•

Sebaceous

•

Apocrine

•

Eccrine

BENIGN VS MALIGNANT
BIOLOGIC
BEHAVIOR
Benign
Malignant
Highly Malignant
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•

Size, Symmetry, Circumscription

•

Invasion of adjacent structures

•

Cytological atypia, Mitotic ﬁgures, Architecture

•

Metastasis present

BENIGN

MALIGNANT

Growth type

Expansive

Infiltrating

Growth speed

Slow

Rapid

Stabilization

Frequent

Exceptional

Structure

Typical

Atypical

Mitoses

Rare Typical

Numerous Atypical

Evolution

Local

Local & General

Metastasizing

No

Yes

Local consequences

Variable (compressions) Severe (infiltration)

General consequences

None (exceptions)

Constant

Spontaneous evolution

Usually favorable

Always fatal

Evolution after removal

No recurrences

Recurrences

BENIGN VS MALIGNANT

•

ADNEXAL VS EPIDERMAL

Immunohistochemistry deﬁnes differentiation
NOT malignancy

•

Epidermal continuity

•

Differentiation

•

Immunohistochemistry

ADNEXAL VS METASTATIC
•

Epidermal continuity

•

Differentiation

•

Multiple vs. solitary

•

Immunohistochemistry (P63, ER/PR)

•

Size, symmetry, circumscription

MALIGNANT
TRANSFORMATION
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•

Malignant cylindroma

•

Malignant eccrine poroma

•

Malignant eccrine spiradenoma

•

Malignant nodular hidradenoma

•

Malignant chondroid syringoma

MALIGNANT
TRANSFORMATION

MALIGNANT
TRANSFORMATION

•

•

Malignant proliferating trichilemmal tumor

•

Pilomatrix carcinoma

•

Trichoblastic carcinoma

MALIGNANT CYLINDROMA
•

Elderly, slight female predominance

•

Most frequently malignant transformation in the
setting of multiple cylindromas (i.e. BrookeSpiegler syndrome, CYLD)

•

Follicular vs. eccrine/apocrine

•

Invasion, atypia, mitoses, loss of hyaline sheath

•

Frequent recurrence and metastasis

MALIGNANT POROMA
(POROCARCINOMA)

•

Elderly, M=F

•

Legs and feet, eroded red nodule

•

De novo or malignant transformation in a poroma

•

Borst-Jadassohn pattern in epidermis

•

Multiple cutaneous metastases

•

Recurrence and metastasis common
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Pitfalls to diagnosis
•

Inadequate/insufﬁcient sampling (shave)

•

Lack of differentiation

•

Benign and malignant components

•

Unable to recognized benign component

•

Metastatic lesion (Clinical history, P63, etc.)

BORST-JADASSOHN

BORST-JADASSOHN
CLONES OF INTRAEPIDERMAL CELLS

MALIGNANT SPIRADENOMA
(SPIRADENOCARCINOMA)
•

Young adults, M=F

•

Malignant transformation of solitary spiradenoma

•

Reported in Brooke-Spiegler syndrome (CYLD)

•

Reported in breast

•

Surgical excision

•

Recurrence and metastasis common

•

Clonal seborrheic keratosis

•

Poroma

•

Superﬁcial basal cell carcinoma

•

Squamous cell carcinoma in-situ

•

Melanoma in-situ

•

Junctional nevus

MALIGNANT SPIRADENOMA
(SPIRADENOCARCINOMA)

Dermatol Surg. 1999 Jan;25(1):45-8.
Giant malignant eccrine spiradenoma of the scalp.
Jamshidi M, Nowak MA, Chiu YT, Perry EA, Fatteh SM.
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MALIGNANT NODULAR
HIDRADENOMA
(HIDRADENOCARCINOMA)

MALIGNANT NODULAR HIDRADENOMA
(HIDRADENOCARCINOMA)
•

Older adults, M=F

•

De novo or malignant transformation

•

Clear cell morphology (mimics renal cell Ca)

•

Estrogen and progesterone receptors

•

Recurrence and metastasis common

MALIGNANT CHONDROID SYRINGOMA
(MALIGNANT MIXED TUMOR OF THE SKIN)

MALIGNANT CHONDROID SYRINGOMA
(MALIGNANT MIXED TUMOR OF THE SKIN)
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•

Wide age range, F>M, extremities

•

De novo or malignant transformation

•

Invasion, atypia, mitoses, satellite nodules,
necrosis

•

Very high rate of recurrence and metastasis

MALIGNANT PROLIFERATING
TRICHILEMMAL TUMOR

CARCINOMAS WITH
FOLLICULAR DIFFERENTIATION

•

Elderly, sudden enlargement of scale nodule

•

Malignant transformation of a proliferating
trichilemmal cyst

•

Malignant proliferating trichilemmal tumor

•

Trichilemmal carcinoma

•

Pilomatrix carcinoma

•

Marked cytological atypia

•

Trichoblastic carcinoma

•

Resembles squamous cell carcinoma

•

Frequent recurrence and metastasis

MALIGNANT PROLIFERATING
TRICHILEMMAL TUMOR
FOLLICULAR DIFFERENTIATION

TRICHILEMMAL
CARCINOMA

•

Elderly, face/ears, indurated plaque

•

Unusual in Cowden’s disease

•

Inﬁltrative base with cytological atypia

•

Periodic acid-Schiff positive clear cells

•

Associated Pagetoid pattern occasionally

•

Recurrence and metastasis uncommon

TRICHILEMMAL CARCINOMA
FOLLICULAR DIFFERENTIATION
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CLEAR CELL TUMORS
•

Adnexal tumors

•

Metastatic carcinomas

•

Balloon cell nevus and melanoma

•

Clear cell BCC and SCC

•

Clear cell DF and AFX

•

Salivary gland tumors

Pilomatrix carcinoma
Arch Pathol Lab Med. 1998 Apr;122(4):353-60.
Glycogen-rich malignant melanomas and glycogen-rich
balloon cell malignant melanomas: frequency and pattern of
PAS positivity in primary and metastatic melanomas.
Nowak MA, Fatteh SM, Campbell TE.

•

Elderly, M>F

•

De novo or malignant transformation of pilomatricoma

•

Cellular basaloid tumor with atypia and mitoses

•

Asymmetric and inﬁltrative

•

Shadow cells and cystic necrosis

•

Frequent recurrence and metastasis

TRICHOBLASTIC
CARCINOMA
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•

Middle age to elderly, M=F

•

Face and scalp > trunk and extremities

•

Malignant transformation in a trichoblastoma

•

Resembles basal cell carcinoma

•

Frequent recurrence and metastasis

SEBACEOUS CARCINOMA

TRICHOBLASTIC CARCINOMA
FOLLICULAR DIFFERENTIATION

OCULAR TYPE

SEBACEOUS CARCINOMA
•

SEBACEOUS CARCINOMA
•

Ocular Type

Ocular Type

•

75% of sebaceous carcinomas

•

Easily mistaken for chronic chalazion

•

< 1% of eyelid tumors

•

Frequent metastases and Pagetoid spread

•

Upper eyelid, elderly, F>M

•

Atypical cells with foamy cytoplasm (lipid)

•

Most commonly arises from Meibomian glands

•

Oil Red O positive, CEA/EMA positive

JAMA Ophthalmol. 2015 May;133(5):612-4.
Presumed primary papillary sebaceous carcinoma
of the palpebral conjunctiva.
Jakobiec FA, Stagner AM, Nowak MA, Rubin PA.
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SEBACEOUS CARCINOMA
•

SEBACEOUS CARCINOMA

Extraocular Type
•

25% of sebaceous carcinomas

•

Head and neck

•

May cause regional metastases

EXTRAOCULAR TYPE

CARCINOMAS WITH
APOCRINE DIFFERENTIATION

Muir Torre Syndrome
•

Variant of Lynch syndrome

•

Sebaceous tumors and keratoacanthomas

•

Visceral malignancies (colorectal, GU)

•

Mutations in DNA mismatch repair genes and
microsatellite instability (MSH-2, MLH-1, MSH-6,
PMS-2)

•

Apocrine carcinoma

•

Extramammary Paget’s Disease

EXTRAMAMMARY PAGETS
DISEASE
APOCRINE
CARCINOMA

•

Vulva most common

Very Rare

•

Male genital area

Axilla and other sites of high
apocrine gland density

•

Perianal area

•

Axilla

Adenocarcinoma
D/D Metastatic Breast CA
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Arch Pathol Lab Med. 1998 Dec;122(12):1077-81.
Perianal Paget's disease: distinguishing primary and
secondary lesions using immunohistochemical studies
including gross cystic disease fluid protein-15 and cytokeratin
20 expression.

Am J Dermatopathol. 2011 Aug;33(6):616-20.
Signet ring cell perianal paget disease: loss of
MUC2 expression and loss of signet ring cell
morphology associated with invasive disease.

Nowak MA, Guerriere-Kovach P, Pathan A, Campbell TE,
Deppisch LM.

Grelck KW, Nowak MA, Doval M.

EXTRAMAMMARY PAGET’S
DISEASE
•

Sharply demarcated
erythematous patch

•

Pruritus common

•

Primary vs. secondary

EXTRAMAMMARY PAGET’S DISEASE
INTRAEPIDERMAL APOCRINE CARCINOMA
CYTOKERATIN 7 POSITIVE

PAGETOID PATTERN
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•

Paget’s/Extramammary Paget’s disease

•

Melanoma/Melanoma in-situ

•

Squamous cell carcinoma in-situ

•

Sebaceous carcinoma

•

Pagetoid reticulosis

CLASSIC TYPE ECCRINE
ADENOCARCINOMA

CARCINOMAS WITH
ECCRINE DIFFERENTIATION
•

Classic type eccrine carcinoma

•

Syringoid eccrine carcinoma

•

Microcystic adnexal carcinoma

•

Mucinous eccrine carcinoma

•

Mucoepidermoid carcinoma

•

Adenoid cystic carcinoma

•

Agressive digital papillary carcinoma

•

Head and neck region

•

High incidence of metastases

•

Tubular structures with highly anaplastic areas

•

Difﬁcult to distinguish from metastatic carcinoma

SYRINGOID ECCRINE
CARCINOMA

CLASSIC TYPE ECCRINE CARCINOMA

•

Head and Neck

•

Low metastatic rate

•

Inﬁltrative with ductal and cystic components

•

Perineural invasion and recurrence common

Resembles other types of adenocarcinoma

SYRINGOID ECCRINE
CARCINOMA
•

Head and neck

•

Low metastatic rate

•

Recurrence common

SYRINGOID ECCRINE CARCINOMA
Deeply inﬁltrative
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SYRINGOID
ECCRINE
CARCINOMA
Ductal and cystic areas
Comma and tadpole forms
Perineural involvement

Microcystic
Adnexal
Carcinoma

Middle-aged adults, F > M
Upper lip
Recurrence common

MICROCYSTIC ADNEXAL CARCINOMA

Metastasis rare

Deeply inﬁltrative

MICROCYSTIC ADNEXAL
CARCINOMA
•

Desmoplastic stroma

•

Horn cysts in upper dermis

•

Thin cords of deceptively
bland cells

•

Perineural invasion

•

D/D Trichoepithelioma (CD23)
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MUCINOUS
ECCRINE
CARCINOMA

MUCINOUS
ECCRINE
CARCINOMA

Elderly, F > M

Strands of ﬁbrous tissue

Head and neck, eyelid 30-40%

Islands of atypical cells in a sea
of mucin

Recurrence common

Eccrine vs. Apocrine

Metastasis rare

D/D metastatic carcinoma

Mucoepidermoid Carcinoma
•

Mixture of squamous and
glandular (low-grade
adenosquamous carcinoma

•

Identical to mucoepidermoid
carcinoma of salivary glands

•

Distinct from high grade
adenosquamous carcinoma
(separate components)

ADENOID CYSTIC
CARCINOMA
•

Indolent compared to its
salivary gland counterpart

•

Perineural involvement and
recurrence common

•

Metastasis uncommon

•

Adenoid & cribriform patterns

•

D/D: BCC vs parotid tumor
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AGGRESSIVE DIGITAL
PAPILLARY CARCINOMA
•

Hands & feet, ﬁngers & toes

•

Young adults, M > F

•

Metastasis common

AGGRESSIVE DIGITAL
PAPILLARY ADENOCARCINOMA
•

Cellular dermal nodule

•

Well circumscribed

•

Papillary architecture

•

Cystic lumina

AGGRESSIVE DIGITAL
PAPILLARY ADENOCARCINOMA

•

Cytological atypia & mitoses

•

Can be deceptively bland

•

D/D Metastatic Carcinoma

TAKE-HOME MESSAGES
•

Adequate sampling is absolutely key (i.e.. MAC)

•

Metastatic carcinomas can be mistaken for
adnexal carcinomas

•

Malignant transformation can occur in
preexisting benign tumors

SEBACEOUS CARCINOMA
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•

Most commonly arise from Meibomian glands

•

Upper eyelids > Lower eyelids

EXTRAMAMMARY PAGET’S
DISEASE

MUIR-TORRE SYNDROME

•

Sebaceous tumors and GI/GU malignancies

•

Apocrine differentiation and CK7 positive

•

MSH-2 most common mutation

•

Primary vs. secondary (CK20, MUC-2)

Michael Nowak
man2004@comcast.net
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Possibilities for a patient who presents with a
complex medical dermatosis and systemic signs
and symptoms:

1. Clinicopathologic diagnosis of dermatosis
integrates all findings eg. Sarcoidosis –
skin, eye, lungs, etc
2. Clinicopathologic diagnosis reveals a
reactive dermatosis – communication with
internist or pediatrician will outline
underlying medical conditions eg. Vasculitis
3. No direct relationship – eg.
Scabies/Fibromyalgia

Quote from an anonymous patient:
“What I am told on the first visit is patient
education – on the second an excuse.”

Step 1. – Clinicopathologic diagnosis- Caution
influence of therapy on biopsy and clinical
appearance
Step 2. – Assess the extent (internal
manifestations of disease)
Step 3. – Assess for etiology
Step 4. - Therapeutic ladder

Patients wishes to know from the internet
whether they need x or y therapy for their
presumptive diagnosis. Instead it is
important to not let the patient “drive” for
their own benefit.
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Cutaneous Vasculitis
Key Features
 Cutaneous signs of vasculitis are a reflection of
the size of the vessels involved
 Vasculitis can be limited to the small vessels of
the skin or it can be a sign of life-threatening
internal organ invovlement
 The clinical diagnosis of cutaneous vasculitis
requires histopathologic confirmation and
multiple biopsies may be required

Vasculitis: 2016
Classification Problems:
The example of the ACR Criteria





ARTHRITIS & RHEUMATISM
Vol. 65, No.1, Jan 2013, pp1-11
DOI 10.1002/art37715
2013, American College of Rheumatology

Arthritis & Rheumatism
An Official Journal of the American College of Rheumatology
www.arthritisheum.org and wileyonlinelibrary.com

Age at disease onset > 16 years
Medication at disease onset
Palpable purpura
Biopsy including arteriole and venule with histologic change
showing granulocytes in perivascular or extravascular
location

SPECIAL ARTICLE
2012 Revised International Chapel Hill Consensus Conference Nomenclature of Vasculitides
J.C. Jennette, 1 R.J. Falk, 1, P.A. Bacon,2 N. Basu,3 M.C. Cid,4 F. Ferrario, 5 L.F. Flores-Suarez,6 W.L. Gross,7 L. Guillevin,8 E.C.
Hagen,9 G.S. Hoffman,10 D.R. Jayne,11 C.G.M. Kallenberg,12 P. Lamprecht,13 C.A. Langford, 10 R. A. Luqmani,14 A. D. Mahr, 15 E.L.
Matteson,16 P.A. Merkel,17 S. Ozen,18 C.D. Pusey,19 N. Rasmussen,20 A.J. Rees,21 D.G.I. Scott,22 U. Specks,16 J.H. Stone,23 K.
Takahashi,24 and R.A. Watts25

Three criteria are required

Classification Advances
2012 Update of Chapel Hill Concensus Classification
1.

Introduction of New Terms
a) Granulomatosis with polyangiitis
b) IgA vasculitis
2. Categories of Variable vasculitis

3.

Categories of Secondary Vasculitis

ACR/EULAR – study to develop diagnositc and classification
criteria
Input (including from dermatologists) at 2013 ACR meeting
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Today’s Focus
Cutaneous Small Vessel Vasculitis

Cutaneous Small Vessel Vasculitis

Key Features
 Palpable purpura, urticarial lesions,
hemorrhagic macules or vesicles
 Lesions favor the lower extremities
(especially the ankles), dependent areas or
pressure points
 Only involves small vessels (primarily
postcapillary venules)

Key Features (Cont.)
 Histopathologically, leukocytoclastic
vasculitis is seen
 Extracutaneous involvement occurs, but it
is uncommon and usually mild.

Vasculitis: 2016

Clinical Features
Cutaneous Small Vessel Vasculitis

Fig. 24.2 Cutaneous small vessel
vasculitis. A Classic presentation of
purpuric papules on the distal lower
extremities; a few lesions have become
vesicular. B Early lesions may be pink
papules. C Central necrosis with
formation of hemorrhagic crusts. D
Digital infarcts.
A, Courtesy, Kalman Watsky, MD. C,
Courtesy, Frank Samarin, MD.

Vasculitis: 2016

Cutaneous Small Vessel Vasculitis
Histopathologic Features







Fig 24.3 Clinical variants of cutaneous small vessel
vasculitis. A Targetoid appearance that can resemble
erythema multiforme. B Hemorrhagic crusts in annular
configuration. C Lesions limited to the upper extremities
– an unusual distribution pattern.
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Endothelial cell swelling
Neutrophilic invasion of vessel walls
Leukocytoclasia
(neutrophilic nuclear karyorrhexis)
Extravasation of erythrocytes
Fibrinoid necrosis of vessel walls

Cutaneous Small Vessel Vasculitis:
Evaluation for Systemic Involvement

Cutaneous Small Vessel Vasculitis
Selected Subtypes







Utilize the primary care internist or pediatrician
Where are immuno reactants most likely to deposit?




 IgA Vascultitis – Henoch-Schönlein Purpura
Acute hemorrhagic edema of infancy
Urticarial vasculitis
Erythema elevatum diutinum
Cryoglobulinemic vasculitis
Cutaneous small vessel vascultitis with various
autoimmune connective tissue disease










Kidney
Pleura/perocardium
GI tract
Central or Peripheral nervous system
Joint Synovia
Retina
Adrenal Glands
etc

Vasculitis: Update 2016
Etiology
Work with a colleague, generally in internal medicine, to perform
sequential evaluations that include history and physical
examination not just laboratory tests.
Categories include:
Drugs:(be careful: association does not prove causation!)
Infections: Viral, bacterial, Deep fungal, AFB, other
Disease with immune complexes: Autoimmune connective tissue
dieases, other autoimmune, inflammatory bowel disease,
autoimmune liver disease, Behcet’s disease, malignancy
especially myelodysplastic diseases. (Curth’s postulates)

Vasculitis: Update 2016
Therapeutic Ladder:
Non-ulcerative Cutaneous Lesions
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No Therapy
Topical therapies
(access to site of pathology)
Gradient Support Hose
Antibiotics
Pentoxifylline
Colchicine
Dapsone/Sulfapyridine
Combination Colchicine/Dapsone

Vasculitis: Update 2016 Therapeutic Ladder:
Ulcerative Cutaneous Lesions or Minimal Systemic
Disease

Vasculitis Update: 2016
Therapeutic Ladder - More Severe Diseases












Various topical (from corticosteroids to
dapsone to metronidazole to imiquimod)
Weekly Pulse Methotrexate
Prednisone with slow taper
Thalidomide






Definitions

Urticaria

Urticaria (hives) - reaction in the superficial
dermis; lesions last less than 24 hours
Urticarial reaction - similar, but lesions last
more than 24 hours
Angioedema - reaction in the submucosa,
deep dermis, and subcutaneous tissue
Acute urticaria - less than 6 weeks
Chronic urticaria - more than 6 weeks



An inflammatory dermatosis resulting from
vasodilatation, increased vascular
permeability, and extravasation of protein
and fluids. Individual lesions, by definition,
last less than 24 hours.






IgE-Dependent Urticaria:

A Personal Classification of
Urticarial Reactions










Prednisone alone or in combination
Pulse Prednisone
Azathioprine
Cyclophosphamide; pulse or daily
Mycophenolate mofetil
Chlorambucil
Cyclosporine
TNF alpha inhibitors
Leflunomide
Rituximab (Mostly SLE patients with vasculitis)
Countless treatments aimed at underlying diseases

Some examples of implicated causes

IgE-dependent urticaria and angioedema
Specific antigen identified
Physical urticarias
Non-IgE dependent urticaria angioedema
Direct mast cell effects
Arachidonic acid pathway effects
Angioedema related to complement
Hereditary
Acquired
Urticarial reactions probably related to immune complexes
Urticarial vasculitis
Serum sickness-like reactions
Idiopathic
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Infections: Bacterial (eg. Dental abscess, sinusitis)
Fungal (eg. Candida, dermatophyte)
Viral (eg. Hepatitis B)
Other
Infestations: Helminths, protozoa, other
Drugs and Chemicals: Penicillin, sulfonamides, other
Foods: Eggs, nuts, chocolate, shellfish, other
Inhalents: Pollens, animal dander, other
Systemic Disease: Lymphomas, collagen vascular diseases,
other

Urticaria
Clinical Lesions: Urticarial Wheal

IgE-Dependent Urticaria



Rarely proven by RAST, Scratch testing,
or other methods
Suggestive evidence for reagins (IgE or
IgG4) in urticaria

Urticaria
Clinical Lesions: Angioedema

Urticaria
Clinical Lesions: Generalized Wheals
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Symptomatic Dermatographism:
Diagnosis



Stroke skin of back with fingernail or
even use dermographometer
Observe for wheal formation
Onset - Minutes
Duration - 2 to 3 hours



Cholinergic Urticaria
Diagnosis

Urticaria

Clinical Lesions: Symptomatic dermatographism













Exercise testing (Does not exclude exercise induced anaphylaxis-Caution!)
Hot bath testing - Immerse 1/2 of patient at 43 oC
(Raise oral temperature 1o to 1.5oC)
Best Test
Intradermal injections (methacholine, etc.)
Unreliable
Observe for wheal formation
Onset - 2-20 minutes
Duration - 30 minutes to 1 hour

Urticaria
Clinical Lesions: Cold Contact Urticaria

Cold Contact Urticaria - Diagnosis



Delayed form exists

Exclude secondary cold urticaria
Ice filled copper beaker with thermometer
Vary exposure
Ice cube test (use plastic gloves)
Cold immersion - One arm in water 8o - 10oC for 5
minutes
Cold air - Expose 1/2 the patient to a cold room for
20-30 minutes
Extreme caution
Observe for wheal formation
Onset - 2-5 minutes
Duration - 1-2 hours
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Other Physical Urticarias


Other Physical Urticarias - Continued


Pressure Urticaria - 8kg/4cm weight to thigh
Onset - 3-12 hours
Duration - 8-24 hours



Heat Urticaria - Cooper beaker with 5055oC water



Onset - 2-5 minutes
Duration - 1 hour

Non-IgE-Dependent Urticaria:

Non-IgE-Dependent Urticaria:
Some agents which effect mast cells directly





Aquagenic Urticaria - Water compress with
thermometer to maintain temperature at 35-36oC
for 30 minutes
Onset - Several minutes to 30 minutes
Duration - 30 minutes
Vibratory Angioedema - Vibrating mixer against
skin
Onset - 2-5 minutes
Duration - 1 hour

Arachidonic acid pathway modification

Radiocontrast material
Opiates (eg. Morphine)
Polymyxin B
Curare and d-tubocurarine



Non-steroidal anti-inflammatory drugs



Up to 10% of asthma patients and 50% of
urticaria patients are intolerant to aspirin
Possible associated intolerance to azodyes

(not sodium salicylate)



(eg. Tartrazine and benzoate preservatives)



Urticarial Reactions Probably Related To
Circulating Immune Complexes

Angioedema Related to Complement




Mechanism related to increased liopxygenase
products after cycloxygenase blockade

Hereditary: Dominant inheritance with
functional or absolute deficiency of the inhibitor
of the first component of complement
(C1-normal, family members may be
abnormal)
Acquired: Lymphoma patients
(C1-reduced, family members normal)




Urticarial vasculitis
Serum sickness-like reactions

Patients often have fever, urticarial lesions lasting more than
24 hours, lymphadenopathy, myalgias, arthralgias or arthritis,
and possibly proteinuria, elevated liver function tests,
leukocytosis, and high sedimentation rate.
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Urticaria
Clinical Lesions: Urticarial serum
sickness - like reaction

Urticaria
Clinical Lesions: Urticarial vasculitis

Chronic Idiopathic Urticaria:
Update 2016

Chronic Idiopathic Urticaria:
Newer Data on Autoimmunity

Anti-FcεRI Autoantibodies Mediate Release and Account for About
One-Quarter of Cases of Chronic Urticaria

Circulating histamine - releasing factors








Autoantibodies against the IgE high-affinity receptor, FcεRI in
sera
163 patients with CIU versus healthy controls
Histamine release from mast cells and basophils
1/4 of patients had antibodies which could do this



Niimi N et al: J Invest Dermatol 1996;106:1001-1006.
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Autologous serum skin test
Subgroup with autoimmune thyroid
disease
Basophil activating IgG autoantibodies

My Evaluation of Patients with Chronic
Idiopathic Urticaria






My Evaluation of Patients with Chronic
Idiopathic Urticaria (continued)

Complete history and physical examination by
Primary Care Physician (PCP)
Screening laboratory tests and follow up of
positives by PCP (eg. if eosinophilia then stool
for ova and parasites and other complete
evaluation)
Review medications and avoid all non-steroidal
antiinflammatory drugs (due to increased
lipoxygenase products)
Discuss anaphylactoid symptoms and signs and
give appropriate prophylaxis (eg. Epipen8 or
Anakit7 if needed)







My Treatment Approach for Patients
with Chronic Idiopathic Urticaria






Circle lesions - biopsy if circled lesion lasts more
than 24 hours (not urticaria by definition therefore,
exclude urticarial vasculitis, etc.)
Consider (3) day rice and water elimination diet
Review prognosis and limited chance for total cure
Consider activated charcoal therapy

My Treatment Approach for Patients with
Chronic Idiopathic Urticaria (continued)

Avoid (and/or taper to zero if already receiving)
systemic corticosteroids
Recognize impact of disease on quality of life
Review that antihistamine will only flatten lesions and
reduce pruritus not “eliminate the red” as corticosteroids
do
Combine several antihistamines from different classes
with different sedating potential and H 1 and H2 blocking
effects taking half life into effect



For example combine one or two from first category:

Non-sedating or low sedating
antihistamine
Levocetirizine 5mg 1x/day
or
Loratidine or 10mg 1x/day
180mg 1x/day
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or

With

Doxepin 10 – 75 mg at
bedtime

My Treatment Approach for Patients with
Chronic Idiopathic Urticaria (continued)



Consider adding other classes or montelukast, stonozolol 2mg bid medication
(eg. Terbutaline sulfate, nifedipine, colchicine, dapsone, zafirlukast-leukotriene
inhibitor)
Consider (realizing risks and frequent lack of success) immunosuppressive
approach for patients with very refractory disease as follows:
Psoralen ultraviolet A (PUVA)
Methotrexate (weekly low dose)
Azathioprine daily
Cyclosporine (short course 3-4 months only)
Pulse cyclophosphamide
Oral Tacrolimus
IVIG
Omalizumab (Xolair – anti IgE) 150 or 300 mg SQ q weeks
(150mg/site max)

Bullous Pemphigoid

Bullous Pemphigoid

Key Features

Bullous pemphigoid (BP) is the most common autoimmune
subepidermal blistering disease; it predominantly affects the
elderly

It is usually a chronic disease, with spontaneous exacerbations
and remissions, which maybe accompanied by significant
morbidity

BP is associated with tissue-bound and circulating autoantibodies
directed against BP antigen 180 (BP180, BPAG2 or type XVII
collagen) and BP antigen 230 (BP230 or BPAG1e), components of
junctional adhesion complexes called hemidesmosomes that
promote dermal-epidermal cohesion

Key Features (Cont.)

The spectrum of clinical presentations is extremely broad.
Characteristically, BP is an intensely pruritic eruption with
widespread blister formation. In early stages, or in atypical
variants of the disease, only excoriated, eczematous or
urticarial lesions (either localized or generalized) are present

Diagnosis relies on immunopathologic examinations,
particularly direct and indirect immunofluorescence
microscopy as well as anti-BP180/BP230 ELISAs
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Fig. 30.2 Bullous pemphigoid – bullous presentation. Classic
presentation with multiple tense bullae arising on normal and
erythematous skin. Several of the bullae have ruptured, leaving
circular erosions.

Fig. 30.3 (A)

Fig. 30.3 (B)

Fig. 30.5 (A)

Fig. 30.5 (B)

Fig. 30.4 (A)

Fig. 30.3 Bullous pemphigoid
– urticarial (and bullous)
presentation. (A) Pink urticarial
papules and plaques as well as
tense bullae containing serous
fluid. (B) Firm annular urticarial
plaques.

Fig. 30.4 (B)

Fig 30.6 (A)

Fig. 30.5 Bullous
pemphigoid – unusual
clinical variants.
Grouped vesicles and
bullae on the palms (A)
and toes (B) that can
resemble pompholyx
(dyshidrosiform
pemphigoid). (C)
Vegetating plaque in the
inguinal crease
(pemphigoid vegetans).
(D) Toxic epidermal
necrolysis-like lesions with
large erosions.

Fig. 30.6 (B)

Fig. 30.5 (D)

Fig. 30.5 (C)
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Fig. 30.4 Bullous pemphigoid
– eczematous presentation.
(A), (B) Large pink eczematous
plaques on the trunk and upper
extremities.

Fig. 30.6 Childhood
bullous pemphigoid. (A)
Generalized tense bullae and
crusted erosions. (B)
Localized vulvar involvement
(vulvar childhood
pemphigoid).

Fig. 30.7 Bullous pemphigoid localized to a psoriatic plaque. No obvious
trigger was detected, as the patient was not receiving phototherapy. Courtesy, Jean

Fig. 30.8 Urticarial phase of bullous pemphigoid – histologic features. Eosinophils are
present within the dermis as well as the epidermis (eosinophilic spongiosis). Some of the
eosinophils have lined up at the dermal-epidermal junction, a typical finding in the urticarial
stage of BP. Courtesy, Lorenzo Cerroni, MD

L. Bolognia, MD

Fig. 30.9 Bullous pemphigoid – histologic features. Subepidermal blister
which contains fibrin, eosinophils and mononuclear cells (see insert). Courtesy
Lorenzo Cerroni, MD

Tips for Bullous Pemphigoid

Pemphigus Vulgaris
Key features

1. Antibacterial body washes/Bleach baths
2. Topical triamcinolone 0.1% cream 3:1 in Silvadene
cream
3. Weekly methotrexate corrected for age/creatinine
4. Lower dose prednisone
5. 2 year program
Kwantra SG, Jorizzo JL. J Dermatol Treat





2013;24:327-331.
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Pemphigus is a group of autoimmune blistering diseases of
the skin and mucous membranes that is characterized by:
 histologically, intraepidermal blisters due to the loss of
cell-cell adhesion of keratinocytes
 immunopathologically, the finding of in vivo bound and
circulating IgG autoantibodies directed against the cell
surface of keratinocytes
Pemphigus is divided into three major forms: pemphigus
vulgaris, pemphigus foliaceus and paraneoplastic
pemphigus

Pemphigus Vulgaris
Key features (cont.)






The functional inhibition of desmogleins, which play an important
role in cell-cell adhesion of keratinocytes, by IgG autoantibodies
results in blister formation
Patients with pemphigus vulgaris and pemphigus foliaceus have
IgG autoantibodies against desmoglein 3 and desmoglein 1,
respectively, while patients with paraneoplastic pemphigus have
IgG autoantibodies against plakin molecules in addition to
autoantibodies against desmogleins
IgA autoantibodies directed against the keratinocyte cell surface
define IgA pemphigus, the pathophysiology of which is yet to be
clarified

Fig. 29.1 A

Fig. 29.1B

Fig. 29.1 Indirect immunofluorescence
of pemphigus sera with normal human
epidermis as a substrate. The hallmark of
pemphigus is the finding of IgG autoantibodies
directed against the cell surface of
keratinocytes.
A. Pemphigus vulgaris sera containing
anti-desmoglein 3 (anti-Dsg3) IgG alone
stain the cell surfaces in the lower epidermis.
B. Pemphigus vulgaris sera containing both
anti-Dsg3 IgG and anti-Dsg1 IgG stain the cell
surfaces throughout the epidermis.
C. Pemphigus foliaceus sera, which contain
only anti-Dsg1 IgG, stain the cell surfaces
throughout the epidermis, but more intensely
in the superficial layers.

Fig. 29.1C

Fig. 29.5 A

Fig. 29.5 B

Fig. 29.5 C

Fig. 29.5 Pemphigus
vulgaris. A, B.
Essentially all patients
develop
Painful oral mucosal
erosions, with
The most common
sites being the
Buccal and palatine
mucosae.
C. Flaccid blisters and
an erosion due
To rupture of a bulla.

Fig. 29.5 D

Fig. 29.5 E

Fig. 29.5 Pemphigus vulgaris
D. The dyshidrosiform variant
is uncommon.
E. In a severe case, a large area
of the back is affected, leading to
a loss of body fluids and secondary
Bacterial infections.
B-D, Courtesy, Louis A Fagola, Jr, MD
E, Courtesy, Department of Dermatology,
Hamamatsu University School of
Medicine

B-D, Courtesy, Louis A Fragola, Jr, MD
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Tips for Pemphigus Vulgaris
Waterpick
Manage Candida acutely with fluconazole and chronically
with daily clotrimazole troches
CREST whitening (dilute hydrogen peroxide)
1mg tacrolimus capsule (open & dissolve in ½ liter of water
– swish and spit for 2 minutes (Ortonne)
Topical and/or intralesional corticosteroids
Choose: Rituximab versus Prednisone and Mycophenolate








Strowd LC, Taylor SL, Jorizzo JL, Namazi MR. J Am Acad Dermatol
2011;64:490-4.

Lupus Erythematosus Update: 2016
Introduction
Dermatologists are uniquely qualified to
understand clinicopathologic aspects of lupus
erythematosus especially from the
mucocutaneous vantage point.
Avoid Lupus/Skin/Antimalarials rut
Match the therapy to the presumed
pathogenesis of lesions






Lupus Erythematosus Update: 2016
Therapeutic Classification

Lupus Erythematosus: Approach









Evaluate dermatologic lesions based on
clinicopathologic features
Work with a colleague in Pediatrics or
Internal Medicine to evaluate relevant
internal involvement
Classify patient appropriately as to subset
Construct a therapeutic ladder
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Vascular reactions in SLE
Lesions characterized by a lymphocytic infiltrate at
the DE junction
Discoid lesions (CCLE or SLE)
Subacute lesions (SCLE)
Poikiloderma (SLE)
Special lesions
Lupus panniculitis
Vesiculobullous lesions
Tumid lesions

Lupus Erythematosus

Lupus Erythematosus Update: 2016
Vascular Reactions




Cutaneous Small Vessel Vasculitis

Probably immune complex-mediated (CIC)
Cutaneous small vessel vasculitis
Larger vessel vasculitis
Other forms
Urticarial vasculitis
Other serum sickness-like lesions
Uncertain mechanism
Erythemas
Erythema multiforme-like lesions
Livedo reticularis
Other vascular reactions

Lupus Erythematosus

Lupus Erythematosus Update: 2016

Larger Vessel Vasculitis

Interface Lesions






Discoid lesions (scarring)
CCLE
SLE
Subacute cutaneous lesions
(nonscarring)
Annular-polycyclic
Psoriasiform
Poikiloderma - SLE

Lupus Erythematosus Update: 2016

Lupus Erythematosus
Spectrum of Interface Lesions: Discoid Lesion

CCLE vs. SLE



Biopsy confirmation
Complete cutaneous examination to
exclude:
Nailfold telangiectasias
Vasculitic lesions
Poikiloderma
SCLE annular lesions
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Autoantibodies And Their Clinical
Associations 2016

Lupus Erythematosus Update: 2016
CCLE vs. SLE



Anti-dsDNA

Complete history and physical examination aimed
at ARA criteria for SLE
Screening laboratory tests aimed at ARA criteria to
include at least:

Anti-Sm
Anti-Ro

ANA profile
Urinalysis
Complete blood count and platelets
SMAC



Role of direct immunofluorescence

Autoantibodies And Their Clinical
Associations 2016 continued...
Anti-La

Anti-RNP

Antiribosomal P

Autoantibodies And Their Clinical
Associations 2016 continued...

Sjogren’s syndrome
Cutaneous manifestations
Congenital heart block
Decreased frequency of renal and CNS disease
Myositis
Raynaud’s phenomenon
Mixed connective tissue disease
Depression
Psychosis

Antiphospholipid

Lupus Erythematosus:



Malar rash
Discoid lupus
Photosensitivity
CCLE
Oral ulcers
vs
SLE issues
Arthritis
Proteinuria>0.5g/day or
cellular casts
Seizures or psychosis

}

Recurrent spontaneous abortions
Arterial and venous thrombosis
Thrombocytopenia

Lupus Erythematosus

Current ACR Criteria (Undergoing Revision)







Glomerulonephritis
Vasculitis
Glomerulonephritis
CNS involvement
Cutaneous manifestations
Thrombocytopenia
Sjogren’s syndrome
Congenital heart block
Neonatal lupus syndrome
Antinuclear antibody-negative lupus

Spectrum of Interface Lesions: Subacute Lesions

 Pleuritis or pericarditis
 Hemolytic anemia or leukopenia
or lymphopenia or
thrombocytopenia
 Antibody to DNA or Sm antigen
 Positive FANA

Refer to: Arthr Rheum 2012;64:2677-2686
For Systemic Lupus; International Collaborating Clinics Classification Criteria
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Lupus Erythematosus

Drug Induced LE (Often SCLE)

Spectrum of Interface Lesions: Poikiloderma










Lupus Erythematosus: Update 2016

Lupus Erythematosus Update: 2016

Therapeutic Ladder
Extensive/Persistent Cutaneous Disease

Interface Lesions: Therapeutic Ladder
Mild and/or localized disease








Sunscreens (High SPF with UVA protection) (2)
Topical corticosteroids (2)
Superpotent topical corticosteroids (2)
Intralesional corticosteroids (2)
Topical immunomodulators




 eg. Tacrolimus +/- Keratolytics (2)
Hydroxychloroquine 200mg bid (1)
Above plus Quinacrine 100mg qd (2)










Oral Retinoids (2)
Dapsone/Sulfapyridine (2)
Chlofazimine (3)
Methotrexate (3)
Thalidomide (2)
Auranofin (3)
Azathioprine (2)
Mycophenolate

Lupus Erythematosus: Update 2016
Therapeutic Ladder
Systemic Disease Experimental Therapies

Lupus Erythematosus: Update 2016
Therapeutic Ladder Systemic Disease











Thiazide diuretics
NSAIDS (remember Aleve/naproxen)
Calcium channel blockers
Antifungals – terbinafine, griseofulvin
Beta blockers
ACE inhibitors – eg. Captopril
TNF alpha inhibitors
Misc – ranitidine, taxofere, cinnarizine, stations,
procainamide, penicillamine, phenytoin,
interferons alpha & beta

Prednisone (1)
Azathioprine (1)
Mycophenolate (1)
Leflunomide (2)
Cyclophosphamide (1)
IVIG (2)
Cyclosporine (1)
Rituximab (2)
Belimumab (Anti B-LyS) (1)
Tofacitinib (JAK inhibitor)
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Mesenchymal stem cells
Nanoparticle-based drug delivery
Sirukumab DQWL,O
Tocilizumab DQWL,OUHFHSWRU
Eculizumab (anti-C5)
Many others strategies

Lupus Erythematosus Update: 2016
Special Lesions: Therapeutic Ladder

Lupus Erythematosus Update: 2016
Special Lesions: Therapeutic Ladder

Lupus Panniculitis






Vesiculobullous Lesions (EBA
relationship)



Antimalarials (2)
Other

Dermatomyositis: 2016

Dermatomyositis: 2016

Why is this important for dermatologists?





Dapsone (2)
Azathioprine (3)
Mycophenolate mofetil (3)





Reasons we dermatologists might miss the diagnosis

Miss poikiloderma - diagnose as psoriasis - risk of
phototherapy
Note poikiloderma but miss photodistribution and
nail fold changes - diagnose as cutaneous T-cell
lymphoma
Note poikiloderma and photodistribution diagnose as lupus erythematosus - ANA and skin
biopsy specimen may seem to support the
misdiagnosis



Serious, treatable, multisystem disease
Prognosis and therapy different from lupus
erythematosus
Malignancy association in adults
Diagnosis is commonly (maybe even usually)
missed





Dermatomyositis Update: 2016 - Diagnosis

Juvenile Dermatomyositis: 2016

Bohan and Peters, 1975

Clinical signs and symptoms of proximal extensor
muscle weakness
 Elevations of muscle enzymes (e.g. CPK,
Aldolase)
 EMG changes of myositis
 Typical muscle histologic changes (infiltrate,
necrosis, fibrosis, phagocytosis, regeneration)
 Typical cutaneous eruption
New criteria are evolving
Role of MRI debated
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8-22% of all DM/PM
Higher incidence of vasculitis
Early studies: 1/3 died, 1/3 crippled,
1/3 remission
Recent studies: Low mortality (vasculitis with GI
hemorrhage)
Calcinosis cutis more common

Dermatomyositis: 2016

Dermatomyositis: 2016

Clinical Features - Cutaneous

Malignancy Association











No increase in incidence of neoplasia in children
5-11 fold increase in neoplasia in adults
(PM: 2-3%; DM: 15-20%)
Particularly lung, ovary, breast, stomach
Usually DM antedates tumor by 1-2 years
Drop off in malignancy after two years - Large
Danish study
“Directed” evaluation – repeated at intervals






Dermatomyositis: 2016

Heliotope sign
Photodistributed poikiloderma-violaceous
Poikiloderma over extensor surfacesviolaceous
Gottron’s sign
Cuticular dystrophy
Nail fold telangiectasia
Calcinosis cutis (complication: especially
childhood)

Dermatomyositis: 2016

Clinical Features - Cutaneous

Clinical Features - Cutaneous
Heliotope sign
Photodistributed poikiloderma-violaceous
Poikiloderma over extensor surfaces-violaceous
Gottron’s sign
Cuticular dystrophy
Nail fold telangiectasia
Calcinosis cutis (complication: especially childhood)

Dermatomyositis: 2016

Dermatomyositis: 2016

Clinical Features - Cutaneous

Clinical Features - Cutaneous

Heliotope sign
Photodistributed poikiloderma-violaceous
Poikiloderma over extensor surfaces-violaceous
Gottron’s sign
Cuticular dystrophy
Nail fold telangiectasia
Calcinosis cutis
(complication: especially childhood)
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Dermatomyositis: 2016

Dermatomyositis: 2016

Clinical Features - Cutaneous

Clinical Features - Cutaneous
Heliotope sign
Photodistributed poikiloderma-violaceous
Poikiloderma over extensor surfaces-violaceous
Gottron’s sign
Cuticular dystrophy
Nail fold telangiectasia
Calcinosis cutis (complication: especially
childhood)

Dermatomyositis: 2016

Dermatomyositis: 2016

Clinical Features - Cutaneous

Clinical Features - Cutaneous
Heliotope sign
Photodistributed poikiloderma-violaceous
Poikiloderma over extensor surfaces-violaceous
Gottron’s sign
Cuticular dystrophy
Nail fold telangiectasia
Calcinosis cutis (complication: especially
childhood)

Dermatomyositis: 2016

Dermatomyositis: 2016

Selected Systemic Aspects

Clinical Features - Cutaneous
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Articular disease - if erosive, implies
overlap
Dysphagia - proximal is related to myositis
true distal esophageal disease suggests
overlap
Lung disease - 15-30% diffuse interstitial
fibrosis (Jo-1 antibody)

Dermatomyositis 2016
Pathogenesis

GENETICS13-15
 Monozygotic twins affected
 Associated human leukocyte antigens (HLA)








Pathogenesis (Cont.)

Pathogenesis (Cont)

HUMORAL IMMUNITY23
 Association with autoimmune diseases (Hashimoto’s
thyroiditis, Graves’ disease, myasthenia gravis, type I
diabetes mellitus, primary biliary cirrhosis, dermatitis
herpetiformis, vitiligo, and other autoimmune
connective tissue diseases)
 Myositis-specific antibodies versus antibodies against
aminoacyl-tRNA synthestases, non-synthetases,
cytoplasmic antigens, and nuclear antigens.
Examples include: antisynthetase, anti-Jo-1 (lung
disease), and anti-Mi-2 (most specific for
dermatomyositis)

CELLULAR IMMUNITY/APOPTOSIS16-22







TNF- 308A allele polymorphism

Dermatomyositis 2016

Dermatomyositis 2016





HLA-DR3 and B8 (juvenile dermatomyositis)
HLA-DR52 (patients with anti-Jo1 antibodies)
HLA DR7 and -DRw53 (patients with anti-Mi-2 antibodies)
HLA B14 and -B40 (adults with dermatomyositis overlap)
HLA – DRB1*15021 (Japanese with juvenile
dermatomyositis)

Histopathologic findings in skin and muscle (CD8 + lymphocytes)
Lymphocyte-mediated experimental myositis in mice
Increased Ki-67 and p53 expression in keratinocytes after UVB
irradiation
Increased CD40 expression on muscle cells
Decreased circulating CD54 (ICAM-1)-positive lymphocytes
Fas ligand on T cells and Fas receptor on muscle cells
MHC Class I overexpressed in affected muscle tissues
Elevated expression of COX-1, COX-2, and 5-LOX mRNA in
affected muscle tissues

Dermatomyositis 2016

Dermatomyositis 2016

Pathogenesis (Cont.)

Pathogenesis (Cont.)

INFECTIOUS PRECIPITANTS24,25
 Seasonal variation
 Picornavirus substrate for aminoacyl-tRNA synthetases
 Escherichia coli, muscle protein and capsid protein of a
picornavirus that induces mouse myositis all have some
homology of amino acid sequences with Jo-1
 Echovirus infection in patients with
hypogammaglobulinemia
 Coxsackievirus-9 myositis

DRUG AND VACCINE PRECIPITANTS26-31


Hydroxyurea, D-penicillamine, TNF- inhibitors, nonsteroidal
anti-inflammatory drugs, lipid-lowering drugs (statins
>gemfibrozil), cyclophosphamide, BCG vaccine; single case
reports of phenytoin, alfuzosin ( -agonist for BPH),
omeprazole, ipecac (repeated exposures), interferon- -2b,
tegafur, etoposide, articaine, sulfacetamide sodium opthalmic
drops

MALIGNANCY ASSOCIATION (ADULTS)32,33
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Dermatomyositis: 2016
Laboratory Aspects






Sedimentation rate only elevated in 50%
Elevated: CPK, Aldolase, urine creatine, serum
myoglobin, rarely urine myoglobin, other serum
enzymes
Positive ANA (90+%), anti-Jo-1 (25%),
anti-Mi-1 and anti-Mi-2
Negative anti-DNA

Dermatomyositis: 2016

Dermatomyositis: 2016

Histopathologic Aspects

Muscle Biopsy

 Can provide evidence supporting
diagnosis
 Can definitively exclude certain other
conditions in the differential
 Incisional vs needle biopsy
 Quadriceps, triceps

 Skin: Epidermal atrophy, interface
change, vascular dilatation, occasional
mucin deposition
 Muscle: Mixed/primarily lymphocytic
infiltrate, necrosis of muscle fibers,
fibrosis, phagocytosis, regeneration

Dermatomyositis: 2016
Histopathologic Aspects

Dermatomyositis: 2016
Electromyography

 Abnormal in about 90% of active
cases
 Characteristic triad
 May support diagnosis and help
exclude other conditions
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Dermatomyositis: 2016

Dermatomyositis: 2016

Classic clinicopathologic disease in patients with normal
muscle enzymes

Prognosis

Precorticosteroid era: 50-60% mortality
Newcastle series: Childhood mortality 5%, Overall
mortality 28% (6 years)
Johns Hopkins survey: Similar to Newcastle
overall mortality 27% (8 years)
Variable morbidity data in childhood PM/DM from
1/3 with severe impairment versus mean of no
objective impairment
Our data on 20 children after 2-20 years











Group 1:
Group 2:



Group 3:

Stonecipher MR, Jorizzo JL, White WL et al. J Am Acad Dermatol
1993;28:951-956.

Dermatomyositis: 2016

Dermatomyositis: 2016
Magnetic Resonance Imaging

Ultrasound

Therapeutic Ladder for Dermatomyositis

Dermatomyositis Update: 2016

SYSTEMIC THERAPY

Therapeutic Ladder









Cutaneous changes only: 5 patients (1-10 years)
Cutaneous changes only at baseline with
subsequent evolution of myositis: 2 patients
(1/2-2 1/2 years)
Cutaneous changes with normal muscle enzymes
but invasive tests revealed myositis: 4 patients (4
positive EMG, 2 positive biopsy)

Systemic Corticosteroids (2)
Prednisone 1mg/kg/day taper to 1/2 over 6 months
Then attempt to reach qod dosing
Usually required for 2 years
Pulse and split dose options
Methotrexate low dose weekly pulse (2)
Azathioprine 2-3 mg/kg/day(3)
IVIG(1)
Key
(1) - Double blind studies
(2) - Clinical series
(3) - Anecdotes

Oral prednisone:

1 mg/kg/day tapered to 50% over 6 months and to zero over 2-3 years (1)
Option to use pulse, split-dose, or alternate-day (2)

Methotrexate:

5-20 mg weekly (2)

Azathioprine:

2-3 mg/kg/day (1)

Others:

High-dose IvIg (2 g/kg/month) (1)
Pulse cyclophosphamide (0.5-1.0 g/m2 monthly) (2)
Chlorambucil (4 mg/day) (2)
Cyclospporine (3-5 mg/kg/day) (2)
Tacrolimus (0.12 mg/kg/day (3)
Mycophenolate mofetil (1 g twice daily) (2)
Sirolimus (5 mg/day x 2 weeks, 2 mg/day x 2 weeks, then 1 mg/day) (3)
Infliximab (5-10 mg/kg every 2 weeks initially) (3)
Etanercept (3)†
Rituximab (375 mg/m 2/infusion for 4 weekly infusions) (2)
Fludarabine (3)
Hematopoietic stem cell transplantation (3)
Plasmapheresis (3)†
†Double-blind trial
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†Double-blind trial showed no benefit
showed
no benefit.

Therapeutic Ladder for Dermatomyositis
CUTANEOUS LESIONS

Scleroderma Update: 2016

Sunscreens (high sun protection factor including protection against UVA) (3)
Topical corticosteroids (3)
Topical tacrolimus (3)
Hydroxychloroquine (200 mg twice daily; increased frequency of drug eruptions in patients
with dermatomyositis) (2)
Hydroxychloroquine (200 mg twice daily) plus quinacrine (100 mg/day) (3)
Low-dose weekly methotrexate (5-15 mg weekly) (2)
Mycophenolate mofetil (3)
High-dose IVIg (2 g/kg/month) (1)
Retinoids (3)
Dapsone (3)
Thalidomide (3)
Leflunomide (3)
Antiestrogens (e.g. Tamoxifen, anastrazole) (3)
TNF- inhibitors (e.g. Infliximab, etanercept) (3) *
Rituximab (3)
Tacrolimus (3)
*Reported








cause of drug-induced dermatomyositis.

Scleroderma: Update: 2016

Scleroderma Update: 2016

Classification

ACR Diagnostic Criteria
Major criterion




Local Forms

Proximal scleroderma





Indurated, hard skin. Often the skin is shiny with loss of cutaneous
surface markings. Loss of elasticity occurs. Hyper- and
hypopigmentation are common.

Minor criteria






Greek: “Hard skin”
Rare autoimmune disease
Idiopathic
High morbidity
Variable mortality
Spectrum of disease: Morphea, limited
disease (CREST), diffuse disease (PSS)

Sclerodactyly
Digital pitted scars or loss of substance of the finger pad
Bibasilar pulmonary fibrosis

Linear scleroderma
Generalized morphea
Morphea (plaque, guttate, or subcutaneous)

Systemic Sclerosis



Diagnosis is 97% certain with one major, or two minor or more criteria
present. There are no specific diagnostic criteria for localized cutaneous
scleroderma, scleroderma variants, overlap syndromes, and environmentally
induced scleroderma at this time.

Limited (no truncal involvement)
Diffuse (widespread skin involvement)

Differential Diagnosis of Sclerodermoid Conditions
Clinical Features

Differential Diagnosis of Sclerodermoid Conditions
Clinical Features

IMMUNOLOGIC

MUCINOSES




Scleredema

Induration of the upper back, neck and
face; occasional internal involvement
(see Ch. 46)
Scleromyxedema Waxy papules (often in a linear array):
diffuse induration favoring the face,
upper trunk, arms and thighs;
monoclonal gammopathy; neurologic,
gastrointestinal and pulmonary
involvement (see Ch. 46)
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Chronic GVHD*



Eosinnophilic
faciitis



Generalized
morphea*



Fibroblastic
rheumatism

Morpheaform plaques favoring the trunk, which
may become generalized; eosinophilic
fasciitis (see Ch. 52)
Symmetric induration with a “pseudo-cellulite”
appearance on the extremities (sparing
hands and feet) (see text)
Expansion and coalescence of morphea plaques
to involve a large portion of the trunk and
extremities (see Ch. 44)
Sclerodactyly; fibrotic nodules on the hands

Differential Diagnosis of Sclerodermoid Conditions
Clinical Features

Differential Diagnosis of Sclerodermoid Conditions
Clinical Features

NEUROLOGIC

PARANEOPLASTIC




POEMS syndrome
Amyloidosis (primary
systemic)†
Carcinoid syndrome

Sclerotic skin on the extremities (see Ch. 114)
Diffuse induration favoring the face, distal extremities and
trunk (see Ch. 47)
Sclerotic skin on the legs (see Table 53.3)





NEOPLASTIC


Carcinoma en
cuirasse*

Sclerodermoid encasement of the chest by metastic
carcinoma (usually breast cancer)



METABOLIC



Diabetic
cheiroarthropathy
Porphyria cutanea
tarda*



Thickened skin and limited mobility of the hands (see
Table 53.4)
Morpheaform plaques in sun-exposed areas (see Chs 44
& 49)



Differential Diagnosis of Sclerodermoid Conditions
Clinical Features

Reflex
sympathetic
dystrophy*
Spinal cord injury

Nephrogenic
systemic fibrosis*
Eosinophiliamyalgia
syndrome
Toxic oil
syndrome*

Bleomycin*



Taxanes



Vinyl chloride
chlorinated
hydrocarbons*

Restrictive
dermopathy§
HutchinsonGilford progeria
Werner
syndrome
Stiff skin
syndrome

Tight, thin skin over the entire body; joint contractures;
LMNA or ZMPSTE24 mutations
Sclerotic skin on the lower trunk, buttocks and thighs;
LMNA mutations (see Ch. 63)
Tight, sclerotic skin on the distal extrememities;
RECQL2 mutations (see Ch. 63)
Fibrosis of the skin/fascia of the buttocks and thighs with
hip contractures (see text)



Phenylketonuria



Winchester
syndrome*
Ataxiatelangiectasia

Sclerotic skin on the thighs and buttocks with hip
contractures (see Ch. 63)
Diffuse, symmetric, leathery skin thickening; fibrotic
plaques or bands; MMP2 mutations (see Table
70.2)
Tight, sclerotic facial skin (see Ch. 60)





Edema followed by sclerosis of the lower extremities;
acrosclerosis
Acrosclerosis, acral fibrotic papulonodules, Raynaud’s
phenonmenon, acro-osteolysis; pulmonary fibrosis



Lipodermatosclerosis* Woody induration and hemosiderin pigmentation on the
lower legs; may also involve the pannus (see Ch.
100)



Differential Diagnosis of Sclerodermoid Conditions
Clinical Features

Scleroderma Update: 2016

Differential Diagnosis: Sclerodermoid Conditions

GENETIC DISORDERS (CONT.)


Huriez syndrome



H syndrome

Associated with exposure to gadolinium-based contrast
agents (US, 1997-present; now worldwide) (see
text)
Associated with L-tryptophan ingestion (US, 1989) (see
text)
Associated with toxic oil ingestion (Spain, 1981) (see
text)

GENETIC DISORDERS

Acrosclerosis, Raynaud’s phenomenon; pulmonary
fibrosis (more common, usually no concurrent skin
lesions)

VENOUS INSUFFICIENCY


TOXIN-MEDIATED

Differential Diagnosis of Sclerodermoid Conditions
Clinical Features

DRUG-OR-CHEMICAL-INDUCED (SEE TEXT)


Painful, cold, swollen extremity eventually develops
cutaneous sclerosis (see Ch. 6)
Sclerotic skin in affected areas

Sclerodactyly; atrophic skin on dorsal surfaces on hands
and feet; palmoplantar keratoderma (see Ch. 58)




Hypertrichosis in association with areas of
hyperpigmentation and induration (primarily lower
trunk and lower extremities), sensorineural hearing
loss, short height, heart anomalies,
hepatosplenomegaly, scrotal masses,
hypergonadotripic hypoganadism, antibody-negative
insulin-dependent diabetes mellitus, facial
telangiectasias; mutations in SLC29A3 which encodes
nucleoside transporter hENT3










*Can overlap with morpheaform disorders, which are listed in Table 44.1
†Primary

cutaneous amyloidosis can also occur in patients with systemic sclerosis and
Generalized morphea.
§Sclerodermoid changes are typically present at birth.
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Genetic (PKU, Progeria, Werner’s, Rothmund-Thompson)
Environmental (Vibration, Polyvinyl chloride, Silica, aeromatic
hydrocarbons, Spanish oil, L-tryptophan, Silicone)
Metabolic (PCT, Amyloidosis, Diabetes)
Immunologic (GVH, Scleromyxedema)
Drugs (Bleomycin, INH, others)
Malignancy (Carcinoid, melanoma, other, paraneoplastic)
Post infections (Scleredema, Acrodermatitis chronica atrophicans, Partial
lipodystrophy)
Neurological (Limb immobilization, Spinal injury)
Radiation (Breast CA, Chernobyl nuclear accident)
Renal disease (nephrogenic systemic fibrosis)

Scleroderma: Update 2016

Scleroderma: Update 2016

Morphea Overview (Cont.)

Morphea Overview








Cutaneous form of scleroderma
No recognized internal organ involvement
Rarely coexists with connective tissue
vascular diseases
Thought not to progress to PSS
Debate exists in children



Morphea - Clinical Forms

Scleroderma Update: 2016

Plaque Type Morphea

Morphea Overview (Cont.)





Not fatal, but produces considerable
morbidity including contractures and skin
textural change and disfigurement
ANA and/or ssDNA maybe positive, blood
eosinophilia and elevated IgG may relate
to prognosis

No treatment has become widely accepted
as effective
Physical therapy is crucial to prevent
contractures
In the absence of good double blind
prospective placebo controlled trials much of
the remaining points in the discussion will be
anecdotal

Linear and En Coupe de Sabre
Type Morphea

Diffuse Type Morphea
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Localized Scleroderma: 2016

Scleroderma Update: 2016

Topical Treatment - General

Histopathologic Features














Scleroderma Update: 2016

Emollients (3)
Topical corticosteroids (3)
Superpotent topical corticosteroids (2)
Topical calcipotriene plus occlusion (2)
Topical imiquimod (3)
Topical tacrolimus plus keratocytic (3)
Intralesional corticosteroids (3)
Physical therapy (3)
PUVA and other phototherapy including UVA-1 (2)
Methotrexate (2)
Prednisone taper/methotrexate (2)
Other

Scleroderma Update: 2016

Systemic Scleroderma Clinical Features

Systemic Scleroderma Clinical Features

Scleroderma Update: 2016

Scleroderma Update: 2016

Systemic Scleroderma Clinical Features

Systemic Features
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Raynaud’s phenomenon
Pulmonary hypertension, fibrosis
GI: Esophagus, small intestine
(malabsorbtion, bacterial overgrowth)
Cardiac: Pericarditis, myocarditis,
conduction abnormalities
Renal: Severe arterial hypertension
Arthralgias and myalgias

Scleroderma Update: 2016

Scleroderma Update: 2016

Pathogenesis







Pathogenesis (Cont.)



Unknown
Viral etiology theories
Borrelia theories for morphea
Environmental theories
Immunologic/vascular theories
Microchimerism (Fetal CD3+ cells in
maternal circulation with GVH-like
response)





Scleroderma Update: 2016
Therapy - General



Therapy for specific features
(Raynaud’s, esophageal reflex, hypertension)
Therapies used for Raynaud’s phenomenon

Avoid cold, stop smoking, biofeedback

Calcium channel blockers - (e.g. Nifedipine extended release etc.)

Nitroglycerin ointment 2% - (1/4-1 inch q6h)

Hydralazine 40-50mg/day

ACE inhibitors (e.g. Captopril 25-150mg tid; Prevent renal crisis)

Botulinum toxin type A

Angiotensin-receptor blocker (losartan 50mg/day)

Prostaglandins (egilopros, epoprostenolol)

Iloprost (prostacyclin analog IV pulse)

Pentoxifylline 400mg tid

Sildenaphil (phosphodiesterase inhibitor)

Endothelin inhibitor (Bosentan)

Tyrosine kinase inhibitor (imatinib)
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Genetic factors - unclear
Microvascular targets - capillary damage, adhesion
molecules, perivascular infiltrates
Immune dysfunction - T cell subsets, cytokines,
autoantigens to topoisomerase I, centromeric
proteins and RNA polymerases
Connective tissue fibrosis - TGF-beta, CTGF and
collagen receptors (alpha 1 beta 1, alpha 2 beta 2)

Scleroderma: Update 2016

Scleroderma: Update 2016 Therapy

Therapy Possible Systemic Agents

Possible Systemic Agents (Continued)

Minocycline
Hydroxychloroquine
Quinacrine
Colchicine
Phenytoin
D-Penicillamine
Aminobenzoate potassium (Potaba)
PUVA and other phototherapy
Gamma or alpha interferon
Relaxin
Bosentan (oral endothelin receptor antagonist)
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Possible Systemic Agents (Cont.)











Prednisone
Methotrexate
Azathioprine
Mycophenolate mofetil
Cyclophosphamide
Chlorambucil
Cyclosporine
Imatinib (Gleevec – Dual transforming growth factor
beta and platelet derived growth factor inhibitor)
Extracorporeal photophoresis
Stem cell transplantation

Lichen Sclerosus

Thalidomide derivatives
TNF alpha inhibitors
Rituximab
IVIG
Other
Biological therapies directed at these targets:

Key Features
 Sclerotic white plaques with epidermal atrophy and,
in extramucosal sites, follicular plugging
 Most commonly affects female or male genitalia, less
often non-genital skin
 May cause scarring of the vaginal introitus or
phimosis
 Severe pruritus may occur
 No systemic manifestations

TGF-beta
Connective tissue growth factor
IL-4, IL-13, MCP-1
Endothelin
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Sarcoidosis
Key Features

A systemic granulomatous disorder of unknown origin that most
commonly involves the lungs

Cutaneous manifestations of sarcoidosis are seen in up to one-third
of patients, and they may be the first clinical sign of the disease

Red-brown to violaceous papules and plaques appear most often
on the face, lips, neck, upper back and extremities

Variants of sarcoidosis include subcutaneous, lupus pernio and
ulcerative

Erythema nodosum is a non-specific inflammatory skin finding
associated with acute, transient sarcoidosis

Histologically, sarcoidosis is characterized by non-caseating
epitheloid granulomas, usually without surrounding lymphocytic
inflammation (i.e. ‘naked’ granulomas)
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Sarcoidosis:
Systemic Features





Granuloma Annulare
Key Features

Small grouped papules assuming an annular configuration
often in a symmetrical and acral distribution

Seen primarily in children and young adults

Clinical variants include localized, generalized, micropapular,
nodular, perforating, patch and subcutaneous forms

Reports of an association with diabetes mellitus are
controversial

Histopathologic specimens show infiltrative or palisading
granulomatous dermatitis with focal degeneration of collagen
and elastin and deposition of mucin
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SURT
Intrathoracic
Ocular
Lymph
Nodes







Musculoskeletal
Neurosarcoidosis
Hepaticsarcoidosis
Cardiac
Endocrine metabolic
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Treatment of Granuloma Annulare
(Cont.)




Necrobiosis lipoidica
Key Features

Plaques with violaceous to red–brown, palpable
peripheral rims and yellow–brown atrophic centers
with telangiectasias

The most common site is the shins

Ulceration can occur following trauma

The proportion of patients with diabetes mellitus varies
from 14% to 65%

Pathogenesis is unknown

Pathology shows palisading granulomatous dermatitis
with a ‘layered’ appearance, often with perivascular
plasma cells

Narrowband UVB (2)
UVA-1 (2)
Triple antibiotic (3)

Necrobiosis lipoidica Treatment








*Topical corticosteroids – pulse superpotent
*Keratolytic topicals plus – topical tacrolimus
*Aspirin/Dipyriodomal
*Pentoxilfylline
Nicrotinamide
Clofazimune
Misc: topical retinoids, heparin, antimalarials, thalidomide,
cyclosporine, biologics, surgery, photodynamic therapy, etc
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Upcoming Meetings:
2016 Annual AOCD Fall Meeting
Loews Santa Monica Beach Hotel
Santa Monica, CA
September 15 - September 18, 2016
2017 Annual AOCD Spring Meeting
Ritz Carlton Atlanta
Atlanta, GA
March 29 - April 2, 2017
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