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Special Announcement from the Board of Directors
The new MSHP Board of Directors were sworn in on Friday, April 5, 2019 during the annual business meeting.
They will take office officially on July 1, 2019. David Chen of the ASHP presided over the swearing in
ceremony. Stacy Dalpoas, incoming president, shared remarks following the swearing-in.
(continued on page 2)
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New board members: Carla Williams, Kristine Parbuoni, and Sandeep Devabhakthuni.

2019-2020 MSHP Board of Directors (from L-R): Agnes-Ann Feemster, David Ngo, Ashley Martinelli, Michael Armahizer,
Emily Pherson, Carla Williams, Kristine Parbuoni, Sandeep Devabhakthuni, and Stacy Dalpoas
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Business Meeting Conclusion
Stacy Dalpoas, President-Elect
As we conclude our business meeting today, I am thoroughly impressed by all the accomplishments, as well as the hard
work that has gone into enhancing MSHP as an organization this year. Before we move on to installing our new officers
for the coming year, I would like to take a moment to acknowledge a few individuals for their service.
To our outgoing board members, Jake and Kelly-you have brought great depth to the board with a keen sense of
important questions for us to answer as an organization, and thoughtful insight on all of the issues we tackled. I look
forward to continuing to work with both of you as active members of MSHP. I have also been so fortunate to learn from
a number of great women in pharmacy practice in the state of Maryland as I have started my journey as a Presidential
Officer, and truly appreciate the examples that Rachel and Emily have set for me both personally and professionally.
From which socks are likely to stay on your 6 month old, to how to think beyond the never-ending list of tasks and truly
create an environment for health system pharmacists in Maryland to flourish and support one another. Rachel and Emily
have exemplified servant leadership, and their dedication to MSHP, and all of us as constituents, is admirable.
I have also had the pleasure of getting to know our Executive Director, Libby Maynard, who supports MSHP with a level
of expertise and experience that serves to enhance the experience for us all from year to year. Libby works diligently
with the board to facilitate everything from the major events to the minor details. She takes great care of our day to day
needs, and can always be relied upon for quick and high quality work on our behalf. She is truly an asset.
As I look to the next year, I hope to build on some of the work that has already been done surrounding enhancing the
roles and opportunities for pharmacy technicians in our state, considering opportunities for solidifying the role of
pharmacy in the medication history process, and influencing legislation that supports pharmacy practice. I also hope to
engage more constituents in the work of MSHP and take full advantage of the remarkable talents of our membership. So
if you’re interested in ways to become more involved, please talk to me, the members of the board, or members of
committees to learn more.
For all of those who have held leadership positions within the committees, or been members of the committees, I want
to thank you for your time and dedication to MSHP. Your work inspires me and I am repeatedly impressed with the new
and valuable ways you help to advance pharmacy practice in Maryland by serving one another. For the new leaders
being sworn in at this meeting, I look forward to working with you and challenge you to think today about how you will
change MSHP for the better in your role over the next year. Together we will accomplish great work for our state, and if I
have anything to say about it we will have some fun doing it.

Medication Safety: Areas of Readiness for a Joint Commission Survey
Angela M. Helder, PharmD, BCPS, Medication Safety Coordinator
Johns Hopkins Bayview Medical Center
Organizations that are accredited by The Joint Commission (TJC) must maintain compliance with the standards and
compliance is assessed approximately every three years when surveyed. There are several areas that have gained
heightened awareness and should be reviewed to maintain compliance and readiness for survey. These areas include
sterile compounding, titration parameters, and duplicate PRN indications.
Sterile compounding
In 2017, TJC increased their emphasis on assessing compliance with USP <797> standards. Areas of focus include:
competency of staff, assessment of certification and testing of the compounding areas, and observations of the
compounding process. For the competency of all staff working in sterile compounding areas, TJC is looking to ensure
initial training and assessment as well as ongoing training. Similarly, with assessment the compounding areas, TJC is
focusing on certification of the compounding hoods and buffer/ante rooms, viable air and surface testing, and HEPA
filter leak testing. They may also request quality metrics from contracted services such as 503Bs and 503As who provide
(continued on page 4)
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sterile compounds to your institution. Lastly, the TJC may observe the compounding process during their survey to
assess sterile compounding practices. Activities such as proper handwashing and garbing may be observed.
Titration Parameters and Duplicate PRN Indications
The Joint Commission standard MM04.01.01 requires that “medication orders are clear and accurate”. Element of
Performance 13: “The hospital implements its policies for medication orders”. This is a commonly cited element of
performance during surveys and includes both titration parameters and duplicate PRN indications.
Titration orders require the following elements: medication name and route, initial or starting rate of infusion,
incremental units the rate can be increased or decreased, frequency for rate adjustments, maximum rate of infusion,
and objective clinical endpoint (such as Richmond Agitation-Sedation Scale (RASS) goal). For example, Fentanyl 2000
mcg in NS 100 mL Infusion. Start at 25 mcg/hr IV. Increase or decrease by 25 mcg/hr IV every 15 minutes to achieve the
RASS goal of minus one. In addition, if utilizing two agents with the same objective clinical endpoint, there must be a
clear plan of when to titrate one versus the other. Two examples of this might be if a patient is ordered for both fentanyl
and midazolam infusions and both are titrated to a RASS goal or a patient is on multiple vasopressors for blood pressure.
Similar to titration orders, when medications are ordered as-needed (PRN), it must be clear when to administer the
medication. If there are two orders with the same PRN indication, it may not be clear when to use one agent versus the
other. Examples of this include anti-emetics and pain medications. For example, if a patient is ordered two anti-emetics
that are both as needed for nausea and vomiting or two oral pain medications that are both for moderate pain.
Institutions have implemented policies when the routes are different such as intravenous (IV) and oral (PO), which guide
the route to administer first, or give IV when the patient is unable to take PO. For anti-emetics, being specific about
which agent to use first can aide in clarifying orders. Orders without clear indications are considered non-compliant.
In summary, keep these areas in mind when assessing your institution’s TJC readiness. For sterile compounding, it is
recommended to keep the documentation organized and easily retrievable in the event of a survey. For both titration
parameters and PRN orders, it would be beneficial to check what your institution has in place and periodically check to
ensure you are compliant with the standards.
References:
1. The Joint Commission. Accreditation and Certification: 4-1-1 on Survey Enhancements: Sterile Medication Compounding.
The Joint Commission Online. July 25th, 2018
2. Reducing Risk Associated with Sterile Medication Compounding. The Joint Commission Perspectives. October 2017.
3. Mansur L. The Joint Commission Medication Management Update for 2019. ASHP Midyear Clinical Meeting & Exhibition
2018.
4. Snodgrass K. Titrating to Safety and Compliance: Management of Titration Orders in the Intensive Care Unit. ASHP Midyear
Clinical Meeting & Exhibition 2018.

Pediatric Spotlight: EPIDIOLEX (cannabidiol) for the Treatment of Seizures Associated
with Lennox-Gastaut Syndrome and Dravet Syndrome
Caitlin Soto, PharmD Candidate, University of Maryland School of Pharmacy
Drew Seidel, PharmD, PGY2 Pediatric Pharmacy Resident, University of Maryland School of Pharmacy
Amy Kruger Howard, PharmD, Pediatric Pharmacy Fellow, University of Maryland School of Pharmacy
Epidiolex (cannabidiol) is the first and only FDA approved drug to contain highly purified cannabidiol and is indicated for
the treatment of seizures associated with Lennox-Gastaut syndrome (LGS) and Dravet syndrome (DS) in patients 2 years
of age and older.1 Studies demonstrating the effectiveness of cannabidiol for these indications studied cannabidiol only
as an adjunct therapy to other antiepileptic medications. To date, cannabidiol is the only FDA approved treatment for
patients with DS. LGS and DS are both rare, severe forms of epilepsy that begin in infancy and early childhood. Both
(continued on page 5)
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conditions are associated with developmental delay and intellectual disability. Cannabidiol has been placed in schedule
V of the Controlled Substances Act.2 The recommended starting dosage is 2.5 mg/kg by mouth twice daily and titrated
up to 10-20 mg/kg/day dependent on patient response and tolerability. The only preparation of Epidiolex currently
available is a 100 mg/mL solution for oral administration.
Cannabidiol is a chemical component found in the Cannabis sativa plant. However, unlike tetrahydrocannabinol (THC),
cannabidiol exhibits low affinity for cannabinoid receptors and lacks euphoric side effects.1 The mechanism by which
cannabidiol exerts its anticonvulsant effects in humans is unknown.2 GWPCARE4 study group published results of their
phase III clinical trial in the January 2018 Lancet.3 The study compared cannabidiol to placebo as adjunct therapy for LGS.
Patients (n=171) aged 2 to 55 years old with stable LGS were randomized to a 14-week treatment course of either
cannabidiol 20 mg/kg/day or placebo. Results of this study showed a statistically significant decrease in monthly
frequency of drop-seizure from baseline among those receiving cannabidiol. 3 The cannabidiol group experienced more
adverse events compared to placebo, with gastrointestinal effects being most commonly reported. A second phase III
trial showed similar results, reporting that cannabidiol significantly reduced the median percent of drop-seizure
frequency from baseline in an analogous study population (n=255).4 The indication for treatment of DS was supported
by a randomized, double-blind, placebo-controlled trial in patients aged 2 to 18 years old with DS (n=120) who have
been stable on their therapies for at least 4 weeks prior to enrollment.5 Patients treated with cannabidiol had
significantly fewer convulsive seizures per month versus placebo.5 In each of these trials, patients continued their
current antiepileptic therapies, including antiepileptic medications, ketogenic diet, and/or vagal nerve stimulation while
receiving cannabidiol or placebo.3-5
The most commonly reported adverse events with ≥10% incidence include decreased appetite, diarrhea, somnolence,
fatigue, insomnia, rash, and infections.2 Weight loss, decreases in hemoglobin and hematocrit, and increases in serum
creatinine were also observed.2 Cannabidiol can cause elevations in liver transaminases, which can be dose-related.2
Baseline transaminases and total bilirubin levels should be obtained prior to initiation of treatment and should be
monitored before starting treatment and at 1, 3, and 6 months of therapy.2 The manufacturer prescribing information
recommends monitoring for suicidal behavior and suicidal ideation while on therapy.2 Cannabidiol, like other
antiepileptic medications, should not be abruptly discontinued. 2 Cannabidiol is a substrate of CYP2C19 and CYP3A4,
therefore evaluation for drug-drug interactions should be performed prior to initiation of therapy. 2 Of note, cannabidiol
can significantly increase serum concentrations of the active metabolite of clobazam, an antiepileptic commonly used
for these epileptic disorders. 2 For those patients on concomitant clobazam, close monitoring of adverse effects is
recommended and clobazam should be dose-reduced as needed. Food increases absorption of cannabidiol. 2 The
manufacturer provides no specific guidance on administration with regards to meal timing, only emphasizing
consistency with day to day dosing. 2
References
1. U.S., Food and Drug Administration. (2018, June 25). FDA Approves First Drug Comprised of an Active Ingredient Derived
from Marijuana to Treat Rare, Severe Forms of Epilepsy. Retrieved from
https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm611046.htm
2. Greenwich Biosciences Inc. (2018). Epidiolex (cannabidiol). Retrieved from
https://www.epidiolex.com/sites/default/files/EPIDIOLEX_Full_Prescribing_Information.pdf
3. Thiele EA, Marsh ED, French JA, et al. Cannabidiol in patients with seizures associated with Lennox-Gastaut syndrome
(GWPCARE4): a randomised, double-blind, placebo-controlled phase 3 trial. Lancet. 2018;391(10125):1085-1096.
doi:10.1016/S0140-6736(18)30136-3
4. Greenwood SM, VanLandingham KE, Cross JH, et al. Effect of Cannabidiol on Drop Seizures in the Lennox–Gastaut
Syndrome. N Engl J Med. 2018;378(20):1888-1897. doi:10.1056/nejmoa1714631
5. Devinsky O, Cross JH, Laux L, et al. Trial of Cannabidiol for Drug-Resistant Seizures in the Dravet Syndrome. N Engl J Med.
2017;376(21):2011-2020. doi:10.1056/NEJMoa1611618
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Technician Corner: Pharmacy Technicians Performing Medication Histories in the
Emergency Department
Joshua Ryan, PharmD, BCPS
Director of Pharmacy, MedStar Franklin Square Medical Center
A thorough medication reconciliation is a critical step in a patient’s admission that can reduce the risk of medication
errors and ensure the patient receives appropriate care in the acute setting. Although a pharmacy technician cannot
officially complete the final step of medication reconciliation (this step must be completed by an admitting provider),
they can play an integral role in performing the legwork to obtain an accurate and up-to-date medication history while
the patient is in the emergency department (ED). The history obtained in the ED will convert into inpatient orders
during their hospital stay and will likely turn into outpatient prescriptions at the patient’s time of discharge. Any errors
in the list can follow the patient well beyond the ED visit.
There is a growing body of evidence to support the use of pharmacy technicians in the ED to improve accuracy and
timeliness of patient home medication lists. A recent study from Rutgers scrutinized 50 medication histories completed
by an ED nurse and 50 medication histories completed by a pharmacy technician. All 50 (100%) medication histories
completed by the ED nurse had at least 1 error. Only 18 (36%) of the 50 medication histories completed by the
pharmacy technician had at least 1 error. The same study noted that of all the medications documented, nurses had an
accuracy rate of 14% and pharmacy technicians had an accuracy rate of 94%.1 At MedStar Franklin Square Medical
Center, we saw similar changes in medication list errors after implementing our Medication History by Pharmacy
Technicians service and have been able to maintain the accuracy for more than 4 years.
There are a few reasons why pharmacy technicians find success in this role. The skill set of a pharmacy technician allows
them to be familiar with a broad range of medications and dosing schedules, which can often prompt them to ask the
“right questions.” Their knowledge of medications is not limited to a specialty or subset of medications. Additionally,
when a pharmacy technician is assigned to this role as their sole responsibility they have the bandwidth to effectively
research a patient’s history. Often the research goes beyond simply questioning the patient and can include calling
pharmacies, physician offices, and family members. ED nurses and admitting providers will traditionally have other roles
and responsibilities that will distract from a thorough review.
Another opportunity for the pharmacy technician role is the ability to bridge the communication gap that may occur in a
busy emergency department. There is often downtime between seeing providers and admission to the unit, allowing the
pharmacy technician to have direct communication with the patient during this time and have a positive impact on the
patient experience.
Reference
1. Markovic, M. (2017). A Comparison of Medication Histories Obtained by a Pharmacy Technician Versus Nurses in the Emergency
Department. P&T, 42(1), 41-46. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5215278/pdf/ptj4201041.pdf.

New Drug Update: Omadacycline (Nuzyra™)
Bernard Anarfi, PharmD Candidate, University of Maryland School of Pharmacy – Baltimore
Chioma Esoga, Pharm.D, Drug Information Specialist, University of Maryland Medical Center
The importance of reducing the high rate morbidity and mortality associated with CABP and ABSSSI cannot be
overemphasized. The gradual upward trend in antibiotic resistance remains a major problem in the medical field.2 This
stems from several factors such as the overuse of antimicrobial agents. Omadacycline was developed to help combat
strains of bacteria that have developed tetracycline resistance. It has a broad antimicrobial coverage, with activities
against many gram-positive, gram-negative, atypical, and anaerobic organisms. Problematic organisms, such as
(continued on page 7)
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methicillin-resistant Staphylococcus aureus (MRSA) and vancomycin-resistant enterococci (VRE), have shown an
increased prevalence over the years. Omadacycline is able to circumvent resistance mechanisms (efflux pumps and
ribosomal protection proteins), which make tetracyclines such as doxycycline and minocycline ineffective against these
resistant organisms. However, it does not have activity against Pseudomonas aeruginosa.3,4
Omadacycline (Nuzyra) is an aminomethylcycline antibiotic (first in this new class of tetracyclines) developed by Paratek
Pharmaceuticals. It is indicated for treating adult patients suffering from community-acquired bacterial pneumonia
(CABP) or acute bacterial skin and skin structure infections (ABSSSI). It was approved by the food and drugs
administration (FDA) in October 2018.5
Mechanism of action: Omadacycline binds to the 30S subunit of the bacterial ribosome and thus inhibit bacterial protein
synthesis. It has both bacteriostatic and bactericidal activities.4,5
Clinical Trial: A randomized, multinational, double blind, double dummy trial (OPTIC) comprising of 774 adult patients
was conducted to assess the efficacy of omadacycline in treating CABP, with moxifloxacin as the comparator. The
duration of the treatment was 7 to 14 days. Patients with ABSSSI (cellulitis, major abscess, or wound infection) were
enrolled in two other randomized clinical trials (OASIS-1 and OASIS-2) comparing omadacycline with linezolid. The first
of the ABSSSI trials had 665 participants and the second had 735 participants. The various clinical trials established
omadacycline as non-inferior to both moxifloxacin and linezolid for the treatment of CABP and ABSSSI respectively.3,5,6
Dosage: Omadacycline has been studied for use via the intravenous and oral routes. No renal or hepatic dose
adjustment needed. Recommended dosage is provided below:
Infection

Loading dose

Maintenance dose

Treatment Duration

CABP and ABSSSI

Day 1: 200 mg by IV infusion
over 60 minutes

Day 2: 100 mg by IV
infusion over 30 minutes
once daily

7 to 14 days

OR
100 mg by IV infusion over 30
minutes twice
ABSSSI (Nuzyra
tablets)

Day 1 and Day 2: Take 450 mg
(3 tablets) orally daily

OR
300 mg (2 tablets) orally
once daily
Day 3: 300 mg (2 tablets)
orally daily

7 to 14 days

IV to PO dosing was part of the trials. Pharmacokinetic studies indicated that the 300 mg oral dose produces similar drug
plasma concentrations to the 100 mg intravenous dose.3,5
Administration
Omadacycline for Injection: Do NOT administer NUZYRA for injection with any solution containing multivalent cations
such as calcium and magnesium, through the same intravenous line. Co-infusion with other medications has not been
studied.
Omadacycline Tablets: Fast for at least 4 hours and then take with water. After oral dosing, no food or drink (except
water) is to be consumed for 2 hours and no dairy products, antacids, or multivitamins for 4 hours.
Available Products: Omadacycline is currently available as omadacycline 100 mg lyophilized powder for solution for
solution preparation. It is also available as omadacycline 150 mg tablets.5
Adverse Reactions/Events: The most common adverse effects are nausea, vomiting, injection site reactions, headache,
diarrhea, insomnia, constipation, and hypertension. Serious side effects include tooth discoloration and bone growth
inhibition, particularly in pediatric patients less than 8 years old. Omadacycline carries a warning of mortality imbalance
in CABP patients. This warning comes from a CABP trial which showed a 2% mortality rate of patients treated with
7
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omadacycline, compared with a 1% mortality of patient treated with moxifloxacin. The reason for the difference in
mortality rates has not been determined. 2,5
Drug-drug Interactions (DDI): Anticoagulant dose may need a reduction when a patient is taking omadacycline
concomitantly. Also, bismuth subsalicylate, iron containing preparations, and antacids containing aluminum,
magnesium, or calcium, impairs the absorption of omadacycline and should be administered separately.5
Comparative Therapy: Omadacycline compares well with other broad spectrum antibiotics such as linezolid which is
used in treating skin and skin structure infections (SSSI), and moxifloxacin which is used in treating community acquired
pneumonia (CAP). These three medications are administered by both intravenous and oral routes. No renal or hepatic
dose adjustments needed when taking omadacycline, linezolid, or moxifloxacin. MRSA and VRE, covered by
omadacycline and linezolid, are not susceptible to moxifloxacin. No Pseudomonas aeruginosa coverage for all three
agents.1,5,7 Efficacy and safety of omadacycline looks promising when compared to standard practice agents such as
linezolid and moxifloxacin.2
Cost: Cost information for omadacycline will be available in the first quarter of 2019.
Place in therapy: Place in therapy determination will depend on the therapeutic benefits it shows in clinical practice,
specifically relating to safety and efficacy. While on omadacycline, CABP patients need to be monitored closely for
clinical response, particularly those who are at a high risk of mortality.4,5
References:
1. Avelox [package insert]. Fresenius Kabi, Lake Zurich, IL; December 2017.
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=MOXIFLOXACIN.
2. Barber KE, Bell AM, Wingler MJB, et al. Omadacycline Enters the Ring. A New Antimicrobial Contender. Pharmacotherapy.
2018. pp1-11.
3. Cho JC, Childs-Kean LM, et al. Return of the Tetracyclines: Omadacycline, a Novel Aminomethylcycline Antimicrobial. Drugs
of Today. 2018; 54(3): 209-217.
4. New Drug Approval. Nuzyra (omadacycline). IPD Analytics. October 2018.
5. Nuzyra [package insert]. Paratek Pharmaceuticals, Boston, MA; October 2018.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/209816_209817lbl.pdf.
6. Sun H, Ting L, Machineni S, et al. Randomized, Open-Label Study of the Pharmacokinetics and Safety of Oral and
Intravenous Administration of Omadacycline to Healthy Subjects. Antimicrob Agents Chemother. 2016 November; 60(12):
7431-7435.
7. Zyvox [package insert]. AuroMedics Pharma LLC, E. Windsor, NJ; March 2018.
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=b721756c-3b5e-456d-a2f6-0d8a56cc7f35.

Bridging the (Digital) Gap: A New Way of Understanding Inhaler Usage
Priya Narang, PharmD, MS, BCPS
According to data reported by the Centers for Disease Control (CDC), 26.5 million Americans are currently living with
asthma, with a higher prevalence in children (9.4%) compared to adults (7.7%). Additionally, half of the population with
asthma is expected to have at least one asthma attack per year, resulting in an estimated cost of $56 billion annually.
There are several different factors which can contribute to complications from asthma, including lack of access to care,
lack of patient education, and high cost of asthma care. Teva pharmaceuticals is working to combat potential barriers to
well-controlled asthma through the introduction of the first digital inhaler. Known as the Proair® Digihaler™, a national
release is expected in 2020.
The Proair® Digihaler™ is labeled for use for patients with both asthma and COPD, and contains 117 mcg of albuterol
sulfate per inhaler. Similar to the original Proair®, the Digihaler ™is a short acting bronchodilator (SABA) that is approved
for patients aged four years and older, and is indicated for treatment and prevention of bronchospasm. The idea behind
the release of the digital inhaler was to help patients and their caregivers better understand how an inhaler works. The
(continued on page 9)
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product contains built-in sensors that are able to detect when the product is used and to also measure inspiratory flow.
Another novel feature of the inhaler is its ability to synchronize with the Digihaler™ mobile application on the patient’s
mobile device. Scanning a QR code at the top of the inhaler syncs the app with the inhaler and allows information to be
sent via Bluetooth technology directly to the mobile device. . Through this innovative technology, Teva hopes to bridge
the gap between patients and their healthcare professionals. Furthermore, the company hopes that providers will better
be able to help patients manage their asthma by determining if patients are using their rescue inhaler too often, or
whether they are using it incorrectly. Information can be shared with healthcare professionals through daily, weekly,
and monthly reports.
The Digihaler™ will be built based on the design of the Proair® Respiclick™ inhaler. Therefore, it is not meant to be used
with a spacer and does not require priming. Also, similar to the Respiclick™, the Dgihaler™ will not contain a medicine
canister. Rather, a dose of the medication is activated when the cap of the product is opened. Unique to the Digihaler™
is its dry powder formulation, compared to the other albuterol inhaler products such as Proair® brand which are of the
HFA variety.
Digihaler™ has already been approved through a supplemental new drug application by the Food and Drug
Administration However, in 2019 the digital inhaler will only be available through select early experience programs and
in conjunction with healthcare systems in certain areas. Teva hopes to gather real world data prior to nationally
unveiling the drug in 2020.
References
1. CDC.gov. (2019). CDC - Asthma. [online] Available at: https://www.cdc.gov/asthma/default.htm [Accessed March 2, 2019].
2. CDC.gov. (2019). CDC - Asthma - Most Recent Asthma Data. [online] Available at:
https://www.cdc.gov/asthma/most_recent_data.htm [Accessed March 2, 2019].
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Fostamatinib: New Drug for an Old Problem
Bryna Delman Ewachiw, PharmD., BCOP; Oncology Coordinator, Sidney Kimmel Cancer Center
Johns Hopkins Bayview Medical Center

Fostamatinib (Tavalisse™, Rigel Pharmaceuticals) was recently approved in April 2018 for the treatment of
thrombocytopenia in adults with chronic immune thrombocytopenia (ITP) who have had an insufficient
response to a previous treatment.1 Immune thrombocytopenia purpura (ITP) is an acquired antibodymediated condition defined by a platelet level of <100,000 k/mL in the absence of other causes. ITP is
characterized by both antibody mediated platelet destruction and impaired platelet production and can
exhibit a range of symptoms such as peteachiae, purpura, mucosal, or gastrointestinal bleeding.2 Current
treatment options include steroids, intravenous immunoglobulins, immunosuppressants, and rituximab.3
Fostamatinib is a selective Syk (spleen tyrosine kinase) inhibitor that reduces platelet destruction by impairing
the phagocytosis of platelets via inhibition of signal transduction of Fc-activating receptors and B-cell
receptors.4 Fostamatinib is an oral prodrug that is rapidly hydrolyzed in the GI tract to an active metabolite,
R406 in vitro. The active drug, R406 is extensively metabolized primarily through CYP3A4 mediated oxidation
and glucurondination and 80% is excreted in feces, requiring dose reductions or discontinuation for drug-drug
interactions when administered with strong CYP3A4 inhibitors and should be not given concomitantly with
CYP3A4 inducers.1
(continued on page 10)
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Fostamatinib was approved based on two parallel, phase 3, multicenter, randomized, double-blind, placebocontrolled trials (FIT1 and FIT2) conducted by Bussel and colleagues.5 Patients were randomized 2:1 to receive
fostamatinib (n=101) or placebo (n=49) twice daily for 24 weeks. Eligible patients had persistent or chronic ITP,
were greater than 18 years of age with primary ITP for three months or longer. Patients had to have an
average platelet count of <30,000/uL measured 3 or more times within 3 months preceding study entry.
Patients were also included if they had >1 prior ITP treatment and a Karnofsky score > 70. The study allowed
patients to continue one concomitant ITP medication (corticosteroids, azathioprine or danazol) if the dose was
stable prior to baseline and rescue therapies were permitted. Fostamatinib was administered at 100 mg twice
daily and could be increased to 150mg twice daily at 4 weeks or beyond. If a dose-limiting adverse event
occurred, study participants were reduced to once daily dosing. The primary endpoint was a stable response
by week 24, defined as platelets > 50,000/uL on at least 4 out of 6 biweekly visits during weeks 14-24 without
rescue therapy. Stable responses occurred in 18% of patients on fostamatinib vs. 2% on placebo (P=0.0003)
and median time to response was 15 days on the 100 mg dose. Overall response, defined as at least one
platelet count > 50,000/uL within the first 12 weeks, was 43% in the fostamatinib vs. 14% in the placebo
group. Fostamatinib was also associated with a reduction in bleeding events and use of rescue medications.
Fostamatinib is overall well tolerated but does require frequent monitoring, which includes monthly blood and
liver function tests. The most common adverse events are diarrhea, hypertension, nausea, dizziness, and
elevated transaminase. Initiation or a dose increase of antihypertensive medications may be warranted in
patients with increased cardiovascular risk. Blood pressure should be closely followed every two weeks and
then monthly particularly in patients with cardiovascular risk.
The FDA approved dose starts at 100 mg PO twice a day for the first four weeks of treatment and then should
be increased to 150 mg PO twice a day to achieve a platelet count of least 50 x 10 9/L to reduce the risk of
bleeding.1 A dose reduction schedule can be utilized if a patient experiences toxicities.
References
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