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Dear Ms. Wittenberg:

The Renal Physicians Association (RPA) is the professional organization of nephrologists whose
goals are to ensure optimal care under the highest standards of medical practice for patients with
kidney disease and related disorders. RPA acts as the national representative for physicians
engaged in the study and management of patients with kidney disease.

RPA welcomes the opportunity to provide comments on the End-Stage Renal Disease in the
Medicare Population: Frequency and Duration of Hemodialysis and Quality of Life
Assessment Draft Report. RPA appreciates the scope of work undertaken by AHRQ, particularly
highlighting the disconnect between payment policies and treatment, but we have concerns with
AHRQ’s assessment of insufficient or low evidence to support more frequent dialysis or dialysis
of increased duration. Furthermore, RPA is concerned that the negative effects of increased
access issues were presented without grading the evidence.

RPA’s input and specific recommendations are provided below.

Overview

Abundant observational data spanning over 35 years from more than 100 peer-reviewed abstracts
and journal articles consistently shows associations with clinical benefits of longer and/or more
frequent treatments. This is the case whether the therapy is performed as short daily
hemodialysis (SDHD) or as nocturnal hemodialysis (NHD). Conversely, data showing harm
related to longer and/or more frequent treatments is scarce. Three of the concerns that have
emerged are increased vascular access complications in patients receiving in-center HD 6 days a
week, infection-related hospitalizations in those receiving short daily HD, and caregiver burden
for those patients doing longer and/or more frequent treatments at home [1,2]. It is notable that
decades of data adjusted for relevant confounders have shown no increased mortality associated
with longer treatment time (TT).



Furthermore, although longer TT and/or more intensive dialysis may not be the best choice for
all ESRD patients, more intensive dialysis may be of particular benefit to certain groups of
ESRD patients [3]. These groups include patients with sleep apnea, difficult to manage
hypervolemia, symptomatic hypotension or cramping during dialysis, and pregnant women.
Patients who are obese and need longer TT to meet adequacy targets may also benefit. Patients
with a smaller vascular access may also need longer TT at lower blood flows to meet adequacy
targets. In addition to the many clinical benefits, quality of life can be improved for some
patients with schedules of nocturnal home treatments or frequent but short, self-scheduled
treatments that leave much or all of their days free for school, work, or family care.

Although much of the data is observational, the statistical analyses are rigorous and thoughtful,
with control for relevant variables, and appropriate adjustments between groups. Home dialysis
patients and those receiving longer or more frequent in-center HD may have characteristics such
as better mobility, more resources, and less frailty, that also contribute to improved survival. A
prospective RCT that is adequately powered to detect a difference in the isolated and sole
primary outcome of survival, is needed. However, until results of such a definitive study are
available, the RPA believes that current evidence, and the weight of expert opinion, support our
recommendations.

There is general consensus among nephrologists and other subspecialists that for certain specific
conditions such as congestive heart failure (CHF), pregnancy, and calciphylaxis, longer or more
frequent hemodialysis is well justified with coverage policies in the United States currently
supporting payment [4]. However, barriers still exist regarding the frequency with which
additional treatments outside of the traditional thrice-weekly schedule are reimbursed, and this
constraint represents a significant impediment to implementation of non-traditional treatment
schedules. The recent US Department of Health and Human Services (HHS) initiative
“Advancing American Kidney Health” is an effort to improve care for patients with chronic
kidney disease (CKD) [5]. The initiative seeks to improve kidney care in the US, in part by
improving options for renal replacement therapy, including expanding utilization of home
dialysis. RPA strongly believes that payment policies that facilitate patient access to home
therapies should be expanded in Medicare, Medicaid and by commercial payors.

Associations between longer TT and fewer hospitalizations, and with decreased use of anti-
hypertensives and phosphorus binders (PB), suggest the possibility of global cost savings with this
treatment approach [6-8]. Reductions in hospitalizations alone would impart significant savings to
Part A Medicare, although provision of more frequent dialysis would cause some increase in Part B,
expenditures. Nevertheless, a net savings to the system is anticipated, based upon experience
elsewhere [9]. RPA posits that this net cost saving provides a compelling argument for the
integration of Medicare Part A and B cost-analysis and finances, particularly for patients with
ESRD.

Clinical Benefits of More Intensive Hemodialysis

In general, increased TT and more frequent hemodialysis provide identifiable physiologic
benefits. These include less extreme fluctuations in volume and solute, slower ultrafiltration
rates, and increased clearance of small and middle-size molecules and protein-bound molecules.
A sample of studies describing associations between increased frequency and/or duration of HD
and various clinical outcomes is summarized in the sections that follow.



Cardiovascular Benefits

Blood pressure (BP) control

Several studies performed in patients undergoing both short daily HD (SDHD) as well as
nocturnal HD (NHD) show that BP goals are more readily met by patients receiving dialysis
through these modalities as compared to patients on conventional thrice weekly HD. [10-16]. In
many cases, BP control was achieved with either fewer medications or with cessation of all BP
medications. The Frequent Hemodialysis Network (FHN) Daily Trial prospectively randomized
patients to HD six times per week, or three times per week. Frequent HD was associated with
improved HTN control after 1 year of intervention [1]. An RCT of frequent nocturnal HD vs.
conventional HD supports the FHN finding of reduced BPs, with reduction or discontinuation of
medications in over half the patients in the frequent nocturnal HD arm [10]. Another smaller
RCT of extended weekly HD vs. standard HD did show a reduction in BP medication use after
one year but did not demonstrate a difference between the two arms in mean BPs or LV mass.
However, this study was designed to test quality of life, and it may have been underpowered to
detect a difference in BP or LV mass between the two arms [17].

Left Ventricular Mass and Geometry

Several separate studies, including an RCT, have shown reduction in left ventricular mass index
(LVMI) as measured by either echocardiography or magnetic resonance imaging with longer or
more frequent HD [1,11,12,14,15]. In several of these studies, CHD patients were followed
prospectively after conversion from standard HD to short daily dialysis or nocturnal
hemodialysis; this change generated more hours of HD per week, and LV mass was reduced.

Malnutrition and Inflammation

Several studies have shown increased appetite, weight gain and muscle mass in patients
converted from CHD to daily dialysis [18-20]. A detailed study of nitrogen kinetics in patients
on NHD revealed that, compared CHD, there was no decline in total body nitrogen as measured
by in-vivo neutron activation despite the larger amounts of amino acids lost in the dialysate with
HHD [21]. The implication of this finding is that the greater catabolism associated with more
hours of HD may be balanced by improved nutrition.

Phosphate and Bone Metabolism

Short daily hemodialysis (SDHD) is associated with significant improvements in net phosphate
removal. With NHD delivered 4-7 nights a week, phosphate removal is approximately twice that of
CHD and phosphorus levels are usually reduced. Depending on the number of hours of HD per week
and individual diet, some patients no longer need phosphate binders or dietary phosphorus
restriction, and some may even require phosphate supplementation [1,10,22-25]. The recently
published ACTIVE Dialysis study randomized 200 participants to HD treatments of > 24 hours/
week or < 18 hours/week. Extended hours of dialysis were associated with lower phosphate,
independent of serum calcium and PTH levels [26].

Quality of Life (QOL) and Patient Reported Outcomes (PROs)

Patients on CHD typically report relatively poor quality of life, and the majority of ESRD patients
do not work. Several studies report positive changes in QOL when patients make the switch from
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CHD to more intensive therapy [10,18,27,28,29]. Improved QOL has also been reported in studies
comparing frequent dialysis to conventional dialysis [1,7,30]. The FREEDOM study showed
improvements in clinical outcomes including reduction of depressive symptoms [31]. A study by
Unruh et al showed more frequent hemodialysis should be considered as an additional novel
approach to improve the psychosocial health of patients treated with maintenance hemodialysis
[32,33].

RPA Recommendations

Individualized therapy is key to providing patient-centered care. The provision of more frequent
and/or intensive dialysis exemplifies this approach for patients with dialysis-dependent ESRD.
Changes in delivery of care structures, reimbursement models and payment policies of CMS and
other third-party payors to support therapies other than the dominant in-center, thrice-weekly, 3-4
hours treatment paradigm are needed. RPA’s specific recommendations are provided below:

1. Longer and more frequent dialysis should be an option available to all patients for whom
there is potential for clinical and quality of life benefits. Nephrologists should assess their
patient population for those patients who might benefit from more intensive
hemodialysis.

2. Medicare, Medicaid, and commercial health insurers should adopt payment policies that
increase the availability of more intensive dialysis therapies (either SDHD or NHD) to
patients as prescribed by the patient’s nephrologist.

3. Funding both in the form of Medicare reimbursement for dialysis through the ESRD
Prospective Payment System (PPS) and research funding to NIH should be provided to
advance technologies that promote the practice of more intensive hemodialysis, whether
at home or in-center, for its convenience and cost effectiveness, but mostly for the
clinical benefits it provides.

4. CMS and NIH should support well designed large RCTs to further evaluate this matter,
but these studies should not preempt the provision of the best care possible based on
current evidence.

As always, RPA welcomes the opportunity to work collaboratively with AHRQ in its efforts to
improve the quality of care provided to the nation’s kidney patients. Any questions or comments
regarding this correspondence should be directed to RPA’s Director of Public Policy, Rob
Blaser, at 301-468-3515, or by email at rblaser@renalmd.org.

Sincerely,

A%a@g o>

(

Jeffrey A. Perlmutter, MD
President
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