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Initial Public Comment for 
Aprepitant for Chemotherapy-Induced Emesis 

CAG-00248N 
July 6 – August 6, 2004 

Commenter: Duncan, Sariah,  RN, BSN, OCN 
Organization: 

Date: August 2, 2004 

Comment: 


Please Do Not Limit Anti-Emetic Coverage!!  

I don't think Emend should be considered full replacement for other 

covered treatments for chemotherapy induced emesis. On the few patients 

who it was prescribed to in our clinic, it did not always work well.  We

find that we still have to give the patient IV anti-emetics, even if 

they took Emend, because they still throw up.   


 ------------------------------------------------------------------------------------------------------- 


Commenter:  Takahashi, Gary 
Organization: Oregon Hematology Oncology Association 
Date:   August 6, 2004 
Comment: 

In my experience, Emend (aprepitant) is useful 
only as an adjunct to other antiemetics to prevent 
delayed-onset nausea and vomiting. It is only 
mildly effective when given alone, and must be 
combined with more potent anti-emetics to control 
acute-onset nausea. I recommend against using 
Emend as an oral substitute for drugs such as 
granisetron or palonosetron. 



Commenter: D’Emanuele, Ross 
Organization: Dorsey & Whitney, LLP 
Date:   August 6, 2004 
Comment: 

Public Comment Offered in Response to 
CMS’ National Coverage Analysis (NCA) Titled  

“Aprepitant for Chemotherapy-Induced Emesis” (CAG-00248N) 

POSITION 

Oral EMEND® is not a replacement for any current commercially available intravenous 

antiemetic in the United States.  Therefore, it is not appropriate to reimburse it as a 

Medicare Part B benefit. EMEND needs to be administered in conjunction with a 5-HT3 

receptor antagonist and is not stand alone therapy.  It does not function as a prodrug or 

have an IV equivalent. EMEND may be an appropriate drug to receive coverage under 

the Part D Medicare Prescription Drug Benefit to be implemented in 2006. 

BACKGROUND 

In the above referenced NCA, CMS has asked for public comment regarding an internally 

generated request for a National Coverage Decision for reimbursement of oral EMEND® 

(aprepitant) for the prevention of chemotherapy-induced nausea and vomiting.  This CMS 

request for public comment prior to implementing changes in the National Coverage 

Determination process is now required by Section 731(c) of the Medicare Prescription 

Drug Improvement and Modernization Act of 2003.  As an initial matter, Section 4460 of 

the Medicare Carriers Manual states that in order for any oral anti-emetic drug to be 

covered by Medicare, the drug must be provided “as full therapeutic replacement for an 

intravenous anti-emetic drug as part of a cancer chemotherapeutic regimen.” This public 



comment will provide CMS with information to show that oral EMEND is not a 

replacement for any current commercially available intravenous antiemetic in the United 

States and should not be reimbursed by the Medicare Program. 

Oral EMEND was approved by the United States Food and Drug Administration (FDA) 

on March 26, 2003. The current label for EMEND states it is “indicated, in combination 

with other antiemetics, for the prevention of chemotherapy-induced nausea and vomiting 

(CINV) after initial and repeat cycles of highly-emetogenic chemotherapy including 

cisplatin.”1   According to the approved label, EMEND is “administered for three days as 

part of a regimen that includes a corticosteroid and a 5-HT3 receptor-antagonist.” The 

recommended dose of EMEND is 125 mg orally 1 hour prior to chemotherapy treatment 

on day 1 followed by 80 mg orally in the morning on days 2 and 3 after chemotherapy. 

EMEND is not available in an intravenous formulation, and as a single agent, oral 

EMEND is not as effective as commercially available 5HT3 receptor-antagonists, 

ondansetron, granisetron, dolasetron or palonosetron in prevention of CINV.2-6 

The FDA approval of EMEND was based on 2 pivotal, parallel, double-blind, controlled 

trials in patients receiving a highly emetogenic chemotherapy (HEC) regimen that 

included cisplatin, comparing the aprepitant regimen (aprepitant, dexamethasone, and 

ondansetron) with standard therapy (ondansetron and dexamethasone) (Table 1).7,8 

Complete response (no emesis and no use of rescue therapy) was evaluated during the 

acute (0-24 hr), delayed (25-120 hrs) and overall (0-120 hrs: primary endpoint) time 

intervals. In both studies, adding aprepitant to standard therapy was superior to standard 

therapy alone (Figures 1 and 2). 



Table 1: Treatment Regimens: Aprepitant Pivotal Trials 

Group Day 1 Days 2-3 Day 4 

O D A D A D 

Aprepitant 32 mg  12 mg 125 mg 8 mg         80 mg 8 mg 

Standard 
Therapy 

32 mg  20 mg P 16 mg  P 16 mg 
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O = ondansetron, D = dexamethasone, A = aprepitant, P = placebo  

At the recent ASCO 2004 meeting, results of a large phase 3 trial evaluating the efficacy 

of a modified aprepitant regimen (same as HEC trials but with only a single day (Day 1) 

of dexamethasone) versus a similarly modified standard regimen (3 days ondansetron 

with Day 1 only of dexamethasone) in patients with breast cancer receiving moderately 

emetogenic chemotherapy (MEC) were presented (Figure 4).9 Unexpectedly, the 

magnitude of the difference between the aprepitant regimen and standard therapy seen in 

the HEC trials was much less in this MEC trial.  Furthermore the CR rate for patients 

receiving aprepitant in the delayed setting was not significantly different from that of the 

ondansetron treated group P > 0.05, raising concerns about the value of this agent in the 

setting outside of high-dose cisplatin. 

Figure 2: Aprepitant Pivotal Registration Trial 052:  Complete Response 
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Figure 3: Aprepitant Pivotal Registration Trial 054:  Complete Response 

100

Control (n = 261) 

83

Aprepitant (n = 263)

80

68
 68


63


60


47

43


40


20


0


Overall (days 1–5)* Acute (day 1)* Delayed (days 2-5)* 

* p < 0.001



12 

Figure 4: Aprepitant Trial in Patient Receiving Moderately Emetogenic 

Chemotherapy: Complete Response  
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PUBLISHED EVIDENCE TO SUPPORT THE POSITION STATEMENT 

EMEND (aprepitant) belongs to the class of drugs known as NK-1 receptor ntagonists.10-

 To date, almost all published clinical trials that have been conducted with NK-1 

receptor antagonists have been in patients receiving highly-emetogenic chemotherapy 

with high dose cisplatin. One of the key observations from the first reported clinical trial 

of the NK-1 receptor antagonists in CINV suggested that NK-1 receptor antagonists alone 

were not adequate to control acute CINV.  Kris et al13 (Table 2, study 1) evaluated CP 

122,721 in 17 cancer patients receiving cisplatin (≥ 80mg/m2 over < 3hours). A single 

dosage (50 mg [n=3], 100mg [n=4] and 200mg [n=10]) was administered 30 minutes pre­

cisplatin. Ten of the 17 patients also received serotonin antagonists and dexamethasone.  

This first clinical trial in human subjects strongly suggested that NK-1 receptor 



antagonists alone were not adequate to control emesis in the acute phase but could have a 

significant contribution to improving control when added to a 5HT -receptor antagonist.   3 

In a trial of an earlier formulation of aprepitant, Van Belle et al14 (Table 2, study 2) 

conducted a double blind, randomized study in 176 cisplatin-naïve patients. All patients 

received IV dexamethasone 20 mg pre-cisplatin. Group 1 (n=61) received a single dose 

of the IV NK-1 prodrug L-758,298 (100 mg) pre-cisplatin followed by it’s oral 

formulation, L-754,030 (300 mg) on day 2 to 5. Group 2 (n=58) received IV L-758,298 

(100mg) on day 1 pre-cisplatin followed by placebo on day 2 to 5. Group 3 (n=57) 

received ondansetron (32mg) pre-cisplatin followed by placebo in day 2 to 5.  This study 

supports the notion that acute emesis in patients receiving high dose cisplatin appears to 

be a serotonin-mediated phenomenon whereas delayed emesis is not entirely mediated by 

serotonin mechanisms.  

In  another multicenter, double blind, randomized study Navari15 (Table 2, study 3), 

evaluated the effect of an earlier formulation of oral aprepitant, L-754, 030 on acute and 

delayed emesis, in 159 patients receiving a single dose of cisplatin (> 70mg/m2). All 

patients were given granisetron 10mcg/kg IV and dexamethasone 20 mg IV pre-cisplatin 

and randomized to one of 3 treatment arms. Group 1 received oral L-754,030 400 mg 

pre-cisplatin then 300mg from days 2 to 5, Group 2 received oral L-754,030 400 mg pre­

cisplatin and placebo on days 2 to 5, and group 3 served as the control group receiving 

placebo pre-cisplatin and days 2 to 5. This study demonstrated the effectiveness of L­

754, 030 in preventing delayed emesis and confirmed that aprepitant was additive to 



standard therapy with a 5HT3 receptor antagonist and dexamethasone thereby improving 

control of acute emesis.   

In  another multicenter double blind randomized trial of 351 cisplatin-naïve patients, 

Campos et al16 (Table 2, study 4) evaluated treating patients with MK-869 (aprepitant-

the oral formulation of L-758,298), the day prior to chemotherapy (Day minus 1) 

compared to placebo and then randomized patients to one of four treatment groups. All 

patients received dexamethasone 20 mg orally prior to cisplatin.  The MK-869 containing 

regimens (Groups 2, 3, and 4) all performed better than placebo in the delayed emesis 

phase. 



Table 2: Summary of NK1 Trials 

1. Study Treatment II. Number 
pts 

III. Complete 
Response 

Acute Delayed 

1. Kris CP122,721 7 15% 86% 
CP122,721 + 5HT3 + dex 10 100% 80% 

Conclusion: 5-HT3 critical in acute phase, NK1 monotherapy is ineffective for 
acute but NK1 plays role in delayed phase 

2. Van Belle 

Group 1: 
Day 1: dex + L-758,298 
Days 2-5: L-754-030 
Group 2: 
Day 1: dex + L-758,298 
Days 2-5: placebo 
Group 3: 
Day 1: dex + OND 
Days 2-5: placebo 

61 

58 

57 

50% 

47% 

84% 

68% 

63% 

41% 

Conclusion: 5-HT3 critical in acute phase, NK1 additive to 5-HT3 + dex for acute 
and delayed emesis 

3. Navari 

Group 1: 
Day 1: GRAN + dex + L-
754,030 
Days 2-5: L-754-030 
Group 2: 
Day 1: GRAN + dex + L-
754,030 
Days 2-5: placebo 
Group 3: 
Day 1: GRAN + dex 
Days 2-5: placebo 

Total n = 159 
93% 

94% 

67% 

52% 

43% 

16% 

A. Conclusion: NK1 additive to 5-HT3 + dex for acute and delayed emesis 

4. Campos 

Group 1: 
Day 1: GRAN + dex + 
placebo 
Days 2-5: placebo 
Group 2: 
Day 1: GRAN + dex + 
MK-869 
Days 2-5: MK-869 
Group 3: 
Day 1: Placebo + dex + 
MK-869 

Total n = 351 
57% 

80% 

46% 

29% 

63% 

51% 



Days 2-5: MK-869 
Group 4: 
Day 1: placebo + dex + 
MK-869 
Days 2-5: MK-869 

43% 57% 

Conclusion: 5-HT3 critical for acute phase; NK1 additive to 5-HT3 + dex for 
acute and delayed emesis 
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The time course of emesis in this trial was published by Hesketh et al17 and clearly 

demonstrates that aprepitant as a single agent is inadequate as an effective antiemetic for 

preventing acute CINV in patients receiving highly-emetogenic chemotherapy such as 

cisplatin (Figure 3). 

Figure 3: Time Course of Emesis Following Cisplatin with a 5-HT
3 Receptor 
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SAFETY


There are numerous concerns about drug-drug interactions with aprepitant as indicated on 


the FDA label for EMEND. 


Contraindications


EMEND ® (aprepitant), is a moderate CYP3A4 inhibitor. EMEND should not be used 


concurrently with pimozide, terfenadine, astemizole, or cisapride  Inhibition of


cytochrome P450 isoenzyme 3A4 (CYP3A4) by aprepitant could result in elevated 


plasma concentrations of these drugs, potentially causing serious or life-threatening 


reactions. EMEND is contraindicated in patients who are hypersensitive to any 


component of the product. 


Precautions 

Drug Interactions 

Aprepitant is a substrate, a moderate inhibitor and an inducer of CYP3A4. Aprepitant is 

also an inducer of CYP2C9. The oral dexamethasone doses should be reduced by 

approximately 50% when coadministered with EMEND® (aprepitant), to achieve 

exposures of dexamethasone similar to those obtained when it is given without EMEND. 

The daily dose of dexamethasone administered in clinical studies with EMEND reflects 

an approximate 50% reduction of the dose of dexamethasone. 

CONCLUSION: 

As all the trials evaluating the NK1 antagonists, including aprepitant, clearly indicate that 

it must be administered in conjunction with a 5-HT3 receptor antagonist and 

dexamethasone, it is clearly not a replacement for any current commercially available 



intravenous antiemetic in the United States, but rather, “add-on” therapy.  Therefore, it is 

not appropriate to reimburse it as a Medicare Part B benefit as stated in Pub. 100-4, 

Medicare Claims Processing Manual, Chapter 17, Section 80.2. 
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Commenter: Senich, Barbara A. 
Organization: Roche Laboratories, Inc. 
Date: August 6, 2004 
Comment: 

(See next page) 





















-------------------------------------------------------------------------------------------------- 

Commenter: Gershon, Barry 
Organization: GlaxoSmithKline 
Date: August 6, 2004 
Comment: 

GlaxoSmithKline (GSK) appreciates the opportunity to comment on the National 
Coverage Analysis (NCA –CAG—00248N) ) to explore whether it would be appropriate 
for the Medicare program to provide Medicare coverage for aprepitant, trade name 
Emend.  That notice states that CMS would be expected to make a decision regarding 
coverage in April 2005, with, presumably, implementation somewhat later.  

The prescribing information approved by the Food and Drug Administration (FDA)
states that aprepitant, “in combination with other anti-emetic agents, is indicated for the 
prevention of acute and delayed nauseas and vomiting associated with initial and repeat 
courses of highly emetogenic cancer chemotherapy, including high dose cisplatin.”   
Unlike some other anti-emetic agents, aprepitant does not have an indication for 
prevention or treatment of post operative nausea and vomiting.  The comments below 
suggest that there is no data to support a conclusion that aprepitant is a “full replacement” 
for intravenous therapies to treat chemotherapy induced nausea and vomiting and, thus, 
CMS should not extend coverage under Part B.    

GSK is a multinational drug company, formed in 2001 through the merger of 
GlaxoWellcome and SmithKline Beecham and has significant experience with anti­
emetic therapy.  Prior to the merger, Glaxo Wellcome marketed Zofran (ondansetron
HCl) and SmithKline Beecham marketed Kytril (gransetron HCl).  Since the merger, the 
combined company markets Zofran, having divested ownership of Kytril.  In fact, both 
legacy companies were actively involved with the drafting and eventual passage of the 
legislation that first established Medicare coverage for oral anti-emetics.  We are hopeful 
that our involvement with anti-emetic therapies and with the passage of the legislation 
that allowed select Part B coverage of oral anti-emetics will be helpful to CMS as the 
agency evaluates potential coverage options for aprepitant. 

While GSK continues to support Medicare coverage for all therapies to treat cancer 
patients that qualify under Medicare policies,  we also understand the importance of 
coverage decisions that are consistent with Medicare statutory and regulatory policies, as 
well as in the best interest of Medicare patients.  Based on our experience with and
understanding of the original legislation and our review of clinical data, GSK believes 
that it would not be appropriate to provide Part B coverage for aprepitant.  Instead, GSK 
believes that, given current law, it would be appropriate to allow for the immediate 
inclusion of aprepitant under the current Medicare discount card program and for 
coverage under Part D, when the program is implemented in 2006. 



EXECUTIVE SUMMARY 
Our rationale is summarized as follows: 

1. 	 Aprepitant does not meet the statutory standard as a “full replacement for the anti­
emetic therapy which would otherwise be administered intravenously”. 

2. 	 There is not sufficient scientific evidence at this time that supports aprepitant’s 
safety and effectiveness as a full replacement therapy in Medicare patients, 

3. 	 CMS can achieve congressional policy goals by extending coverage to aprepitant 
under Medicare Part D as per the recent Medicare Modernization Act. 

OVERVIEW OF MEDICARE COVERAGE FOR ORAL ANTI-EMETICS 

Coverage of oral anti-emetics was enacted into law under Section 4557 of the Balanced 
Budget Act (BBA) of 1997 (Public Law 105-33).  More specifically, for services
furnished on or after January 1, 1998, the BBA added coverage under Section 1861(s)(2) 
of the Social Security Act for 

"an oral drug (which is approved by the Federal Food and Drug Administration) 
prescribed for use as an acute anti-emetic used as part of an anticancer 
chemotherapeutic regimen if the drug is administered by a physician (or as 
prescribed by a physician)--(i) for use immediately before, at, or within 48 hours 
after the time of the administration of the anticancer chemotherapeutic agent; and 
(ii) as a full replacement for the anti-emetic therapy which would otherwise be 
administered intravenously.'' 

The language of that law is specific.  It stipulates that coverage would be extended to “an 
oral drug” in the singular, and does not specify that coverage be extended to an anti­
emetic regimen that includes an oral drug.  The language also specifies that the newly
covered drug be prescribed “as a full replacement for the anti-emetic therapy which 
would otherwise be administered intravenously.” This language is clear.  An oral anti­
emetic would not be covered by Medicare if an intravenous anti-emetic therapy must also 
be administered to the patient to gain the required therapeutic effect. 

Further, from our direct experience in working with Congress to craft that language, 
discussions surrounding the language revolved around replacing intravenous anti-emetic 
therapy with an oral version of that therapy. Both the intravenous and oral versions of 
the therapies that were discussed in relation to the BBA language had the same active 
ingredient.  At present, all oral anti-emetics covered by Medicare Part B have the same 
active ingredient as an intravenous form of the product they replace. 

That law was implemented by CMS in Program Memorandum AB-97-26 for 
intermediaries and carriers.  That program memorandum specifically reiterates that the 
oral anti-emetic must be used as “full therapeutic replacements for intravenous anti-
emetics that would have otherwise been administered at the time of the chemotherapy 
treatment.” 

The Medicare Prescription Drug, Improvement, and Modernization Act of 2003 
(“MMA”) did not amend the oral anti-emetic coverage provisions in BBA but CMS’ 



implementation of a required demonstration project to extend coverage to selected oral 
replacement drugs suggests that a careful standard be maintained.  Section 641 of MMA 
requires CMS to implement a replacement drug demonstration program that will cover 
certain self-injected or oral drugs not normally covered under Medicare Part B.  To 
determine the criteria for defining a "replacement" drug under Section 641, CMS 
established an inter-agency panel of clinicians and considered public feedback.  As a 
result of these efforts, to be covered as a “replacement” drug under the demonstration, a 
drug or biological must meet the following criteria:   

• 	 Drugs or biologicals must meet the statutory requirement of being a replacement by 
eliminating the concurrent need for a currently covered drug or biological for a 
currently covered indication; 

• 	 Coverage of the drug or biological in the demonstration is limited to FDA approved 
indications and, for any drug with an existing FDA approved indication, any 
additional indication if such additional indication is being reviewed by the FDA; and 
the requester has received documentation from the FDA that no filing issues remain; 

• 	 Drugs must be at least of equal efficacy to the covered drug for which it is a 
replacement; 

• 	 Use of the drug must represent an advantage in terms of access and/or convenience 
for patients compared to the currently covered drug; and 

• 	 Drugs are not eligible for coverage under this demonstration if the drug they are 
replacing is not commonly provided incident to a physician service (for example, 
anti-hypertensives, antibiotics, oral hypoglycemics, etc.). 

These criteria are consistent with the language in the BBA relating to the coverage of oral 
anti-emetics. 

APREPITANT DOES NOT MEET STATUTORY REQUIREMENTS FOR PART B MEDICARE 
COVERAGE 

Aprepitant is approved by the FDA to be used only in conjunction with other approved 
drugs, each with an individual mechanism of action.  It is not approved by the FDA for 
use as an individual drug, let alone full replacement for an existing intravenous drug.  
Neither is aprepitant included as a single agent in major, established anti-emetic 
guidelines. 

The Dosage and Administration section of the prescribing information for aprepitant 
approved by the FDA states that aprepitant “is given for 3 days as part of a regimen that 
includes a corticosteroid and a 5-HT3 antagonist.” Further, the product information cites 
only clinical studies that included aprepitant, dexamethasone, and the full dose (32 mg 
IV) of ondansetron. Further, the prescribing information states that clinical “studies show 
that aprepitant augments the anti-emetic activity of the 5HT3 receptor antagonist 
ondansetron and the corticosteroid dexamethasone.”  

Further, there are well established anti-emetic guidelines such as those created by 
Multinational Association for Supportive Care in Cancer (MASCC), American Society of 
Clinical Oncology (ASCO), and the National Comprehensive Care Network (NCCN) 
that clearly do not recommend single agent therapy with aprepitant for prevention of 
acute chemotherapy-induced nausea and vomiting.  Additionally, for moderately 



emetogenic chemotherapy, aprepitant is not included in the recommendations.  5HT3 
antagonists remain as the gold standard antiemetic, which is evident in these 
recommendations.  

Currently, the guidelines recommend the following regimens: 
Highly Emetogenic Moderately Emetogenic 

MASCC 5HT3 + dex + aprepitant 5HT3 + dex 
ASCO* 5HT3 + dex 5HT3 + dex 
NCCN 5HT3 + dex + aprepitant ± 

lorazepam 
5HT3 + dex ± lorazepam† 

* ASCO guidelines were created prior to FDA-approval of aprepitant and have yet 
to be updated. ASCO also did not use the term “moderately emetogenic”; this 
recommendation is for highly emetogenic non-cisplatin. † aprepitant may be 
“considered in select patients” 

A clinical study evaluating the antiemetic efficacy of aprepitant as a single agent for the 
prevention of CINV (highly or moderately emetogenic chemotherapy) has not been 
conducted, and there has been only one study that compared aprepitant + dexamethasone 
to a 5HT3 antagonist + dexamethasone regimen: 
Campos et al (J Clin Oncol 2001;19:1759-1767) conducted a multicenter, double-blind, 
parallel-group study in 351 cisplatin-naïve patients to evaluate the efficacy of aprepitant 
+ dexamethasone vs. a 5HT3 (granisetron) + dexamethasone for prevention of acute (day 
1) and delayed (days 2-5) CINV associated with high-dose cisplatin.  Merck & Co. 
funded and conducted this study prior to FDA approval, thus aprepitant is referred to as 
MK-869. 
This study utilized higher doses (acute-400mg, delayed-300 mg) of aprepitant than the 
FDA-approved doses for both acute and delayed phases (125 mg, 80 mg, respectively).  

Treatment Regimen No Emesis 
(Day 1) 

No Emesis 
(Days 2-5) 

Day 1 Days 2-5 
granisetron + dex Placebo 57% 29% 

granisetron + dex + 
aprepitant 

Aprepitant 80%† 63%† 

aprepitant* + dex Aprepitant 46% 51%† 

aprepitant + dex Aprepitant 43% 57%† 

* Aprepitant was also given on the evening (day -1) before chemotherapy; † 
P < 0.01 vs. granisetron + dex 

Although granisetron + dexamethasone was not statistically superior to aprepitant + 
dexamethasone, it “yielded a numerically superior control of acute emesis compared with 
the groups that received dual therapy with MK-869 [aprepitant] + dexamethasone (57% 



vs. 46% and 43%)”. Only the 3-drug regimen (granisetron + dex + aprepitant) was 
statistically superior to granisetron + dexamethasone.  Aprepitant-containing regimens 
were statistically superior to granisetron + dex for the prevention of emesis in the delayed 
phase (days 2-5). Campose et al concluded that the “combination of the 5HT3 antagonist 
+ dexamethasone was numerically superior to MK-869 [aprepitant] + dexamethasone in 
reducing acute emesis.  Confirming and extending previous findings, the triple 
combination of a 5HT3 antagonist, MK-869 [aprepitant], and dexamethasone provided 
the best control of acute emesis.” 
Finally we wish to note that there has been some preliminary research, as described in an 
abstract presented at a recent ASCO meeting that might suggest that aprepitant could 
have a therapeutic effect when prescribed with an oral 5HT3 agent.  That study has not
been published in any peer reviewed journal. Neither has this use of aprepitant been
incorporated in any compendia or generally accepted guidelines for the treatment of 
chemotherapy induced nausea and vomiting.  If these data are validated by additional, 
peer reviewed research, it is our view that this product would still not qualify for Part B 
coverage because the law refers to coverage of oral drug in the singular, and not a multi­
product drug regimen.   

For all of the above reasons, aprepitant does not meet the requirement of the BBA, which 
states, as noted above, “---an oral drug…as a full replacement for the anti-emetic therapy 
which would otherwise be administered intravenously.” 

APREPITANT DOES NOT REPLACE AN INTRAVENOUS OR INJECTABLE FORM OF 
NEUROKININ 1 ANTAGONISTS. 

As mentioned above, discussions surrounding the crafting of the BBA language revolved 
around the full replacement of an intravenous formulation of anti-emetic therapy with an 
oral version of the therapy with the same active ingredient.   

Aprepitant is the first of its kind neurokinin 1 antagonist (“NK1”) for use as an anti­
emetic.  There are no intravenous or injectable forms of NK1 anti-emetics approved by 
the FDA. The Medicare statute requires among other things that Medicare can cover oral 
anti-emetics  "as a full replacement for the anti-emetic therapy which would otherwise be 
administered intravenously."  42 U.S.C. sec.1395x(s)(2)(T). Aprepitant cannot serve as a 
"full replacement" because there is no intravenous NK1 that it would replace. 

All other Medicare covered oral anti-emetics had intravenous precedents of the same 
drug. That policy gave Medicare patients assurance of the safety and effectiveness of the 
oral form as a "full replacement."  CMS would be contravening its past practice to extend 
coverage to aprepitant, which has no intravenous formulation. 

APREPITANT DOES NOT NEED TO BE COVERED NOW BY MEDICARE UNDER PART B 

There are already several replacement drugs covered and available to Medicare 
beneficiaries.  It is not clear if extending coverage for aprepitant in the coming year will 
significantly improve patient access compared to coverage that will be available under 
the drug discount program now available and under Part D.  It would appear that
Medicare can effectively advance patient access by utilizing existing authorities, rather 
than expending resources in the coverage process. 



---------------------------------------------------------------------------------------------------- 

CONCLUSION 

As indicated above, given existing law, aprepitant should not be covered under Medicare 
Part B because it is not used as a single drug to be a full replacement for an intravenous 
therapy. GlaxoSmithKline does believe that all appropriate cancer therapies, including 
supportive care therapies should be available without restriction under the new Medicare 
Part D benefit. Even if the law as defined in the 1997 BBA was not clear with regard to 
Part B coverage, it would be duplicative and possibly unnecessary for CMS to proceed 
with a full coverage analysis and determination now, recognizing that this product should 
qualify for coverage soon under the new Part D drug coverage benefit.  Moreover, when 
so covered, Medicare may likely realize the cost savings that Congress intended when it 
created the special authority to cover anti-emetics. 

We hope that these comments will be of assistance as CMS continues to evaluate this 
issue. 

Commenter: Gralla, Richard J. MD 
Organization: Multinational Association for Supportive Care in 

Cancer 
Date: August 5, 2004 
Comment: 

I am writing regarding the consideration of CMS 
to cover aprepitant (Emend«) for patients 
receiving highly emetogenic chemotherapy.  As a 
physician who has focused for over 20 years on 
research and treatment associated with 
chemotherapy-induced emesis, I am certain that 
the evidence supports the importance of this 
agent in appropriate patients with cancer. 

Large, well-powered and well-conducted studies 
clearly indicate that this first agent of its 
type, a neurokinin-1 (NK1) antagonist (blocking 
the effect of substance P), is a major step 
forward in cancer care.  It is the first time in 
over a decade that we have had a new agent or 
class introduced that makes a substantial 
difference in reducing this most feared side 
effect of chemotherapy. Both the Hesketh 
(Journal of Clinical Oncology 2003) and the Poli-
Bigelli (Cancer 2003) studies, including over 
1000 patients, demonstrate a marked advantage 
for patients randomly assigned to receive this 
oral agent, aprepitant, added to the former 
standard antiemetic regimens. 



------------------------------------------------------------------------------------------ 

As you are aware, combination antiemetic 
regimens have been indicated in patients 
receiving highly emetic chemotherapy for more 
than 15 years. This new combination of 
aprepitant plus a serotonin (5-HT3 receptor) 
antagonist plus a corticosteroid establishes a 
new oral regimen that is a full and complete 
replacement for earlier regimens.  Aprepitant is 
the only agent approved by the FDA for both 
acute and delayed emesis in patients receiving 
highly emetogenic chemotherapy, and has been so 
endorsed by the only two guideline groups (NCCN 
and MASCC) that have established new guidelines 
since the approval of this agent in 2003. 

Of particular importance concerning the 
guidelines, is that fact that the serotonin 
antagonists are no longer recommended for 
delayed emesis in this group of patients in the 
latest guidelines. For those of us who consider 
that following evidence based recommendations 
can result in significant benefits in patient 
care, having CMS coverage consistent with 
guidelines and evidence will have a major impact 
on practice patterns in the community. 

The new, all oral aprepitant-based combination 
regimen for patients receiving highly emetogenic 
chemotherapy is a major step forward in cancer 
care. Having coverage for this markedly 
effective regimen will be a great step forward 
for many patients undergoing treatment for 
advanced malignancy. 

If I can add additional information, or assist 
you or your staff in any way, please do not 
hesititate to contact me.  All of us in the 
supportive care oncology community appreciate 
the thoughtful and important work being 
conducted at CMS. 



Commenter: Horgan, Kevin M.D. and Von Dohren, Denise 
Organization: Merck 
Date: August 4, 2004 
Comment: 

(See next page) 
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