
Regulatory Agency Relations 

June 21,200l 

Dockets Management Branch (HFA- 
Food and Drug Administration 
5630 Fishers Lane 
Rm. 1061 
Rockville, MD 20852 

RE: Docket No. 99N-1852 
Draft Guidance for Industr 
Studies - Implementation o 
Administration Modernizal 

Merck & Co., Inc. is a leading world 
corporate strategy -- to discover new 
encourages us to spend more than $2 
Development (R & D). Through a CI 
medicine, Merck’s R & D pipeline h 
products on the market today. 

We commend the FDA for issuing a 
postmarketing studies are submitted 
October 30,200O (65 FR 64607). H# 
following points to be consistent wit 

1. Scope of the final rule and how 
2. Phase 4 studies and review of rc 
3. Logistics of writing and filing p 
4. Public access to information film 
5. Application of the Guidance to 

Each point is referenced to the page 

Since the draft: guideline addresses t 
reports for post-marketing (Phase 4) 
comment on a closely related topic, 

1.0 SCOPE 

1.1 Page 3, II. Background, B. 
Section 506B. Item 1, Scorn 

Comment: The Scope of the Final R 
the document. In addition, the order 
presented lacks clarity. 
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I ;o ensure that reports on the status of 
Jith the Final Rule published on 
11 guidance should clarify the 
irements and existing regulations: 

the buidance 

us reports 
ng sLatus reports 
As I 

s in khe draft Guidance. 

iming for FDA review of final study 
also taking the opportunity to 

*iv :vie , of Phase 4 protocols. 

le Final Rule that Imrdements 

in this Guidance appears too late in 
eme In ts that comprise the Scope is 
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Recommendation: The Scope 
prior to the presentation of “B 
under “Scope” should be reordere 
affected by postmarketing st 
follows: 

1. The rule applies only to approve 
2. The rule applies only to approve 
products that meet the definiti 
3. The rule applies only to po 
agreed with FDA, in writing, to 
4. The rule distinguishes differen 
5. Report the other types of post 

The information presented in curre 

will include information about i 
on postmarketing studies‘ and in 

included should make it clear that t 
Register report and in the special re 
required or that sponsors have agre 

Recommendation: Modify the text 

“If a postmarketing stu 
required by FDA or 

Comment: The term “withdrawn” is commonly us 
that are withdrawn from the market a3 well as appl 
withdrawn. 
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nnediately following I. Introduction, 
n. The presentation of information 
lplications, products, and studies are 
m bf how to order the information 

Iducts and licensed biological 
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t F/DA has required or that you have 

s of postmarketing studies. . . . . 
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ground should appear after Scope. 

: Final Rule that Implements 
raJ& 
its one of these four categories 
gy, and nonclinical toxicology], we 
y’s annual Federal Register report 
rebort to Congress.” 

&narketing studies that might be 
X&Y be included in the Federal 
IF they are studies that FDA has 
Iriting, to conduct. 

) read as follows. 
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Recommendation: The FDA shoul 

2.0 

2.1 

The draft Guidance states, “FDA mi 
condition of marketing approval.” 

Comment: There are established pro E edures that tl 
of a product. The reasons for a 
previously unrecognized safety or 
within the draft guidance as subse 
Clinical Benefit Studies and D 
“as a condition of marketing approv 
withdraw approval of a drug unless 
specifying that there are very s 

ready for approval in the 
a. .- . . . . . . 
b. . . . . . . ..” 

concern about the safety, benefit, or 
approval of the application.” 

Comment: The Guidance should av 
studies. It should clearly state that t 
sponsor to conduct a Phase 4 study 
effective when FDA concludes that 
effective use of the product for the cl :med indicat 
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is follows, 

lications, regardless of 
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IdActing and Types of 

> conduct a postmarketing study as a 

FDA follows to withdraw approval 
rroyal are limited to the discovery of 
tesk are in fact properly presented 
i A. 1 .b (Accelerated Approval 
es, Irespectively). The phrase used, 
because it implies that the FDA can 

:on P ‘tions” are met without 
withdrawal of an approval. 
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Recommendation: Item 2 should be 

“A postmarketing study migl 
FDA agree, consistent with 
performed. Such agreement! 
has granted marketing appro 
‘agree before approval of the 
performed, the study will lik 

does not warrant delaying ap 
FDA determine after approv 
should be performed, the stu 
concern an issue that has bet 
the drug.” 

2.3 Page 16, V. Timeframes fol 
Reports and Studv Final R 

Section B states that the FDA will rc 
labeling supplement within one year 

Comment: FDA may ask a sponsor 
has found to be safe and effective, u 
conditions of use of the product for 
submitted in labeling supplements tl 
independent of such supplements. I; 
should promptly evaluate the Phase 

Recommendation: The time in whit 
when the results are not included in 
receipt (as is the case for Clinical St 

3.0 LOGISTICS 

3.1 Page 8, Procedures Cancer 
B. Postmarketing Study Pr 
First Paragraph 

The draft Guidance states, “General 
approval clinical benefit studies) she 
protocols for other postmarketing st 
the date of the postmarketing study I 

Comment: This draft Guidance sho 
Such time-frames are better negotiat 
case-by-case basis. A general rule f 
because the time-frames depend on : 

Page 4 
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availability of study subjects (rarit 
importance of obtaining Agency c 

Recommendation: Modify the first 

E. How Should Study Final Reports b/e Sbbmitted?, First Paragraph 
The draft Guidance states, “When a 4 en completed, you should 
submit a final report as a separate suI A, or BLA in an original 
and 2 copies with form FDA 356h an 

Comment: The required number of c 
requires two copies be submitted. 

lies is in 

“When a postmarketing stu 
should submit a final report 
or BLA in an original and 1 

commitment.” 

Comment: The term, “study final re do r-t,” as used 

completed studies. 

(such as IILF. and V.B.) means the firal report 
section, it means the last report for a series of 
report that addresses the last outstand:.ng study 
clear what is expected from the spons lr with re 

oth~er sections of this Guidance 
indfvidual study, whereas in this 
. Ifi the “study final report” is the 
multi-study commitment, it is not 
.o handling the final reports of earlier 
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Recommendation: The last paragra 

“If a postmarketing co 

previously concluded and su 

Comment: This section is inconsist information described in 
314.81(b)(2)(vii)(a)(7), in which an to submit the original schedule, 
the revised schedule, and the last su 
revision). 

e unable to meet the 

at any schedule for 
in FDA’s annual report 

Congress, or on its website. 
des dates for patient evaluation and 

Recommendation: The examples in ould be revised to comply with the 
text of Section R(B)(2)(a). No dates ded in Attachment B. 

Comment: This statement overstate 
1. Section 506(B)(b) ONLY states t 
public to the extent necessary to id 
failure to carry out the study). Th 
the “medical community” informe ent -:hat members of the medical 
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community have access to public in 
the medical community via establis 
advertisements. 

ntify the sponsor and the 
studies that an applicant 

end to all “postmarketing 
obligations and activities of appli 

h 3, should be modified to be 
consistent with the statute as follows 

ort on the status of 
to conduct and for 
C. 356b(c)). For these 

identify the sponsor of a st 
reasons, if any, for any failu 
be public information (21 U 

At the top of Page 5, the draft Gui 
included in the Federal Register 
FDA will post this information o , IV. Information About 
Postmarketing Studies That Will IC, describes how the 
information published in the PR di n the Agency website. 

Comment: From the brief statement lear if FDA intends that some 
0 Congress will not appear on 
and, if so, how it will 

Recommendation: The second bulle 
in deference to the complete 

discussion of the topic on page 17. 

es in determining study 
. However, on page 4 

rts submitted under 21 CPR 
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3 14.8 1 (b)(2)(vii) with the exception 
314.81(b)(2)(vii)(a)(7) [italics adde 
in the Federal Register.. . .” 

n submitted under 
nual report published 

Comment: It would be helpful to 
will NOT be included in any public 

Recommendation: The text should 

4.4 

“If more than one study . . . . . . 
milestones are common and i 
&elude+ The F’DA will 
completion submitted unde 
expected to include the follo 
with the Agency:” 

Page 16, VI. Information About Postmarketmg Studies That Will be 
Available to the Public, First. Paragranh 

The draft Guidance states, “Section’ 506B provides A with statutory authority to 
disclose data and information, 
constitute confidential comme 

Comment: Subsection b of the st 
submitted in the annual reports is 
authority to disclose “data,” rathe 
of the study, and reasons for failure t 

Recommendation: FDA should r 
necessary to disclose data from a 
establish the status of a study, and 

clarify, by example, when it is 
order to identify the sponsor and 

ever, FDA will not 

5.0 APPLICATION OF THE &IDA& Tb A&DA 
I I 

Pages 4-5, II. Background, B. Summarv of the Fi/lal kule that Implements 
Section 506B, Item 2, Specific Provikions, a. Hur?.an drug Products 
The text and schematic refer to ANDAS. 

Comment: Reporting under new 
efficacy, clinical safety, 
these studies apply to ANDAs. An A 

is limited to studies on clinical 
It is not clear how 

that labeling is 
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the same as that of a reference listed 
Applications that require evidence fr 

shof that its product is bioequivalent. 
of studies are generally not eligible 

for,submission under 505(j). 

Recommendation: 
required to evaluate clinical efficacy, 
reference to ANDAs. 

6.0 ED;;MALSUGGESTIO/S II I 
l A descrrptron of the person or ent ty (e.g. F 

h ~~ 

personal pronouns (e.g. ‘you’ and ‘we’) throb 
sponsor) should be substituted for 
,out t e document. 

l The Guidance could be improved consistently using the terms, 
‘applicant,’ ‘sponsor,’ and ‘holde 

commitments should b 
public. -Pediatric studi 
should be reported und 

l On Page 8, III. Procedures 
Definitions of Terms Used 
‘postmarketing study requireme 

that you conduct a study, 
studies.” 

, accele 
-t 
*a 

1.28 and are not made 

tudy Status Reports, A. 
Studies, the definition of 

approval clinical benefit 
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SUMMARY 
It is important that the scope of the n 
the Guidance speaks clearly to the iss 
(2) how to file postmarketing status r 
and how information will be publical 
to ANDAs. 

In addition, Merck would like to take 
Phase 4 studies. The design and revit 
successfully satisfying a Phase 4 con 
by a sponsor is to conduct one or mol 
address potential safety and efficacy 
the FDA to design studies that will IT 
designed and executed, the data prod 

Therefore, the Agency should provid 
review of protocols submitted to add 
protocol requests). The Agency’s tin 

’ scientific, and regulatory goals is of I 
applicants to ‘assure that resources an 
the Agency agree has the greatest ch; 
schedule for Phase ,4 study completia 
is delayed. A revised schedule for cc 
in status reports. 
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(4) application of the Guidance 

:omment on an issue related to 
protocols are critical factors to 
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information necessary to 
sponsors may work closely with 
. If studies are properly 
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the design to meet medical, 
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when FDA review of a protocol 
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