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' Fik NDA' 79439 

This memorandum conveys my formal recommendation that Pnzer't NDA 19- 

The administrative file documents that NDA review team under the diredon 
.of Or. Thomas Laughren.has completed its review of Pnrer's NDA for 
sertraline, including, in particular, the firm's response to the agency's 
10/30/91 approvable a d o n  letter. The dMslon's review has failed to find 
that any of the grounds enumerated In Sedan 505(d) of the Federal Food, 
Drug, and Cosmetlc Act for the disapproval of an NDA apply, and consequeritfy, 
we ~ ~ ~ m t 7 1 8 n d  that the NDA be approved as prodded by Sedan SS(c)(l)(A) 
of the  Act. 

. .  839 for ZoLOm (S8f&din8) be WprOVed. 

It is noteworthy that several foreign national drug regulatory authorfties 
(see Dr. Laughren's 12f10/91 memorandum), presumably provided with t h e  
same body of lnformatfon that Is contained In the NDA submitted to us, have 
not yet been willing to allow sertrailne's marltetlng In their respective 
countries. it Is our understanding that the=' mgulatory authorities am not 
canwrned about the risks of sartranne for use, but by what may be 
considered the 'lack of robustness' of the dinfcal 8~idenC8 supporting its 
efncacy in the treatment of depression. 

This turn of events may seem somewhat surprising in view of the fad that 
the agency" 1s tradMnaily more conservative than b EWOpean COunt~rpartS. 
Obviously, changes are underway throughout the western Europe, perhaps In 
response to the EEC's harmonlzatlon Initfatfves. 

\ 

In any case, with the 
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important exrnption of the UIC8 CSM/MCA, standards for a n t f d e p r e s s ~  drug 
product approval seem to be becoming mom demanding In regard to 1) the 
duration of controlfed trial8 rervlng as wurc81 of evidence of efficacy, 2)  
the need to document efficacy in hospitalized depressed patlents (because 
these are presumed, arguabty, to ba mom severely depressed), 3) the need to 
show etncacy in maintaining remission, 4)' the need to rhow etncacy in 
preventing relapse of euthymlc patlentr wtth a history of recurrent episode8 
of affective Illness, and 6) a need to estabiish equivalency andlor 8uperfortty 
of a new antidepressant to already marketed drug products. 

. 
1 .me- p e e e i v e d M q e w .  we. express as. 811 .inttfhrtioa tor: emdHing.,the .. . 

" 

Many of tf)ese foreign regulatory Initiatives have potential merlt, but, given 

public'3'accesslc+ new, potenti&fy* promts1ng;- dmgs, . -I* do not believe we, &n 
succassfully i m d u c e  similar, more demanding, requirements domestically, 
at least untilRtR)re Is a sfgniflcant 'sea change' in o u  rodety's collediye 
attitude towarm Federal regulation of new drug approvals. Incidentally, It 
you disagree with my assessment, I would like to know because the division 
would certainly be willing to propose additional requirements, provided, of 
course, that we could be assured of support for the  inttiatfve from both the 

,Office and the Center. 

In any case, based upon our current interpretation of the Ad's requirements, 
Pflrefs NDA for sertrallne must be approved. 
effective In use, and  adequately labeled, a view confirmed, albeit not  
unanimously, by the  vote of our public Advisory Committee (i.e., PDAC). 

Furthermore, although sertraline may not be the most robustly p o W 8 r f u l  
antidepressant drug produd ever Introduced ( a point made forcsfulv by 
some of ourdvison), it has some potential advantages. As a 'pure' 
serotonergicrPptake inhibitor it shares .with Pmzac (fluoxetlne), the only 
cunentty marketed drug of this type, freedom from tho troubling side effects 
assodated  with the use of the classic trlcyCnc antidepressants (e.g., 
imipramine, desipramine, amitriptyiine, etc.) and  tbe dietary ~8strfclhs 
necessarily -associated with the use of monamine oxidase inhibitors. 

. . *  - 

Sertrallne 1s safe for use, 

Sertraiine and fluoxitlne have not undergone head to head comparative 
Clinical testing, but  sertrdine, and -Its major metabolite, nor-sertraline, 
have somb-at shorter e i imina~on half-lives respectively than fluoxitlne 
and nor4 uoxltine, a potential advantage. . 

In sum, the approval of Sertraiine Is readily justified under existing rules 
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and regulations. Aqproval may, however, tor the masons enumerated above, 
corn@ under atrack by constfhrench that do not believe the agency Is as 
demanding aa it ought to be in regard to tta standards for e8tablkhing the 
efilcacy of antidepressant drug products. 

Paul L a b ,  M.D. 

.- 
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gsimington
Aqproval may, however, tor the masons enumerated above,
atrack by constfhrench that do not believe the agency Is as

gsimington
and regulations. Aqproval may, however, tor the masons enumerated above,
corn@ under atrack by constfhrench that do not believe the agency Is as
demanding aa it ought to be in regard to tta standards for e8tablkhing the

gsimington
corn@ not Is
demanding aa it ought to be in regard to tta standards for e8tablkhing the
efilcacy of antidepressant drug products.

gsimington
demanding aa it ought to be in regard to
efilcacy of antidepressant drug products.


