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Dockets Management Branch 
(HFA-305) 
Food and Drug Administration 
5630 Fishers Lane Rockville; rllij 2ij;g52 .’ 1 . . 

The AIDS Treatment Activist Coalition (ATAC) is. a national coalitiorrof AIDS activists, many 
living with HIV/AIDS, working”‘tdgeth&to end the AIDS epidemic by advancing‘research on 
HIV/AIDS, its opportunistic infe$o_ns and-co-infection like hipatitis C vi&s, as well as 
broadening access to treatment. ATAC’s Drug Development Committe,e (DISC) works with 
government, industry and academia to provide a community perspective to the development of 
new HIV drugs and the~titifii~tion.‘of I-II‘O therap&. “isi?k”‘are writing to provide comments to the 
proposed amendments to 21 CFR Parts 3 I 0,3 12,3 14,320,600,601; and 606. -^ *. ,__-, 

We wish to express our dismay at a number of the changes proposed by the agency. Initially, 
we oppose the agency revoking the pediatric rule issued in Deeembkr 2; 1998 (6%FR-66632);’ __. I 
whereby sponsors are required to report specific information regarding pediatric populations. 
We believe it unconscionable for’the agency to turn its back on this helpless population. 
Pediatric research, which has historically lagged f& behind r&e&h in other populations, will 
undoubtedly make even less progress in the future if this requirement is revoked. 

We are adamantly opposed to changing the term “adverse drug experience” as defined in 
Sections 3 10.305(b), 3 14.80(a) and’~00.80(~s”ofPDA’~ e$‘&ig Post-ma&eting safety 
regulations with proposed Section 3 1232(a),’ which would replace the term ‘“associated with the . .- I. .-“‘_ \ _. 1w*d&2~‘:“.t’ x ,- 1, ,,*,,lii.rq-.y.*‘*-” .~ _ a - 
use of-the drug” with’& term “suspe”~t<dY%ersk drug reac”tGn* {SADR~ ‘ZI rename ‘<adverse 

_ 

experience,, as L‘sUSpeCted adverse experience” in Section cS~~.8;is~~~“~~ci t~~~~~a~t~~~~~~~~~s~d 

regulations. To make our comments concise, but very much to the point, we can just imagine 
industry’s marketing spin on the term “suspected”. In this, age of marketing frenzy on the part of 
industry from magazines to TV, etc.,‘can you imagine the”“field day&b%’ relations de’partments 
will have with the patient community? We submit that “suspect” should only 66 used’when 
describing industry’s use of the proposed new term. 

.n ‘.,“,f” .I~‘~..d.,.., ‘a .I” .r,.~,.b.i.L 
We are also extremely concerned with the new definition of “SADR? m proposed Se&ions ” ,.*4,. I~,~~.-f~,*,,-I,, ,‘i: ‘.&.:“*. 3 1o.3o5(a), 312.32.~~s, j14.~~(a>,‘~~d.t00.86Ca), Tlle~.;;;;‘;;a x&pgibn for ,+ sAB~‘i< “.., 

there is a reasonable possibility that the produdt’caused the response. In this defmition, the 
phrase “a reasonable possibility” means’that the relationship cannot be ruled out.” The Federal 
Register notes that “the relationship cannot be ruled out” will be the controlling language for 
cases to be reported to the agency. We contend that if the relati,onship cannot be ruled out, it is 
clearly not “suspected.” Further, the concept that “the ‘relationship cannot be ruled ou?’ is a 
much more strict standard for reporting adverse events than the more loosely defined current 



*r 

standard of “a reasonable possibility that the experience may have been caused by the drug” 
found i?Section 3 13.32(a) of existing FDlA pre-marketing reporting regulations. We believe ;. .” ,.,, f . .: 
that although “a reasonable posslbtllty” may be potentially confusing, it greatly avoids the risk of 
under-reporting important safety events. The “reasonableness” standard has been employed in 
every facet of our nation’s common law system since legal decisions were recorded in England 
and adopted by the Urnted States~&*i776. 

From the perspective of a consumer, we firmly believe that changing the current definition as 
proposed will greatly enhance the safety risk to patients, Thus, we are opposed to the proposed 
changes and believe that in no e-vent sho,uld the “reasonable possibility” standard be changed to *s ‘j.,,,.<, I, 
include, “the re~aiionshi’p‘eannot be’rmed out”. For all ‘i$& &.e$.$ ‘teasons, & are’ ;qen aofe 
opposed to the definition only being %e relationship cannot be ruled out,” omitting the 
“reasonable possibility” language completely. We believe that this alternative is even more 
dangerous to patient safety. 

The proposed section on ND safety reports found in Section 3i4% does notseemto address 
,“,,-.” .-_ _ __ -*,.-adverse events that may be caused by one or more experimental agents. Differentiatmg between 

drugs to ascertain which drug in a multi-drug regimen is the probable cause of the adverse 
experience does not seem to be considered. We believe that this is a fatal flaw in this day of 
multi-drug experime’nts. We also wonder whether the new definition which mandates that the 
causal “relationship cannot be ruled out” will serve to completely prec‘lude~‘reportmg such 
adverse events. 

We fail to see how the proposed grading system of one (1) through four (4) will be applied to 
serious, non-serious, expected, and non-expected drug reactions in the New Drug Applications 
rules found in Section 3 14180 and throughout the proposed regulations. We believe that it is 
imperative that the agency provide., more guidance in this regard in ensure patient safety. 
Additionally, a patient report is not adequately described in this section and. throughout. Patient 
reports are also treated as less than reliable. We fail to see the rationale for this apparent 
determination. 

We are also vehemently opposed to the changes to the reporting requirement intervals proposed 
in Sections 3 14.80(c)(3)(i), (ii) and (iv) and 6OO.~(?c)(3j(i)~, (iij and (iv). 
Current agency reporting intervals require the submissfon’of post-marketing periodic safety 
reports at quarterly intervals for three (3) years from the date of approval of the application in the 
United States. Thereafter, said reports are required annuafiy.’ ‘FDA is proposing-revisions that 

‘-lwould greatly reduce these reporting intervals. In c~~~.~~l~ere..ited drug or biologic 
product has been approved on or after January 1, 1998, the agency is now proposing that 
reporting intervals should occur only semiannually; i.e., two (2) times per year for two (2) years ’ 
after approval in the United States, annually for the next three (3) years, and every five (5) years 
thereafter. 

Experience clearly shows that most., adverse drug reactions are identified within the first few “’ 
years of approval. Thus, we firmly believe if these relaxed regulations are promulgated as 
currently proposed by FDA, patient safety will be severely &mpromised by the very agency that 
is charged with protecting consumer safety in this regard. 

In the current and proposed regulations set forth in Section 3 14.80(i) and(f) respectively, 
sponsors ,arerequired to maintain safety records for only ten (10) years. We believe that safety 
records should be maintamed by sponsors for as long as a drug is marketed; and, that said 
sections should be amended accordingly. 
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> ‘” D a ta  fry n o n - m a n u fac turer  ini t iated studies does  n o t s e e m  to  b e  con te m p l a te d  in  th e  p roposed  
regu la trons. In d e p e n d e n t studies have  b e e n  a n  impor ta n t source  o f d e fin ing  a n d  con firm ing  
adverse  even ts. H o w  wil l  sa fe ty repor tin g  a n d  requ i remen ts b e  regu la te d  in  these  s tudies? 

Moreove r , race  a n d  a g e  as  adverse  even t fac tors  do -no t s e e m  to  b e  con te m p l a te d . G e n d e r  seems  
to  b e  uneven ly  recogn ized  as  a  con tr jbut ing fac to r , requ i red  in  s o m e  repor ts, b u t n o t in  o thers . ^  
O n  th e  o the r  h a n d , w e  app laud  th e  agency  fo r  th e  n e w  regu la tions  th a t w e  be l ieve wil l  enhance  
p a tie n t sa fe ty a n d  modern i ze  its regu la tions . W e  a re  pa r t icularly p leased  with a  n u m b e r  o f o the r  
p roposed  regu la tions , exempl i fie d  by  th e  fo l lowing:  

The  agency’s acc,eptance o f th e  concep t o f a n d  its a tte m p t to  fos te r  wor ldw ide  s tandard izat ion o f 
med ica l  te rm ino logy , as  wel l  as  regu la tory  d e fini t ions, repor tin g  fo rms , d o c u m e n ts a n d  repor tin g  
requ i remen ts whe re  p a tie n t sa fe ty is n o t comprom ised  by  th e  p roposed  r e ~ u ~ ~ tio n ,gsprev ious ly  
ind icated above . 

_  _ _  

Ensur ing  th a t sa fe ty inform a tio n  from  b o th  th e  sponsor’s d o m e s tic a n d  fo re ign  study sites wil l  b e  
repor te d  to  th e  agency . 

Ensur ing  d o c u m e n ta tio n  o f wor ldw ide  exposure  to  a  d rug . 

Ensur ing  th a t d iscordant d a ta  wil l  a lso  b e  repor te d  to  th e  agency  regular ly .  . 

Ensu r ing  th a t phys ic ian superv is ion’wil l  b e  p resen t in  a  n u m b e r  o f impor ta n t instances. 

Cod i fy ing th e  d e fin i t ions a n d  requ i remen ts regard ing  electronic commun i ca tions . 

Cod i fy ing “G u idance  D o c u m e n ts” a n d  de le tio n  o f r edundan t a n d  var iant  sect ions. 
..I:. 

W e  s incere ly  h o p e  th a t these  p roposed  regu la tions , especia l ly  th e  n e w  te r m  fo r  a n d  d e fin i t ion o f 
a n  adverse  d rug  exper ience  a n d  th e  n e w  repor tin g  requ i remen t intervals wi l l  n o t b e  p romu lga te d  
by  th e  agency  wi thout th e  p a tie n t c o m m u n i ty hav ing  a n  oppo r tun i ty to  persona l ly  d iscuss these  
proposa ls  with re levant agency  pe rsomtel. _ _  ” 1 ’. ,,,, j( .T‘,/ u ”.+ 9 h ”+ L  “i l^ul”i,l”~ ~ .,i. --_, “~ ““r “_ I-” -“,.^_* ,.~ , * = - -.-. ,,_ .*ir w ”F”r: “-2  :.- .>  ,; ,.$  ‘?-$ye .p  ‘b  “Z .wz .& % y ~ @ ~ ,. i r,ri,l’wx r*ri”l ,recl’. . . ..n__x II_ “. c ,,@ :, ,*i’ *“*.*; ““‘, ,” .- “, ̂  +  !” p  @ “i ~ ? ‘:*p-*  $ -‘4 ~  I” t’- :’ ’ iw ‘:+ ‘y ^  “,,;.- 
P lease  respond  to  Lynda  D e e  a t 1 1 1  Nor th  Char les  S treet, S u i‘te  5 0 0 , B a ltim o r e , M D ‘$lZdi  . 
Thank  you  fo r  th e  oppo r tun i ty to  c o m m e n t. ‘- 

Hea l th  a n d  H u m a n  Se rv i ce&&‘cretary T o m m y ’ T h o m p s o n  cc: 
F D A  Comrn~ss i’o n b ;‘~ark’~ ~ ~ d le i ian .’ A T A C D ~ c  .. _  --  


