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April 30,2003 

Dockets Manotgemcnt Bran& (HFA-305) 
Food and Drug Admjnistxation 
563r) Fishers h.ne, Room 1061 
Roclrville. M I.> 20852  

Re: Doclcet No. 03D-4001 
Drab Gufdance for Industry - “Nondfabal Safety Evalaatioo of Pediakrlc Drug 
Products”; FIR #  22 - Volume 6152, Fcbrunry 3,2003 

Dear Sir/Madztm : 

Aventis Plxumaceuticals is p leased to provide the following comxnents on the above-referenced. 
draEt guidance entitled, “kSonclinica1 Safety Evaluation of Pediatric Drug Products “. Thjs draft 
guidance provides rEcommenda.t ions on the role and tim ing of animal studi.es in the safety 
evaluation of tlrerapeutics intended for t&e tcealment of pediatic patients. 

IV. R, 2. Age ([of the animals) 
Aventis suggests th,e foll.owi.ng addition to consider tl~e case of the premature newborn: It is 
suitablc to eviluate embryonic and fetal, m imaI dala (embryo-fetal toxicity studies and, pre- 
porstnatal developmental  toxicity study) ror premature newl~orn assessment.  

XV. C. 3. Dme Selection (page 9): W :mnl< toxicity 
The recommendat ion “The high dose should produce frank toxicity, devclopmcntal or gcneral” 
does not support the tirn of tJJe delection of devdopmcntal  organ toxicity. This statem.& stems 
from 1:Jl.e traditional way of looking at adult. toxMy studies. Toxi,city in juvenile studies should 
not bc  evaluated. the sam,e as a  g~$~rzraI toxicity studias first becauw trealment ofpups is an. 
ethical issue and second. because these studies arc coming a~ additional studj.es after thy general 
and reproductive toxicology packages. Aver&s sugge& the following cha,gc “‘I’J~e high dosr 
should product: m injmal toxicity, developmental  or general” as expressed in tile note 7  of tile 
ICH ReproducGve l;oxicity guideline. 

IV. C. 3. Dose aelectfoa (page 9): blgb dose selectJon 
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Based on the :previous commnt, Aventis suggests thhe following process for high dose selection: 
If the juveniles arc more sensitive there is less probability of killing the animals with the 
approach suggested above than with a severely toxic hi& dose spprotch. If the juvenile WWE to 
be less sensitive then the issue of differing sensitivities would bc resolved sime tlw adult 
therapeutic dose could be used, 

VI. A. NE~WIIIS system (page 12) 
The rcfemrm No 3 did not refer to the ocular dominance, 

VI. B, Reproductive system (page 22) 
The onset of sexual maturity is considered to be closer to 70 days rather than 100 days as 
expressed in the review Ojeda S.R. and Urban&i N,F. (Puberty i.n the rat, In The physiology of 
reproduction I:Raven Press Ltcl., NGW York] Knohil E. and Neil1 J.D., 16%1,737, ZSSS), On. the 
other lmmi, Ecksrein B. et al. @reset of pubekty in the immature femal,e rat ind,uced by Salpha- 
andmstme-3bera., 17beta-dial. l?ndocrinology, 1973; 92: 941-945) also showed tlxxt the fkst 
estms appears earlier in rat, i.e., at 36 days of age with the vagina1 opening. 

On behalf of Aventis Pharmaceuticals, we appreciate the epportunity to comment on the 
‘Nonclinical Safety Ev3luation of Pediatric Drug Prod.ucts ” draft guidance and thank you for 
your consideration. 

Steve Caffe, MD 
Vice Presidmt, Kead GRAMS - North America 
Glolxd Reguhtory Approvals and Marketing Support 


