
I 
” .r .,.A”,,*.z’.., “,<>Y .. _. . . .j. ,._-. ,.._.a/,,_ .,. _ .I. ,, . - ,.. ,. ‘ ,. - ..,. . _. .r . _ ,,.... “.._ 

10. OTT. 2000 17: 24 QUkLITi’ KiSURQNCE 02.95413638 NR.886 P.l 

@h indena” 
8 6 1 9 ‘00 OCT 10 PI 31 

Docket Management Branch @@A-305) 
Food and Drug Adnrinistration 
5630 Fishers Lane, Rm 1061 
Roclmille, MD 20852 

M3a.q October 10,200O 

Re: Guidance fbr Industry: Botanical Drug Productsz Draft Gx&mce Docket NO. OOD-1392 

Dear Ma&In or sir, 

These wmments are snibmitted by Indena s.p.a, v. le OrtJes 12, MiIan 20139, Ita& (Index&, ‘in 
response to the Federal Register publication of a dr& gu&nce docllmear entitled Wuidance for 
Industry: Botanical Drug Products Fed, Reg. 65: 49243- 2000). 
Indena has read tbe draft guidance with great interest and, in general, appmciates the new vision that 
allows the developing of flew botanical drug products. In particular, Indent appreciates the concept 
that a botanical product can be clinically tested through an IND appmval and regimred (afk NDA 
approval) as a new drug product. 

Considering the FDA ef%brt to improve safety and escacy of botanicals, Indena believes that 
to ensure the qua\ity of these productq starting from the raw materia& is -al. IND should be 
submitted br well defjned botanical drug which, because they are considered as scitive principle in its 
entirety, Ineed to be well characterized and of constant composition. The only way to guarantee 
constancy of the extract is to have a specified maxmfhming process, including dcfkd botanical raw 
materials, and adequate specifkatiom for the botanical drug substance. 

Specifkally, in regards with the draft guidance, Indena recommends specif5.c wordLag changes, 
deletions and additions: 
1. On the basis of the above mentioned concepts., In&ma proposes that the CMC criteria tir the non 

. . . marWed botanical products &m&l be added to the marketed ones. In other words, to substitute the 
content of paragraph VII, B uvith the content of panigrapti VI% B. 

2. In paragraph VII, B, 2, deletion of the words ‘I., . .ifavailabIe.“; 
* 3. InparagtapbsVIL,B,2,andWII,B,2,d,~ ion of the words: “The manuf&turing prom 

should be submitted in full with the specification of the production starting materials (e.g. 
solvents) and critical in process controls to ‘wee the constant quality of the obtained extract”. 

4. In paragraph VM, B, 2, e, Chemical assay, deletion of the words ‘&-. . ., if available.” 
5. In paragraph VIII, B, 2, e, biological assay, addition of the words ‘The bioassay must be linked to 

the desired quality of the product.” 

o& I392 
67 



&I indena” 

6. 

7. 

8. - 

In paragraph K B, 1, a, Quality control tests, add&-ion ofthe wwJ~~& the case the botanical raw 
material will not be used as a botanical drug substance itself (pdverimtion), periodic or skii Wing 
of the starting botanical raw material used for the preparation of the botanical drug substance, on 
preselectec3 M&es or at precietd inteti, should be accepted ifjus@ed. This ooncept may 
be applicable to the determination fbr exam@+ ofheavy metals, afla~xins, microbiological 
wntroh and pestieiiq provided that there’are no contir& about these controls." 

In paragraph nC, B, 2, er after 7,w -. the mass balance of the test sample” addition ofthe words ‘“if tais 
is shown to be fbasible”. 
Pmaph Xy, B, 2, g: substitution with the following Wnce the botanical raw material or botanical 
drug substance in its entirety is regarded as the active submce, a mere determination of the 
stabiliity of the constituents with known thmtic activity may not be suflicent. When feasible, 
appropriate analytical tecniqnes should be used to check the overall stability of botanical drug 
substance or boten.icaI drug product”- 

Regarding toxicological requiremems ia. general, Mena recommends tbat FDA shouId take into 
consideration, even if’on a case by case basis, the toxicological studies perfbrmed outside Un&ed States 
that meet modem o&e&.. 
In conctision, Indena believes that the Botanical Drug Guidance has added aexibility to the DID 
requirements ahd has given to FDA&w po&biIity to take into consideration the peculiar aspedts of 
botanical sourcing of drug products. 

Sincerely Yours, 

(QUALITY ASSURANCE MANAGER) 
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