
Jarluary 24,2002 

Dockets Management Branch (HFA-305) 
Food and Drug Administrative 
5630 Fishers Lane, Room 106 1 
Rockville, st/lD 20852 

Pharmacia Corporation 
7QQ0 Portage Road 
Kalamazoo, Michigan 49001 

Dear Sir/Madam, 

As a company actively engaged in the drug development process, Pharmacia appreciates 
FDA’s issuance of the draf% guidance for industry, Food-.E@ixt ~~~~~~~~~~~~~~ and Fed 
~~ue~u~vu~e~ce Stud&s: Sttldy Design, Data A~~~y~~~, and Lrabehg ~uv~rn~~~ 28,2001, 
Federal Register, page 59433). The Clinical Pharmacology, ~h~ac~~ti~a~ Sciences, 
Statisitics, and Regulatory divisions at Pharmacia have reviewed the pidance. Our specific 
axnments are uutlined below. 

Note: Line designations befow refer tc, the guidance document located at the Internet 
site: hrtp://~.fda,gov~~~SRSQC~TS/98frr/01If48Sgf .pdf. We noticed that there 
is another numbering of the guidance at http://www.fda.~~v/~de~~~~~~e~4613dff.PI3F. 

1. 

2. 

3. 

Lines 50-53: It pruposes UR equivalence timit of 8U-125% for the analysis uf cmax 
and AUC data (90% m@dence interval (CI)) . . . . Wlxn it can be demonstrated that 
AUC rather than Cmax is associated with activity, it slxx~~d be stated that a less rigid 
criterion can be applied for Cmax. 

Line 233-235: General comment - There should be a recommendation for a 
vegetarian alternative. 
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4. Line 2f6: . ..~d~i~is~r~~i~~ of the d~~~~~d~~~ ~~~~d~~~~~~ afkr the meal.... 
Consider putting a time f&me fur what is meant by ~~~d~ate~y (within 5 minutes?). 

5. L&e 266 -267: It may be ~dv~~~~~e to memwe other moieties in ~~e~~Q~~~ .._. This 
statement is vague. The BmE Guidance referenced in fines 268 - 269 is clear on 
when it is necessary to measure metabufites. Could the FDA link these two, 
i.e., m~tabulites should be measured in Feud Effect BA studies if they have been 
identikd as part of the develupment program to be relevant in line with the EM/BE 
Guidance? 

General comment - ?Vhen there is more than one metabulite, is it enough to estabfish 
BE with the one present in the highest amowlt, even when the uthers maybe active 
(also relevant to the B-E Guidance)? 

6. Lines 28.5-286: Peak exposure (Cmax), Time fupeak exposure (Tmu.x) The term 
“pe& exposure” can be confirsed with total exposure. Peak concentration or maximal 
~uncentratiun is much more precise. 

7. Lz’ne 286 -288: The exposure measures Tmax, tlag, and t112 are encouraged; however, 
there is nu indicatiun on huw they should be analyzed. 

The guidance mentions tabulating lag time fur food-effect studies with modified 
release products. Is there a description of preferred procedures fur estimating lag time 
in another guidance that could be referenced here? 

8, Line 288-289: Ter~i~~~ e~i~i~~~iu~ ~~~f-~~fe and attzer refevand phavmacokinetit: 
pammefers are listed as ex~usure measures fur assessment of BA and BE. The 
analysis and rule of these parameters is nut discussed fk&her in the guidance. We 
recummend that they be removed from the guidance. 

9. Line 295-296: For ANIL fed BE studies, the JzLf) administered.... With 3 acronyms, 
the sentence becomes difficult to understand. 

10. Line 3W3f2: ..&e spunsur ~~u~~d~~uv~de speczjk ~~~u~~~~d~~~u~ on the chicat 
sign~f2cance..~. Suggest changing tu “the sponsor shuuld pruvide specific information 
on the clinical significance.. . .” This information should 
label r~~u~~ndat~uns as indicated in Line 31% 

the basis fur making 
Left as 

is ~utential~y cunfusing. 
$?he &der of the ~~agra~h 

11. Lirres 332-333: . . . lrlzatf au food effect on BA is ~~e~~ed~~uv~ded that Tmux values 
are also simih- between fasted md fed ~~@~~~e~~~. . . . Use of the tern similar is 
vape here. Add~t~una~~y~ the fact that this part of the guidance refers tu both 
immediate release (EL) and mudifIed release (MR.) dosage forms is also ~rublemati~. 
Fur many MB+s the profiles are very fiat, so Tmax is nut well characterized, and 
concentration-time profiles can be quite similar yet have very different Tmax values 



in the absence of a significant fuod (trea~ent) effmt. Indeed, if such a MR dosage 
form were given twice to same individual, you’d probably get different Tmax. 

12. Line 343: . ..m ~~~-~~~~~f~~~ed data, is cmtained 51 the BE lh~& o,f 80425% for 
AUC and Cma.... Fur consistency with lines 309 and 330, suggest changing to “on 
lug-transformed data, is cuntained in the BE limits of 80425% fur AUCo-cofAUC& 
and Cmax.” 

13. Li?ws 344-345: . . ..the Tmax v&ties fur the test and refer~~~~~~~ud~~t~ are expected tu 
be c~~~~r~~~e based OIZ clini_cal r&vurzce.... Again, what is meant by term 
comparable? Same issue as mentioned above in comment #I 1 with regard to Tmax 
fur l!&R. Presumably in the absence of a good statistical test/criterion fur Tmax, the 
guidance is making the point that there shuuld not be a huge difference in Tmax. 
However, this opens the duur fur differing sponsor and regulatory views on what 
cunstitites a difference, 

14. Line 345-34 7: Dues this imply that if these criteria are nut satisfied, that the test 
fu~ulat~un might nut be considered equivalent tu and interchangeable with the 
FtLD? 

We thank you fur the opportunity to comment on this draft guidance. Please let us knuw if 
you have any questions on our review. 

Sincerely, 

Jenny Peters 
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