
Richard Cupxys, Rph 
Director, ReguIatoIy Milirs 
BzisWMyers Sq#ib Comply 
1350 Liberty Avenue 
HiUside, New Jersey 07205 

Re: DocketNo. 77N-0094 
CP 15 

This letter is in respome to your #m&ion dated August I,2001 requehg a meeting to 
discuss y&w propWd protocol to demmstrate rtll incrememd benefit of 130 mg cafEhe over 65 
mg o&kine for use as an Chxwhc-COnnter analgesic adjuvark 

T’he &mq b,@vd your protocol outline entitled: 
Blb&~Flac$x+-jnMkl parallef Gr 

A &4ultic&er, Randomized, W~ble- 
_x_.. “. ..t oup, SinglaDose Study Comparing the lZf&acy of Two 

DiffereatFomnrl~~~ofExcetlrine~Saeagthwith~~S~~grb Tylenol and Placeboin 
the Acute Treatment of Episodic ‘h&on--Type Headache and has the fbllowing coarmmts. 

‘The agency does not believe that a meeting is warranted at this time uotil mjor rtvisions ta the 
design of ehe study ti made. @iq t+sc changes are 41;3 
P~M=oI outline should be submit@ fbr qeview. The 

a complete pmocol rather than a 
would then consider meeting to 

2. To GUY ~gso% the tdjuvancy of cafkinc, the study should includd ;ril as@& 500 mg 
McWh+hea 500 mg aIrIt to w&t in the asscs&ma of the &SC response relationship 
between aspkhr SO0 mg /a88ta+kiuophen 500 mg /cti&e $5 e and asp& 500 mg 
/acetaminophcn 500 fng /caSeine 139 mg. 

3. It is not chr $tat~t&esults hm a headache study m be us& to support the oth8r general 
claims available for in$qnal analgesics. CaEeiae may have unique buwfjts in a headache 
model that may not be appammi ia other pain models (e.g. dental psin mock&). For this 
mma, the agency r8c~inds that another tiohel be used to assess the dose response fbr 
caffkine a3 ti acljuvaat 
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The primary tmJpc&s and primary comparisons are not clearly stated in the outline. 

For aa acute andgesjc claim, a drug should work wi$iz~ 1 hour of ingestion. The proposed 
pro~of as currently desig@‘tp assess &q~ de&gutted “snmmary” m &icacy 
parameter at 4 hours (i.e.? TOTPA34); ‘I%Y?R%QA “i;;’ tii% iki”a&ptable p&my ef&acy 
vari@e. Siugledose &g&k t&G are traditionally designed to evaluate muhiple primary 
efficacy paratneters that ar6 $ircctly generated 603.13 
subjects. 

assqssmmmadedtigthetibythe 
Thesefore, you should use ot&rpku.aty efficacy variables such as pain intensity 

@;I) and &II Aief (PR) tk II&$@. he evaiuated every 20 minutes or the first 2 hour and 
then at 3 hours post dokg in+kiiti~ t;l the other parametc~ tbat you are proposing to study 
(i.e., time to onset of meauk+% *- ‘” 

~ . %. 
pm fdid, time to rescue medicatioa, etc.. ,). 

The statistical analysis secti4 of the protocol should provide more details of the planned 
analyses aqd the order in wQi&$bey are cmducted.‘ The protocol should describe how 
subjects who use reb medicati~pls are inc;arporated into the a~&& 

I.n atdcr to dema* a desired bteatment efkct io analgesic t&Is, the sample size of the 
treatment groups is traditicklly 50 subjects per stu;dl &m in @glc iz~gredieni studies. 
Conibination produds usually contain SO~%‘subjects l&ktidy arm. 
subjects per am i3wuwded. 

PIease atplain why 400 

Clarify the rcscuc medication th+t wiu be used in those subjects who fki1 to respond to study 
medicatiaa. 

- a .- - 

I 3gtdy subjects to e* th6 "otkmeqmres' listed in the 
pnxocor unaer cmcacy evmdions such as muscle sti&~esa, psychic tension, dcmee of 
rClaxatiOa, ad interference with daily actSties, lnfonnatioa r6gmiing the paEuneters and 
III- validation should a& bkpmvidcd. 

11. Please claxifjf the mi&od by whidh you intend to analyze the safbty data cokctcd during the 
study. 

12. Pleasb COkt i&&!Msticm @m subjects regarding their previous use 0fOTC analgesics (i.e. 
tYpe ofproduc@ UB@ kquency of use, benefit). 

13. Adverse event infbnnatian should be archived by $10 subjects in their diaries. ’ 

14. Please include a copy of the consent form and sample diary card with the xwised protocol. 

. 
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15. ne apW has not had an oppornmity to review the safety jnfonmation for combination 
procbms containing 130 mg of caireine. This iIlfbm&n was i&I& in the citizen 
PetitiOn CaW%pnt.Iy, we have no c2ximmts on the safety of this combination at ?&is time. 

Charles Gadey, h!b. 
Director u 

Division of OTC Drug Frodu& 
$nter for Dmg Evaluation V 
‘Food and Drug Admm@stmtjon 
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