
Re: Docket No, 77 
CP 15 

Dear Mr. Cuprys: 

is letter is in res mse to your subrn~ssi~~ dated August f ,200 f requesting a meeting to 
discuss your proposed protocol to demo-n&rate an ~n~rerne~ta~ benefit of 130 mg caffeine O-SW 65 
mg caffeine fur use as an Over-the-Counter analgesic adjuvant. 

The Agency has reviewed your protocol outline entitled: A ~ult~~e~t~r, Randomized, DoubXe- 
Blind, Fla~~b~~C~n~~l~ed~ Paraflel Group, Single-Dose Study Camp g the Efficacy of Two 
Different ~Q~u~ati~ns of Excedrine Extra Strength with Extra Strengtll Tylenol and Placebo in 
the Acute Treatment sf Episodic Tension-Tie Headache and has the following co ents. 

e agency does not believe that a meeting is warranted at this time until major revisions to the 
design of-the study are made. Once these changes are made, a complete protocol rather thaw a 
protocol outline shoufd be submitted for review. The agency would the confider rne~~ing to 
discuss u~~s~~ved issues. The agency offers these comments on he pro&of outline. 

1 a For the ~u~~s~ of establishing the caffeine dose response, the comparison of efficacy 
ir2nracetaminuphe~ca~eine @AC) ~Urnb~natiQ~s and a~~tamin~~hen f0-00 

mg is not very ~nf~~ativ~. The primary objective of the study should be the evaluation of 
the relative efficacy of the AAC ~~rnb~nati~~s to placebo and with e 

lly assess the adjuvancy of caffeine, the study shc&d inc aspirin 500 mg 
~a~~tami~~ph~n 500 mg arm to assist in the assessment af the dose response relationship 
beween aspirin 500 mg ~a~e~rn~n~~h~n SW mg /caffeine 65 mg and aspirin 500 mg 
/a~~tam~n~phen 500 mg /caffeine 130 mg. 

3. Xt is not clear that the results from a headache stu y can be used to supple the other general 
claims avaifabte for internag analgesics. Caffein ay have unique benefits in a headache 

t may not be apparent in other pain models (e.g. dental pain rn~d~~s). Far this 
reason, the agency recommends that another mode1 be used to assess the dose response for 
caffeine as an adjuvant. 
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4. 

5. 

6. 

7. 

8. 

9. 

The primary endpoints and primary comparisons are not clearly stated in the outline. 

For an acute anafgesic claim, a drug shaufd work within I hour of ingestion. The proposed 
protocol as currently designed ta assess one designated “summary’” primary efficacy 
parameter at 4 hours (i.e., TOTPAR4). TOTPAR is not an acceptable primary efficacy 
variable. Single-dose analgesic trials are traditionally designed to evaluate multiple primary 
efficacy parameters that are directly generated from assessments made during the trial by the 
subjects. Therefore, you should use other primary efficacy variables such as pain intensity 
(PI) and pain relief (PR) that need to be evaluated every 20 minutes or the first 2 hours and 
then at 3 hours post dosing in addition to the other parameters that you are proposing ts study 
(i.e., time to onset ofmeaninghl pain relief, time to rescue medication, etc.. .)* 

The statistical analysis section of the protocol should vide more details of the piarmed 
analyses and the order in which they are conducted. protocol should describe how 
subjects who use rescue medications are incorporated into the analysis. 

In order to demonstrate a d ent effect in analgesic triafs, the sample size of the 
treatment groups is traditis ects per study arm in single ingredient studies. 
Combination products usually contain 80-90 subjects per study arm. Please explain why 400 
subjects per arm are needed. 

Clarify the rescue medication that will be used in those s ects who fail to respond to study 
medication. 

Please clarify how you intend study subjects to evaluate the “‘other measures’ listed in the 
protocol under efficacy evaluations such as muscle stiffness, psychic tension, degree sf 
relaxation, and interference with daily activities. ~nf~~at~~n regarding the parameters and 
methods validation should also be provided. 

10. The 2-stopwatch method is a better method than the f-stopwatch method to measure the 
onset of pain relief since it provides ~nf~~ati~n to calculate e time to perceptible pain 
relief and the time to meaninghI relief. 

11. Please clarify the method by which you intend to analyze the safety data collected during the 
study. 

12, Please collect inf~~ati~n from subjects regarding their previous use of OTC analgesics (i.e. 
type of products used, frequency of use, benefit). 

13. Adverse event information should be archived by the subjects in their diaries, 

14. Please include a copy of the consent furm and sample diary card wi the revised protocol. 





MEMORANDUM DEPARTMENT OF HEALTH AND HWMAN SERVICES 
Pu3LIC HEALTH SERVICE 

FOOD AND DRWG ADMINZSTRATION 
CENTER FOR DRUG EV'UATfON AND RESMCH 

DATE: 

FROM: Director 
Division of OTC Drug Products, HFD-560 

SUBJECT: Material for Docket No. 

TO: Dockets Management Branch, HFA-3U5 

The attached materiaf should be placed on public 
display under the above referenced Docket No. 

This material should be cross-referenced to 
Comment No. 

Charles J. G 

Attacbent 


