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Dear Dr. Kochanowski: 

In this letter, we are responding to a March 17, 1995, submission of data in support of the 
effectiveness of a drug product containing a combination of diphenhydramine citrate and 
acetaminophen for over-the-counter (OTC) relief of occasional sleeplessness when associated 
with minor aches and pains. This submission FDA-I975-N-0017-0048 (C43) and other 
communications regarding this issue are in Docket No. FDA-1975-N-0017. This submission was 
sent to the agency by the Nonprescription Drug Manufacturers Association (NDMA) prior to the 
establishment of the Consumer Healthcare Products Association (CHPA), so portions of the 
submission have been attached to this letter for your convenience. See Attachment 1 of this letter 
for the NDMA submission summary and Attachment 2 for the NDMA statistical report. In 
addition, Attachment 3 contains FDA-l 975-N-0017-0040 (LET25), sent from FDA to NDMA 
and dated October 21, 1991, for your reference. 

We have reviewed the submission and conclude that the data do not demonstrate that "each 
active ingredient makes a contribution to the claimed effect(s)" as required by the OTC 

.combination policy in 21 CFR 330.1O(a)(4)(iv). 

BACKGROUND 

On December 8, 1975, the FDA published an Advanced Notice of Proposed Rulemaking 
(ANPR; 40 FR 57292) that contained the Advisory Review Panel on OTC Sedative, Tranquilizer 
and Sleep-Aid Drug Products (the Panel) classification of the combination of diphenhydramine 
and acetaminophen as Category ill for efficacy for OTC nighttime sleep aid use. In the Tentative 
Final Monograph (TFM) published on June 13, 1978, the agency concurred with the Panel's 
recommendations and proposed that efficacy be demonstrated in well-controlled clinical trials in 
which "each ofthe ingredients makes a statistically significant contribution to the claimed effect" 
(43 FR 25544 at 25590). A series ofcommunications ensued between the agency and industry, 
later including NDMA, regarding this issue, as documented in the public record. Several 
communications are highlighted in this letter to convey the principal points of discussion. 

LET
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On December 22, 1986, Bristol Myers submitted two studies, referred to in the submission as the 
Caracas and the Puerto Rico studies, which compared combination formulations of 
diphenhydramine and acetaminophen to the individual ingredients and placebo (FDA-1975-N
00017-0046 (C38)). We reviewed these studies and ultimately concluded that the Caracas study 
was supportive ofthe proposed indication. FDA informed both Bristol Myers and NDMA that 
one additional successful randomized, double-blind, placebo-controlled, parallel group, factorial 
study showing that each component contributed to a decrease in subject-rated sleep latency was 
needed to establish the effectiveness ofthe combination. See Attachment 3. 

Subsequently, an Analgesic/Sleep-Aid Task Group from NDMA worked with the FDA to design 
a study that had the potential to adequately demonstrate the contribution of each component. A 
meeting on the proposed protocol was held on January 16, 1992, and, on November 6, 1992, 
NDMA submitted to FDA a final protocol (FDA-1975-N-OOI7-0047 (PR2)). The study was 
conducted between July 1992 and November 1993 and NDMA submitted the results of the study 
to FDA on March 20, 1995. See Attachment 2. 

STUDY BYALUATION 

Per NDMA's submission, the study ''was a multi-center, randomized, placebo controlled, double
blind, factorial, parallel-group clinical trial to evaluate the efficacy and safety of 
[diphenhydramine citrate/acetaminophen] versus [acetaminophen] alone, [diphenhydramine 
citrate] alone, and placebo in patients with concomitant arthritis pain and sleeplessness." See 
Attachment 1. Adult outpatient participants were enrolled ifthey had a history of use of aTC 
analgesics for treatment of osteoarthritis pain and recent history "ofdifficulty getting to sleep and 
taking an aTC sleep aid medication." The latter criterion was imposed to help establish that 
sleeplessness was not caused solely by the presence ofpain. 

Participants received a single dose comprising two capsules of either diphenhydramine citrate 38 
mg and acetaminophen 500 mg, acetaminophen 500 mg, diphenhydramine citrate 38 mg, or 
placebo. They were instructed to take their assigned medication as a single dose at bedtime when 
they experienced difficulty getting to sleep and the intensity of their arthritis pain was at least 
moderate. Following treatment, patients were to complete a diary and report the time required to 
get to sleep after taking the medication, the duration of sleep before their first awakening, the 
number of awakenings, the quality of sleep, a global assessment of the effectiveness of the test 
product, and any unusual symptoms. At a subsequent clinic visit, patients were given two more 
doses of assigned treatment and instructed to repeat treatment for two additional episodes of pain 
and sleeplessness. The average response for the completed episodes was analyzed. The primary 
efficacy endpoint was identified in the protocol as sleep latency, defined as the amount oftime 
required for the patient to get to sleep after taking the study medication, as reported by the 
patient. See Attachment 2. 
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Table 1, below, was reproduced from the study submission. It provides an overview of the 
results of analysis of the intent-to-treat population. See Attachment 1. As noted in the 
submission, "although patients treated with [diphenhydramine citrate/acetaminophen] averaged 
shorter sleep latency than patients treated with [acetaminophen] alone or [diphenhydramine 
citrate] alone, no statistically significant differences were observed." The same conclusion was 
reached in an analysis of the "evaluable population" ofpatients remaining after those with certain 
protocol violations were excluded. See Attachment 2. 

Table 1. Mean responses and paired treatment group comparison results for each efficacy 
parameter 

Parameter APAPIDPHC APAP DPHC Placebo 
Sleep latency (minutes) 52.7* 55.6* 57.2* 64.6 
Duration of sleep (minutes) 294*+ 266 284* 250 
Number of awakenings 1.29* 1.43 1.41 1.56 
Quality of sleep 2.73*+ 2.47 2.64* 2.34 
Global evaluation 2.66*+ 2.46 2.56* 2.32 
Efficacy profile *+ * 
APAP - acetammophen, DPHC - dlphenhydramme cItrate 
• Significantly different from placebo at p ~ 0.05 level 
+ Significantly different from acetaminophen at p = 0.05 level 

FDA has reviewed the submission and has concluded that the study results do not demonstrate a 
contribution ofboth ingredients to the efficacy of the combination for OTC relief of occasional 
sleeplessness when associated with minor aches and pains. Although the combination showed 
statistically significant improvement in several sleep measures over acetaminophen alone, the 
primary endpoint is a notable exception. Additionally, the combination did not show statistically 
significant improvement over diphenhydramine citrate alone on any sleep measure in: any of the 
paired treatment group comparison analyses performed. 

CONCLUSION 

We conclude that there is an insufficient basis to support the combination ofacetaminophen and 
diphenhydramine as a nighttime sleep aid for relief of occasional sleeplessness when associated 
with minor aches and pains. 

Should CHPA decide to conduct another trial of an antihistamine/analgesic combination for this 
indication, please consider the information about related study designs that is available in the 
monograph (43 FR 25544) and, more recently, from NDA reviews posted on our website (see 
Advil PM at 
www.accessdata.fda.gov/drugsatfda docs/nda/2005/021393,021394 AdviITOC.cfm). 
In addition, we strongly recommend that you consult with us about your proposed protocol prior 
to undertaking an additional trial. 
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We hope that this infonnation is helpful. 

Charles . Ganle, .D. 
Director 
Office ofNonprescription Products 
Center for Drug Evaluation and Research 

ATTACHMENTS 

1. Sections I through VI of the NDMA Analgesic/Sleep-Aid study, submitted to FDA March 17, 
1995 (1975-N-OOI7-0048 (C43)). 

2. NDMA Statistical Report from the NDMA Analgesic/Sleep-Aid study, submitted to FDA 
March 17, 1995 (FDA-1975-N-0017-0048 (C43)). 

3. October 21, 1991 letter from FDA to the Nonprescription Drug Manufacturers Association 
(FDA-1975-N-0017-0040 (LET25). 
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