Clinical Evidence With the Combination of Ibuprofen and Diphenhydramine for the Management of Pain and Sleeplessness
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-(O- Purpose -(- Results @ Results

1. Sleep duration: The range of subjects with
duration of sleep >6 hours with IBU/DPH was

e Based on Center for Disease Control (CDC) data approximately 35% of
. 5/7%-70% versus PBO 3%-15%
the population does not get enough sleep.? Duration of Sleep | o7/ 270 o270
. Study 1 (AE-98-01) Study 3 (AE-98-03) 2. Global assessment of sleep: Rated as good,
e The CDC recommends that adults from 18 to 60 years of age should Study 1 (AE-98-01) - Study 2 (AE-98-02) : _ : e o or o X very good, excellent for 51.6-79.3% with IBU/DPH
. o [\ % jects i t % jects i t -
get 7 hours of sleep per day, and children and older adults are : reatment umber (o) of subjects in each category reatment HmBber (36) of SuBIEcts In each category versus 2.5-14.6% with PBO
recommended to get even more sleep.? Placebo 77777/722227/4 . Placebo <5 hours(9) 0 1 2 E 4 .D. 0 1 2 3 4 .D. 3. Average minutes to sleep: 30.8-45 minutes
IBU400/ W : IBU400/ 77, [ 34 4 0 1 1 0 33 > > 1 1 2 with IBU/DPH versus 63.8->180 minutes with PBO
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o Inadequatg sleep_can have a _S|gn|ﬁcant impact on health, including | T e | o e ;is.o /o) (1130 /o) (70.0 /o) (1225 /o) (1215 /o) ic;o /o) e (1880.5 /o) (14;.9 /o) (14(1).9 /o) (121.4/0) (12.4/0) 21.9 /o) 4. Average time to use of rescue medication:
Effedc'tts' on |mn::|un|ty/ _?eta;:bolli_m, gtress, heart health, risk for chronic < <6 Hours  >=6Hours > . € <6Hours  >=6 Hours >| 6+ to 7 hours(2) (n=119) (25.2%) [(10.9%) [(5.9%) [(10.1%) |(9.2%) |(38.7%) |%83 2.10 (n=121) (14.9%) |(14.9%) [(8.3%) [(9.1%) |(13.2%) [(39.7%) |31° 1.94 >12 hours with IBU/DPH versus <2.1 hours with
conditions, and cognitive funNCtion.> e T RTRRE . 5BO. and rescue medication Use  was 33 6%

; ,
. . . Study 3 (AE-98-03) . Study 4 (AE-01-11) 7+to8hours(3) | ['Study 2 (AE-98-02) Study 4 (AE-01-11) 45.8% with IBU/DPH versus 81%-95% with PBO

e Pain is a major contributor to sleeplessness, and sleeplessness can : : | |
accentuates paln Sensatlon. . - X | EOQ hours(4) Number (%) of subjects in each category Number (%) of subjects in each category 5' ACtlgraphy: It prOVIded d Valldated tOOI to

Placebo 7/ RE  biacebo T Treatment Treatment objectively measure sleep related endpoints,
e Both acute and chronic pain can lead to to sleeplessness, and if not 1BU400/ 7 L vl P o =5 hours(5) ° : ‘ ° ) ° : 3 ’ ) - with potential for higher sensitivity than the
: : : : DPH50 ‘ : Z 39 0 1 0 0 0 35 0 2 0 0 0 iacti i
managed, the combination of pain and sleeplessness can play a role in .( . S S Placebo (n=40) 575%) 100.0%) |25%) |t0.0%) |(0.0%) |o.0%) 005 |0-32 Placebo (n=37) o169 |0.0%) |5.4%) |00.0%) |0.00 |c00u [011 048 subjective and observational approaches also used
onset of disability.4'7 ] : € <6 Hours  >=6 Hours > IBU400/DPH50 26 18 12 12 23 28 . _ 47 21 18 17 24 28 in the study.
: (n=119) (21.8%) |(15.1%) [(10.1%) [(10.1%) [(19.3%) |(23.5%) |[4°1 1.92 Advil PM (n=155) (30.3%) |(13.5%) |(11.6%) |(11.0%) |(15.5%) |(18.1%) |[%22 1.92

e There are a broad range of options to independently treat pain and ' _ )

sleeplessness, which include over-the-counter (OTC) and prescription @ Discussion

(RX) prOductS. B S T S T T S T T T S S T T S T S S S S S T S T S S T T S R T A I I R S e R R R R R R R R R R R I T T T T T T T T S S S S S T S S S 1. Ibuprofen/diphenhYdramine Was Signiﬁcantly
e There are also a number of combination products that include an better than placebo for the sleep and analgesic

analgesic and a sleep aid, including readily accessible OTC products. Global Assessment of Sleep efficacy assessments.

2. Duration of sleep has well defined targets that

Oor use€e Inciudes Ipbupro en/ Ipnennyaramine (IBU/DPH) : | Number (%) of subjects in each category Number (%) of subjects in each category In the four studies evaluated, the majority of
. ryys . .
e In this analysis, we evaluate the IBU/DPH data compared to placebo Placebe  ZL1 , Placebo I Poor(0) s ) 1 : : rresment ; 1 ) 3 o subjects were able to achieve 6+ to 9+ hours of
(PBO) from fou;‘ clinical studies of subjects with pain and sleeplessness " DPHS0 1 T DPHS0 /. —— sleep, which lines up with the CDC's targets for
: DPH5 . 2 . 27 7 4 2 0 25 10 5 1 0 :
100 75 S0 3 o 25 S0 75 100 ° e | Placebo (n=40) (67.5%) |(17.5%) |(10.0%) |(5.0%)  |(0.0%) |93 059 Placebo (n=41) (61.0%) [(24.4%)  |(12.2%) |(2.4%)  [(0.0%)  |°° 08l sleep duration.
e We also looked at data from a study using an actigraphy device as an €—— Poor-Fair  Good - Excellent—— ¢——Poor-Fait  Good - Excellent ——> éﬂd , IBU400/DPH50 21 22 43 29 4 {77 {11 IBU400/DPH50 o 16 45 38 13 T 1 06 3. Improvement of other key endpoints of onset
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Study 3 (AE-98-03) . *Study 4 (AE-01-11) y Good(3) significantly improved with the use of IBU/
: Study 2 (AE-98-02) Study 4 (AE-01-11) DPH. This added to the benefits offered with the
° Placebo A % Ve .. : :
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@ Methods Placebo 777777/ 8% . Advil PM / . Treatment fiisgtment while managing the underlying pain for the dental
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were conducted that included treatment with the following: : (n=119) (16.0%) [(26.1%) [(31.9%) [(23.5%) [(2.5%) (5.0%) |(14.8%) |(24.5%) |(27.1%) |(21.3%) |(3-2%) for rescue medication. This is important as the
*Note: The graph (study 4) includes an additional parameter, "Very Poor (0),” which is not present in the other three graphs. next in line option for a sleep aid and a pain

» TWO Advil EM Liqui-Gels® (ibuprofen 400 mg / diphenhydramine reliever could both be controlled substances (a
hydrochloride 50 mg) | benzodiazepine and opioid, respectively).
» TWO placebo liquigels

e Study subjects were males and females 16-45 years of age who had _ .- Conclusion
undergone surgical removal of one or two impacted third molars, one of Onset of Sleep Rescue Medication Use Actigraphy Study

which was at least a partial bony mandibular impaction (if two molars Pain and sleeplessness are commonly experiencec

tracted, the oth th di ill | i AR S R, Study 1 and 2 (AE-98-01 and AE-98-02) Study 5 (AE-04-14A) and can have long term impact on health including
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e An additional study evaluated two Advil PM Liqui-Gels®, and it was Placebo (n=40) >180.0 N/A Placebo (n=40) 1.7 1.5, 2.2 established for treatment of pain with sleeplessness.
similar in design and study population to the above studies. This study IBU400/DPH50 (n=122) [42.9 40.0, 60.0 IBU400/DPH50 (n=122) |[>12.0 N/A Sleep Duration- Actigraph |Mean (hr) 9.3 In the four clinical studies evaluated, the product
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with subjective and observational measures. The actigraphy device Placebo (n=40) >180.0 N/A Placebo (n=40) 1.6 1.4, 1.7 S / . ’
¢ hiective tool t ¢ U400/ DPHS0 (ne1197 |4t 00 c0 0 Sleep Efficiency - Actigraph | % - and less rescue medication use. The improved total
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. . . Wake After Sleep Onset - -
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