Mucinex® D plus antibiotic relieves symptoms faster in patients with an acute respiratory infection
compared with patients receiving antibiotic therapy alone
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Purpose: This multicenter, randomized, parallel-group, double-blind, placebo-controlled ® This was a multicenter, randomized, parallel-group, double-blind, Efficacy 1004 B Extremely effective
study evaluated the efficacy and safety of Mucinex® D (guaifenesin 600 mg and placebo-controlled studly. a) O Very effective
pseudoephedrine hydrochloride 60 mg extended-release bi-layer tablets), an ) . @ Significantly lower mean total symptom scores were seen in the 804 B Moderately effective
expectorant/nasal decongestant, in providing relief of respiratory symptoms when used © Adult patients (aged 1875 years) with symptoms of ARI that began Mucinex® D group from Day 3 onward (p-values ranging from 0.009 100 inex® m Somewhat effective
as adjunctive therapy to gntibioti‘cs in atien?s with an acute re;y irito infection (ARI) within 7 days of screening and a total symptom score of >10 based on to 0.044 vs placebo). Mean total symptom score at Visit 3 (Da é) o Mucinex' D group = Not effective
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Methods: Adult patients ageq 18-?5 years with ARI, and with a total symptom score of cough. thickened sputum/phleam. runnv nose. nasal condestion. Sinus was significantly lower in th_e Mucinex® D group than in the placebo 804 5
=10 based on a 0-to-3 severity rating of 10 respiratory symptoms (chest congestion, h g ' he. facial p / p ?t ’d y ' + ld g ‘th : group (4.4 and 5.3, respectively; p=0.015). ]
cough, thickened sputum/phlegm, runny nose, nasal congestion, sinus headache, facial eadache, facial pain/pressure/tenderness, post-nasal drip, sore throat, ° L . S ® 2 40
pain/pressure/tenderness, post-nasal drip, sore throat, and breathlessness), were ano_| pre_athlessness) considered by the treating Phys!C!an as requiring I\/:c;an ngld;zldsyr.rtlﬁ tt?]r: SI(; 2’:§ote?ged tg ?;Ig:lteé.;]e:Zﬁcl\g:mr;?: ncE)t 2 60 p=0.012 (Wilcoxon test) B
prescribed an antibiotic regimen (determined by the treating physician) and received two antibiotic therapy for ARI were eligible for study participation. Patients gt tue( " p ! _f_Wl ¢ p group, bu ! w é
Mucinex® D extended-release bi-layer tablets or a matching placebo BID for 7 days. As taking prior or concomitant medications for ARI were excluded. statistically signimicant. I3 204
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) . P ) ) ) Mucinex® D or matching placebo tablets twice daily for 7 days. " . ’ 20 - ucinex® D group acebo group
Patients completed symptom diaries and treatment assessments twice daily and ) i o Figure 1. Mean symptom scores* for (a) nasal congestion and (b) sinus
attended doctor visits on Days 4 and 8. Efficacy was assessed in intent-to-treat (ITT) ® Approval was obtained from the Quorum Review Inc. Institutional headache (ITT popula Table 2. Summary of treatment-emergent AEs (safety/ITT population)
and per-protocol analyses. Safety was assessed throughout the study. Review Board, and written informed consent was obtained from all 0 . :
Results: Data from the 30-center ITT population (n=§o1; Mucinex® D=303, placebo=298) patients before study entry. a) 00 15 20 25 30 35 40 45 50 55 60 65 70 75 80 — Number of patients (%)
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symptom score (p=0.026). A larger percentage of patients in the Mucinex® D group fe assessed in intent-to-treat (ITT) and per-protocol analyses. Safety was B Placebo group Any AE 58 (19.1) 36 (12.1)
that the medication was helping during the day at each time point assessed, and assessed throughout the stud b) Treatment-related AE 30 (9.9) 17 5.7)
statistically significant differences in favor of the Mucinex® D group were observed as 9 V- % 100 Severe AE 10 (3.3) 6 (2.0)
early as [l)-ay 2 (p=0.002).AThe time tp overall relief (no symptom worse than mild) was 7 =@~ Mucinex®D group AE leading to discontinuation 15 (5.0) 82.7)
also significantly shorter in the Mucinex® D group than in the placebo group (p=0.038). g -@— Placebo group
T.he gr:atzst ﬁiffe_;ﬁncc?:r betwee.n study groupts were obsferved folr nasal c;)ngestion and E— 80 p=0.022 (Wilcoxon test) ® The incidence of AEs considered related to study medication was
Sinus headache. € aifference In mean symptom score Tor nasal congestion was - > 9.99 in the MUCineX® D rou and 5.79 in the IaCebO roup.
statistically significant in favor of the Mucinex® D group at the Visit 2 (p=0.010) and Visit 3 Demographics % % ) 9 ) P . . % ) P ) .g P
(p=0.004) assessments, and for all diary self-assessments on Days 3 through 8. For sinus @ A total of 605 patients were enrolled and randomized to study g 2 60+ ® AEs resulted in treatment discontinuation in 15 patients in the
headache, the difference in mean symptom score was statistically significant for diary treatment (305 in the Mucinex® D group and 300 in the placebo 2 Mucinex® D group (5.0%) and eight patients in the placebo group
assessments from the morning of Day 2 (p=0.022) through the morning of Day 3 (p=0.019), group). Four patients did not take study medication and were not g (2.7%). The most frequently reported AE leading to treatment
and from the evening of Day 4 (p=0.010) through the evening of Day 7 (p=0.044). included in the safety/ITT population (two in each group). X404 discontinuation was insomnia (seven patients in the Mucinex® D
The incidence of adverse events related to study medication was 9.9% in the Mucinex® D e The two groups were well matched with regard to baseline . ) - - group [2.3%] and two patients in the placebo group [0.7%)]).
treatment group and 5.7% in the placebo group. The most frequently reported adverse . s L L Baseline Visit 2 Visit 3 . L
: . Ce : ) N ! demographic and clinical characteristics (Table 1). Sinusitis 204 ® No serious AEs or deaths were reported in either treatment group
event leading to treatment discontinuation was insomnia (seven patients in the Mucinex® D th + £ t di is at b i during this stud
group [2.3%] and two patients in the placebo group [0.7%]). was the most irequent diagnosis at baseline. b) 9 Y-
. L . 2.5+
g[zds;nous adverse events or deaths were reported in either treatment group during the Table 1. Demographic and clinical characteristics (safety/ITT population) B Mucinex®D group 00 A 115 210 215 310 315 410 415 510 515 610 615 710 715 810 1
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PURPOSE (N=308) (N=298) 5 ® Treatment with Mucinex® D for 7 days as adjunctive therapy to
Age, years 3 15 antibiotics in patients with ARI shortened the time to relief and
® Acute respiratory infection (ARI) is one of the most common reasons Mean + SD 40.3 = 13.2 99.1+ 138 § " © Significantly more patients felt the medication was helpful in the improved respiratory symptoms better than placebo, with the most
hv patients visit a physician in the United Stat q ts f Range 18.0-74.6 18.0-74.0 a Mucinex® D group (67.9% compared with 55.2% in the placebo group). TETTEE) CIES SEEm Tor eee] camprsian ane) cms Eerhehs
why pailents vist a piysician in the - nited States and accounts for Sex, n (%) £ Statistically significant differences between the two treatments in favor . - - 9 ’
about 75% of all antibiotic prescriptions.’ Male 120 (39.6) 103 (34.6) @ 1.0 V8 ® Patient and investigator global assessments of treatment
) ) . ) Brarh 183 (60.4) 195 (65.4) = of the Mucinex® D group were observed from as early as Day 2 X L X ®
® Excessive mucus and congestion are frequent symptoms associated \zNzI;th Race, n (%) . ’ 2 (p=0.002). _?_fflc:wy Stlgn_f::ﬂnt'){ favgrgd MucmTIXt ID 01‘:’9'; pla;fl?o.
ARI, and it is important to man th mptoms simultan ly.2 14 - . . ® [reatment wi ucinex was well tolerated an ere were
»and it is important to manage these symptoms simuitaneously White i 274 (90.4) 275 (92.3) 05 ® Results of the patients’ global assessment showed the mean rating for ted safety findi in this stud
® The combination of antibiotics, expectorants, and decongestants is Black/African American 19 (6.3) 15 (5.0) relief of symptoms at the end of the study to be significantly better in s oy W IHED S L
quite common in the treatment of ARI,>® with recent clinicelil .practice Phosti*:afn diagnosis (%) 10 3.9) 8(2.7) 0.0 the Mucinex® D group (p=0.021). A larger proportion of patients ° Mu0|nex D as an ad}unct to antlblgtlcs addresses the
guidelines for the medical management of 5|r_1uslllt|s recognizing a role ySinusitis 9 4 e o Baseline Visit 2 Visit 3 considered the medication to be very or extremely effective in the importance of managing symptoms in the acute treatment of ARI.
for adjunctive treatments for symptomatic relief. Bronchitis 334 31.0 S . R i B Mucinex® D group than in the placebo group (Figure 3).
: . . initi mptoms scored on a scale wnhere U = none, 1 = mild, 2 = moaerate, an = severe.
* Mucmex®.D (Adams Respiratory Therapeutics, Chester, NJ, USA - Bh'"gr'ies ratory infection g; g-g vme e Investigator global assessments also favored Mucinex® D, with 82.2%
now Reckitt Benckiser Inc., Parsippany, NJ, USA) is a combination Phayngte o i of investigators in the Mucinex® D group recommending study
of an expectorgnt (quaifenesin .600 mg) and a nasal (;lecongestant Ve 0.9 0.6 ® Median time to relief was significantly shorter in the Mucinex D® group medication for future use as adjunctive therapy to antibiotics for :
(pseudoephedrine HCI 60 mg) in extended—l_'elease bl_—Iayer taplet form, Most bothersome symptom, n (%) than in the placebo group for both nasal congestion (4.75 vs 5.75 days symptom relief of ARl compared with 75.0% in the placebo group 1. File TM, Hadley JA. Am J Man.ag Care. 2002;8:713-727.
used to help loosen phlegm (mucus) and thin bronchial secretions, and Cough 66 (21.8) 62 (20.8) [log rank test, p=0.015; Wilcoxon test, p=0.012]) and sinus headache (p=0.048). 2. Taghizadeh F, et al. Expert Opin Pharmacother. 2002;3:305-313.
to temporarily relieve nasal congestion and sinus congestion and Nasal congestion 60 (19.8) 54 (18.1) (3.25 vs 4.75 days [log rank test, p=0.041; Wilcoxon test, p=0.022]) 3. Winstead W. Prim Care. 2003;30:137-154.
pressure.” Sinus headache 37 (12.2) 41 (138.8) (Figure 2). Safety 4. Rosenfeld RM, et al. Otolaryngol Head Neck Surg. 2007;137(Suppl):S1-S31.
i X Sore throat 47 (15.5) 46 (15.4) . . . i X 5. Scarupa MD, Kaliner MA. Clin Allergy Immunol. 2007;20:251-262.
® This study was undertaken to assess the efficacy and safety of Tostl cxyatian) Seare (0-46) ® The time to overall relief (no symptom worse than mild) was also ® Treatment with Mucinex® D was well tolerated (Table 2). The most 6. Sharp HJ, et al. Arch Otolaryngol Head Neck Surg. 2007;133:260-265.
Mucinex® D compared with placebo when used for symptom Mean =+ SD 16.6 = 4.1 16.9 + 4.3 significantly shorter in the Mucinex® D group than in the placebo common adverse events (AEs) in the Mucinex® D group were insomnia 7. Data on file (Mucinex® NDA), Adams Respiratory Therapeutics, Chester, NJ, USA -
relief in combination with antibiotics in patients with ARI. Range 10-29 10-28 group (p=0.038). (4.0%), nausea (3.6%), and headache (3.3%). now Reckitt Benckiser Inc., Parsippany, NJ, USA.

17th Annual Meeting of the American Academy of Physician Assistants, May 24-29, 2008 This study was funded by Adams Respiratory Therapeutics, Chester, NJ, USA - now Reckitt Benckiser Inc., Parsippany, NJ, USA.
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