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Appendix Table 10.1.1.f  Demographic and Baseline Characteristics — ALK21-003

Treatment Group

ALl
subjects Placens 19Cmy 380my
No. of Subjects in the
ITT Populatien &24 209 21¢ 205

Sex {N,%)°

# 423 ( 67.8) 143 ( §8.4) 142 ( 67.8}) 138 ( 67.3

Famale 261 ( 32.2) #6 ( 31.6} 68 { 32.43 a7 { 32.7
Age {years)

N 624 208 210 05

Mean - 44,7 44.7 44.% 45.0

Std. Dev. .4 1¢.8 10.8 il

Median 44.5 44,4 44.0 45,8

Min-Max 18- 78 21~ 78 18- 72 2L~ 72
Racs / Brhnicity (N, 3 :

Caucasian 52 ( 83.5) 180 { 86.1) 169 { &0.3) 172 1 82 %)

African American 50 ¢ 8. 17 8.1} 17 ¢ 8.1 6 (L)

Higpanic 32 (¢ 5.1 70 3% 15 ¢ 7.1 10 ( 4.9

Cther 18 2.4 31 1.4) T 3.3 & (2.4

Agian C S Y 1t 0.%) e 9.5 (0.5

¥ative Amerircan ST I Y 1 { 8.%) 14 8.%) 1 ( 0.8)
tale's Welght {(Xxg)

N 423 143 142 138

Mean. aa. 86.4 48.6 T a0

Std.Dev. ;8.1 15.6 19.1 16.3

Median 285.0 82.0 25.0 8%.0

Min-Max 59-15% 56-137 1-189 30~158

Temale's Weight (k)

3 2¢0 (33 68 353

Mean : 71.3 72.2 7G.4 731.¢

3td.Dey. 16.2 156.4 15,3 17.3

Median £7.0 88.0 66,9 6.0

Min-Max 46-3173% 46-113 50-129 4€-~313%
Male's Helght (cm)

® 422 143 141 138

Mean 178.3 178.1 178.1 178.8

Std. ey, 7.2 7.3 7.5 €.4

Median 178.0 178.0 178.¢ 1%9.5

Min-Max 135-205 167-1%% 185-20% 165-148

{table contlinues on nexl page)
(Source: Applicant’s Table 6, Module 5, Clinical Study Report, ALK21-003, P. 50)
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Appendix Table 10.1.1.g  Demographic and Baseline Characteristics (contd.)

Treatment Group

Al
SupjecLs Placebo 160my I80my
Female's Height (cm)
R 2060 (37 68 86
Hean 1§5.1 165.3 165.8 184.3
Jrd.Dev. ’ 6.5 6.1 §.8 : 6.9
hmaxan 165,06 165.0 166.0 165.9
1 150185 185-3183 150-180 150-183%
its
217 4% (7.4 EC I B3 | 15 ¢ 7.1y % ( 7.8y
225 48 { 8.4 FE I G T 5 iz { 5.7 14 { 2.8
20% 3% { 6.3 4 8.H 12¢ 5.1 13 1 6.3
210 38 { &.1) 40 6.7 12 { 3.7 12 { 5.9
215 3% { 5.8y 2 (5.7 12 { 3.7} 12 ¢ 5.9
214 . 35 5.8) Lt 5.3 2 ¢ 5.7 12 { &%
213 33 5.3 it (5.3 L4 5.2% 1 ¢ 5.4y
208 32 ¢ 5.4 10 { 4.8) 13 ( &6.2) & { 4.4
22 31 ¢ 8.0) 0 { 4.8) 10 { 4.8 i1 ¢ 5.9)
218 E2 ] 11 5.3 10 4{ 4.2 9 { 4.%
21% i 4.8) it (5.3 1871 4.5 20 4.4
212 330 4.8 0t 4.5 18 ¢ 4.8y 00 4.9
202 27 4.3 W 4.8 g { 4.3 3 { 3.9
2390 27 { 4.3 g { 3.8 0 4.® 4 { 4.4
221 26 { 4.2} 8 { 3.8 2 { 4.3 2{ 4.4
13 23 { 4.9 g { 3.5 F 4 4.3 g { 3.9
237 22 4 3.2 i 3.3y T3y & { 2.%
223 I A S 1 2.4 64 2.9 & 1 2.3
28 17 { 2.7 5 { 2.4 5 2.9) 6 { 2.9
228 13 ¢ 2.1 a{ 1.9 44 1.9 5 { 2.4
207 12 { 1.9} 41 1.9 4 { 1.9y a1 2.0
228 8 0 1.3 3 (0 1.4 I 1.4 z { 1.0
z1% & (1.4 2 { 1.9 2 { 1.0 2 { 1.4
223 8 ( 8.8 2 1.0) 24 1.4y (¢ ¢.5)
Treatment Tentars (N,%3°
hddietion 303 { 48.8) 104 { 45.8) 102 { 48.6) 97 { 47.%)
Bath Addiction/Research B { 17.5) 36 (17,2 3% { 17.4 27 (¢ 18,y
Researeh 212 1 34.0 63 { 33.% T2 34.3) 114 34.%)
Subjecis® Treatment Goalt
Total Abstinence 238 { 43.3%) 40 { 43.1) 80 { 42.% 4q ( 43.9)
Total Abstinence, hut
a lapse is possible 64 ( 10.% 19 0 .0 24 { 11.4) 21 ¢ 16.2)
Cocasional Use 191 { 30.6) 68 ( 22.5) 8l { 29.0) €2 ( 30.2)
Tenporary hbstinence 9 ({ 1.4} 40 1.9 3 { 1.4 2 ¢ 1.0)
Regular use b
guantivy convrolled 75 { 12,0 23 11, 2% { 13.8) 23 ( 11.2)
Mo goal 15 ¢ 2.4 S0 2.4 34 1.4y T 3.4

¥a. of Subiscts wirh Lead-in D K [ g
5 { %1.3) 190 { 90.9) 133 { 91.9) 188 ( B1.7)

$ Heavy Drinking Davys 30 Days Fre ¥irst fose

B &24 209 21¢ 28%
Mean 64.% ' $3.2 65.4 4.0
4. Dev. 25.7 24.4 2§.14 24.9
Median €3.3 6.7 63.3 %3.3
Min-Max 9«100 G100 §-150 G100

(tahle continues on next pags)
(Source: Applicant’s Table 6, Module 5, Clinical Study Report, ALK21-003, P. 51)
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Appendix Table 10.1.1.h  Demographic and Baseline Characteristics (contd.)

Treatment GLoup

Subjecos Placebs 180my 280my

o, of Heavy Drinking Days 30 Days Pre ¥Firat Dose

N &24 20% 216 ) 205

Mean %05 19.5% 12,7 18,2

Std.Dev. 7.7 7.5 7.8 7.8

Median 1%.¢ 20.0 19.¢ 19.0

Mig-Max (- 30 G~ 3¢ g~ 30 - 30 [we)

» )]

% Drinking Deys 3C Days Pre First Dose ﬂ

M 624 205 210 205

sean 76.4 75.4 76.7 76.1 E)U

Sta.Dev. 23.1 22.9 23.2 : 23.3 b4

Median 83.3 80,8 83.3 3.3 “a

Min-Max 2-160 5-108 G150 0-1086 'e)
¥o. of Drinking Days 30 Days Pre First Duse o

N A24 209 218 20% O

Mean 22.% 22.% 23.¢ 22.8 o}

Std.Dav. 5.9 5.9 1.6 7.0 o]

Median 25,4 24.% 25.0 25.0Q <

Min-Max . 0~ 3G G- 30 Gu 34 (e 20
alcohal Dependencs Scale Score*

N 305 14¢ W03 103

Mean : 17,1 16.8 17.8 16.%9

Std.Pev. 7.4 7.2 7.2 7.9

Median 14.5 16.0 17.¢ 16,0

Min-iax i- 42 2- 42 4- 44 Ci- 39
iInemployed at 65»e11?e

Bo 533 { 85.4) 177 84.7) 178 ( 84.%) 178 { 86.8)

Yo 8¢ ( 14.3) 31 ( 14.8) 31 ( 14.8) 27 ¢ 13.2)
Attended Any Self Help Groups at Baseline??

Mo 853 { 28.¢) 185 ( 88.%) 187 ( 89.0) 181 ¢ 88.3;

Yes 69 ( 11.1) 23 (11.6) 22 { 10.%) 24 (11L.7)
Smoking Status at Baseline??® )

No 328 (52.¢%) 120 (57.4%) 103 {4%.0% 145 {51.2%)

Yas 233 (37.0%) g8 {42.1%) 106 (30.53%) 99 (48.3%)

Unknowr 3 { C.5%) 11 9.5%) 1 { 6.5%) 1 { 6.5%)

‘P@fcw;af’es are out of the number «f sublects in the 7T Population
The ADS was added to the protocol in April 20602, afrer eavellment had begun. Subjecis
mxollea priny to that date did noi conplete the questionnaire.

(Source: Applicant’s Table 6, Module 5, Clinical Study Report, ALK21-003, P. 52)

Applicant’s Efficacy Analysis
Overview:

The Applicant found that, with respect to the primary endpoint, treatment with Medisorb
Naltrexone 380-mg was associated with a 25% decrease in the event rate of heavy drinking
compared to treatment with placebo, and the difference was statistically significant. The event
rate of heavy drinking in the 190-mg group was also less than placebo (17% less). However, this
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difference did not reach statistical significance. Similar results were obtained with the definition
of heavy drinking was made slightly more stringent (> 3/4 drinks per day instead of >.4/5 drinks
per day).

Among patients abstinent at baseline, the event rate of heavy drinking was even more reduced in
the Medisorb Naltrexone 190- and 380-mg groups. Again, however, the difference was
statistically significant only for the 380-mg group.

The effects of treatment on an individual patient basis were explored using a responder analysis.
Treatment response was defined using various cut-offs of the average number of heavy drinking
days per month. Alkermes found that there were more responders in the 380-mg group than in
the 190-mg or placebo groups, especially at the broader (i.e. less stringent) cut-offs for treatment
response. :

Due to the DSI-findings of protocol violations that could potentially have led to reporting or
assessment biases, the Applicant was asked to reanalyze the efficacy data after excluding
subjects from these two sites. Alkermes found that the reduction in the event rate of heavy
drinking in the Medisorb Naltrexone groups was lower than that observed upon analysis of the
entire database (reduction in heavy drinking compared to placebo was 6% for the 190-mg group
and 12% for the 380-mg group). Alkermes considered these results to still show a positive
overall treatment effect.

In summary, based on its analyses, Alkermes concluded that treatment with Medisorb Naltrexone
380-mg (but not 190-mg) is efficacious in the treatment of alcohol dependence.

Primary Efficacy Analysis: Event rate of heavy drinking

a) Medisorb Naltrexone vs. pooled placebo group

The primary efficacy analysis was performed on all heavy drinking events from the first day of
treatment up to 30 days following the last dose of study drug. A heavy drinking event was
defined as a day on which alcohol consumption was > 5 drinks (men) and > 4 drinks (women).
The analysis used 8 strata corresponding to predefined factors used in the dynamic
randomization: gender (male/female), lead-in-drinking (yes/no), treatment goal of abstinence
(yes/no).

Appendix Table 10.1.1.i (next page) displays hazard ratios for the event rate of event drinking
for the Medisorb Naltrexone 190-mg and 380-mg groups, compared to the pooled placebo group.
The table shows that, compared to placebo, treatment with Medisorb Naltrexone 380-mg was
associated with a 25% decrease in the event rate of heavy drinking and this difference was
statistically significant (p = 0.0245). Treatment with Medisorb Naltrexone 190-mg resulted in a
17% decrease in the event rate of heavy drinking, but this difference was not statistically
significant (p = 0.744).
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Appendix Table 10.1.1.i: Applicant’s Analysis: Event rate of heavy drinking (> 4 drinks/day
(women) or > 5 drinks/day (men)) vs. pooled placebo groups — Study ALK21-003

Medisorb Naltrexone 190-mg vs. Medisorb Naltrexone 380-mg vs. Placebo
. Placebo
Analysis* . .
Estimate Hazard ratio P value | Estimate Hazard ratio P value
. (95% CI) (95% CI)
Stratified by 8§ strata -0.186 0.83 (0.68, 1.0) 0.0744 -2.87 0.75 (0.60, 0.94) 0.0123

* Not adjusted for baseline percent heavy drinking
(Source: Applicant’s ALK21-003 Study Report, Appendix Tables, Table 14.2.1, P. 39)

b) Medisorb Naltrexone 190-mg vs. 2-mL placebo, and 380-mg vs. 4-mL placebo

Treatment comparisons were repeated using the respective placebo to the Medisorb Naltrexone
dose and the 8 randomization strata (Appendix Table 10.1.1.j). Comparisons using 7 strata and
an unstratified analysis were also conducted. A 7-strata analysis was used because one of the
strata (gender: female, lead-in-drinking: no, treatment goal of abstinence: yes) consisted of only
5 subjects, none of whom was assigned to the placebo group. Since there were no placebo
patients in this stratum, the preplanned analysis would exclude data from this stratum.
Therefore, the 2 smallest strata were collapsed to permit a stratified analysis that included all
subjects.

Using the 8 strata analysis, the treatment effects for both the 190-mg vs. 2-mL and the 380-mg
vs. 4-mL comparison were statistically significant. Compared to treatment with the respective
placebo groups, treatment Medisorb Naltrexone reduced the event rate of heavy drinking by 76%
and 35%, respectively (p = < 0.001 each) However, the treatment effect was not significant
based on the 7 strata or on the unstratified analysis:

Appendix Table 10.1.1.j:  Applicant’s Analysis: Event rate of heavy drinking, individual
placebo groups — ALK21-003

Vivitrex 190-mg vs. 2-mL placebo Vivitrex 380-mg vs. 4-mL placebo
Analysis* - . Hazard ratio e Hazard ratio (95%
Estimate (95% CT) P value | Estimate 1) P value
Stratified by 8 strata -1.406 0.245 (0.192,0.214) | <0.0001 { -0.420 0.650 (0.502,0.842) | 0.0011
Stratified by 7 strata -0.150 0.861 (0.671,1.104) | 0.2276 [ -0.456 0.624 (0.489,0.822) | 0.0006
Unstratified -0.029 0.971 (0.725,1.282) | 0.8259 [ -0.254 0.702 (0.526, 0.919) | 0.0100
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* Not adjusted for baseline percent heavy drinking
(Source: Applicant’s Tables 14.2.6.2, 14.6.2.4, and 14.2.6.8, Demographic Data Summary Figures and Tables,
Clinical Study Report ALK21-003, P. 62, 64, and 68)

The effect of placebo volume on the event rate of heavy drinking was also evaluated. The
difference between the 2-mL and the 4-mL placebo group was not statistically significant
regardless of which stratification method was utilized.
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