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

 

 

 

All

Subjects Placebo 19Gmg 380mg

No. of SubjectS in the
ITT Population 62d 239 210 2GB

Sex iN/fili
; 423 ( 67.8) 143 { 68.4) 142 ( 6?.6) 138 ( 63.3)

€ema1e 201 t 32.2) fié ( 31.6) 68 ( 32.4} $7 ( 32.7)

Age (years)
N 624 2G§ 219 365
Mean - 34.? 44.? 44.6 45.8
Std.Dev. 10.6 16.8 13.8 EQ.l
Median 46.3 4é.fl 44.9 45.6
Min-Max 19- 79 21— 79 lg“ 72 22» 72

Race 1 Ethnicity (fi.% '
Caucasian S21 ( 83.5) 180 ( 86.1) 309 ( 80.5} 1?? ( 33.9?
African American 50 r 8.9} 17 t 8.1) 1? i 8.1) 16 ( ?.8)
Hispanic 32 ( 3.1) 7 t 3.3) 15 ( ?.1) 13 ( 4.9)
Oiber l3 ( 2.él 3 l 1.4) 7 l 3.3} 5 ( 2.4)
fisian 3 t 8.5) 1 t $.33 1 ( 0.5} 1 ( 6.5)
Nativa American 3 ( 9.5) l ( 0.3) l ( 6.5} i ( 0.5)

Hale's Weight (kg)
a 423 143 142 138
Mean. 88.5 86.4 83.6 98.?
were. :81 23.5 19.1 3.93.3
Median 85.0 82.6 35.0 39.8
Min~Max 50—15? 59~l37 1~159 50—156

Female’s Weight (kg)
fi 2G6 66 63 66
Mean - ?1.3 72.2 ?G.8 71.6
Std.3ev. 1%.2 36.4 15.3 1?.3
fiediafi 6?.0 68.fi $6.§ 66.§
Min—Max €6~13§ 46'113 50-129 46~13§

Male's Height (cm)
fi 422 143 161 138
Mean 178.3 178.1 178.1 1?8.8
Sté.2ev. ?.2 ?.3 ?.§ <.§
Median 178.0 178.0 2?3.6 1?? 5
Min—Max 155—205 157-195 253-205 165—‘89

(table continues on next 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

 $zd.Dev.
Median
[113. z) @452):

Treatment Centers
Eidd‘i at. S. 0!)
Bath Addiction/Reaearch
Reseaxch

(N,%)‘

Subjects" Treatment Goai‘
Tetai Abstinence
Total Abstinence, but

a lapse is possible
cacasiofiai Gsa
Tamparary Ab
Regular use but
quantity controlled
Ma goal

 
fiance

fie. of gubjecte with Lead—in fl
5

a
v Heavy arinkinq Gays 30

N

Mean.
tfi.§av.

Median
Mianax

Demographic and Baseline Characteristics (contd.)

Treatmeat Group

.3
.: .E

16..G , .0
15au135 13) 2&5 150~1aa 259-183

45 i 7.4) :3 z 7.2) )5 ( ?.1) 16 t ?.3)
4a ( $.42 14 ( 6.7) )2 { 5.7) 14 i 6.8)
39 ( 6.3) i) ( §.?) 12 i 3.?) 13 t 6.3)
38 < 5.1) 2) ( 6.7) 12 ( 5.7) 12 < 5.9)
35 ( 5.8) 22 ( 5.?) )2 i 5.7) 12 i 5.9)
35 ( 5.9) 1) i 5.3) )2 < 5.7) 12 ( s.§)
33 r 5.3) E s 5.3) 11 i 6.2) 11 ( 5.4)
32 4 3.)) :0 z 4.8) 13 i 6.2) a 4 4.4)
3) ( 5.0) 10 ( 4.3) 10 { é.8) 11 ( 3.))
3) l 3.6) )1 ( 5.3) 1Q ( 4.8) 10 4 4.?)
39 ( 4.8) a) l 5.3) 1a { a.a) 9 ( 4.))
33 i 4.)) )0 ( 4.s) 10 ( 4.8) is 4 4.9)
27 z 4.3) is ( 4.8) 9 1 4.3) 8 z 3.9)
2) ( 4.3) a i 3.9) 19 { $.83 % ( $.43
26 ( 4.2) 8 i 3.8) a ( 4.3) § ( $.4)
25 ( a.e) a z 3.8 a i 4.3) 8 § 3.9)
23 i 3.2) 7 t 3.3) ? i. 3.3) 6 < 2.9)
17 ( 2.?) 3 C 2.4} 6 t 2.9) 6 i 2.9)
1? i 2.?) a z 2.4) ,é ( 2.)) 6 { 2.3)
13 < 2.1) a t 2.9) 4 { 2.9) a i 2.))
12 ( 1.9) a t 1.9) a ( 1.9)‘ 4 z 2.0)

a z 1.3) 3 c 1.4) 3 ( 1.4) 2 ( 2.o)
6 I 1.Q) 2 l 1.0) 2 i 1.0) 2 ( 2.6)
5 ( 0.3) 2 ( 1.0) 2 i 1.9) 1 ( 0.3)

303 ( é8.c )0) i 49.8) 2a2 ( 48.6) 97 1 4?.3)
is) ( 1?.5) 36 g 27.2) 36 { 7.1) 3? g 18.0)
212 ( 3a.s) 68 ( 33.n9 72 ( 34.3) )1 a 34.6)

2?6 < 33.3) 90 i 43.1) 90 i 42.9) 9a ( 43.9)

6) ( 1$.3) =0 t 9.1) 24 < 11.4) 21 g 10.2)
:9) r 38.6) 68 c 32.5) a) ( 29.0) 62 L 33.2

9 ( 2.)) a t 1.)) 3 ( 1.4) 2 g 1.0)

73 ( 12.c) 2) i 11.3) 29 < 13.8) 23 g 11.2)
15 ( 2.) 5 t 2.4) 3 g 1.4) ? < 3.4)

rinaiag (fi,%)
.71 ( n1.5) :90 ( 90.9) :33 ( 91.)) 188 ( 9).?)

3a). Pic E1*s ‘cse
$24 209 210 292
64.§ 65.2 66.6 64.3
23.) 24.3 26.4 25.9
u3.3 a6.) 63.3 a3.3
0-190 6-360 0-198 lefie/

(fiahle ccnsinues on next page)

(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 Group

  

   

All

Siubjeaet“ Pia/Vega 159ng 380221;:

$3343 of Heavy winking 235% 38, Says Ere First Ease
N $24 269 2.1a _ 235
Mean 3%.5 19.3 19.7 29.2
Std.0ev. 7,“: 2.5 7.9 7.8
Median 192.53 28.13 19.? 3.9.9
Minn-Max flu 3% 43« 33 (3- 3f) 0.. 30 m

» (D
°. Drinking Says 39 Days Pre First Dose %N 6241 2339 210 265

ivtean nae. 76.4 75.? 26.1 23°
Stacey“. 23.1 22.9 23.2 23.3 0.,
Median 8.3.3 869.8 83.3 83.3 $1
Min—Max Q—lfic 8-306 ease 0—200 {5'

183:). of Drinking Days 3% Says {Ere Firs: {Jase (D
N 624 .282 21% 2055 0
Mean 22.9 22.9 23.G 22.8 o
Stdfiav. 6.9 6.9 7.9 7.0 .0
Median 2i.{.‘a 24 43 25.12} 25.0 <Minmax 0« 3f} G~ 30 Bu 3% 0m 38

2.1003201 Dependence Scale cere‘
N 306 100 11433 3.03
Mean 1?.1 1.6.6 1.2.8 16.9
Sad.bev. 7.4 7.2 7.2 7.9
Median 18.5 16.8 17.6 16.0
féiza—Max i- 42 2- 42 (£— 40 ' 1' 39

Gnemplcyad at Baseline2
1.826 ' S33 { 8‘33 43 12‘; ( 84.7) 128 i 84.3) 178 ( 86.8)
Yes 89 { 14 ’5} 31 ( 14 8) 31 ( 3.4.8,) 2‘? ( 13.2)

Attan-fieax‘ An; Salf Help Groups; at Baseline“
so 533 i 88.6) 18.3 t 88.5) 18‘? ( 89.0) 181 t 82.3)
Yes 65% ( 3.1.1) 23 (1.1.8) 22 ( 3.0.3) 2!; ( 11.7)

stroking Status at Easvalima?2 .
N3 328 (533.6%) 12:? (511.4%) 3.233 (49.2%) 165 (53.2%)
Yes 2353 (47.0%) 88 (42.2%) 2% (52.5%) 99 (48.3%)
{Inknown 3 ( 6.5%) 1 I 0.5%) 1 l 0.5%) l ( 9.5%)

‘Perc Yr. actor: 4 ' ' '
*The 23:13 was added 1:0 the prance-01 in April 2&2, after earcllment had: pagan. Subjects
crammed prior to that cats did no: complete the questioanaire.

(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
ofheavy drinking was made slightly more stringent (2 3/4 drinks per day instead of24/5 drinks

per day).

Among patients abstinent at baseline, the event rate of heavy drinking was even more reduced in

the Medisorb Naltrexone l90- 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 ofheavy drinking

days per month. Alkermes found that there were more responders in the 380-mg group than in

the l90—mg or placebo groups, especially at the broader (i.e. less stringent) cut-offs for treatment

response. >

Due to the DSI-findings ofprotocol 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 ofheavy

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 l90-mg) is efficacious in the treatment of alcohol dependence.

Primary Efficacy Analysis: Event rate of heavy drinking

a) Medisorb Naltrexone vs. pooledplacebo 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 2 5 drinks (men) and Z 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.l.l.i (next page) displays hazard ratios for the event rate of event drinking

for the Medisorb Naltrexone l90-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 ofheavy 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 ofheavy 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 (2 4 drinks/day
women or 2 5 drinks/da men vs. ooled lacebo routs — Stud ALK21-003

Medisorb N23322:? 190—mg vs. Medisorb Naltrexone 380-mg vs. Placebo' 'k

AnalySIS Hazard ratio P value Estimate Hazard ratio P value
950/0 CI) 950/0 CI

StratifiedbySStrata -0.186 0.83 (0.68,l.0) 0.0744 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 l90—m vs. 2-mL lacebo Vivitrex 380—m vs. 4-mL tlaceboAnalysis" ' . Hazard ratio ' Hazard ratio (95%

Stratified by8strata -1.406 0.245 (0192,0214) <0.0001 —0.420 0.650 (0.502,0.842) 0.0011 '

Stratified by7strata -0.150 0.861 (0.671,1.104) 0.2276 —0.456 0.624 (0489,0822) 0.0006
-0.029 0.971 (0.725,1.282) 0.8259 -0.254 0.702(0.526, 0.919) 0.0100

* 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 ofplacebo 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 ofwhich stratification method was utilized.
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