





(180mg) compared to placebo on continuous
abstinence rate during 20 weeks (after
detoxification and in association with Brenda
therapy sessions)




VIAIN INCLUSION CRITERIA

Alcohol dependent patients (DSM IV criteriz
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A | — - v N a— -~ =+~
AL |1east one previous abstinence attempt

IVIAIN EXCLUSION CRITERIA
Need for a stay after detoxification in a healthcare and | 2hat

Need for a heavy psychosocial follow up

Epilepsy or history of epilepsy

Suiciaal risk or nistory or suicide

Concomitant treatment with psychotropic drugs, except antider nts at stable
dose for 2 months, diazepam and oxazepam

SAMPLE SIZE » 316 patients to be randon

MYPOTHESIS placebo response 25%

{

pacloten response 45




PRIMARY ENDPOINT » Lontinuol

5 abstinence rate during 20 weeks

SECONDARY ENDPOINTS » Total alcohol consumption (1AC) P Heavy drinking day
change from baseline (pre detoxification) to month &

QUESTIONNAIRES AND SCALES '
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320 patients (randomized) p» 158/162

SAF 316 patients (at least one dose of treatment) » 157 159
510 patients (SAF+one data POSt randomisation) »

PP 2 /9 patients (NO MdJor protocol deviations) » 142/137
PREMATURE WITHDRAWALS Baclofen Placebo lotal
| 11T population - % patients (n) N=158 N=162 N=32(
| TJOIA 4

Withdrawal of consent
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FAS population

iViedian (min-max)

Age (years)

S>ex ratio M/F (%)

Age of 1**alcohol consumption

lyears)

puration of alcohol dependence

lyears)

Baclofen
N= 155

48 (23- 79)
/6.1 / 23.9

17 (6-45)

10 (0- 43)

Placebo
N= 155

50 (23- 75)
09.0 /31.0

18 (5-54)

No significant difference between the 2 groups
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"AS population

Baclofen Placebo
Viean %
an t SD N= 155 NS AnR
lotal alcohol consumption (g/d) TAC : ,
4 \qld:[‘
104.0 + 82.0 101.3 + 6
. L-Lnfj*]d'lt:.
b /7 4 al) () B S 4+ K§Q )
1eavy drinking days /28 days HDD 17.9 + 10.2
Abstinent days/28 days 4.6 +6.7 5.1 + 7.3
Jrinking risk level (WHO) % patients
‘ LOW r'ii‘;‘\ | 3 GO 15 G504
Medium risk 18 1% 14 2%
L{.t:rﬂ 414’ P2 6 S84 4
13.9¢




FAS population

Baclofen Placebo -h’.
+ .

Mean £ SD N= 155 N= 155 |
Total alcohol consumption (g/d) TAC 95.5 + 75.6 -
v Male R l

1040+ 82.0 101.3 +£67.1 ]\
~ ;ema-e

68.2 + 40.0 76.5 + 59.0 ‘
Heavy drinking days /28 days HDD 17.9 £+ 10.2 |
Abstinent days/28 days 4.6 +6.7 5.1
Drinking risk level (WHO) % patients
v LOow risk 13.5% 15.5%

n A 1 CJ Ay - U/
v Meqaium risk 18.1% 14.2%
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Dose/day (up to 180mg/d)

.

Maintenance dose phase i'rCiDE‘”F@ FOllow-up
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SAF population Baclofen Placebo

N= 157 N= 158
Maintenance posology (mg/d]
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EFFICACY RESULTS

Vianagement of missing data (alcohol consumption)

Multiple imputation (M)

IVlost plausible outcome (MPO)
Worst case (WC)

IVlain analysis P FAS population and Multiple Imputation




Multiple 'Mmputation (M)

IMost plausible outcome (MPO)

Worst case (WC)

Main analysis P FAS

PpOpulation and Viultiple IMputation




Baclofen Ditference to

placebo!l!}
70 of patients

L

' Odds ratio

|

[0.58 ; 2.50]

- — —

FAS/MPO

t Daseling and pooied centers Jd3 COVariates




(Daclofen)







lotal OCDS score (0-40)
FAS pchulatnon*

Baclofen _ Placebo f\;leans-dlf'ference Vo p
Mean T SD N=8/ N=8 placebo
Baseline 194+ 6.7 by 210 oy L Ak
Change at Month 6 11.7 +9.¢ -7.5* 8.4 -2.86 7

Y (Daciofen)




SUBGROUP OF PATIENTS WITH
HIGH DRINKING RISK LEVEL AT
BASELINE

POST HOC ANALYSIS



FAS population (N=215)
Mean £ SD

Total alcohol consumption (g/day) TAC

v Male 133 .8 + R1 § 1296+ 616

v Female 88.6 + 35 7 Y6.2 + 57 .3

Heavy drinking days /28 days HDD
Abstinent days/28 days

Drinking risk level (WHO) % patients
v HIgh risk

v very fu;'i'~l*‘i~




to placebo
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Aylka® (baclofen)




HDD
days/month

e I £

Flacebo baciofen




Mean + SD

Baseline

 —— . eesss— .

~Change at_Mohth 6







SAF population (N=316) Baclofen

N=157
At least one AE (% patients) 96 R

-
v .0 /D

Number of AE (N events) Py e 1245

— -

.

, . :
AE related to treatment 672

—

At least one SAE (% patients)

' Number of SAE (N events)

|
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'SAE related to treatment




Percentage of patients

Baclofen
SAF population N=157

Somnolence 43 QLo

Asthenia

F
L 3

Dizziness

Sleep disorders
Paresthesia
Headache
Nausea
Muscle spasms
Tinnitus

Disturbance in attention
Hyperhidrosis

Dysgeusia/ageusia







v Baclofen not superior to placebo at the target dose of 180 mg/day

v Results very far from nypothesis : abstinence rates very low, much

lower than expected in power calculation

v' Specific French media context and Recommandation Temporaire

d"Utilisation : possible shift of expectations from abstinence to
alcohol reduction




¥ Baclofen not superio

I to placebo at the target dose of 180 mg/day

¥ Results very far from hypothesis : abstinence rates very low, much
lower than expected in power calculation

v" Specific French media context and Recommandation Temporaire
d’Utilisation : possible shift of expectations from abstinence to
alcohol reduction
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Reduction in TAC
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SiIgnificance

: 898 ror patients with NIEN Arinking risk

\- /4g In placebo group)
‘\/ [:\Iff-*‘f -_*.'"‘. - 10 1L - f"lfh'q 4 = 1 : - ,\ - - |
et KB L1 H1E Change irom baseline not statistically different between

groups but ALPADIR not powered for

reduction of alcohol ¢ onsumption

Reduction in HDD

9. 9 days . N -8,/ In placeb

1‘.‘ h___‘. If"w{-"qu ; JF ll
2 4 Y S04 T | | | :',,1_[-”1[_}1

]

.

j

§

b

.

I

- — - - T TN [T N W e W I it W
- :.-r ! i.ll"' r:* '1" ".'-"' L " .. . "i I* f ‘ ' - IF-""- ’
-..pl : - - - : i & - g ‘. " B . .l .

LEnE R LT R T WY (R
= - . - —




Posology

A maximal and stable clinical response observed as soon as the end of

the first month of treatment in both groups (90 mg/day) » High dose
concept to be discussed '

“Anti craving” effect

A more important decrease of OCDS with baclofen
Correlation with TAC reduction

P In favor of the anti craving effect

Safety

A good saftety profile, no major safety concern, with 180mg and after
detoxification

Need for a larger pharmacological arsenal in AUD

With different mechanisms ot action the place ot an ettective Craving-
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