Title: A phase 2, double-blind, placebo-controlled study of the safety and tolerability of

2009-013400-31 - Summary

etanercept in patients with Alzheimer’s disease

Objectives: To determine whether the tumor necrosis factor a inhibitor etanercept is well
tolerated and obtain preliminary data on its safety in Alzheimer disease dementia.

Methods: In a double-blind study, patients with mild to moderate Alzheimer disease
dementia were randomized (1:1) to subcutaneous etanercept (50 mg) once weekly or
identical placebo over a 24-week period.

ClinicalTrials.gov: NCT01068353

1. Participants flow

Patients screened

for eligibility
(n=67)

Excluded (n=26):
o Failed to meet inclusion or

> met exclusion criteria (24)
* Withdrew consent (2)

Randomized
(n=41)

A 4

Etanercept
(n=20)

Y

Discontinued early (both after 12
weeks) (n=2):
e Adverse events (1)
e Withdrew consent but agreed to
early termination visit (1)

A 4

Included in the observed analysis
(n=18)

Included in the ITT-LOCF analysis
(n=20)

Placebo
(n=21)

\ 4

Discontinued early (4 before 12
weeks and 2 after 12 weeks) (n=6):
e Adverse events (5)
¢ Withdrew consent & declined
early termination visit (1)

\ 4

Included in the observed analysis
(n=15)

Included in the ITT-LOCF analysis
(n=20)



https://www.clinicaltrialsregister.eu/ctr-search/search?query=2009-013400-31

2. Baseline Characteristic

Treatment

Etanercept 50 mg

Placebo

Number of participants

20

21

Mean age (SE)

72.0 (2.1)

72.9 (2.2)

Men, n (%)

15 (75)

10 (48)

Disease duration, y (SE)

5.1 (0.8)

4.1 (0.4)

ADAS-cog 5

25.8 (2.9)

25.7 (2.5)

Alzheimer’s Disease
Assessment Scale—
cognitive (SE)
Bristol Activities of Daily
Living Scale;
BADLS pts (SE)

16.5 (3.0) 14.0 (1.7)

3. Outcomes: Changes in psychometric scores compare the baseline to 12
weeks and 24 weeks

Week 12 Week 24
Etanercept Placebo Mean difference Etanercept Placebo Mean dif ference
(n = 20] (SE} fn =17)(SE] corrected® (85% CI} p Value (n = 18] (SE) (n= 15)(SE] corrected® (85% CI} p Value
Observed
cases
sMMSE 0.6(0.5 05107 0004 (-19to 19 10 0110.5) 19(12 25(-52to 02) 007
ADAS<og  13(L4) 14015 02 (-4.3t04.6) 09 32(18) 56(2.0 12(-51t075) 07
BADLS 11§21) 1208 06 [-46 to 5.8) oe oBiL2) 60(21) 56 (0.4 to 10.9) 0.04
NPI 20(27 38(16 44(-30t0117) oz 03133) 102(386) 13224 to 240) ooz
Cornell 0.2(09 0110 01(-28t03.0) 08 04110] 19(18 16(-2.3 to 55) 04
CGH 0.4{0.2) 05{0.2) 02 (-0.5 to 0.8) 06 06i02) 09{03) 03(-06 to 11) 03
ITT-LOCF
sMMSE 0.610.5 05107 005(-1.7t019) 09 0210.5) 14010 14(-3.8to10) 0z
ADAS<og  13(L4) 19(14) 06 (-36 to 4.8 08 2807 51(16) 16(-3.5 to 66) 05
BADLS 11§21) 14 {08 05(-42t052) oe 05i{12) 48(17) 37 (-09 to 93) 01
NPI 2027 37(158 42(-26t0111) 0z 0Bi31) 69(32 65(-3.4 to 165) 0z
Cornell 0209 04 (0.8 02(-24t029) 09 0510.9) 19(12) 08 (-24 to 39) 06
cGH 04{0.2) 051{0.2) 0.1 (-05t00.7) 0.7 0.7 0.2) 0.7{0.3) 0.1 (-0.8 to 06) 0.4

Abbreviations: ADAS-cog 5 Alzheimer’s Disease Assessment Scale—cognitive; BADLS 5 Bristol Activities of Daily Living Scale; CGI-1 5 Clinical
Global Impression-Improvement; Cl 5 confidence interval; Cornell 5 Cornell Scale for Depression in Dementia; ITT-LOCF 5 intention to treat—last
observation carried forward; NP1 5 Neuropsychiatric Inventory; SE 5 standard error; SMMSE 5 standardized Mini-Mental State Examination.

All p values are 2-sided.

aCorrected for baseline age, sex, and psychometric score.



4. Number of adverse events by system organ class category

C¥i-oercher

All disqoord ers

Bleod armd lymphatic systeam (mormocytic amemia, bemign
rmreclon al hrypergammegl olbuli mesmia)

Cardiac {abmnormal heart sownd s, angina pectoris,. imegular et
rate, abrial Fibceill atiom]

Eye [eye pain)
Ear arnd |abyrirth fwas impscton, deafirmess)

Gastroi mbestinal naus.es and wormi g, hemateschesia, epigastric
discormrffort diarrhes, constipation, oolonic palpl

Gereral fatigue
b et ar-site resetiorm

Infecticns (Gastrmes maritis. respiratory tract. urinary Tact,
pharyrgitis, cellulitis)

b sy Fal k=]

Inmves tigations [DMA antbody positive, inoreass serum CTRIP,
creatin ne, rans-aminase, ool ormoscop vl

Metabolic ryperialeania, el el et o]

Mus.culoshelaetal |sciatices, ostesasrtdritis, joint stiffhess, back
pain, thorascic vertebral fracture, muscle wealoress)

Heoplasms

Mervous aystem (parosmi s, hesdsche, parkinsonism, balsmces
lisrrcler])

Peychistric (poor =eep, confusi onal state, babhawioral symptoms,
mmeseed] alteration, hallecinations, delus crms)

FRenal and whinary jurinary frequency, udnary inoorrel mermce]
Feasp iratory hyaweri mgl

Sikin pwaricose ecrma, hypechidrosis, sebomrbheic dermatits,
selborheic keratitis, ecemal

Warssm lar [y pertens orn, g hedemal

5. Publication

https://pubmed.ncbi.nlm.nih.gov/25934853/
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