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PMR management EULAR#£3Z (2015)

Patient fulfilling PMR case definition (primary or secondary care)
1. Assess comorbidities’, other relevant medications and other risk factors for steroid related side effects?

2. Assess possible risk factors for relapse/prolonged therapy?®
3. Consider specialist referral (experience or risk of side-effects, relapse/prolonged therapy and/or atypical presentation)

4. Document minimal clinical and laboratory dataset
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PMRIZHS T 2 TCZERE (SEMAPHOREE ER)

(P) GC#&#F1#PMR 101A (PSL<10mgTCRP PMR-AS>10)

(1) TCZ## (n=49): TCZ 8mg/kg/4w div, CRP PMR-ASE 2 (- GCiH 2
(C) 7748 (n=51): Placebo/4w div, CRP PMR-ASE 2| GCJF &
(0) 24w TCRP PMR-AS<10, "> PSL=5mg or 10mgkl E DjFE

TCZ8 (n=49) 77+ 8 (n=51)
24w TTCRP PMR-AS<10H*> PSL=5mg |67.3% 31.4% P<0.001
F7-1310mgd EOBEEZER L 2EE | (F¥PSL 3.8mg) (E9PSL 6.1mg)
(Primary endpoint) (PSLA1F= 49%) (PSLA1EZ 19.6%)
24:E ©OCRP PMR-AS (Secondary) 1.5 14.9 P<0.001
24:BE ODESR PMR-AS (Secondary) 8.1 15.9 P<0.001
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EuroQoL 5-Dimensions 3-Levels
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FACIT-Fatigue Scale (FACIT-F) : LAR D& E % 51
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Sarilumab Placebo All Sarilumab Placebo All
(N=60) (N=58) (N=118) (N=60) (N=58) (N=118)
EQ-5D utility index SF-36
N 58 58 116 N 58 58 116
Mean (SD) 058 (0-28) 0-57 (0-29) 0.57 (0-28) PCS 35:2(97) 33-6(9-6) 34-4(9-7)
EQ-VAS MCS 468 (11-6) 450 (13:0) 45.9 (12:3)
N 58 58 116 Physical function 482 (26-7) 42-9 (29-0) 45-6 (27-9)
Mean (5D) 58.5 (21-6) 542 (22-1) 56.4 (21.9) Role physical 46-9(27-6) 41-8 (26-8) 44-3(27-2)
FACIT-F Bodily pain 44-4(25-1) 39:1(20-1) 41-8 (22:8)
N 59 58 117 General health 507 (15-8) 48-7 (17:0) 497 (16-4)
Mean (SD) 314 (10-9) 292 (11:9) 30:3(11-4) Vitality 41-9 (19-3) 426 (23-3) 42-2(21-3)
Low (=40) 16 (27%) 15 (26%) 31 (26%) Social function 67:2(27:2) 60-6 (27-1) 63-9 (27-2)
Moderate (20-40) 34 (58%) 29 (50%) 63 (54%) Role emotional 72:0(271) 67-1(30-0) 695 (28-6)
ISevere (0-20) 9 (15%) 14 (24%) 23 (20%) | Mental health 65-9 (18:3) 61-7 (21-8) 63-8 (20-2)
HAQ-DI Patient Global Assessment VAS
N 58 58 116 N 58 58 116
Mean (SD) 11(0-7) 11(0-8) 11(07) Mean (SD) 44-6 (25:7) 50-6 (25-2) 47-6 (25-6)
Mild (<1) 29 (30%) 25 (43%) 54 (47%) Pain VAS
IModerate (1-2)  20(34%) 24 (41%) 44 (38%) | N 58 58 116
Severe (=2) 9 (16%) 9 (16%) 18 (16%) Mean (SD) 451(283) 54-8 (23-2) 49-9 (26-2)
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Normative scores*
3 Sarilumab

B Placebo

B3 Combined baseline

I Mental health p=0-042

SF-36 vZ2
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Physical function p=0-20

Role physical p=0.0013 I

Role emational
p=0-14

I Sodial function p=0-032 I

Vitality p=0-0020

[} Bodily pain
>«0.0070

General health p=0.080
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MCS : LSMZ1t 3.04 3¢ -1.71 (p = 0.030)

SF-36 domains LSM change from baseline at week 52 (SE) LSM difference vs placebo (95% CI)
Placebo Sarilumab

Physical function 6-16(3-84) 13.68 (3:59) 752 (~2-90 to 17-95)
Role physical 383(384) 2110(3:56) 17:27 (68910 27-64)
Badily pain 573 (3:70) 19-66 (3.40) 13.93(3.97 10 23.90)
General health 174(261) 814 (2.41) 6.40(-0-65t013.45)
Vitality 249(328) 1704 (3.02) 14:55 (56910 23.41)
Social function -4-29 (4.35) 8.62(4.02) 12.91 (116 to 24-65)
Role emotional -156(376) 626 (3.56) 782 (-247101812)
Mental health 012 (254) 732 (2:39) 7:20(0-27 t0 14.13)

*LSM: least-squares mean
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-Q-VAS, EQ-5D, FACIT-F
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SF-36v2 FACIT-F HAQ-DI PtGA VAS

A NNT (95% CI) B C D
[ Sarilumab (N=42) PCS improvement =2.5 37 (2:1-15-5) 80 p=0-30 = 2
= Placebo (N=35) THIRE Role physical improvements 5.0 47 (2:4-11-4) —_— -1.0
— 70+ — - p=1: -
p=0-020 p=0:052 (i p=0-37
sod —— i p=0-10 60 - 1 — ——
= P — p=023 il % —] ]
p=0:50 NG == =
701 == ] p=0-30 50 - -
—_— p=1.0 z —
| @ - il -
= 601 p=1.0 — - - =G % 40
= ] -1.0 ; a:
£ 5o _ = — P p=0-82 30 B 1
£ 40 20 - -
0 10 - -
20
0 1 1 1
101 FACIT-F improvement 24-0 HAQ-DI improvement =0-22 PtGA VAS improvement =210.0
0 T T T T T T T T |
PCS MCS Physical Role Bodily  General Vitality  Social Role Mental

function physical pain health function emotional health

PCS : 79%vsb1% ; OR3.46 [95%Cl 1.16-10.62], p=0.020 - FACIT-F 1 69%vs 56% ; OR 1.78 [95%Cl 0.64~5.00] ,p = 0.30
NNT3.7 - HAQ-DI : 62%vs 60% ; OR1.08 [95%Cl 0.39~2.99] p=1.0
- BEEMRFMVAS 1 57%vs 46% ; OR 1.58  [95%Cl 0.68~4.31] ,p=0.37

MCID=minimum clinically important differences
« SF-36 PCS, FACIT-F, 2 2RVASICEWT, YU LT TEOADN 7 7 REL Y HERED -7
HAQ-DIZ BT 5B &IERAF - 7=
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604 P l\ 0 baseline (N=36) - [JPlacebo baseline (N=35)
B Place ‘:n week 52 (N=36) B Placebo week 52 (N=35)
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BaselineFFOPMR-ASTER{Y L 7=PROZ 1L,

Low or medium PMR-AS at baseline High PMR-AS at baseline Subgroup-by-
: treatment interaction

Sarilumab Placebo LSM difference vs placebo Sarilumab Placebo LSM difference vs placebo

(N=20) (N=21) (95% Cl); p value (N=29) (N=31) (95% Cl); p value
FACIT-F 6-08 (1:50)* 4-25 (1-40)t 1-83 (-2:38 to 6:04); p=0-40 10-66 (2:26)1 356 (2:34)1 710 (0-50t0 13-70); p=0-040 | p=0-16
EQ-VAS 409 (4.73)" 524 (441)F -115(-14-531t012:23); p=0-90 11-62 (5-45)% -6-51(5-93)§ 18-14 (1-94 to 34-34); p=0-030 | p=0-084
EQ-5D utilityindex  0:06 (0-07)*  -0-04(0:06)f  0.10(-0-08 to 0-29); p=0-30 020(0:07)¥  -0-11(0-07)§ 031 (011 to 0:50); p=0-0030 | p=0-095
HAQ-DI -0.08 (0-12)* -0-09 (0-11)1 0-01 (-0:34 to 0-35); p=1-00 -0:62 (013)¢ -0-17 (0-14)§ -0-45 (-0-84 to -0-07); p=0-023] p=0-080
Pain VAS -8:33(6:76)* 023(6:45)t -856(-27-98t010-86); p=0-40  -33-22(5:86)t -23-99(6:37)§ -923(-26:71t0 8-25); p=030  p=0.72
Patient Global -7-39 (5-83)" 0-70 (5-47)t  -8.09 (-2436to 8:17); p=0-32 -27:20(5-80)F -1345(6:36)§  -13.74(-31.03t0 3:54); p=0-12  p=0.70
Assessment VAS

Data are LSM change from baseline to week 52 (SE) unless otherwise specified. In each subgroup, a mixed-model repeated-measures was carried out on the change from baseline in patient-reported outcomes,
with treatment, visit, and treatment-by-visit interaction as fixed effects and the corresponding baseline patient-reported outcome scores as continuous covariates. The subgroup-by-treatment interaction

p value at week 52 was computed using the same mixed-model repeated-measures as previously, with the following additional fixed effects: subgroup, subgroup-by-treatment, and subgroup-by-treatment-by-
visit interactions. p values were nominal. EQ-5D=EuroQol. 5-Dimensions. EQ-5D-3L=EuroQol 5-Dimensions 3-Levels, EQ-VAS=EuroQol. Visual Analog Scale. FACIT-F=Functional Assessment of Chronic Iliness
Therapy-Fatigue. HAQ-DI=Health Assessment Questionnaire Disability Index. LSM=least-squares mean. PMR-AS=polymyalgia rheumatica activity score. VAS=Visual Analog Scale. *15 patients assessed,

117 patients assessed. $20 patients assessed. §16 patients assessed.

Table 2: Change in patient-reported outcome endpoints by PMR-AS at week 52

« R—2 54 »EZHigh PMR-ASDEE DA AQOLIFRET - 7z,

o« XR—X 74 VFIZHigh PMR-ASD EZFE 14, 52 E OFACIT-F (p=0.040) , EQ-VAS (p=0.030) ,
EQ-5D (p=0.0030) , HAQ-DI (p=0.023) I2HEWT, B U I TEHDOADNKELHELT-.
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