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PMRDJEREAES

Environmental triggers (i.e. infections, stressful events)

Autoimmun Rev. 2022 Feb:;21(2):102995.
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PMR & IL-6

Arthritis Rheum. 1993 Sep:36(9):1286-94.
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Table 1. Identification of [L-6 messenger RN A—expressing cells™

In vitro IL-6

stimufation messenger RNA
Total PBMC - +
Anti-CD3 +
T4+ T cells - _
Anti-C3 —
CD14+ monocytes - +
Anti-CD3 +




PMR & IL-6

Ann Rheum Dis. 2010 Jan:;69(1):263-9.
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PMR & IL-6

Rheumatology (Oxford). 2017 Aug 1:56(8):1401-1406.

« Active PMR®DB cell subset & cytokine assay % & EE.
« GCs7%: L DTCZ mono TAE.
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TCZITEEFEMEZHIZ, BIAT < GCs freeZ 3ZERK (phase?)

Arthritis Rheumatol. 2016 Oct;68(10):2550-4.

L4

*single-center open-label prospective phase 2a study.

A Prospective Open-Label Phase 1 Trial of Tocilizumab in the Treatment of

Pobymylgia Rheumaiic HRPMR(n=10)»TCZ 8mg/kg/monthly + GCs tapering regimen® B34 # 183,
Lincsay Laly,' Lischr Forbess,” Christopher Hatzs,' ard Robert Spiera’ M TX'GEHEH y G CA Lj: IK//—]%%

Outcome: 6/ B TDGC free Trelapse free remissionD & &

« 9Z L&D primary end point% ZEEL (14 IXinfusion reaction TH%).
« 12HABOBHERLEMNRDT.

TCZ-treated Comparator

o 15H AEROHBRRKR TRICH 0B/ Z M. patint group )
n=9)* (n=10)
« PMR-AS 53(|n|t|a|)—>087(after 15m0nth8) Steroid-free remission 9 (100) 0 (0) <0.0001
at 6 months, no. (%)
. ; | Relapse at 12 months, 0 (0) 6 (60) 0.03
GCs sparing effectd 1) . no. (%)
. _ . Cumulative prednisone 1,085.3 =301.3 2562.0+ 13559 (.01
o Safety5% <mild URI ZF) U , 40w (Z éz_jr[:':' B_k<1500’C ':F' _IJ: dose, mean + SD mg
Duration of prednisone 39+09 14.1 £ 6.0 0.002

exposure, mean * SD
months



TCZmono CTHLEENMEZ O F—JL

Ann Rheum Dis. 2016;75(8):1506-10.

*24-week, open-label, longitudinal, prospective study.

Y Chuang’s criteriaZ & 7= 9 FE1FELURN, PMR-AS>10D ## PMR(n=20).
oL poympla feumaia:  prsecve gl GCA, GCSHAERSH Y 1B (35%H 1 B LRI GCsZ 5/ H 1) THRTI ).
%% TCZ 8mg/kg/monthly, 0,4,8T#& 5 (GCs7 L).

12w-24w(EPMR-AS<107%: % 0.15mg/kg/day THita L Ttapering.
outcome;: 12wB ®PMR-AS<10D 5.

Clinkta) and epidemialogical research

« 12w DPMR-AS 36.6—4.5(p<0.001).

. . DIhiE? Pain VAS PMR-AS
« 2 TOEBETI2WH 5GCsEtA(median 12mg) MOHEY amn ,

. 12-24w® RIEGCsE 808.5mg(rescuebEE A L). | | R

- GCs sparing effect 70.2%. N, T -
| N : ‘-7 ; ',. N i ;_-—;:_-“_‘ .- ‘ .. = \%.

« I IO—,PET, MRIOBHRAALE T L < 7L,



GCsHkEEPMRIZTCZISEEEGENE % I X, GCs sparing effectd Y

JAMA. 2022;328(11):1053-1062.

*randomized, double-blind, parallel-group, placebo-controlled clinical trial
JE?;;:ec:ofT'ocn(hzl;r‘nat’)‘clm Disease Activity in Patients With ) %;\lﬁ'\/‘i"PMR(n:lOl) ETCZ@%i jJ Il\i’ GCs sparing effect & ?é’|${t¢ﬁ§ﬁ
Active Polymyalgia Rheumatica Receiving Glucocorticoid Therapy o GCs 12~25mg0)f]&]]/ﬁﬂ EBEICKRIG LT h, GCS<10mgTPM R-AS>10A 4R
e e MTX,HCQO BT,
« TCZ 8mg/kg qdwT24w £ T, SE. GCsIZPMR-AS% R 74 A Htapering.

e 1st:#850utcome, 24w TDHOPMR-AS<10&, GCs<bmgd L < lFR—ZAH 5
10mgl F o=, 2" :CRP/ESR PMR-AS at 24w

GCs median 10mg, TCZEEIZMTXHREH % LN (40.8% vs 21.6%)

« #&&0utcome: TCZ 67.3% vs PBO 31.4% (adjusted RR 2.3, p<.001)
« Secondary: CRP PMR-AS TCZ 7.5 vs PBO 14.9(p<0.001)
ESR PMR-AS TCZ 8.1 vs PBO 15.9(p<0.001)
GCs dose at 24w: TCZ 3.8mg vs PBO 6.1mg(p<0.001)
GCs off at 24w; TCZ 49% vs PBO 19.6%(aRR 2.5, p<0.001)

b —MRAV B AEIZEREAE. TCZEE T23.A(46.9%), PBOEE T20.A(39.2%).
SEE L TCZEE TTA(14.3%), PBOE T1A(2.0%).



TCZ sql%GCs free remission, EBRAEIE] IZ B %

Ann Rheum Dis. 2022;81(6):838-844.

*24 week randomised, double-blind, placebo-controlled, phase 2/3 trial.
R RS S SRS BPRPMR(n=39)ITCZ 162mg sq qLwGCs free 38 % AL

controlled trial

e .t A o . Dl ik . GCs 20mgh o F4a, 11w X Tllrapid GCs tapering regimen.
. Outcome: 15t 16wDGCs free BAZ, 2" ¥ RIB A £ T DK

GCs freeEfi# 1 [E] B LA . R1EGCs
A " _100% - Log Rank p = 0.007 1500
100% 1 IR 5! TCZ 5
- Qe g
$E 759% g o S § 1000
Eg 7 ° 34 TCZ
2o % 50% - Se
-é s £ @3 500
T8 8 25% - 52
a & o
= o ooy - 0
Tocilizumab (19 18 17 14 11 11 9 6 4; é 1TZ 116 2b 2'4
12 16 24 Placebo [17 16 12 6 3 2 2 Weeks
Weeks 6 "1 é 1'2 1'6 2'0 2'4 —(— Placebo —@— Tocilzumab
Weeks
e 1st: TCZ 63.2% vs PBO 11.8% « 16w: TCZ 727 mg, PBO 935
« TCZ 130d vs PBO 82d(p=0.007). ’
(OR 12.9, p=0.002). mg (p=0.003).

o 12w, 2dwbH EBRICTCZA B E.
BHZWAEIZREE. TCZ 63%, PBO 35% THRAE. WITNEHEE TlIIA L.
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Design/Patients

« a phase 3, multicenter, randomized, double-blind, placebo-controlled trial

e 2012FEULAR/ACRDPMRD D FEEAE %A 7= 7.
e SBERMUEDGCs=10mg/H (7L K=y OV i&) CORERD )
Inclusion e RV —=v7HMEIZGCs=7.5mg, <20mgD N ARA Al 8E
Criteria o RV Y=V IRIDO12BURNIZ, GCsHENRF[=7.0mg/B (7L F=v o viE)]Iic
W7 < EH1EIDFA
. ESR=30mm/h, CRP 10mg/L
.« MTX<15mg/sB DA I3

| + GCA, RA, ftho> AT 1 BARS 2 L1 BRAL.
Eéfi't“esr'ig" . JAKi, TNFi, $1CD20%%], CyA, MMF, AZA, IL-6Ri DA 1Z k4
- IBD, BELREER, BILEZEFADOEFE



Treatment

52 weeks

o] Dousle Bing Period? s | ¢ SAR(200mg) biweekly+14w GCsEmfL
« PBO+52wGCsEmE

o 1:1TEERICEIY AT

(‘D e GCslzmEEL H15mg/dThHILE

Group 2: Sarilumab matching placebo with 52 weeks caticosteroid taper N=140 o Hgi*ﬂ O) 1 ZWT\%EE [/ fd: L \, Ei“wﬁ\_a_ *L Lj:\\
5mg/dDEMNK 5 A (FEER)

(N N N S N N S N SR ) b BRELAW, 12 BEEUAIZ 5mgd

Vi DI1wz W4 W8 W12 W16 w20 W24 W32 W40 ws2 W58

VZVZVa VS V6 V7 ve  ve  vi0  vil viz vz @GCs rescueldnon-responder

. 8
v

Group 1: Sarilumab 200 mg g2w with 14 weeks corticosteroid taper N=140




Outcome

 Primary

- 2w D Rk E AR

12w X TICERKRNER, 52w THRAZ L,
CRP1ER % 45, PSL tapering = BT

« Secondary

- 2WDFEHRER D T NZE N DR F
- 52w £15GCs dose

- BB OB E COHAME

- GTl score

- Safety

Daily prednisone

dose, mg/day

Sarilumab 200 mg Q2W +

14-week GC taper

Placebo Q2W + 52-week

GC taper (N=58), week

(N=60), week
15 0 iDay 1) 0 (Day 1)
15 I |
14 2 2
12 3 3-5
10 4 6-7
9 3 8-11
8 6 12-15
7 7 16-19
6 8 20-23
5 9 24-27
4 10 28-31
3 11 32-35
2 12 36-43
1 13 44-51

B PMROIERA H 5, H L < IFESREF TCCsDIFE & E
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WCaT

PBO & 25% D ENERKRIIICEEDH % & L, FEELA0ANDOY > T A X ¢l Ml
Y2IREEXHAWTHENKE)OITEFDEZBET 5725 121390% D Power & 732 5.

L7 L, COVID-19D7- » BERSE &R T T, /809N, BE/KZ0.05, PBOL D #E
[35-15% & 72 > 7z,

Primaryl&FisherD [EFERTE. RIBT — X DALIE TRUE 7547 % HE1T.
L2REGCslE / /37 X U v 7 Wilcoxon D JBERIFIE XE
BHIRF co M IXKaplan—-Meieri&



Sarilumab Placebo
S — NS Characteristic (N=60) (N=58)
N\ ‘7
i 1 1 8 % 75 Median age {simple range) — yr 69 (51-88) 70 (52-88)
Female sex — no. (%) 45 (75) 37 (64)
\ \Y A -
« SAREf n=60(42% H'5EXK)
75 L— White SO (83) 48 (83)
Aslan 1(2) 2(3)
A R N \ /
[ J Bogi n—58(36% ﬁ\ \.‘:g'.n::ﬁ.nn S (15) §{14)
Median disease duration (simple range] — days3 292 (78-3992) 310 (66-2784)
Median no. of previous flares per patient (simple 2 (1-14) 2 (1-22)
ange|
"‘7?"{ ous "U”u”l‘.".u‘?‘l"",'n"!‘ '."‘V.I:.'b no k_‘_‘v}
] ]
Characteristics v
Tochzumab 0 1 (2)
Other drug) 4 .j?j| 1(5)
JJ:/\ Median C-reactive protein {simple range) — mg/liter 6.8 (0.5-38.2) 5.7 (0.1-62.3)
Ay "
L Iil-lj . 6 9 /j_\ Median erythrocyte sedimentation rate (simple 25.0 (2.0-115.0) 22.0 (S.0-85.0)
range) mm/hr
Signs and symptoms no. /total no. {3%)
g \ B )
i ’|$. 64_75% Moening stiffness >45 min9§ 1S5/47 (74) 177145 (82)
L] . 5 2 L 4 1 - La) 27 ’&}
Pain in shoulders 43/60 (72)

+ TEFEIR: 292-310F

Limited motion in shoulders 4/60 (57)

Limited motion in hips 24/60 (40) 21/58 (36)
\
[ J I\/l | X{;:/F ' | I L 8 _— 1 7 % Other joint involvement 1260 (20) 6/58 {10)
L ]
Score on physician’s global assessment of disease 5291235 5362251
activity
N N
— Median glucocorticold dose (simple range) mg/day
o X 74 vDGCs: 10-11mg/d e i) — i
AN _ :
At time of disease flare 10,0 {5.0-20.0) 10.0 (1.0-30.0)

= )-lJ = . At baseline 113 {7.5-20.00 10.0 (7.5-20.0)
o EX S X E . I I I g Highest median glucocorticoid dose during taper 15.0 (14.5-20.0) 15.0 {10.0-20.0)

from 24 wk before screening to baseline

(IQR) mg/day

Median score on Glucocorticoid Toxicity Index at 97.0 (76.0-121.5) 112.5 (86.0-141.0)
baseline (IOR)



Primary

Difference, 18
(95% ClI, 4-32)

SAR 3

Difference, 18
(95% Cl, 3-33)

SAR 32

10

Sustained Sustained Remission
Remission at Wk 52 without
at Wk 52 CRP and ESR

SAR 28% vs PBO | % (p=0.02)

SAR 32% vs PBO 1% (REEE#)

=
DS

Secondary

SAR
SAR 55
47
] | I
33

SAR
67
SAR
50
45
I L

Clinical Remission Absence of Sustained Adherence
by Wk 12 Disease Flare Normalization to Prednisone
of CRP Taper

Sustained remission®
componentsH £ TSAREE A H L

MTX{3EF Tsustained remission|Z
50 (25% vs 12%)
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52w F TIZGCs rescuex= 79, PMRIER A 7 WEI S

SAR 84.4% vs PBO 47.1%

52w TGCs rescue?s <, PSL off CE TWAPMRIERA 7 WEE.

I I I | SAR 45.0% vs PBO 13.8%

s 3 5 % 32 3% % 3




e GCs rescueD 4

ks B Sarilumab 200 mg Q2W + 14-week GC taper
N e « PBODANGCs rescue DEIGH % Ly

. 52B% TOREGCs dose

i SAREE 777mg vs PBO 2044mg (P<0.001)
! Week 2 ] Week 4 l Week 8 | Week 12 ] Week 16 ] Week 20 ‘ Week 24 ‘ Week 32 l Week 40 I Week 82

« BHWAE COHAM

o 123AMIE S Tclinical remission

0.9 3

0.8 =

SAR 68% vs PBO 52%
o BRARMIERRERDEMA
SAR 24% vs PBO 57%

05

umulative incidence

04 3

C

0.3 =

022

0.1 =

0.0 3

1 T T 1 T T
0 2 4 8 12 16 20 24 32 40 82
Time from clinical remission to PMR flare (weeks)



Quality of Life

« FACCIT-Fatigue, EQ-5D-3L, SF-36
I DIBIETCSARAE E ICHE

Glucocorticoid Toxicity Index

o« ZFFFEIN X 77 SAR 52.32,
PBO 57.22 (LSM change)

o FREERXO77: SAR—-4.02,
PBO 2.57 (LSM change)

LS mean change from baseline (SE)

LS mean change from baseline (SE)

9

A

"
L

A FACIT-Fatigue
B Sarilumab 200 mg Q2W + 14-week GC taper (N-52)*
M Placebo Q2W + 52-week GC taper (N=34)*

7.91(1.33)

Treatment effect size.
LS-mean 3.740
(95% C1-0.108 1o 7.588)
4.17(1.42)

C  SF-36 Physical Component Score
W Sarilumab 200 mg Q2W + [4-week GC 1aper (N=52)*
B Placcbo Q2W 1+ 52-week GC taper (N=54)*
7.65(1.34)

Treatment effect size.
L.S-mean (5% €
4.784 (0.865, 8.703)

2.87(1.45)

LS mean change from haseline (SE)

LS mean change from baseline (SE)

ni2

EQ-5D ~ Single Index Utility
W Sarilumab 200 mg Q2W + 14-week GC taper (N=51)*

_ I Placebo Q2W | 52-week GC taper (N=54)*

01 4

0.08

006 |

nos

0.02

-0

-0.04 ¢

i

0,11 (0.04)

Treanment effoct size,
LS-mein
0130 (95% CI,
0010, 0.250)

0,02 {0.04)

D SF-36 Mental Component Score

B Sarilumab 200 mg Q2W ¢ [deweek GO taper (N=S2)*

B Placcbo Q2W + 52-week GC taper (N=54)*

3.04(1.47)

Treatment clloct size.
LS-meun (95% C1)
4,748 (0,484, 9.013)

171 (1.57)



Safety

» SARBF THFREREA (15% vs 0%), T4
o FFHEBREANCESE L /- REREIZERD T
e MEETIHTHZAL

' Laboratory parameter

Criteria n/N1 (%)*

'~ Sarilumab 200 mg Q2W

+ 14-week GC taper

Placebo Q2W + 52-week

GC taper (N=58)

Table 2. Adverse Events.*

(N=59)

Neutrophil grade (count) N1=58 NI1=57
Grade 1 (=1.5 Giga/L-LLN) 13(22.4) 0
Grade 2 (1.0 Giga/L- <1.5 11(19.0) 0
Giga/L)

Grade 3 (0.5 Giga/L- <1.0 5(R.6) 0
Giga/'L)

Grade 4 (<0.5 Giga/l.) 2(34) 0

Variable

Any adverse event

Adverse events reported in

=10% of patients

Neutropenia

Arthralgia

Diarrhea

Insomnia
Hypertension
Osteoarthritis
Nasopharyngitis
Depression

Fall

Serious events

Any

Leading to treatment dis-

continuationT

Sarilumab
(N=59)

Placebo
(N=58)

number of patients (percent)

56 (95)

9 (15)
9 (15)
7(12)
6 (10)
6 (10)
6 (10)
2(3)
5 (8)
3(3)

8 (14)
7 (12)

49 (84)

0
3 (5)
1(2)
9 (16)
2 (3)
5 (9)
6 (10)
6 (10)
6 (10)

12 (21)
4 (7)
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52wH T TGCs tapering L V), SAR+14wTDGCs tapering® 5 H52w D
sustained remission|X % H - 7-.

CRP/ESR% R WNCRAE 04T T RIBRDFER.

PMRIZCXT I AIL-6RBEEE DB EDOHE L VY HEREAFE IR (, GCsTE
Rk T b B LD,

oM 3B E DSARDEGREER & Ak
Limitation : BHIFIEIC K B2 Y > 78 4 X, Powerd~&.
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