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Tocilizumab in patients with new onset polymyalgia rheumatica
(PMR-SPARE): a phase 2/3 randomised controlled trial
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fiEf - 82mBME  EiF - MAXEEED - SREB - BE

[(IRmWE] X-1E58 108 A - mAEEE - SBEf - BlRZBE L. 68 ICHBZX2,
KIERIOSE. MEESE - VU 7~ FREF(Rheumatoid factor: RF) -« #icyclic
citrullinated peptide(CCP)#ifafat, Ta—FMEA S YU U~ F UL R BAE
(polymyalgia rheumatica : PMR) & 221,

=R B AR 2 (giant cell arteritis: GCA) CRMEEE 7 28 2 WECAT R 137 Lo
7L K=y 1 (prednisolone: PSL)20mg AR T/a&ERA L. ERICERBANE,

[{2:8) R4 ICPSLERE L. XE28(2126 mg — 5 mgllB=E, 3B =2
%ﬂ%ﬁ—iﬂ:ﬁﬁzwffﬁ HY)RERIGD EF, EW&#UL}?L’CPSL%’HOmg by
Liz& 2 A, BmPHIZHE L 7=,




e - 82 Bt X5k - mAxEE - TA5F - BiA

[#Z:8] PMREZ & L TX M ML FY— k(methotrexate: MTX)FHEZZEE L 7=
eGFR 32mL/7/1.73m2 & B&gEfE=EADH Y . MTXEATEE L Uy & FHRT L 7=,
FEIRISEE LA HEEICPSLAZFBEL TWE, S Th Y EERADBRZH ©
PSUBEZEDHT-WLA. BEDY R IA DY EEAH L N TH 5,

< Clinical Question>
PMROBRICXW L TOEESE LT
AT HA NIRH22EZMEFNIMTXOMIZ [T A 0hH 7
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Recommendation

SA\
Ste p 2 EH:H I 0) *ﬁ% 2015 Recommendations for the management of

polymyalgia rheumatica: a European League Against

FFIEHA RS/ Rt Aiegn  Rheumatism/American College of Rheumatology

collaborative initiative

@2015 EU L AR/ACRMDRecommendations

The panel conditionally recommends considering early introduction of methotrexate (MTX) in addition to GCs, particularly in
patients at a high risk for relapse and/or prolonged therapy as well as in cases with risk factors, comorbidities and/or concomitant
medications where GC-related adverse events are more likely to occur. MTX may also be considered during follow-up of patients
with a relapse, without significant response to GC or experiencing GC-related adverse events. MTX has been used at oral doses of

7.5-10 mg/week in clinical trials.”*~%’

8. The panel strongly recommends against the use of TNFa: blocking agents for treatment of PMR.

Glucocorticoid(GC)-sparing agents(Z D W T D EEH I

- MTX : GCoORWFRRZZ EDIGa0RHR. BEFOHFEZRE

- ZDBDMARDSICOWTIFTET Y AR HRLCER
- TNFaBEESE : FRALAWT & & < HELE

%

N

i

- Tocilizumab(TCZ) (Interleukin(IL)-6 PEE®) &% ObD &) ay8 A

IC DWW TlZongoing DR A 2 T ET VY ROER™MHFTFINDI & a X b
Annals of the Rheumatic Diseases 2015(74)1799-1807.
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Step 2 i X DHRR DynaMed
FTEHA T4/ 2R ZRR
(2DynaMed

Polymyalgia Rheumatica (PMR)
Management > Medications > Steroid-sparing medications > Tumor necrosis factor inhibitors

v | Steroid-sparing medications Tumor necrosis factor inhibitors

Methotrexate « EULAR/ACR does not recommend use of tumor necrosis factor blocking agents for

. treatment of PMR 4
Tumor necrosis factor

inhibitors
STUDY SUMMARY
Toclizumab (ant-interleuidn-6 addition of infliximab to prednisone does not appear beneficial in patients with PMR
receptor monoclonal
antibody) DynaMed Level 2

. . RANDOMIZED TRIAL: Ann Intern Med 2007 May 1;146(9):631 [4
Osteoporosis prevention

Nonsteroidal anti-inflammatory Details v

drugs (NSAIDs)

CTIINV CIINNADV

HEARRIIZ132015 EULAR/ACR®Recommendations (2 ZEHL
GC-sparing agents|ZMTX, TNFa, TCZIZC DW= H ) SXKEAAFEIT
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FTIEHA R TA /RN = RR
3)UpToDate

EARPICIZGCEEBE TR I ENZ L, BIOER|IFTEERR

SIEAANHIR L7255, BEVEREILGIGEELEICIIRET L TH LU,

MTXDMEHRE S A5 Y . IL-6BAEEICODOWTIESHBDOI S B IHRED
F-Nb, TNFafREZE L Uy x> <7 (RTX)ZEHRET B (2 IZELA
AT+ THh >,

GC-sparing agentsDEfE L. MTXUANTIZ
TCZAmbBAARIEME LY Z D
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Step 2 X DEFE —rxmzis

WHPubMed

‘Dolymyalgia rheumatica, tocilizumab, refractory” TRz
Publmed. gov ((polymyalgia rheumatica) AND (tocilizumab)) AND (refractory) X m

Advanced Create alert Create RSS User Guide
Save Email Send to Sorted by: Most recent = Display options 3¢ °
A
MY NCBI FILTERS [% 10 results Page 1 of 1

RESULTS BY YEAR Treatment of polymyalgia rheumatica.

1 Castafieda S, Garcia-Castafieda N, Prieto-Pefia D, Martinez-Quintanilla D, Vicente EF, Blanco R,

Biochem Pharmacol. 2019 Jul;165:221-229. doi: 10.1016/j.bcp.2019.03.027. Epub 2019 Mar 20.

cite Gonzalez-Gay MA
I Share  p\iip: 30004473 Review.
__O Polymyalgia rheumatica (PMR) is an inflammatory disease characterized by bilateral pain involving 1 O 1q: t \\/ |\

predominantly the shoulders and proximal aspects of the arms and less commonly the neck and the

2012 2022
pelvic girdle. ...Biologic therapies against the main cytokines involved ...

GCABHPICDOWTDORAD, L E 1 —CREFIEHRE D A

PMREZIZX L TTCZMDrandomized controlled trial (RCT) 37 & #
- BRICZIIFEFhbodTHEER



Step 2 X DEFE —rxmzis
(HPubMed

“polymyalgia rheumatica, tocilizumab, randomized” CHE&E %R
Publmed.gov ((polymyalgia rheumatica) AND (tocilizumab)) AND (randomized)| X m

Advance d Create alert Create RSS User Guide

Save Email Send to Sorted by: Most recent = Display options -I:(- °
A
MY NCBI FILTERS [% 10 results Page 1 of 1
RESULTS BY YEAR [] Tocilizumab in patients with new onset polymyalgia rheumatica (PMR-

1 SPARE): a phase 2/3 randomised controlled trial.

” |
“ = cite Bonelli M, Radner H, Kerschbaumer A, Mrak D, Durechova M, Stieger J, Husic R, Mandl P, Smolen JS,
Dejaco C, Aletaha D.
I I Shar Ann Rheum Dis. 2022 Jun;81(6):838-844. doi: 10.1136/annrheumdis-2021-221126. Epub 2022 Feb
Ommmmrd i “ 10kt v k
PMID: 35210264 Clinical Trial.
2006 2022
DAAKVADALINN. DAl H

in tha ~rnnnnd mant Anmmaan inflammsatan: rhaimaadia

GCAZHHEWPMROFIFEICXHT T 5TCZORCT A 24 v b12

1)Ann Rheum Dis. 2016 Aug;75(8):1506-10. 2)Ann Rheum Dis. 2022 Jun;81(6):838-844.
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2D 5B, LYEBIFICHIREN TWA FERmYEitA CHADL I L |(C

CLINICAL SCIENCE

Tocilizumab in patients with new onset polymyalgia
rheumatica (PMR-SPARE): a phase 2/3 randomised
controlled trial

Michael Bonelli @ ," Helga Radner,' Andreas Kerschbaumer @ ,' Daniel Mrak @,
Martina Durechova, ' Jutta Stieger,” Rusmir Husic,> Peter Mandl @ ,' Josef S Smolen,’
Christian Dejaco @ ,** Daniel Aletaha @'

Ann Rheum Dis. 2022 Jun;81(6):838-844.
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ocilizumab 162 mg &iE
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1. 'AXCGJPICOGH'M‘ Patient

e A —X MY TDO3IDDREEHRIC L BERFE
+ 2012ACR-EULARS$EEL ’E’C*‘PI\/IR@% KrA X N 7-BE

2012ACR- EULARﬁ*ﬁE«E % .

4555 EDED Z i 2 2

A BIENTR or Eﬂ%@%‘ﬂiﬁ 1 1 Ta—HY

RFFaME D D HCCPHT IR 2 2 — el E T8

BB & IRBIER A D BEEEREIR AV 74 Ly 1 1

To—. SHELEBIOOEEEICSAST DAVEE Ss

BRSB % or LR —SEARESRTEIE A or B B L e NA ! - 0Lk

BEENBIR A, Ho. A< & HIDDIRBIANIC - THE DB AP Y
BRI or RERTHIBREK . CRPA ML A R EE
TO——7C. WABEBEEIC=AH T EREIE or NA q

R —sEsp R EIRE A or B R L EEE B IRA Ann Rheum Dis. 2012:71:484—492.



1. X DOPICOI{AA Patient

Inclusion Criteria

- 18U ED B

- 2012ACR-EULARD FEE X E TPMR D 2 & investigatoriCHEE S N T WL 5

- ZRTEI N TH B 23BN

- @ELs BICPMRS LLIFMMDOIEBARTEEX TS FEkEINTLERL H
PMRICXT L TiaEZ=PSL 125 ~ 25 mg/H CHBEINTH H2BEURNTH %

- PSL20 mg/BHA o&EE5 L THEHRT 5L Y XV ITESFRIgEEE BbhNb

- X704 FEEEBHEREDOFHAEEZXITAIENTES

ERBIMEREEA G . BEREE THNIET T EEEZRITHAIENTES

- MROFIEZIERELETIHIENTESD

- BN BHT AT ZEICEABLTWD (ETBEREN DR L EBEHE LI

- EETORELNDH B



1. X DOPICOI{AA Patient

Exclusion Criteria(1)

- GCADEEMLA R 5 A (7272 L —F VERIBREISITH A WL) ( thOREMEY 7~ FHEREB DR

- BBAUANDKFME, 64 BLLROKXFMFE - 48 (B L <IFbxFERHE) URNDBRBEEDFEH

A S A DOMEBEEE (BCD20HE, ZDfb) DREE

- 64 BLIR®DIVIg, Migacis, 7OV ILNOEBER - LEALUROET 7 F v OERRE

- Tocilizumab Dk 5 (772 LERRES D 274 SfEITHENILHEAAZRT])
TILFIACEIOREE, TLI (&Y v /3B5RBE) DOBRER

- b bMAE, B MEBUE, ST RAEADTLILF =T F 7 4 75> —DEGE

AV FA—ILDODOVWTWAEWEERRHEFEEDRFE ; BiRss. X, Hikas (COPD &) .

. B A OMZzED) | HILE (BHREEX, BEBUXBR. 70— VHEEZR0)
y HT‘%@E%@T?E% L <IZAST>1.5xULN®H L < (FALT>1.5xULN% L < (£ T-Bil>ULN
- Cr>1.6 (&) . Cr>1.9 (BM) X727 LeGFR>30THINITAET IZBAEE L L AL



1. X DOPICOI{AA Patient

Exclusion Criteria(?)

WMOEBEELRHER/7A LA/ EFREGE or HMBREEDOEE., HBV., HCV. HIVDEE ForIRTE D B
' QuantlFERONﬁﬁ’li EEE, EEEER T, P ELAEB OB AEEA ST T LR L
SEENMEBVRUGE (£MMEBV O E—%0>10,000/mL)
- MR DO ET (AMmEk$<3,000/ 1 Lor>14,000/ 1L, U > /XEk#<500/ u L.
Mm/h\#R%#<100,000/ u L. ~EZ AE>»<8.0g/dL. FHER#<2,000/ L)
JRFEME/ ZREDRTERE
c LELIR DO AT R EEI AR E 4 5 BFE. 2BUANICRONMERZ E 9 % BEE
RROLRERTT 2T 5 ¥ I N2 EZN/ CIEFHIREE
: SEMW@%'I‘EL;H@%@ AEROTFZEEIERERE. IERCELRERE. Stage | FEREZHR )
IR FE 2 IERELF - IFEAROT IO/ EY LG EOBEROBE - RiEERIRESHE R #
C FRIREE. F 23R AOFTHMICKEE E T AIREEDH B T DMDOESE



1. X DOPICOI{AA Patient

Exclusion Criteria(1)

« GCADEFMMABE S A (7272 LIL—F U BBREE IZTHhAEL)  fhOXREMRY 7~ F KB DR
- SALINDKFEME. 645 BUROKFEMFE - 5B (H L <IF5xEFH) LUARDOBEREOFHH
- ] 5 DD

64 ALl GCADRMNFEH TIFETNT L\?‘OL L i

'TOC”;:“m b LGCAD EEN TV
- 7ILFIL
L g | TocilizumabBF CRIFAHER

* :l\/l\lzl‘— Y c = ] A H N AT EX AR D 75:/\{))
. FF. Ao (DMZEL) | ﬁﬂ:’éﬁ (ff‘%&%ﬁ;ﬁt ,,j“lijzﬂ ﬁ s 00— ViREED)

. HT—%E%@??E% L < 1ZAST>1.5xULN®$ L < IZALT>1.5xULN% L < I£T-Bil>ULN

-+ Cr>1.6 (&) . Cr>1.9 (BM4) X772 LeGFR>30THNILTETIZBRAELE L LA



1. X DOPICOIX A Intervention/Control

| Tocilizumab 162 mg &K Fi¥ + PSLAAR
C 77+ 8AET:E + PSLAAR

- TocilizumablZ DU T
Tocilizumab/ 7 Z € RIF0EHA 168 F T&ES L # N LAFEIZH 1E
BEPEBEDOERICHHIH BT LELEIE TR S &



1. X DOPICOIX A Intervention/Control

. — Table 1. GC tapering regimen
PSL(/\_ " L\T Study week GC dose (mg) /day
ﬁﬁit%tﬂ'able 1D [/‘\/)( \/0)\1%6) 7___/\0U 77 0 (Baseline) | 20
0:T20 mg/H PR — 1LBETIREHT — LUABEME Toff | e
3 12.5
4 10
5 9
BE AN — IR DOHEE(12, BUEN T | ;
T—NY )L BigICREWHIRA B S 8 :
o . 9 2
— HEFZRLDPITHO-TWBRARELIZDLELSD 10 1
11* 0

*week 11 onwards, until end of study or
relapse




1. X DOPICOIX A Intervention/Control

. : X/H\H__I'O) E#T PSL 5mgj: Efﬁﬁq:ﬁ\ Table 1. GC tapering regimen
BoNELBARTAEORE A <. | R
Endpointﬁﬂ DA I TIZHEHhET- 1 17.5
BERENTETCLESAIEEDLH S i il
- B : °
5 9
PSL%b mgiEsE — BN EF o N/7- o LAR THARID 6 7
sFCREbLL. UL X VEY OR—XATRE, 7 5
ERNAEONAVEEIIEMOMRETHE LERE INY ., | :
AUMAIOBE TR0, UELYAVEBY OR—ZTRE, :
11* 0

. % @,f_@ NSAIDs 7Ld: t‘ @Tﬂ\?ﬁﬁ ‘j:gfl;m' *week 11 onwards, until end of study or

relapse



1. X DOPICOIZ{aI A  Intervention/Control
<HFFT DA >

Baseline(Z v & LMl - SBEET1L) Tocilizumab/ 7 5 R 5T
Screening(F=EUS) 7+ 0—/ERiRT

4w -2w Ow 2W 4w Sw 12w 16w 20w 24w
—

C—> Tocilizumab 162mg/ 7' 2t 8BRK T

s

(+PSLiafm44 12.5~256mg/H) @ 28 DROLCICERCEROTEDIIA.

5%747& %Eéli?‘ok & DFHIE 1T 5



1. X DOPICOIX A Intervention/Control

<tHEZ Dt >

Baseline(Z > & L\t -
Screening(FEES)

SLERIAL) .
Baseline(0w) D& T

~AOERIPSLZAWARR L TW5

C— Tocilizumab 162mg/ 7' 2t 8BRK T
_/\I_ﬁ
(+PSL/A%ER%A 12.5~25mg/H) O PEOILVICEECEROFMDIZ A,

5%747& %E/i\lifok & DFHIE 1T 5



1. X DPICO(ZI{AIA* Outcome

Primary Outcome : 16B% D X557 A4 F7 YV —TOERIEREK

Secondary Outcome
12B% B L U024B%ORTAA4 K7 ) —TOEBEREK
PEIFF F T HAHE
16:E® B L O24LB% O REPSLIH G E
BELMmM X 37 (Visual Analogue Scales: VAS)., FHIEEL2#K& X 37 (VAS)
BEERBAOT(VAS), BBOZHILY (VAS), EEELEXRO7D
HAQ (the Health Assessment Questionnaire Disability Index)
SF-36 (Short Form-36)

|_I_|/\’\
et 1) Arthritis Rheum. 2007 Apr 15:57(3):481-6.



1. X DPICO(ZI{AIA* Outcome

Secondary Outcome -

BEENENIL:

11280704 K7 Y —TOBERENREK

3. Y[Rl # £ TOHAM]

5. 2B D RIEPSLIX5E
1. 16D EBEEERRBERIT
9. 16 BEDFHMESM A I 7
11. 16:8% DHAQ

—aklEd o h L 59% > N7 bEE F)

XDIEHDOBEZITHY 2 & 2HlT 5

(VAS)
(VAS)

2.20B%ORTAA K7 Y —TCOEMENRK
4. 168D RBEPSLIT 5=

6. 24:8#% DESR>20mm/h+% L < [£CRP>0.5mg/dLDE|&

8. 16 %D EELHI X 17 (VAS)
10. 16387 DSF-36



1. X DPICO(ZI{AIA* Outcome

BREDTE
EENEDPMRICER T 2BVCEDOZHIEY A LW &
il S 7= ERIE L EEN A BT

HHEDEE
EENEDOPMROEUEDBF., dhbHbE. BEF/-IdMADEHRAE ZHITY OFF
il S 7= ERIE L EEN A BT

XCRP & ESRIFERIL & NRBRIBLUEMHFM S BV s, BREROEEICSHT




1. X DPICO(ZI{AIA* Outcome

7 I\jjA TV 7 b THD

BFE L ICEHNMRzEATEY
Eﬁﬂﬁ@zﬁi £H5ETADREL

f ) DEFF

XCRP & ESRIFERIL & NRBRIBLUEMHFM S BV s, BREROEEICSHT




2. 7V ZLETEShTWLWB D

random & 25

— W s, e . — g — o g Randomisation and masking
TR LEfENTWAEL YRS XL HIFET R L - i Kneoftwogroupsina

Patients were randomly assigned t

. = =] 1:1 ratio. One specific aspect in PMR-SPARE was the blinding
M—J_ j—jj_/f u I:FI 9% 'T—J_ iy O j:—'l- % Lz G)ﬂﬁ towards acute phase reactants, since inhibition of the IL-6

- 7 X LEIF T A BHR . concealmentE LT LB H ? receptor by tocilizumab would strongly impact CRP and ESR
levels and therefore could indirectly unblind treatment alloca-

| K:ﬁ’f v lzb\ﬂjjz'f L7 L [ 14~BH tion. This could also increase the risk of incorrect rejection of

Supplementary Appendix p46

30. Randomization Procedure web-based computerized

After checking the inclusion and exclusion criteria and after the patients” consent the 5 nd omization a| go rith m % 'fﬁ )EH
study investigator contacts the administrative office (Mrs. Marion Skobek; Phone: N 2|4t | = e <L
+43/1/40400/43070; Email: Marion.Skobek@akhwien.at) for randomization. ——— EP 9% = JH_ j’\ ﬁb\ﬂiﬂl'ﬂﬁ é 7h' %

The web-based computerized randomization algorithm “Randomizer for Clinical Trials”
by the Medical University of Vienna will be used for all centers. Patients will be
randomized in a 1:1 ratio between the tocilizumab and the placebo regimen.
Stratification will be done by center to avoid misdistribution in single centres. An _ HEENMMRO WL DI EfFERIC
independent study pharmacist at each centre, who is not involved in patient = 0| . . e N

management, will obtain and apply the respective subcutaneous medication (study ): }Dj Ht Stratification 75: 7>l ©
drug or placebo). Patients and their physicians will be blinded to treatment. In addition,




3. BaselinelZ[RZEH

Table 1 Demographic and disease characteristics of patients at

Baselinelx[RZH ?
(=AW AELNHDH—-ETIT?
FEAEEIZHEWLA, CRPYEEZEEREBEX 7.

BEAMZ 774 E L TocilizumabE T LESDH ?

ERICHEAEZ ZA[EEOH DR F IS
DETHETINTWEA?

/

(&%)

\

ORsFTENTWNE AFRELTWLWERHLDOLH S

- BEEEFE(OA, CPPD, Bk £, BRYR), RARKRE A &
mimicker& 72 V) 5 3 EZ DOMET L 7R L
+ 2012ACR-EULARSEEX# T K D IEB A BR1E D

=E 70 E1#%80kgiid B AT CRP = 0-3 mg/dL

baseline*

Tocilizumab Placebo
Characteristic N=19 N=17
Age (years) 68.8+9.0 71.1£9.0
Female sex 52.6% 52.9%
Caucasian ethnicity 100% 100%
Weight (kg) 81.7+28.5 72.0+13.9
Body mass index (kg/m?) 26.5+4.5 25.7+3.9
Disease duration (days) at 8+5 6+3
screening
Patients on prednisone 100% 94%
Current prednisone dose (mg) 16.7+£3.9 17.2+£31
Erythrocyte sedimentation rate 24.3+16.4 24.1+18.7
(mm/hour)
C-reactive protein (mg/dL) 1.6+2.4 0.98+1.5
Pain by Visual Analogue Scale (mm) 30.8+26.0 22.8+16.7
Patient global assessment of 30.1+£25.9 26.0+24.4
disease activity by Visual Analogue
Scale (mm)
Heath Assessment Questionnaire  0.64+0.60 0.65+0.61
(0-3)
Short Form-36 physical component 47.7+7.5 45.9+5.2

score (0-100)

*Data shown are means+SD, unless stated otherwise.



3. BaselinelZ[RZEH

Table 1 Demographic and disease characteristics of patients at

Baseline L‘i ﬁ%‘_b\ ? e Tocilizumab Placebo
N=17
71.1£9.0

CRPHA&E K & H2~31E. ESR25< b L & B o
. _ . 72.0+13.9
I 7=72 L. 3BxFI%ABaseline(0w) DR ERF(Z (3 72
=TRESA (TE A EDIEGI TRRABEDOPSLETEED & % o
Qd(ﬁég\—_l- é 17.2+3.1
24.1£18.7
H=HEWL & EDCRP & ESRIGZARHE 28s167
26.0+24.4
Heth Assessment Questionnaire  0.64+0.60 0.65+0.61
(0-3)
Short Form-36 physical component 47.7+7.5 45.9+5.2
score (0-100)

*Data shown are means+SD, unless stated otherwise.



4. € THEEDIRIFH outcomelZ KT TWLBH

| 39 Patients were assessed for eligibility |

ITTRERT A ?
HmiTT
OITT T L
—HEREEZ O ZL D BHL?
(< 2HBZ LD %
(< DA Z 7% 0

i o |
Wi Ob3
IBERER =29/36=0.806
(16 B R DEIEZFTE)
[ 1A~EH

-
\4

36 underwent randomization |

3 were excluded

- 1 withdrew informed consent
- 1 had latent tuberculosis

- 1 had elevated liver enzymes

19 assigned to tocilizumab weekly plus
11-wk prednisone taper regimen

17 assigned to placebo weekly plus
11-wk prednisone taper regimen

2 Withdrew
- 2 withdrew informed consent

CHEERITTIZIEDREDNH DD ?

| 17 completed week 12 |

[17 comp‘lreted week 16 |

1 lost to follow up |<—

| 16 compYeted week 24 |

4 Withdrew

-1AE

-2 SAE

- 1 nonadherence to trial regime

l 13 completed

week 12 |

—

1 Withdrew
- 1 excluded due to AE

I 12 completed

week 16 |

— | 1 lost to follow up |

| 11 completed

week 24 |

Primary Outcome (16 COEHIZENKZK) D
BT ClEE NN B DERIEIC

2019, 17% AL TH Y.

ITTE WZ S




4. &TD %%d)iﬁ)mﬁ‘outcomek}iﬂyé S 1’LT WLW3hHh

| 39 Patients wer

sed for eligibility | [ 3 were excluded

lTT%:TTb Figurel—& EA39 A T, o err
OIT ZDITEAEGBBAN

CriteriaZzim7- L CEITIF I NTUW 3

3900 & 5 2 EB(PMRE ZHTIZENTH DD
KEFZE DR 12 1Z EDS S 1 - =556 D
BUS D WTEED HIE,
NEZ UMD STICHERD S L7 L

mE: 2I($H019, 1TEEALTHY, ITTEVZ 3




5. RAX VY (&) shTWwah?

Randomisation and masking

S8 (e \ SH A\ D Patients were randomly assigned to one of two groups in a
NAF YT ( = @Qﬂf) SNTVLDIE .:.&75 ] 1:1 ratio. One specific aspect in PMR-SPARE was the blinding
Q:EE, ZhE @M A GEE) =E7E towards acute phase reactants, since inhibition of the IL-6
receptor by tocilizumab would strongly impact CRP and ESR

QOutcomeEiFﬁﬁi% .7__ — X ﬁjqjﬂl‘ﬁ' % levels and therefore could indirectly unblind treatment alloca-
_ . tion. This could also increase the risk of incorrect rejection of

BrE (=% [1°”F [—& the null hypothesis on the primary outcome of glucocorticoid-
1A SN I free remission if acute phase reactants were part of this assess-
)= 7@_{7’3‘ L L& @é'ﬂ:’xﬂ ie  [IANAA ment. The investigators and clinical assessors in the trial were

therefore not only blinded to the treatment allocation, but also
to the results of CRP and ESR, as well as to other laboratory
markers that may have unblinded the group allocation, such as
fastmg lipids and liver enzymes. A dedlcated laboratory assessor

METHODS BE - NAEME TR

Study design and patients
This is a 24-week randomised,|double-blind,[placebo-controlled,

Vienna). A web-based randomisation algorithm provided by the
Medical University of Vienna was used as described in the study

protocol. Blinding and treatment allocation was performed b
an unblinded study team of the Medical University of Vienna,

data base maintenance and monitoring was performed by the - 43 (/iCRP/ESR% D1 T—XICDOWTH %@é'ﬂﬁ
Coordination Centre for Clinical Studies (KKS) of the Medical *Tocilizuma b{ﬁﬁﬁ Zblindd % 7- 8

University of Vienna. These investigat t involved i i
niversity of Vienna ese investigators were not involved in . %ﬁ”@?ﬁ%'fﬁ%preﬁ”ed > [/T%@é/ﬂg L/7":

any other part of the study.
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Primary Outcome 100% —
1628 8 I 7=
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Tocilizumab®$63.2% (12/1941) E o °
75w RE118%  (2/174) e S
S c 50%
NRTHEAR7Y—BR%EER (p=0.002) €
2 25%
1638 B I Tocilizumabr 144 % 2488 5 T91.7% 2
(11/126) TEEEHHERF S 17- 0%
12 16 24
Weeks
Primary OutcomelZDW T I Placebo I Tocilizumab

Tocilizumab® # v XE1312.9(95%Cl : 2.2~73.6)
_ 0utcome(+) Outcome( )
v Xtb=axd/bxc=12x15/7x2 =12.86
Intervention&f JE
Control&%f C 2 d 15
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t\z\’)iﬂ)ﬁ?ﬁﬁ_; DX 72 DWTEE

WS (CFEE R IEE
BiEiE = (16 BTl Zn#%24BF CTIEBY )
NMABEEDHFRER=3,(a+bh)= ( 0.368 ) =EER

Prednisone free

BB ORAEE -/ (crd)= (0.882) —CER B e O
RR=EER,/CER= ( 0.417 ) I Placebo I Tocilizumab

RRR=1-RR= (0.583) __

ARR=CER-EER= (L0.514)  |IIEEITEd -

NNT=1,ARR=(_1.95))  Control#  [RNEEBE: d 2 c+d 17
P o 22 b+d 14 36




1. fasRk O i

Secondary Outcome 5
__100% - Log Rank p = 0.007
Time-to-event 847 (Kaplan-Meier#t &%) C. % o
DEEHRE CORBEBEIIONTS g "
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TocilizumabZt T (Log Rank p=0.007) s 50% -
>
- § S 25% -
FEIBEHRF COHEFEIHIL te
Tocilizumab®t130H (£13) O 0%
o Tocilizumab |19 18 17 14 11 1 9
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Secondary Outcome

©
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752 RBTI3Bmg  (QR861-1244) (p=0.003) 2§
3 &
243BR D RHEPSLIE S B 0 skl §g %0-
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AXCIEIREDORBPSLIKEEDEHEZ KT —(O— Placebo —@— Tocilizumab



1. a2k D i

Table 2 Secondary endpoints in the intention-to-treat population

Testing hierarchy Secondary endpoints* Tocilizumab Placebo P value
1 Proportion of patients in glucocorticoid-free remission at week 12 57.9% 17.6% 0.02
2 Proportion of patients in glucocorticoid-free remission at week 24 57.9% 17.6% 0.02
3 Time to first relapse (days; meanSE) 130 (£13) 82 (x11) 0.007
4 Cumulative prednisone dose at week 16 (mg) 727 (721-842) 935 (861-1244) 0.003
5 Cumulative prednisone dose at week 24 (mg) 781 (721-972) 1290 (1106-1809) 0.001
6 Proportion of subjects with increased ESR (>20 mm/hour) at week 24 21.1% 47.1% n.r.

or 42.1% 52.9% n.r.

Proportion of subjects with increased CRP (>5mg/L) at week 24
7 Pain by Visual Analogue Scale (mm) at week 16 12.0 (4.0-29.0) 15.0 (1.5-45.5) n.d.
8 Patient global assessment of disease activity by Visual Analogue Scale (mm) at week 16 8.0 (3.0-25.0) 16.0 (3.0-50.0) n.d.
9 Evaluator global assessment by Visual Analogue Scale (mm) at week 16 2.0 (0-6.0) 5.0 (1.0-30.0) n.d.
10 Short Form-36 (Physical Component Score) at week 16 56.3 (48.8-61.0) 46.9 (42.2-49.8) n.d.
" Health Assessment Questionnaire (0-3) at week 16 0.0 (0.0-0.5) 0.88 (0.13-1.13) n.d.

n.d., not done; n.r,, not reported.
*Data shown are medians and IQRs, unless stated otherwise.
CRP, C-reactive protein; ESR, erythrocyte sedimentation rate.
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bzl s Secondary OutcomelZ D W T D EE IR E

Testing hierarchy Secon

; 1.12B#OXT04 K7 —TOBEEER: g
5 2. 2B DX THA K7 Y —TODERERN: 0.007
4 : 3. e B £ TOHEAME 0.003
: ~ 4. 16:B% D RBEPSLIRS & 0.001
5. 24:B% D BEPSLIE 52 o
7 —  TocilizumabBE TREN & H - 7- =
§ 6. CRP/ESRO & 9
10 — BEELL, LBOEFEELRBEIZITHhNTULZARL nd.

"

n.d., not done; n.r., not repo
*Data shown are medians and IQRs, unless stated otherwise.
CRP, C-reactive protein; ESR, erythrocyte sedimentation rate.
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S d fe ty Table 3 Safety over the 24-week trial period
. 755:_%%%% & <1OOA$ ZV) 7!—_ U ) Variable Tocilizumab (n=19) Placebo (n=17)
/L,\ [
. . - Duration in trial patient-years 8.2 6.3
TOC|I|zumab%$T4906 / / 7‘&7,'_\gif5550 Patients with >1 adverse event 16 (84) 14 (82)
(AE)—no. (%)
. = . R A o - No. of events 40 35
/EF_ 0) =2 ﬁ $%Q j: GEAES EE_ 71 75\‘ E’% 73\ :E) DI 73\ L Rate per 100 patient-years (95% Cl)  490.6 (468.9 to 523.2) 555.0(531.9 to
TocilizumabZD63% / 75 £ REED35% o . L
Patient with AE according to system organ class—no. (%)
Infection 12 (63) 6 (35)
o N === Musculoskeletal or connective- 0 7(41)*
E =S 79\ 7% = %%Q tissue disorder
Tocilizuma bﬁi 1,@[ (%]‘J H%EH ﬁ'ﬁ) Gastrointestinal disorder 3 (16) 4(24)
Malignancy 0 0
J o /—J_\ E$5'T§]J (HZ',’E:JQ “I“ :? Hﬁ// J_I_ @ 2@“ j:'f7|(’E'\ Patients who withdrew from trial 0 3(18)
because of AE—no. (%)
AASZ N , 1L 5 , \ Patients with serious AE—no. (%) 11 (5) 5t (29)
fi JERRZNE TR, OB FEE, GCAFIE)
Serious infections 0 0
. 70 3 + /_J_: D 5 _6 ZT@J Lj: Tﬁ—ﬁ- IZIZI _|J: (JEI¢§H}%;\FH\ RA%E) *Muscyloske!etal rgports not related to polymyalgia rheumatica disease activity by

discretion of investigator.

Q! e o — S, ]~ e i~ tOne patient in the tocilizumab group had a serious AE (retinal detachment)
ﬁ /ﬂ: ¥L/ j_ J A7 :\F e /’b\ﬁjj *E;EE//L:\ iﬂé% 73\ [-/ and five patients in the placebo group developed serious AEs leading to hospital
- admission (one pancreatitis, one duodenal ulcer, one diarrhoea (not related to an
Ttt@J 7Ld~ L/ infection), one heat stroke, one suspected giant cell arteritis).
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S d fe ty Table 3 Safety over the 24-week trial period
. 7% E%% %L‘\ ﬂ:& (1 OO A E ZF) 71—: I ) ) Variable Tocilizumab (n=19) Placebo (n=17)
Duration in trial patient-years 8.2 6.3
TOC|I|zumab%$T4906 / 7o§‘b/j_\gif5550 Patients with >1 adverse event 16 (84) 14 (82)

35

%ﬁm/ﬂﬂ FlEﬁT\\ j:/L,\ :)éi\ﬁ{t%%m:¥L 7"d: t‘\d)::'éli% I3 7'3: SIS
a%c:ﬁ%%% 7Ld: 75\’) 7LC \ 6 (35)

7(41)*

TocilizumabZt CREEN % WMEM 1L H 5 o3

0
3(18)

because of AE—no. (%)
{‘H_jJ 3'5 AT N 'l‘i—Fm, /B\H}?ﬁy}\(é’[fﬁ, G CA%E) Patients with serious AE—no. (%) 11 (5) 5t (29)
Serious infections 0 0

G PR *Musculoskeletal reports not related to polymyalgia rheumatica disease activity by
7l( H}E ’)F:ﬁ jj‘-:'{'—-E_> discretion of investigator.

tOne patient in the tocilizumab group had a serious AE (retinal detachment)

- 77RO S B2 RS 1L (5
Sy Varanlpgw — S, AN \ <
) /% /ﬂ: = ¥L/ j_ A7 :F e /’b\ﬁjj *E;EE/’L:\ iﬂi% 7:—5* [-/ and five patients in the placebo group developed serious AEs leading to hospital
admission (one pancreatitis, one duodenal ulcer, one diarrhoea (not related to an

%t@] 7Ld: [/ infection), one heat stroke, one suspected giant cell arteritis).
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