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CLINICAL SCIENCE

Tocilizumab in patients with new onset polymyalgia
rheumatica (PMR-SPARE): a phase 2/3 randomised
controlled trial
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ABSTRACT NUMBER: 1676

Sarilumab in Patients with Relapsing Polymyalgia
Rheumatica: A Phase 3, Multicenter, Randomized, Double
Blind, Placebo Controlled Trial (SAPHYR)
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PMR®D BEIZEE T Srecommendation

2015 Recommendations for the management of
polymyalgia rheumatica: a European League Against
Rheumatism/American College of Rheumatology

collaborative initiative . Eﬁglﬁﬁ PS L?ﬁ%i 12.5-

Patient fulfilling PMR case definition (primary or secondary care) 2 5 m g / E 'ts 5‘&‘ gﬁ Fﬁﬁ llé‘

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 - 4- 8 :’@ T PS Lmﬁ 1 O m g/ E 35 T 5@%

Start oral prednisone equivalent
12.5-25mg/day*:
+

nsider MTX if at high risk for side effect
relapse and/or prolonged therap:
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Confirmation of PMR = 332;?;

- BHERVCERO VR INE WSS,
BRICERAMY £ D GIHEIC
MTX 7.5~10mg/wTEA

Gradual tapering of
glucocorticoids®

Taper prednisone
until discontinuation™ 1.2

I Consider i.m. methylprednisolone
as an alternative to oral ﬁ

prednisone®

Ann Rheum Dis 2015; 74: 1799-807.
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Ann Rheum Dis 2004; 63: 1279-83.
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Results

== e &2
BEE=
Placebo Rituximab
(n=24) (n=23)
Age, years 67 (10) 64(9)
Sex
Female 13 (54%) L
Male 11 (46%) 12 (52%) i i
Ethnicity White 24 (100%) 23 (100%) - %1% Placebo®f 1944 (79%). RTXE 1944 (83%) |
BMI, kg/m’ 27 (24-30) 28 (24-31) i s i
i . A Placebo®$ 5#(21%). RTXE 44(17%)
Recently diagnosed 19 (79%) 19(83%) E i
Relapsing disease 5 (21%) 4 (17%) L, i
CRP at diagnosis, ma/l 32 (22-55) 20 (15-41) i C RP . i
ESR at diagnosis, mm/h 44 (32-71) 44(30-61) E Placeb0%$ 3.2(2.2'5.5)mg/d|_ E
Pre-treatment PMR t 12(8-23) 12 (7-26) i ) i
e’ © . RTXE  2.0(1.5-4.1)mg/dL 5
PMR-AS® 22 (34) 1801 E i
Cumulative glucocorticoid dose 115 (0-380) 150 (15-300) i E
before indusion, mg (IQR) i o P M R—AS i
e | Placebolt 2245 s
AS=PMR activity-score. *PMR-AS is calculated as follows: CRP (mg/dL) +( : > i
stiffness i‘:u nl'n\::\sy:(c)(-)lr)eo elevationlilfz;:er Iimrs (?an;: 0-3) +‘\‘/1A95 for pari'r:wImg i RTX%i 1 8 /I\E\\ i
{range 0-10) + VAS physician’s global (range 0-10). {For recently diagnosed e e e e e e e e e e e e e |
patients only and converted to prednisolone dose equivalent.
Table 1: Baseline characteristics




Results :
Primary and secondary outcome

Placebo (n=24) Rituximab (n=23) Effectestimate pvalue

Glucocorticoid-free and remission” 5({21%) 12 (52%) 2:5(1.0-6.0) 0.036
Remission® 14 (58%) 18 (78%) 1-3(0-9-2.0) D21
PMR-AS week 52 72(37-175) 42(23-72) NA 0-046
CRP, malL 3(2:5) 3 (1-4) XA .= ............................................. \ ................................................................ '-H ....................................... 5
Morning stiffness duration, mins 25 (4-60) 10 (D-30) NA 0-056 o x 7__ O /r F 7 IJ - Eﬁg@ %% 0) %“é ‘j: RTX£¥
Patlénts pain VAS, 0-10 3.0(13-5-8) 1.8 (0.7-5-0) NA 027 75‘ g L\ (RR 2. 5(1 -0'6.0), p=0.04) :
Physicians’ VAS, 0-10 2.0(0-0-3.7) 10(00-20) NA 012 0
Relapsing patient week 21-52 14 (58%) 12 (52%) NA 077 RTX£¥ 1 2 % ( 5 2 /0 )
Glucocorticoid <5 mg/day 21 (88%) 20 (87%) 099 1.00 0

2 o Placebo® 5% (21%)
Cumulative glucocorticoid dose 2302 (1595-2881) 1595(1275-2260) NA 0.044
Week 0-52, mg E - R \
EQ-5D-SL, utility score at 071(0.65-077) 071(0:63-077) NA 0.87 : * 5 2 JE O) P M R AS ‘j: RTX£¥ 75 1& L

sk 521 RTXE 4.2 (IQR 2.3-7.2)
Methotrexate use 4(17%) 2(9%) 35.5121_2.53) 0-67 Placeboﬁ 72 (IQR 37_175)

Any adverse events, total number 10 8 085 073
of events (0-29-2:38)

Total number of patients with 8 (33%) 7 (30%) 091 1-00 ¢ PSL 5mgu—Fo);§\%(i Zlﬁ-c\\lj:RTXEio)?.j_
et ol s A% (RTX 100%, Placebo 54%)

Data are n (%) or median (IQR). Effect estimates are either risk ratios for proportions or incidence rate ratios per patient
per year for total number of adverse events. PMR-AS=polymyalgia rheumatica activity-score. CRP=C-reactive protein
VAS=visual analogue scale. *Remission is based on the PMR-AS, which is calculated by CRP (mg/dL) + (morning

stiffness in min) x 0-1) + elevation of upper limbs (range 0-3) ‘VAS for pain (@nge 0-10) +VAS physi_cian's global ¢ PS L 5 m g u —F O) % % (j: 5 2 5@ -G (j: RTX E¥ -
(range 0-10). A PMR-AS of less than 10 was considered in remission or low disease-activity. {Data missing forone P I a Ce b OE¥ -—G (i (i‘ |E| l: ( RR 0 . 9 9 (O . 8 O _ 1 . 24) )

patient in the placebo group.
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Table 2: Primary and secondary outcomes for rituximab versus placebo treatment 1 year after infusion




Results

NEDHTRIXEBEOANRTAOA K7 —BEE LAOT LY

Subgroup Analyses Risk Ratio [95% C1)

proup 1: Disease Phase

Recently diagnosed . L o { 3.67 [1.21-11.09]
Relapsing ; - i 0.63 [0.08 - 4.65]
Subgroup 2: Sex
Female ' e 4 1.18 {0.30 - 4.72]
Male L 2 { 4.13(1.13-15.07]
Subgroup 3: CRP at diagnosis
CRP < 25 mg/dlL ' s 2 y 1.67 [0.42 - 6.59]
CRP 2 25 mg/dl b ° 4 3.39{1.11 - 10.33]
Subgroup 4: BMI at diagnosis
BMI < 25 kg/m2 ' . 4 1.29 |0.37 - 4.53]
BMI = 25 kg/m2 - e 4 4221108 -16.45)
Subgroup 5: Age at diagnosis
Age < 63.6 years b - L -t 1.83/0.41-8.11]
Age 2 63.6 years ' s 4 { 3.15[1.10 - 9.06]
Primary analysis ' ° ‘ 2.50 [1.05-5.99]
0.07 0.05 0.14 037 1.00 2.70 7.25 19.68

Risk Ratio {log scale)
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Results
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Displayed are median points per treatment group with vertical bars showing IQR.



Results

BESRICEZRDGE, -1

Placebo  Rituximab AEER
Osteoporosis related 0 1 E RTX#: 844 (35%)
Cardiovascular 1 1 E Placebo®t 104 (42%)
Infectious 6 2 i
R —— . y (R 0.85(0.29-2.38). p=0.73)
Total adverse events 10 8
Data are number of adverse events. There were two patients in the placebo group E . @%ﬁ
with two adverse events and one patient in the ntuximab group with two adverse i
events. The one serious (infectious) event that occured (in the placebo group) is E RTXE HHV(24). BB=EX(14)
incorporated in the table i
' Placebo®* ,
Table 3: Adverse events during the extension period | '
HHV(148), BEE=ER(148). PREGREZRIE (1 %)\

B (14). COVID-19R% 2 (24)
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Limitation
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