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Convergence

Draft ACR 2020 Pharmacologic Treatment
Recommendations for RA

Overview

* DMARD naive with mod-high disease activity
* DMARD naive with low disease activity

* Administration of MTX

* Rx for patients not at target

" Tapering

* Specific populations

Glucocorticoids

> DMARDs without short-term (<3ms) GCs conditionally
recommended over DMARD + short-term GCs

" DMARDs without longer-term (=3ms) GCs strongly
recommended over DMARD + longer-term GCs




Administering MTX onvergence

" When starting, oral conditionally recommended over SC

' If not tolerating oral, split dose or SC or increase folic acid,
conditionally recommended over switch to new DMARD

' If not a target on oral, switch to SC MTX conditionally
recommended over add/switch to new DMARD

Modification of DMARDs Converﬁence

On maximally tolerated doses of MTX:

add biologic or tsDMARD conditionally recommended
over add HCQ + SSZ (triple Rx)

On biologic or tsDMARD:

switch to biologic or tsDMARD in different class
conditionally recommended over same class




Tapering if at Target for >6ms ConverEence

Continuation all DMARDs at current dose conditionally
recommended over dose reduction

Dose reduction conditionally recommended over gradual
discontinuation (i.e. gradually reduce dose - stop)

Gradual discontinuation conditionally recommended over
abruptly stopping

Patients Who Want to Discontinue (OI'IVEI'EE

On triple therapy:
Gradual discontinuation SSZ conditionally recommended
over HCQ

On MTX + biologic or tsDMARD:

Gradual discontinuation MTX conditionally recommended
over biologic or tsDMARD




Hepatitis B

Prophylactic antiviral Rx strongly recommended:
anti-HBc+ starting RTX (even if HBSAG-)
HBsAG+ starting any biologic or tsDMARD

Frequent monitoring conditionally recommended:
anti-HBc+ and HBsAG- starting non-RTX biologic or tsDMARD

Persistent Hypogammaglobulinemia without Infection

On RTX and at target:

Continue RTX conditionally recommended over switch
to different biologic or tsDMARD

Previous Serious Infection (within 12ms)

Mod-high disease activity:
add/switch of DMARDs conditionally recommended
over start/increase dose GCs

Mod-high disease activity despite csDMARD monoRx:

add csDMARDs conditionally recommended
over start biologic or tsDMARD
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y o ) Placebo Tocilizumab Outcomes
Efficacy of Tocilizumab in (n=82) (n=161)
Patients Hospitalized with Covid-19 : Primar
Age (median) 56.5 Y
John H. Stone, M.D., M.P.H., for
The Boston Area COVID Consortium (BACC) Bay Male (%) 55% 60(%
Tocilizumab Trial Research Group E - —
Hispanic ethnicity (%) 48% 43% Secondary (both time-to-event)
BMI 2 30 kg/m? (%) 51% 50%
Diabetes (%) 37% 28%
—— Tocilizumab —— Placebo 100—
A Mechanical Ventilation or Death
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Days since Enrollment Days since Enrollment
No. at Risk No. at Risk
Tocilizumab 161 148 145 144 144 Tocilizumab 138 58 34 27 24
Placebo 81 72 71 70 69 Placebo 66 27 14 11 10




ABSTRACT NUMBER: 1445 « ACR Convergence 2020
Citrulline Reactive B Cells Are Present in the Lungs of Risk RA and Early
Untreated RA

Vijay Joshua', Malena Loberg-Haarhaus?, Akilan Krishnamurthy!, Meng Sun®, Christina Gerstner?, Aase
Hensvold”, Khaled Amara’, Lena lsraelsson’, Ragnhild Stalesen®, Bence Rethi’, Magnus Skald’, Johan

Grunewald', Heidi Wahamaa , Caroline Gronwa I, Vivianne Malmstrém® and Anca Catrina”, 'Karolinska

Higher proportion of CD19+ B cells are present in ACPA positive individuals (Risk RA and

Early RA)
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Dr Joshua presents that citrulline-reactive B cells producing pathogenic ACPAs are present
in the lungs of seropositive patients with arthralgia or early RA. Supports lung as key site
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Earty DAS response after DMARD-start increases probability * Understanding SDFR-development: is DAS-course related to SDFR?

of achieving sustained DMARD-free remission in RA )
* Can SDFR-development be predicted by DAS-course?

Treatment Prompt csDMARD-treatment (MTx first choice)
DAS-steered adjustments 22005

Tapering/Discontinuation of all DMARDs (incl. GCs) when DAS<2.4 and no clinical arthritis
Marloes Verstappen

Department of Rheumatology Outcome Sustained DMARD-free remission (SDFR)

LEIDEN UNIVERSITY MEDICAL CENTER " = absence clinical arthritis for min. 1y after DMARD-stop & entire follow-up thereafter
(SDFR+/- categorized after 7 years of follow-up)

SDFR-group: significant stronger DAS-decline within the first 4 months. ACPA-negative RA ACPA-positive RA
31.8% achieved SDFR (after median 3.2y) 4.3% achieved SDFR (after median 3.3y)

Disease activity score (DAS)

Disease acivity score (DAS)

Disease activity score (DAS)
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* Statistically significant different course of DAS between the SDFR-group and non-SDFR-group
SDFR-group: significant stronger No differences in DAS-course
DAS-decline in first 4 months between both groups
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To examine the frequency of non-progression to clinical
inflammatory arthritis (I1A) in patients with subclinical synovitis,
also after considering the 2010-criteria.

Subclinical synovitis in arthralgia: how

often does it result in clinical arthritis?
Reflecting on starting points for DMARD-treatment

Patient selection Arthralgia-patients from three independent Dutch cohorts
Cohort 1 n= 166 (SONAR, Rotterdam)

Cleo Rogier Cohort 2 n= 473 (CSA cohort, Leiden)
Department of Rheumatology Cohort 3 n= 162 (arthralgia cohort, Amsterdam)
Erasmus Medical Center
Measurement Determination of subclinical synovitis with ultrasound(US) (cohort 1 & 3) or MRI (cohort 2)
US subclinical synovitis; greyscale>2 and/or power doppler>1'
MRI subclinical synovitis; synovitis score 21 by two readers?
All arthralgia patients s 3 3 - (S
— Non-progression to IA in patients with CR
Cohort 1 Cohort 2 Cohort 3 b g Convergence
(n=166) (n=473) (n=162) subclinical synovitis
Age in years, mean 45 44 51
1-year follow-up ACPA-positive 1-year follow-up ACPA-negative
Female, % 82 77 74
Symptom duration in 29 19 57
weeks, median
TiC44, median 5 5 1 El No |A development Wl No IA development
('false positives') (‘false positives')
ACPA positivity, % 2 14 56 e e

Presence of local 36 a1 31
subclinical synovitis 2, %

)
2
€
2
=
®
-9
ES

Development of IA 22 15 18
after one-year, %

Cohort 1 Cohort 2 Cohort 3 Cohort 1 Cohort 2 Cohort 3

Conclusion

* ACPA-positivity + subclinical synovitis # clinical arthritis

* 44-68% non progression to IA after one-year

* DMARD-initiation in absence of clinical arthritis = overtreatment



Objectives

* To compare 10-yearstructural progression in patients with SDAI or
DAS28 remission to patients with SDAI or DAS28 LDA in cohort ESPOIR

Impact of targeting remission or low disease activity

on 10-year severity in rheumatoid arthritis : data * To compare 10-yearfunctional impairment in patients with SDAI or
from ESPOIR cohort DAS28 remission to patients with SDAI or DAS28 LDA in cohort ESPOIR

PUPONTIULA Results : disease activity assessed by DAS-28

UNIVERSITE = R =
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Results : disease activity assessed by SDAI so1 <10

* Other covariables significantly associated : anti-CCP and baseline bone erosions
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* Other covariables significantly associated : anti-CCP and baseline bone erosions ; h
ime n months

* Other covariables significantly associated : RF, ACPA, bone erosions, corticoids, csDMARDs, bDMARDs

10-year HAQ =

T | Conclusio
nciusion

201 <10%
- * Sustained remission is rare in clinical practice

* Other covariables significantly associated : RF, corticoids, csDMARDs, bDMARDs =L y } : i i

* We observed a clear benefit to target remission instead of LDA in long
term structural progression and functional impairement

* SDAI should be prefered compared to DAS-28



* To investigate the prevalence, incidence, and cause-specific
mortality of RA-ILD among older US patients with RA using
nationwide claims data from Medicare

Convergence

Prevalence, Incidence, and Cause-Specific
Mortality of Rheumatoid Arthritis-
Associated Interstitial Lung Disease
Among Older Patients with Rheumatoid
Arthritis: A Nationwide Cohort Study

Jeffrey Sparks, Yinzhu Jin, Soo-Kyung Cho, Seanna
Vine, Rishi Desai, Tracy Doyle, Seoyoung Kim

Incident RA-LD results (n=499,481)

Median follow-up: 3.0 years/patient (IQR 1.4, 5.7)
Additional 2.7% developed incident RA-ILD

Cause-specific mortality results (n=509,787) \CR
Prevalent RA4LD vs. RA without ILD Convergence

Total of 107,248 (21.0%) deaths
» 3,989 (38.7%) deaths in the prevalent RA-ILD group
* 103,259 (20.7%) deaths in the RA without ILD group

Baseline characteristics (n=509,787?
Demographics, comorbidities, health care utilization Convereence

Prevalent RA-ILD RA without ILD

- . 0,
RA-ILD prevalence: 2.0% (n=10,306) (n=499,481)

Mean age (SD), years 72.7 (6.5) 72.6 (6.8)
Male, % 27 24
Smoking, % 29 16

Asthma, % 27 " Total CVvD Cancer Respiratory Infection Other
COPD, % 56 17 mortality mortality mortality mortality mortality mortality
Mean combined comorbidity score (SD 3.3(3.0 1.2(24 Unadj d

y (E0) (8:9) &4 s;‘j,{‘(‘j;‘;cn 2.36 (2.28-2.45) | 1.42 (1.32-1.54) | 2.08 (1.90-2.27) | 7.08 (6.67-7.51) | 1.89 (1.55-2.30) | 1.78 (1.66-1.90)
Pulmonologist visit, % 94 11
Mean pulmonologist clinic visits (SD) 4.8 (4.7) 0.3 (1.3) sturlitliav?s;??lc(;; 1.66 (1.60-1.72) | 1.01 (0.93-1.09) | 1.56 (1.43-1.71) | 4.39 (4.13-4.67) | 1.19 (0.97-1.45) | 1.30 (1.21-1.40)
Mean physician visits (SD) 32.6 (29.9) 18.5 (17.0)

*Adjusted for age, sex, US region, smoking, methotrexate use, hydroxychloroquine use, TNF inhibitor use, other biologic
or targeted synthetic DMARD use, glucocorticoid use, combined comorbidity score, and number of physician visits.



ABSTRACT NUMBER: 1198

Lifestyle and Clinical Risk Factors for Incident
Rheumatoid Arthritis-Associated Interstitial Lung
Disease Among Patients with Rheumatoid Arthritis

Aim 1. New RA-ILD Predictors Aim 2. Pack-year Threshold -
8 - 8 i
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Dr Kronzer and @jeffsparks
presenting on lifestyle and clinical risk factors for RA-ILD. Obesity, CRP >=10mg/L, poor
function, and high education level appear to be risks. Also threshold pk/yr effect for smoking



https://twitter.com/jeffsparks

ABSTRACT NUMBER: 1199

Prevalence of Subclinical Interstitial Lung Disease
After a Mean Rheumatoid Arthritis Duration of 13
Years: Results from the French ESPOIR Cohort

Dr Juge reports on prevalence of subclinical
RA-ILD as identified by HRCT.

At mean disease duration of 13 years 18.2%
of patients had subclinical RA-ILD

Subclinical ILD with a HRCT
extension of

A <5%: 7 (4.1%)

A 5-10%: 15 (8.8%)

A >10%: 9 patients (5.3%)

Patients characteristics

Female, n (3]

Age at BAonsst ywox5D

Age at HRCT, vjo £ 50

RA duration, years £ 5D

Body Mass Index 2t RA diagnosis, kg/m?® + 5D
Rheumatoid Factors positive, {3
Rheumatoid Factors titers, UymL £ 30

ACPA positive, m (3]

ACPA titers, U/mL £ 5D

Ever smoker, n (%]

Smaking level at RA diggnosis, pack/year £ 50

sharp Score at RA diagnosis £ 5D

ILDY characteristics
Extension < 556
Extension 5-10%

Extension =108
L_ u}
MSIP
indeterminate

RA-nolLD
(n=135)

114 {82.0)
461+ 10.2
587+101

30387 £3542.01
71(67.7)

21534645

_____

0.016
<0.001
<0.001

0.33
0.0829
0.0454
0.0055
0.5417
0.1080
0.1537
0.0773

0.5152

Table 1. Characteristics of the Included patients and RA-ILD




ABSTRACT NUMBER: 2345 Dr Fernandez-Diaz on abatacept in RA-ILD in 263

Abatacept in Rheumatoid Arthritis with Interstitial patients. Abatacept appears safe and effective. Equivalent
Lung Disease: A Retrospective Multicenter Study of to RTX. Good option as s/c admin
263 Patients

100

8 &
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Percentages (%)
Ln
& &

S

. _ B
0 ]
MMRC (n=211} FVC (n=163) DLCO (n=139) HRTC (n=128)

No changes Improvement  W'Woaorsening



Abstr#939

oz Ml SDAI REMISSION WITHOUT DISEASE-
ETANERCEPT OR METHOTREXATE IN PATIENTS WITH

RHEUMATOID ARTHRITIS IN SUSTAINED REMISSION ON

COMBINATION THERAPY: RESULTS FROM A RANDOMIZED
WORSENING AT WEEK 48

Jeffrey R. Curtis,' Paul Emery, Elaine Karis,* Boulos Haraoui,* Vivian P. Bykerk;
Priscilla K. Yen;! Gregory Kricorian,? James B. Chung?

100 - P = 0.006
90 A
80 A
70 -
60 -
50 -

Dr Curtis presents SEAM-
RA RCT of withdrawal of
ETN or MTX in patients
on combo therapy in
sustained remission.
49.5% of ETN mono
retained remission
compared to 28.7% of 40 -
MTX mono, and 52.9% 30 -
who continued combo 20 -
therapy.

P = 0.004*
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Methotrexate Etanercept Combination Therapy
Monotherapy Monotherapy (n = 51)
(n=101) (n=101)




Stable versus Tapered and Withdrawn Treatment
with Tumor Necrosis Factor Inhibitor in Rheumatoid
Arthritis Remission: A Randomized, Open-Label,
Phase 4, Non-Inferiority Trial

Siri Lillegraven, Nina Paulshus Sundiisaeter, Anna-Birgitte Aga, Joseph Sexton,
Inge C. Olsen, Ase Lexberg, Tor Magne Madland, Hallvard Fremstad,
Christian A. Hgili, Gunnstein Bakland, Cristina Spada, Hilde Haukeland,

Inger Mymes Hansen, Ellen Moholt, Till Uhlig, Daniel H. Solomon,

Désirée van der Heijde, Tore K. Kvien, Espen A. Haavardsholm

Randomized
{n=29)

* To assess the effect of tapering and

withdrawal of TNFi on the risk of

flares in RA patients in sustained — :
clinical remission, compared to Stable therapy
continued stable TNFi treatment

(=47}

Allocated to
Half-dose therapy
(n=52)

' Inclusion criteria
RA according to 2010 ACR/EULAR criteria

Remission for at least 12 months, consecutive visits

DAS remission (based on ESR and 44 swollen joints) at inclusion with no
swollen joints

* Stable TNFi/DMARD treatment for 12 months

. . ; Mo . Mi2 ; M24 o M36
Timeline «3S€e0ine_ ... Baveeerresane) Sk — Breesasnnnns o A Extended follow-up__ "
:js';';?nnggs B1 - Stable dose TNFi

remission, stable Imary . .
! ary
TNFi treatment endpoint

1:1 randomization

Primary
endpoint

R B i
60 - Stable TNFi therapy A
=& Tapered TNFi therapy A A~
2
% oo, "
7
-+
=
Q2
4
©
Q- 29
o | ‘ - —‘ . +
100 200 300
Days

1.25+

0.754

=B Stable TNFi therapy

B. Disease Activity Score =& Tapered TNFi therapy

C. Disease Activity Score remission*

100

3
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Patients (%)

2
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Convergence

TOFACITINIB FOR THE TREATMENT OF ADULT

PATIENTS WITH ANKYLOSING SPONDYLITIS:

PRIMARY ANALYSIS OF A PHASE 3, RANDOMIZED,
DOUBLE-BLIND, PLACEBO-CONTROLLED STUDY

Atul Deodhar, MD

Oregon Health & Science University, Portland, OR, USA

Presentation No: L11

Efficacy at Week 16: global type |

error-controlled endpoints

W Tofacitinib 5 mg BID mPlacebo
(N=133) (N=136)

p<0.0001
56.4

p<0.0001

40.6

12:5

Response rate, % (SE)

ASAS20° ASAS40°

LS mean (SE) [N1]

AASDAS®

Tofacitinib
5 mg BID
(N=133)

-1.36 (0.07) [129]

Placebo
(N=136)

-0.39 (0.07) [131]

Convergence

p value

AhsCRP® (mg/dL)

-1.05 (0.10) [129]

-0.09 (0.10) [131]

AASQoL©

-4,03 (0.40) [129]

-2.01 (0.41) [130]

ASF-36v2 PCSe

6.69 (0.59) [129]

3.14 (0.59) [130]

ABASMI-linear method®

-0.63 (0.06) [129]

-0.11 (0.06) [131]

imary Key secondary
] endpoint

AFACIT-F total score®

Data cut-off December 19, 2019; data snapshot January 29, 2020. Efficacy assessments used only on-drug data up to Week 16; efficacy data were final
To control for type | error, endpoints were tested in the following sequence: ASAS20 response at Week 16; ASAS40 response at Week 16; A to Week 16 in ASDAS, hsCRP, ASQol, SF-36v2 PCS, BASMI-linear method, and FACIT-F total score

“Hormal approximation adjusting for stratification factor (bDMARD naive vs THFi-IR or bDMARD use [non-IR}) derived from clinical database via Cochran-Mantel-Haenszel approach was used. Missi

6.54 (0.80) [129]

3.12 (0.79) [131]

response was considered as non-r

response
Shixed model for repeated measures included fixed effects of troatment group, visit, treatment group by visit interaction, stratification factor derived from clinical database, stratification factor by visit interaction, baseline value, and baseline value

by visit interaction; an unstructured covariance matrix was used; missing valuos were not imputed

A,

“Analysis of covariance model included fixed effects of treatment group, stratification factor derived from clinical database, and basetine value; missing values were not imputed
change from baseline; LS mean, least squares mean; N, number of patients in the full analysis set; N1, number of patients with observation at visit; SE, standard error

Efficacy over time up to Week 16 COI]VEI’,QEHCE

[=]
o

(=]
o

Response rate, % (SE)

p=0.0001 p<0.0001

ASAS20 response -e-Tofacitinib 5 mg BID -+Placebo
3o

p<0.0001  p<0.0001  p<0.0001

57.1 Y
51.1 56.4

8 10 1
Time (weeks)

Response rate, % (SE)

| p=0.0548 p-0.0001

AS40 response

(N=136)

p<0.0001  p<0.0001

11.8
5.9

8 10 12 14
Time (weeks)

Data cut-0ff December 19, 2019; data snapshot January 29, 2020. Efficacy assessments used only on-drug data up to Week 16; efficacy data were final
To control for type | error, time points were tested in the following sequence: Week 16, Week 12, Week 8, Week 4, Week 2

Normal approximation adjusting for stratification factor (MOMARD naive vs THF-IR or bOMARD use [non-IR]) derived from clinical database via Cochran-Mantel-Haenszel approach was used; missing response was considered as non-response
N, number of patients in the full analysis set




Lifetime risk of AS in HIBR7 (+) FDRs of AS patients

ACR

Swiss Ankylosing Spondylitis Family Study 1985 Follow-up after 35 yr of 1985 Swiss AS Family Study (Onvemen(e

462 Participants (124 AS Probands and 338 FDR)

358 AS Probands (mNY(+) 76%; HLA-B27(+) 86%; male 68%)
152 HLA-B27(+) FDR >

Mean Age of 672 FDRs of 305 HLA-B27(+) Probands: 26.9%8.2 yr 36 HLA-B27(+) FDR report clinically defined AS/axSpA

* 308 HLA-B27(+) FDR > 14 (4.5%) FDR had AS by mNY (7 males) includi i Family Study)
* 278 HLA-B27(-) FDRs > 0 FDR with AS by mNY > Lifetime Risk for HLA-B27(+) FDR 36/152 > 23.7%"

Mean Age of 83 FDRs of 50 HLA-B27(-) AS Probands: 27.416.0 yr 173 HLA-B27(-) FDR >

* 83 HLA-B27(-) FDRs > 0 FDR had AS by mNY 3 HLA-B27(-) FDR report clinically defined AS/axSpA

> Lifetime Risk for HLA-B27(-) FDR 3/173> 1.7%"

Mean Age in 2019 of all 39 FDR with AS: 58.4%8.7 yr

*p=1.2%10°



Convergence

Structural Entheseal Lesions in
Psoriasis Patients Are Associated

with an Increased Risk of e
Prospective Cohort Study N=90 4.91(2.03 to 11.89) 5.10 (1.53 t0 16.99)
nl any entheseal lesion (%) 24 (26.7) 17 (70.8)
Entheseal lesion grade

Mean (SD) 0.50 (1.18) 1.58 (1.69)

Median (IQR) 0(0-1) 1(0-2)

Total vBMD Intra-articular 1.00 (0.61 to 1.63) 0.46 (0.20 to 1.10)

- -
PSU riasis Entheseal 0.69 (0.44 to 1.11) 0.33 (0.13 to 0.83)
N =gn Cortical vBMD Intra-articular 0.80 (0.50 to 1.28) 051(0.21t0 1.24)

ntraarticular SEEment Entheseal 0.72(0.46 to 1.12) 0.32(0.14 10 0.71)

otal vBMD (mg HA/cm?3), mean (SD)
289.65 (35.70) 285.66 (43.38)

ntheseal segment

otal vBMD (mg HA/cm?), mean (SD)

281.18 (35.42) 255.47!54.52]



Treatment With Selective - The aim of the current analysis was to evaluate the effect of NSAIDs including

Cyclom_(ygenas.e-z Inhlpl_tors IS non-selective and selective COX-2 inhibitors on radiographic spinal progression
Associated With Inhibition of

Radiographic Spinal Progression in
Patients With Axial Spondyloarthritis

Long-term Results From the German Spondyloarthritis Inception Cohort

in patients with axial SpA in a long-term inception cohort.

» 266 patients contributed with a total of 542 2-year radiographic intervals.

1.0
0.90
0.9
05 0.77 p=0.03
selective COX-2 vs.
w 0.68 non-selective COX inhibitors
= 0.7
(=]
=1
W
w 0.6
=
E 05 0.48
[=]
LA
v 0.4
2 Model 1 Model 2 Model 3 Model 4
ig 0a Parameter Reference B (95% CI)* B (95% CI)* B (95% CI)* B (95% CI)*
1
NSAIDs intake No NSAIDs 0.13
(-0.20 to 0.47)
0.2 oo) eSS Non-selective i -0.30
inhibitors inhibitors (-0.58 to -0.01)
0.1 COX-2-selective ) i 0.14

N=113 N=417 N=289 N=128 inhibitors No NSAIDs (-0.35 10 0.63)

o i .21
0.0 !“0'_‘ ?electlve No NSAIDs - - - o
inhibitors (-0.23 to 0.64)

Mo NSAIDs All NSAIDs Mon-selective COX Inhibitors Selective COX-2 inhibitors



Magnetic Resonance Imaging
Characteristics in Patients with
Spondyloarthritis and Clinical Diagnosis
of Heel Enthesitis: Screening Data from
a Phase 3 Trial

X Baraliakos', P Sewerin2, E de Miguel®, C Kleinmond*, A Shekhawat, C
Jentzsch®, A Wiedorf, and F Behrens’ on behalf of the ACHILLES study group

ACHILLES patients had to present with:

Clinical diagnosis of Achilles tendon enthesitis according to swelling and tenderness at
the insertional site of the Achilles tendon into the calcaneus

AND

Heel enthesitis that is MRI-positive according to the investigator's judgment

MRI-positive heel enthesitis in ACHILLES:

Tendinitis and/or bone marrow edema in the area of the
Achilles tendon and/or in the area of the plantar fascia

* Despite clinical assessment of enthesitis, only 56% of the ACHILLES

patients presented with MRI-positive heel enthesitis according to central
reading

* MRI screening results suggest that patients with HLA-B27 are more likely
to be in the MRI-positive group
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Mavrilimumab (anti GM-CSF receptor a monoclonal antibody)
. : tect : Mavrilimumab Significantly Reduced Risk of GCA Flare
REduceS RISk Of Flare and Increases SUStaIned RemlSS|on Ina Primary Efficacy Endpcg)int:Time tz first adjudicated flare by Week 26 (All treated patients)
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Glucocorticoid-induced remission @ 204 ;:t\lne,:t:k\;lﬁt'hﬂ:)e 8(19) 13 (46.4)

required at randomization:
- No GCA signs or symptoms Double-Blind Treatment Period (26 weeks)
- ESR<20mm/hror CRP <1 mgfdL | e,

‘Washout Safety Follow-up
(12 weeks)

- Prednisone20-60 mg per day 0 T T T T T T T T T T T T T 1
Weeks from Randomization: 0 2 4 6 8 10 12 14
‘ ‘Mavrilimumab Patients at Risk, n | a2 | a2 | a2 | a0 | a0 | a0 | a0 a0 39 35 34 28
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Sustained Remission at Week 26
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p=0.0038
Primary Efficacy Endpoint 100% A * >

Time to Flare
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% of Patients

50% -

40% A
30% A
20% A
10% A

Mavrilimumab Placebo
N =42 N=28

Key Point * The rate of sustained remission was 33.3 percentage points higher in the mavrilimumab than in the placebo group



Feasibility of 18F-fluorodeoxyglucose Positron Emission ObjECtiVE con o

Tomography To Monitor the Effect of Tocilizumab on 2]
Vascular Inflammation in Giant Cell Arteritis: 5] P
A Prospective, Longitudinal Study Evaluate the time-dependent effects of tocilizumab on vascular vl e S
inflammation as measured by FDG-PET in an observational cohort of " bl e
Kaitlin A. Quinn, MD patients with GCA <5
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Total (n=25 patients) :; 1 l YEAR 1 J \ YEAR 2
Age (years, IQR) 70.5(63.7-75.9) ]'
Gender (n, % female) 19 (76%) 0 P<0.01
Disease Duration (years, IQR) 15 (0.6-2.4) 0 6 12 18 > 24
Interpretation of PET* (n, % active) 24 (100%) Time (Months)
Clinical Disease Activity (n, % active) 25 (100%)
Temporal artery biopsy (n, % positive) 10 (40%)
LV-GCA (angiographic involvement) 9 (36%)
Both 6 (24%)
Methotrexate 14 (56%) . o . oo
e e o PET Activity with Tocilizumab
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* To identify biomarkers of disease activity in GCA patients treated with prednisone

Mass Spectrometry Identifies Novel Biomarkers
in Giant Cell Arteritis (GCA) monotherapy

- Useful in Patients on Interleukin-6 Receptor Blockade - * To identify biomarkers of disease activity in GCA patients treated with prednisone in

combination with TCZ

Sebastian Unizony, Robert Morris, Johannes Kreuzer, Wilhelm Haas and John H Stone

+ 42 GCA patients with active and inactive disease were analyzed

PRED group TCZ group
Active Inactive Active Inactive
(n=16) | (n=5) | (n=14) | (n=7)
Age, mean (SD) 69 (9) 64 (9) 69 (9) 63 (8) « Accuracy to discriminate active from [
Time of sampling: weeks from baseline, mean (SD) 14 (12) 24 (0) 15 (10) 24 (0) inactive disease of the top 10 biomarkers ] /
Prednisone dose at time of sampling: mg/d, mean (SD) | 19 (23) 0.5(0.5) 10 (11) 0(0) IS 2010 e
3
Tocilizumab weekly dosing, n (%) NA NA 9 (64) 7 (100) ‘ S I (%
% ! ‘ PI16, A -O.t’::
. * Active TCZ-treated patients demonstrated overexpression ‘ B Al B .,
.. Je of multiple biomarkers including haptoglobin, haptoglobin : w33 | | P AUSE QR (% CHO o700
C6° oSERPINA3 precursor, SSA2 and complement factors, and v : :
) o °caa °HP underexpression of peptidase inhibitor 16 R Tl Sl 1 - Spedificity
35
5 o ®pHP
o sORM2 log2 fold change P-value
S 2 PI16 4 Haptoglobin precursor (pHP) 2.3 0.0006
Qo Y .
L . 3 oC4A Haptoglobin (HP) 1.9 0.0001
°) ® ° Serum amyloid A2 (SAA2) 1.6 0.0165 . . . e . o . . o
i ) SAA2 Complement factor4A (CAA) 1 0.0079 A signature of biomarkers classified disease activity status with high accuracy in each
: Q%o Alpha-1-acid glycoprotein 2 (ORM2) 0.8 0.0016 treatment group
B & Alpha 1-antichymotrypsin (SERPINA3) 0.8 0.0001
0 ; P Complement factor 8A (C8A) 0.7 0.0001
0 L Complement factor 5 (C5) 0.6 <0.0001 * Haptoglobin, a readily available laboratory test, may be useful in monitoring disease
? 1 0 1 ? 3 Complement factor 6 (C6) 0.5 <0.0001

Log2 fold change (active/inactive) Peptidase Inhibitor 16 (PI16) -1 0.0055 activity in GCA patients receiving IL-6 blockade therapy




Are we saying goodbye to steroids in AAV?




