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Table 3. Safety of ICls in each preexisting autoimmune disease*

Total Psoriasis or PsA RA IBD Lupus PMR/GCA SPA
(n=112) (n=31) (n=20) (n=14) (n=17) (n=17) (n=05)
Flare of preexisting autoimmune 79 (77) 25(81) 14 (70) 9 (64) 3(43) 6 (86) 3(60)
disease or other IRAE
Flare of preexisting autoimmune 5347) 21 (68) 12 (60) 7 (50) 1(14) 3(43) 2 (40)
disease
Same flare features as usual 43 (84) 17 (81) 11 (100) 7(100) 0 (0) 1(33) 2 (100)
CTCAE grade 1-2 35(70) 16 (80) 10 (91) 1(14) 1(100) 2 (67) 1 (50)
CTCAE grade 3-4 15 (30) 4(20) 1(9.1) 6 (86) 0(0) 1(33) 1(50)
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Pre-existing Matched non- p value
rheumatoid arthritis  rheumatoid arthritis
cases (n=387) comparators (n=203)
Demographics, lifestyle, and comorbidities
Age, years 72-0 (63-1-77-6) 712 (63-2-76-9) 0.55*
Sex 0-71%
Female 52 (60%) 126 (62%)
Male 35 (40%) 77 (38%)
Racet 0-96
White 31 (93%) 187 (92%)
Black 3 (3%) 7 (3%)
Asian 1(1%) 2 (1%)
Calendar year 2018 (2017-19) 2018 (2017-19) 0-42*
Smoking status 0-56
Never 24 (28%) 51 (25%)
Past 57 (66%) 130 (64%)
Current 6 (7%) 22 (11%)
Smoking pack-years 20 (0-40) 20 (0-40) 0-90
Body-mass index, kg/m?*t 25-8 (22-0-29-4) 26-0 (23-:3-31-0) 0-065
8 (3-10) 0-44

Charlson Comorbidity Index 8 (6-9)



Pre-existing

rheumatoid arthritis

cases (n=87)

Matched non- p value
rheumatoid arthritis
comparators (n=203)

Cancer characteristics

Target of immune checkpoint inhibitor 0-94*
[ PD-1 80 (92%) 188 (93%) )
PD-L1 4 (5%) 9 (4%)
CTLA-4 1 (1%) 1(<1%)
Combination 2 (2%) 5(2%)
Type of cancer
Lung 43 (49%) 114 (56%) 0-29*
Non-small cell 41 (47%) 112 (55%) 0-21*
Small cell 2 (2%) 2 (1%) 0-27*
Melanoma 21 (24%) 50 (25%) 0-93*
Genitourinary tract 6 (7%) 12 (6%) 0-75*
Gastrointestinal tract 3 (3%) 6 (3%) 0-27*
Head and neck 4 (5%) 7 3%) 0-22%
Haematological 3 (3%) 3 (1%) 0-19*
Brain 2 (2%) 5(2%) 0-32*
Othert 5(6%) 6 (3%) 0-25%
Cancer duration, years 0-9 (0-1-2-4) 0-6 (0-1-1-9) 0-66
Previous chemotherapy 53 (61%) 91 (45%) 0-012
Previous hormonal therapy 1(1%) 4 (2%) 0-36
Previous radiation 48 (55%) 71 (35%) 0-0014
Previous stem-cell transplantation 2 (2%) 2 (1%) 0-27
Previous CAR-T therapy 0 1(<1%) 0-70
Previous chemotherapy, hormonal therapy, 53 (61%) 94 (46%) 0-023

radiotherapy, stem-cell transplantation, or CAR-T
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Pre-existing Matched non-
rheumatoid arthritis rheumatoid arthritis

cases (n=87) comparators (n=203)
(Continued from previous page)
Rheumatoid arthritis characteristics
Rheumatoid arthritis duration, years 9-4 (4-6-16-5)
Seropositive 49/71 (69%)
Positive for anti-cyclic citrullinated peptide 35/57 (61%)
Positive for rheumatoid factor 37/58 (64%)

Most recent disease activity within 1 year of index date

Remission
Low
Moderate
High
Glucocorticoid
Prednisone dose, mg per day
Any DMARD
Any conventional synthetic DMARD
Methotrexate
Hydroxychloroquine
Any biological or targeted synthetic DMARD
Tumour necrosis factor inhibitor
Bone erosions or deformities
Interstitial lung disease
Rheumatoid vasculitis
Sjogren’s syndrome

Felty syndrome

29/68 (43%)
25/68 (37%)
11/68 (16%)
3/68 (4%)
57 (66%)
10 (5-26)
40 (46%)
31(36%)
19 (22%)
11 (13%)
22 (25%)
10 (11%)
27 (31%)
13 (15%)
1(1%)
0
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Deaths Person- Incidence rate per Unadjusted
months 1000 person- hazard ratio

months (95% Cl)  (95% Cl)

Multivariable*
hazard ratio

(95% Cl)

All patients (coprimary analysis for mortality)

1609  373(27:9-467) [ 1.22(0-90-1-65)

Pre-existing rheumatoid 60
arthritis cases

Matched comparators 127
Received baseline DMARDs

Pre-existing rheumatoid 33
arthritis cases

Matched comparators 538
Did not receive baseline DMARDs

Pre-existing rheumatoid 27
arthritis cases

Matched comparators 69

R T =

4538  28.0(23-1-32:9) ( 1(ref)

116 (0-86-1.57)

1 (ref)

593 55-6 (36-6-74-6)  1.66 (1-10-2-49)

2175 26-7(19-8-33-5) 1 (ref)

1015 266 (16:6-36:6)  0-90 (0-58-1-41)

2363  29-2(223-36:1) 1 (ref)

(2= 1L 758 L

1.43 (0-94-2-18)

1 (ref)

0-92 (0-59-1-45)

1 (ref)



Patients Person-
with months
immune-

related AEs

Incidence rate per Unadjusted Cox  Multivariable*  Unadjusted Multivariable*

1000 person- hazard ratio Cox hazard ratio competing risk competing risk

months (95% Cl)  (95% Cl) (95% Cl) subdistribution subdistribution
hazard ratio (95% Cl) hazard ratio (95% Cl)

All grade immune-related AEs (coprimary analysis)

Pre-existing rheumatoid 53 583
arthritis cases

Matched comparators 99 2475
Grade 3+ immune-related AEs

Pre-existing rheumatoid 12 1394
arthritis cases

Matched comparators 30 4041

Il

90-9 (66-4-115-3) [ 1-63 (1-15-2:31)

1.72 (1-20-2-47)

1-85 (1:30-2-62)

2.02 (1-41-2-89)

40-0 (32:1-47-9) | 1 (ref) 1 (ref) 1 (ref) 1 (ref)
8.6 (3-7-13-5) 0-96 (0-49-1-88) 1-06 (0-53-2:12)  1.03 (0-52-2.03) 1-24 (0-60-2.53)
7-4 (4-8-10-1) 1 (ref) 1 (ref) 1 (ref) 1 (ref)
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Patients ~ Person- Incidencerate per UnadjustedCox Multivariable*  Unadjusted Multivariable*
with months 1000 person- hazard ratio Cox hazard ratio  competing risk competing risk
immune- months (95%Cl)  (95% Cl) (95% Cl) subdistribution subdistribution
related AEs hazard ratio (95% Cl) hazard ratio (95% Cl)

All grade immune-related AEs, excluding rheumatoid arthritis flare and inflammatory arthritis events

Pre-existing rheumatoid ~ 26 1042 250(154-345) ( 056(036-087) 058(037-092) 058(037-0-92)  0-62(0-39-0-98)

arthritis cases

Matched comparators 99 2484 39:9(32:0-47-7) \ 1(ref) 1 (ref) 1(ref) 1 (ref)

Grade 3+ immune-related AEs, excluding rheumatoid arthritis flare and inflammatory arthritis events

Pre-existing rheumatoid 11 1406 7-8(32-12:5) ( 0-87(0-43-174) 0-96(0-47-1.96) 0-93(0-46-1.87) 111(0-53-2-32)

arthritis cases

Matched comparators 30 4041 7-4(4-8-101) | 1(ref) 1 (ref) 1 (ref) 1 (ref)

PAN

>grade DIrAED FHIE © RATBEE TG W
SF (grade 3L E ) irAEDFIE © ZH 75 L

Tulll




RA flare/IAZ RN 7o

[ Excluding rheumatoid arthritis flares and inflammatory arthritis events J

All grades 26 (30%) 99 (49%) 0-0029 | AN
Grade 3+ 11 (13%) 30 (15%) 0-63 IrAE D FEFELL
Median numberofallgrade 0 (0-1) 0 (0-1) 0-0018

immune-related AEs*

Median numberofgrade3+ 0 0 0-46

immune-related AEs

Exactly one immune- 17 (20%) 57 (28%) 0-13

related AE

Two or more immune- 9 (10%) 42 (21%) 0-034

related AEs

Specificimmune-related AE types

Rheumatoid arthritis flare (for cases) or inflammatory arthritis (for
comparators) RA flare/IAD FFE X
| All grades 42 (48%) 14 (7%) <O-0001/

Grade 3+ 2 (2%) 0 0-089
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Cumulative incidence of all grade immune-related AEs
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