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Control group (n = 1,284) PJP group (n=10) Puvalue

Age, median (IQR), y 55.0 (41.0-66.0) 70.5 (65.0-76.0) 0.001
Fernale sex, n (%) 798 (62.1) & (60.0) 1.000
Smaking, n (%) 0240
Mever-smoker 842 (78.2) 6 (60.0)
Ever-smoker 235(21.8) 4 (40.0)
Underlying rheurnatic disease, n (%) o Y
SE 272 (21.2) 1{100) 0698 ° 5 . 1 294I t \J_ I‘
ARV 221 (17.2) 5 (50.0) 0ma * n y
IiM 203 (15.8) 1 (10.0) 1.000
lgA vasculitis/nephropathy 185 (14.4) 0(0.0) 0374
lgG4-related disease 64 (5.0) 0(0.0) 1,000 —_—
AQED 45 (3.5) 0(0.0) 1.000 —_— s\i?
: « TMP-SMXF 50D FE R (Z#182H
Vasculitides, unclassified 40(3.1) 0(0.0) 1,000
Palyarteritis nodosa 38 (3.0) 0 (0.0} 1.000
Behcet's disease 37(29) 1(10.0) 0.259 ) N =
Systemic sclerosis 34 (2.6) 0(0.0) 1.000 \ s — 17
Sjdgren disease 21(1.6) 0(0.0) 1.000 ® 99 5% i*‘ GC‘ /\—X?{stCE - ;Lig
Large vessel vasculitis 15(1.2) 0 (0.0} 1,000 " 171, 1 "
Relapsing polychondritis 15(1.2) 0 (0.0) 1.000
Palymyalgia rheumnatica 12 (0.9) 1(10.00 0.096
Cryoglabulinenic vaseulitis 5 (0.4) 0(0.0) 1.000 4 1 5
Cutaneaus rheumatic disease 11 (0.9) 0(0.0) 1,000 - m g
MCTD/AUCTD 81{0.6) 0(0.0) 1.000
Antiphospholipid syndrome 5{0.4) 0(0.0) 1.000

Others 19(1.5) 0{0.0) 1.000

© TRIBIAEOGCARIITME CREME
Malignarncy 192 (15.0) 1(10.0) 1.000 n
359 (28.0) 6 (B0.0) 0035 * n AL E - x

Diabetes mellitus

COPD 156 (12.1) 2(200) 0.350
Interstitial lung disease 334 (26.0) 440.0) 0.298
Heart failure 77 (6.0) 2(20.0) 0120 ] EEA (o]
Chranic liver disease 130 (10.1) 0(0.0) 0611 [ ) PJ Pﬁ zéli = zs“ IJ S Il \ 4 , \b
Azatemia® 400(31.2) 9 (90.0) <0001 4 Iﬂ ." 4 l -’ b
Renal replacement therapy 118(9.2) 4 (40.0) 0010
Duration of TMP-SMX, median (IQR), d 148.0 (68.0-350.0) £1.0(22.0-124.0) 0,007 S i
eGFR, median (IQR) 857 (48.6-108.7) 21.6(11.0-46.5) <0.001 E ‘ EI AN = \ 0 -
Lymphacyte caunt, median (IQR) 1,280.0 (808.0-1,993.0) 571.0(329.0-1,682.0) 0.037 = =]
Lymphopenia® n (%) 294 (235) 7 (70.0) 0,003 (= ’ %N A = S
Treatment at baseline
Glucocorticoid pulse, n (%) 136 (10.6) 3(30.0) 0083

Baseline GC dose,* median (IQR), mg/day 40.0 (25.0-60.0) 50.0 (25.0-62.5) 0.431 S fp— =
Rituximab, n (%) 163 (12.7) 5 (50.0) 0.005 () TM P—S MX =] \ E: 0) GC E
255 (19.9) 3 (30.0) 0427 ’ 7 1.

Cyclophosphamide, n (%)

Mycophenolate mofetil, n (%) 119(9.3) 1(10.0) 1.000
Cyclasporine, n (%) 63 (4.9) 0 (0.0) 1.000
Taerolimus, n (%) 64 (5.0 0 (0.0) 1.000 PJ P -G - — N ' = —'—= b\ .
Azathioprine, n (%) 113(8.8) 1(10.0) 0,604 ,E\ - [E=] 2 ~
JAK inhibitor, n (%) 4(0.3) 0(0.0) 1.000
Tocilizumab, n (%) 20 (1.6) 0(0.0) 1.000
Combination non-GC immunaosuppressive 55 (4.3) 1(10.0) 0359
treatment, n (%)
GC dose” at the end of prophylaxis, 10,0 (5.0-15.0) 22.5(20.0-40.0) =0.001

median (IQR), mg/day
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ID | Sex | Age | Underlying | TMP- TMP- PCP GC dose Concomitant | Risk factors Reason for AE,
Disease SMX SMX from at the Immuno- Prophylaxis Causality
at Duration | Baseline | end of suppressant Cessation assessment
outbreak | (days) (days) prophylaxis
S - Concerned about ° ﬁ%% Fﬁ -_— >
1 F 56 SLE No 32 96 25 cye Lympho.pa.nm. drug-drug interaction H 1 ’1 74 person years—c
AZA Azotemia . .
with warfarin
2 F 56 RA, MPGN No 22 112 18.8 CYC Azotemia neutropenia A P\J P (j: 1 0@]%5
3 [M |77 | MPa No 170 172 40 RTX i::;“?;“'a .
iscas
Lymphopenia, ® 1 E&T: U @%ﬁ$ ‘10-85/1 00 PY
4 M 74 MPA Yes 85 49 50 RTX Azotemia,
Lun e (95%CI 0.41-1.57)
5 M 76 BD No 14 175 40 RTX Lymphopenia | pancytopenia A
Lymphopenia, 'S o
6 |F |66 |Mpa No 59 208 20 RTX Azotemia, e 7 D{bX}L—E‘z% &1 w] DH
Lung discase
7 [M |70 |Mmpa N 276 361 20 cYC Azotemia, ~
I’ . FERIEMSPIPREE TOH R
Lymphopenia,
8 F 79 MPA No 14 193 68 RTX Azotemia, thrombocytopenia A
Lung discase E‘i-l 17 E (IQR 86_161 E)
9 |F |71 |PMR No 4 226 10 ';f:r'z]:iﬁmm'
Cymphoperis - FHHEIRO R R{EIX43B
10 F 65 DM No 124 241 20 MMF Azotemia,
Lung discase
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Table 2. PUPFEIE(CBHE T HER K E T : CoxfEHT

Univariable Multivariable®
HR (95% CI) P value HR (95% CI) P value
Age 1.08 (1.03-1.14) <0.01 1.06(1.00-1.13) 0.04
Sex, female 088 (025-311) 0.84
eGFR 0.96 (0.94-0.99) <0.01
Azotemia® 20001 (2.53-157.93) <0.01 973(1.17-80.74) 0.04
Hemaodialysis 6.77(1.91-23.99) <0.01
Lymphopenia® 797 (2.06-30.82) <0.01 5.79(1.44-23.28) 0.01
Cancer 0.70 (0.09-550) 0.73
Diabetes mellitus 370(1.05-13.12) 0.04 1.29(0.32-511) 0.72
Heart failure 3.90(0.83-18.35) 0.09 357 (068-18.73) 0.13
COPD 1.83(039-862) 0.44
Interstitial lung disease 1.88 (0.53-6.68) 033
SLE 0.40(0.05-3.19) 0.39
ARV 475(1.37-16.41) 0.01
1M 0.59(0.07-464) 0.62
RA 3.75(047-2957) 0.21
Behget's disease 354 (0.45-27.95) 023
Palymyalgia rheumatica 11.18(1.42-88.31) 0.02 0. 29 (0.89-97.35) 0.06
Rituximab 6.75(1.96-23.33) <0.01 553(1.37-22.29) 0.02
Cyclophosphamide 1.74(0.45-6.72) 0.42
Mycophenolate mofetil 1.08(0.14-852) 0.94
Azathioprine 1.16(015-912) 0.89
JAK inhibitor 1599 (0.12-124.186) 0.18
Tocilizumab 2.81(0.02-21.75) 054
Combination non-GC 256 (032-20.21) 0.37
immunosuppressive treatment
Bazeline GC dose 1.01(0.99-1.03) 044
Baseline GC pulse 3.71 (0.96-14.386) 0.06
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Figure 2: TMP-SMX®RIEER R TOA/ KA ER DPJPIERIE L FRAEE
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FDATAAK,

Table 3. TMP-SMXH 1k

FFATAAK)

IENPIPRIEIZRIFTEE -

1E (0125 mg/B) A

PUPRIEIZE Z 55E (Cox[ElIF)
Univariable, Multivariable,
HR (95% Cl) adjusted HR? (95% Cl)
GC>12.5mg 18.55(2.35-146.42) 13.84(1.71-111.80)
P value for HR 0.0056 0.0137
GCE> 125 mgTHh1IET5&BHMN
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Table4. TMP-SMXFRiR5EHDEEER

Causality, n (%)

Probable Possible Unlikely Total AEs

Total AEs 10 (100.0) 37 (100.0) 16 (100.0) 63 (100.0)
Mild to moderate AEs 8 (80.0) 36 (97.3) 15(93.8) 59 (93.6)
AST or ALT increased 1(10.0) 10(27.0) 2(12.5) 13(20.6)
Rash 3(30.0) 5(13.5) 3(18.8) 11(17.5)
Thrombocytopenia 0 6(16.2) 4 (25.0) 10(15.9)
Leukopenia 0 2 (5.4) 2(12.5) 4(6.3)
Fever 1(10.0) 4(10.8) 2(12.5) 7(11.1)
Renal dysfunction 2(20.0) 3(8.1) 1(6.3) 6(9.5)
Pneumonitis 1(10.0) 0 0 1(1.6)
Headache 0 2 (5.4) 0 2(3.2)
Allergic reaction 0 1(2.7) 0 1(1.6)
Nausea 0 1(2.7) 1(6.3) 2(3.2)
Tremor 0 1(2.7) 0 1(1.6)
Cognitive disturbance 0 1027 0 1.(16)
Severe AE 2(20.0) 1(2.7) 1(6.3) 4(6.3)
Pancytopenia 0 1(2.7) 1(6.3) 2(3.2)
Stevens-Johnson syndrome 2 (20.0) 0 0 2 (3.2)
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Supplementary Figure 3: RSF (Random Survival Forest) [Z&APJPHFIE F HIEF D EZEE (VIMP)
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