Table S1. Clinical characteristics of the patients with co-trimoxazole-induced SCARSs.

o : Mucosal trimg)(:(;lzole Onset of Co-
Case Gender Age* Co-medication Liver Renal . reactions - SCARs
involvement dose morbidity
(days)
(mg/day)
Indomethacin, Omeprazole, AST 43 U/L BUN 23 mg/dL
1 M 57 Hydroxyzine, Loratadine ALT 40 U/L Cr 1.6 mg/dL No 160/800 26 HIV DRESS
Amoxycillin, AST 141 U/L BUN 5 mg/dL
2 F 21 Dextrometho_rphan, Pa_rlet, ALT 288 U/L Cr 0.8 mg/dL No N/A 31 HIV DRESS
Zyrtec, Azithromycin
Amoxycillin, Cephalexin,
AST 67 U/L BUN 41 mg/dL
3 M 21 Dextromethorpr]an, ALT 36 U/L Cr 3.8 mg/dL Yes (eye) N/A 14 HIV SIS
Brompheniramine
4 M 29 Prednisolone, Clotrimazole N/A BUN 21 mg/dL Yes (eye) N/A 12 HIV sJS
troche, Losec, Paracetamol
Isoniacid, rifampicin
D oo AST 73 U/L BUN 7 mg/dL
5 M 39 pyrazmam|de,BE6thambutoI, vit ALT 55 U/L Cr 0.6 mg/dL Yes (eye) 80/400 49 HIV SJS
6 M 63 Nevirapine N/A N/A No 80/400 15 HIV DRESS
7 F 19 Euthyrox, Lantus N/A Cr 0.6 mg/dL No 80/400 16 N/A DRESS
INH, Rifampicin,
Pyrazinamide, Ethambutol, HIV,
8 F 30 vitamin B6, Cetieizine, ASTIIUL BUNBmaidt Yiil(g)e 80/400 46  Disseminated SIS
Danzen, CPM, clotrimazole ' g 9 B
troche
Rifampicin, Ethambutol, AST 93 U/L BUN 5 mg/dL Yes (eye. HIV, HCV
9 M 52 Pyrazinamide, Isoniazid ALT 41 U/L Cr 0.69 mg/dL Genital) 160/800 18 infection SIS
Isoniazid, Rifampicin, HIV,
10 M 33 Pyrizinamide, Ethambutol, N/A N/A Yes (eye) 160/800 36 pulmonary SJS
Fluconazole B
11 M 4g  Fluconazole, Azithromycin, N/A N/A Yes (eye) 80/400 15 HIV TEN

benzathine penicillin




Co-

N . Mucosal trimoxazole Onse_t of Co-
Case Gender Age* Co-medication Liver Renal involvement dose reactions morbidit SCARs
(days) y
(mg/day)
12 F 32 No N/A N/A No N/A N/A HIV DRESS
Ceftriaxone, Metronidazole HIV
s - ' AST 23 U/L BUN 9 mg/dL '
13 F 23 Domperldon_e, Clotrlmgzole ALT 35 U/L Cr 0.62 mg/dL Yes (eye) 80/400 15 pulmonary SIS
troche, Ciprofloxacin B
14 M 20 No N/A N/A No N/A N/A HIV DRESS
15 M 36 No N/A N/A No N/A N/A HIV SJS
Exetimibe, Augmentin,
16 F 69 (Aggravate by Rituximab) N/A N/A No N/A N/A HIV DRESS
GPO vir S30 (nevirapine 200 AST 907 U/L BUN 6 ma/dL
17 F 31 mg, lamivudine 150 mg and ALT 458 U/L Cr0.41 mg/dL No 807400 65 HIV DRESS
stavudine 30 mg) Hepatitis ' g
Rifafour® (rifampicin 150
S - BUN 29 mg/dL
18 M 47 MY, isonicotinylhydrazine 75 N/A Criz6mgdl  YeS(eve 160/800 17 HIV SIS
mg, pyrazinamide (PZA) 400 Renal failure oral)
mg and ethambutol 275 mg)
AST 46 U/L
BUN 8 mg/dL Yes (eye,
19 M 48 No ALTZ;QUL Cr 0.78 mg/dL oral) 80/400 48 HIV DRESS
Hepatitis
AST 648 U/L
20 F 59 No ALTS50 UL BUNSmo/dl No 640/3200 47 Melioidosis ~ DRESS
- Cr 0.47 mg/dL
Hepatitis
AST 171 U/L
21 M 46 No ALT 304 U/L N/A No 640/3200 20 Melioidosis DRESS
Hepatitis
TEEVIR® (tenofovir
disoproxil fumarate 300 mg,
22 M 57 emtriciitabine 300 mg and ASTASU/L - BUN16mg/dL Ve (eye, 160/800 16 HIV DRESS
. ALT 39 U/L Cr 0.96 mg/dL oral)
efavirenz 600 mg),
Fluconazole
23 F No N/A N/A Yejrg? & N/A N/A N/A sis
24 F 30 Fluconazole, Rifampicin N/A N/A No N/A N/A N/A SISITEN

overlap




Co-

N . Mucosal trimoxazole Onse_t of Co-
Case Gender Age* Co-medication Liver Renal . reactions - SCARs
involvement dose morbidity
(days)
(mg/day)
AST 154 U/L BUN 27 mg/dL Yes (eye
25 F 46 No ALT 236 U/L Cr 2.42 mg/dL Ye, 720/3600 3 Melioidosis TEN
- . oral, genital)
Hepatitis Renal failure
S . AST 40 U/L
26 M 5o  IRZE (isoniazid, rifampicin, 5| a9 g BUNIZmgldL o0y 80/400 20 HIV SJS
pyrazinamide and ethambutol) Hepatiti Cr 0.73 mg/dL
epatitis
AST 727 U/L BUN 5 mg/dL Yes (eye,
27 M 3 No ALT 2,311 U/L Cr 0.42 mg/dL oral) 80/400 25 HIV SIS
Ceftazidime, Aldactone, Folic AST 81 U/L BUN 17 mg/dL Yes (eye, L
28 F 57 acid ALT 48 U/L Cr 0.82 mg/dL oral) 480/2400 14 Melioidosis TEN
Lamivudine, Efavarenz, AST 132 U/L BUN 9 mg/dL Yes (eye,
29 M 37 Tenofovir ALT 140 U/L Cr 1.11 mg/dL oral, genital) 160/800 14 HIV TEN
AST 37 U/L BUN 10 mg/dL Yes (eye,
30 M 43 Fluconazole ALT 97 U/L Cr 0.59 mg/dL oral) 160/800 8 HIV SJS

* Age at the development of co-trimoxazole-induced SCARs; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BUN, blood urea nitrogen; Cr, creatinine; DRESS,

drug reaction with eosinophilia and systemic symptoms; F, Female; HCV, hepatitis C virus; HIV, Human Immunodeficiency Virus; M, Male; N/A, not available; PCP,
Pneumocystis carinii pneumonia; SCARS, severe cutaneous adverse reactions; SJS, Stevens-Johnson syndrome; TB, tuberculosis; TEN, toxic epidermal necrolysis.



Table S2. Causality assessment, HLA class | genotyping, ELISPOT data of Thai patients with co-trimoxazole-induced SCARs.

HLA class I genotyping Naranjo score Alden score DRESS score
No Type of ELISPOT
' SCAR data
HLA-A HLA-B HLA-C Score Remark Score Remark Score Remark
1 DRESS 02:07/11:01 | 13:01/46:01 | 01:02/03:04 Positive 5 Probable N/A N/A 4 Probable
2 DRESS 24:02/24:02 13:01/40:01 | 03:04/07:27 Negative 7 Probable N/A N/A 5 Probable
3 SJS 11:01/24:07 15:02/38:02 | 07:27/08:01 Negative 5 Probable Probable N/A N/A
4 SJS 11:01/32:01 | 15:02/44:02 | 05:01/08:01 Positive 5 Probable Probable N/A N/A
5 SJS 02:03/74:01 13:01/51:01 | 04:06/14:02 Negative 5 Probable Probable N/A N/A
6 DRESS 11:01/11:01 07:05/38:02 | 07:02/07:02 N/A 4 Possible N/A N/A 4 Probable
7 DRESS 11:01/33:03 13:01/58:01 | 03:02/03:04 N/A 7 Probable N/A N/A 5 Probable
8 SJS 11:01/33:01 | 44:03/58:01 | 03:02/07:01 Negative 5 Probable Probable N/A N/A
9 SJS 11:01/31:01 35:03/38:02 | 04:01/18:01 Positive 5 Probable Probable N/A N/A
10 SJS 02:02/24:02 46:01/48:01 | 01:02/08:03 Negative 7 Probable Probable N/A N/A
11 TEN 02:01/02:03 13:01/38:02 | 03:04/07:27 N/A 5 Probable Probable N/A N/A
12 DRESS 11:01/24:02 15:01/40:01 | 04:01/04:03 N/A 4 Possible N/A N/A 4 Probable
13 SJS 11:01/11:01 | 15:25/38:02 | 04:03/07:02 Positive 7 Probable 6 very Probable N/A N/A
14 DRESS 11:01/24:10 13:01/18:02 | 03:04/07:04 N/A 4 Possible N/A N/A 4 Probable
15 SJS 11:01/11:01 | 07:05/15:02 | 07:02/08:01 N/A 5 Probable 5 Probable N/A N/A
16 DRESS 02:07/11:02 | 13:01/46:01 | 01:02/03:04 Positive 4 Possible N/A N/A 4 Probable
17 DRESS 11:01/24:02 13:01/15:02 | 03:04/08:01 N/A 4 Possible N/A N/A 2 Possible
18 SJS 02:03/33:03 | 18:01/44:03 | 07:01/07:04 N/A 7 Probable 6 Very probable N/A N/A
19 DRESS 11:01/11:01 13:01/46:01 | 01:02/04:03 N/A 4 Possible N/A N/A 3 Possible
20 | DRESS | 11:01/68:01 | 08:01/13:01 | 04:03/07:02 N/A 4 Possible N/A N/A 4 Probable
21 DRESS 02:07/11:01 13:01/46:01 | 01:02/03:04 N/A 7 Probable N/A N/A 4 Possible
22 DRESS 11:01/24:07 07:05/15:02 | 07:27/08:01 N/A 4 Possible N/A N/A 3 Possible




Table S2. Causality assessment, HLA class | genotyping, ELISPOT data of Thai patients with co-trimoxazole-induced SCARs. (cont.)

HLA class | genotyping* Naranjo score Alden score DRESS score
No Type of ELISPOT
' SCAR data
HLA-A HLA-B HLA-C Score Remark Score Remark Score Remark

23 SIS 11:01/11:01 | 15:02/15:13 | 08:01/08:01 | Negative 5 Probable 5 Probable N/A N/A
2% Sj\% EEF')\‘ 02:03/11:01 | 15:02/18:01 | 07:04/08:01 N/A 4 Possible 4 Probable N/A N/A
25 TEN 11:01/26:01 08:01/51:01 | 07:02/14:02 N/A 7 Probable 4 Probable N/A N/A
26 SJS 24:02/74:01 07:05/38:02 | 07:02/07:02 N/A 7 Probable 6 Very probable N/A N/A
27 SJS 24:02/29:01 | 07:05/15:02 | 08:01/15:05 N/A 7 Probable 6 Very probable N/A N/A
28 TEN 11:01/11:01 | 13:01/40:02 | 04:06/15:02 N/A 7 Probable 6 Very probable N/A N/A
29 TEN 02:03/31:01 13:01/38:02 | 04:06/07:02 N/A 4 Possible 5 Probable N/A N/A
30 SJS 11:01/26:01 15:02/27:07 | 08:01/15:02 N/A 4 Possible 5 Probable N/A N/A

DRESS, drug reaction with eosinophilia and systemic symptoms; ELISPOT, enzyme-linked immune absorbent spot; HLA-A, human leucocyte antigen-A; HLA-B, human
leucocyte antigen-B; HLA-C, human leucocyte antigen-C; M, Male; N/A, not available; SCARs, severe cutaneous adverse reactions; SJS, Stevens-Johnson syndrome; TEN, toxic
epidermal necrolysis.

* HLA class | was genotyped using Sequencing-based typing (SBT).
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