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eTable 1. PubMed, Cochrane Central Register of Controlled Trials, and Embase
Databases Search Strategy

PubMed

#1
#2
#3
#4
#5
#6
#7
#8
#9
#10
#11
#12
#13
#14
#15
#16
#17
#18
#19

"bullous pemphigoid"[All Fields]

bullous pemphigoid[MeSH Terms]

#1 OR #2

"drug-related side effects and adverse reactions"[MeSH Terms]
"adverse drug reaction"

#4 OR #5

drug related

drug induced

drug triggered

drug precipitated

drug associated

drug provoked

drug linked

#7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13
medication[MeSH Terms]

medication

#15 OR #16

#6 OR #14 OR #17

#3 AND #18

Cochrane Central Register of Controlled Trials

#1
#2
#3
#4
#5
#6
#7
#8

MeSH descriptor: [Pemphigoid, Bullous] explode all trees
bullous pemphigoid

#1 OR #2

drug

MeSH descriptor: [Pharmaceutical Preparations] explode all trees
Medication

#4 OR #5 OR #6

#7 AND #3

Embase

#1
#2
#3
#4

bullous AND (‘pemphigoid'/exp OR pemphigoid)
'adverse drug reaction'
'drug related'

'drug induced'

© 2020 American Medical Association. All rights reserved.




#5 'drug triggered'

# 6 'drug precipitated'

#7 'drug associated'

#8 'drug provoked'

#9 'drug linked'

#10 #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9
#11 #1 AND #10
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eTable 2. Characteristics of Included Studies for the Class of Diuretics

First author, year, Study | Case/Control Case/control numbers and odds ratio (95% confidence interval) for
country design | group Aldosterone antagonists Thiazide Loop Any
Bastuji-Garin, Case- 116/216 15/10; 3.1 (1.4-7.1) 22/26; 1.3 (0.6-2.7) | 17/27 42/53; 1.8 (1.1-
1996, control 2.9)

France

Bastuji-Garin, Case- | 201/345 26/26; 1.90 (1.06-3.40) 20/42; 0.81 (0.46— | 1.21 (0.79-1.84) 73/111; 1.22
2011,% control 1.44) (0.84-1.76)
France

Benzaquen, 2018,*' | Case- | 61/122 NA NA NA 28/69
France control

Lee, 2019, Case- | 670/670 63/42 145/124 160/136 NA

Korea control

Lloyd-Lavery, Case- | 86/134 3/5 16/23 20/15; 3.8 (1.5-9.7) | 36/39
2013,%! control

UK

Nozu, 2010,% Case- 5/31 0/6 NA NA NA

Japan control

Tan, 2017,% Case- 105/315 NA 4/6 2/18 NA
Singapore control

Abbreviation: NA, not available.

© 2020 American Medical Association. All rights reserved.




eTable 3. Characteristics of Included Studies for the Class of Antidiabetic Drugs

First author, Study | Case/Control Case/control numbers and odds ratio (95% confidence interval) for

year, design | group Dipeptidyl | Metformin Sulfonylurea | Thiazolidinediones | Glucagon- Any

country peptidase 4 like peptide 1

inhibitors analogues

Bastuji-Garin, Case- | 116/216 NA NA NA NA NA 3/9

1996,% France | control

Benzaquen, Case- | 61/122 22/28;2.64 | NA NA NA NA NA

2018,* France | control (1.19-5.85)

Kridin, 2018, | Case- | 82/328 36/71; 3.16 | 51/218;0.83 NA NA NA NA

Israel control (1.86-5.37) | (0.51-1.38)

Lee, 2019,%° Case- | 670/670 260/188; NA NA NA NA NA

Korea control 1.58 (1.25-

2.00)

Lloyd-Lavery, Case- | 86/134 NA NA NA NA NA 9/6; 2.0

2013, UK control (0.3-
13.5)

Plaquevent, Case- | 1,787/225,400 | 108/8729 NA NA NA NA NA

2019, France | control

Rosenstock, RCT 3494/3485* 7/0 NA NA NA NA NA

2018,%° USA
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Schaffer, 2017,** | Case- | 23/170 9/57; 2.48 NA NA NA NA NA
Switzerland control (0.75-8.3)

Tan, 2017,% Case- | 105/315 NA 1/10 2/11 NA NA NA
Singapore control

Varpuluoma, Case- | 3397/12941 124/153,; 432/1178; 1.05 | 231/620; 28/59; 1.16 (0.63- | 1/4 NA
2018,%6: 47 control 2.19 (1.55- | (0.88-1.24) 0.99 (0.79- | 2.12)

Finland 3.11) 1.25)

Abbreviation: NA, not available.
* linagliptin 5mg per day versus placebo per day
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eTable 4. Characteristics of Included Studies for The Class of Psycholeptics

First author, year, Study Case/Control Case/control numbers and odds ratio (95% confidence interval) for
country design group Antipsychotics Anxiolytics Hypnotics and sedatives | Any
(N05SA) (NO05SB) (N05C)

Bastuji-Garin, Case- 116/216 18/18; 1.9 (0.95-3.8) | 36/80 NA NA

1996, France control

Bastuji-Garin, Case- 201/345 24/29; 1.6 (0.89-2.75) | 50/72; 1.40 (0.88- | 30/44; 1.16 (0.70-1.92) 106/119;

2011,% France control 2.0) 2.11 (1.46-
3.04)

Benzaquen, 2018,*! Case- 61/122 26/46 NA NA NA

France control

Lee, 2019, Case- 670/670 NA NA NA 173/122

Korea control

Lloyd-Lavery, Case- 86/134 6/1 7/3;2.8 (0.6-13.1)* | NA NA

2013,%! control

UK

Nozu, 2010,% Case- 5/31 1/1 NA NA NA

Japan control

Tan, 2017,% Case- 105/315 NA NA 1/0 NA

Singapore control

Abbreviation: NA, not available.

* Benzodiazepine derivatives.
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eTable 5. Characteristics of Included Studies for the Class of Anti-Parkinson Drugs

First author, year, | Study design Case/Control group Case/control numbers and odds ratio (95% confidence interval) for
country Anticholinergic drugs | Dopaminergic drugs Any
Bastuji-Garin, Case-control 201/345 2/0 19/15; 2.28 (1.12-4.65) 21/15; 2.54
2011,3 France (1.26-5.12)
Lee, 2019,'° Korea | Case-control 670/670 NA NA 54/46
Lloyd-Lavery,?! Case-control 86/134 NA NA 5/4

2013, UK

Tan, 2017,% Case-control 105/315 NA 2/2 NA
Singapore

Varpuluoma, Case-control 3397/12,941 16/24;2.94 (1.42-6.09) | 110/196; 1.85 (1.10-3.12) NA
2019,* Finland

Abbreviation: NA, not available.
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eTable 6. Characteristics of Included Studies for the Class of Analgesics

France

First author, year, Study Case/Control group Case/control numbers and odds ratio (95% confidence interval) for
country design Opioids Salicylates Any

Bastuji-Garin, 1996, | Case-control | 116/216 NA NA 29/59

France

Bastuji-Garin, 2011, | Case-control | 201/345 19/57; 0.5 (0.29-0.88) 19/52; 0.55 (0.31-0.97) 34/102; 0.48 (0.31-
France 0.74)

Benzaquen, 2018, Case-control | 61/122 NA NA 12/22

Abbreviation: NA, not available.
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eTable 7. Characteristics of Included Studies for the Class of Antihypertensives

First author, | Study | Case/Control Case/control numbers and odds ratio (95% confidence interval) for
year, design | group Angiotensin- | Angiotensin | Alpha- | Beta- Calcium | Central | Vasodilators | Any
country converting- | II receptor | blockers | blockers | channel

enzyme blockers blocker

inhibitors
Bastuji- Case- | 116/216 15/24 NA NA 9/21 23/30 13/17 13/36 NA
Garin, control
1996,%
France
Bastuji- Case- | 201/345 57/113; 0.83 | 16/25;1.12 | NA 39/67; 40/81; 11/14; 37/70;0.95 | NA
Garin, control (0.56-1.21) (0.58-2.16) 1.03 0.83 1.42 (0.58-1.12)
2011,% (0.66- (0.54- (0.63-
France 1.60) 1.27) 3.20)
Benzaquen, | Case- |61/122 NA NA NA NA NA NA NA 47/101
2018,4 control
France
Lee, 2019, | Case- | 670/670 358/323 NA 146/122 | 304/274 | NA NA NA
Korea control
Lloyd- Case- | 86/134 34/50 NA NA 21/21 15/22 NA NA 54/74
Lavery, control
2013, UK
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Tan, 2017,%

Singapore

Case-

control

105/315

4/7

1/6

2/6

4/18

3/18

NA

NA

NA

Abbreviation: NA, not available.
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eTable 8. Characteristics of Included Studies for the Class of Antithrombotics

First author, year, Study design | Case/Control Case/control numbers and odds ratio (95% confidence interval) for
country group Aspirin Warfarin Clopidogrel Dipyridamole Any
Bastuji-Garin, Case-control | 201/345 19/52; 0.55 NA NA NA NA
2011,* France (0.31-0.97)

Benzaquen, 2018,*' | Case-control | 61/122 NA NA NA NA 45/85
France

Lee, 2019, Korea | Case-control | 670/670 NA NA NA NA 404/371
Lloyd-Lavery, Case-control | 86/134 38/34; 1.9 5/10 3/0 3/0

2013, UK (0.9-3.8)

Tan, 2017,% Case-control | 105/315 6/15 NA NA 1/1 NA
Singapore

Abbreviation: NA, not available.
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eTable 9. Characteristics of Included Studies for the Class of Lipid-Lowering Agents

First author, year, | Study design Case/Control group Case/control numbers and odds ratio (95% confidence interval)
country for

Statins Fibrates Any
Bastuji-Garin, Case-control 116/216 NA NA 3/12
1996,% France
Bastuji-Garin, Case-control 201/345 23/57; 0.66 (0.39-1.12) 6/22; 0.45 (0.18-1.15) NA
2011,% France
Benzaquen, 2018,*! | Case-control 61/122 31/71 NA NA
France
Lee, 2019, Korea | Case-control 670/670 359/362 NA NA
Lloyd-Lavery, Case-control 86/134 25/30 NA NA
2013,%t UK
Tan, 2017,% Case-control 105/315 7/19 1/3 NA
Singapore

Abbreviation: NA, not available.
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eTable 10. Characteristics of Included Studies for the Class of Antidepressants

First author, Study Case/Control Case/control numbers and odds ratio (95% confidence interval) for
year, design group Tricyclic Selective Tetracyclic Serotonin— Any
country antidepressant | serotonin antidepressant. | norepinephrine

reuptake reuptake

inhibitor inhibitor
Lloyd-Lavery, Case- 86/134 7/10 6/4 3/1 4/1 20/17; 3.3
2013, UK control (0.6-18.7)
Tan, 2017,% Case- 105/315 1/1 2/0 NA NA NA
Singapore control

Abbreviation: NA, not available.
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eTable 11. Characteristics of Included Studies for the Class of Nonsteroidal Anti-inflammatory Drugs

First author, year, Study design Case/Control Case/control numbers and odds ratio (95% confidence interval) for
country group Nonsteroidal anti-inflammatory drugs

Bastuji-Garin, 1996, France | Case-control 116/216 719

Bastuji-Garin, 2011,% France | Case-control 201/345 8/16; 0.84 (0.35-2.02)

Benzaquen, 2018,* France Case-control 61/122 0/12

Lee, 2019, Korea Case-control 670/670 177/150

Abbreviation: NA, not available.
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eTable 12. Characteristics of Included Studies for the Class of Antibiotics

First author, year, Study design Case/Control | Case/control numbers and odds ratio (95% confidence interval) for
country group Antibiotics

Bastuji-Garin, 1996,° France | Case-control 116/216 Al7

Bastuji-Garin, 2011,% France | Case-control 201/345 17/20; 1.52 (0.77-2.98)

Lloyd-Lavery, 2013, UK Case-control 86/134 10/5; 3.4 (1.1-11.2)

Abbreviation: NA, not available.
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eTable 13. Characteristics of Included Studies for the Class of Gastrointestinal Tract Medications

First author, year, Study design | Case/Control group | Case/control numbers and odds ratio (95% confidence interval) for

country Proton pump inhibitors Histamine-2 receptor Any
antagonists

Benzaquen, 2018,* France | Case-control | 61/122 28/59 NA NA

Lloyd-Lavery, 2013,2* UK | Case-control | 86/134 13/20 4/2 NA

Tan, 2017,% Singapore Case-control | 105/315 7/16 3/9 NA

Abbreviation: NA, not available.
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eFigure 1. Association Between Use of Psycholeptics and Bullous Pemphigoid

Odds Ratio Odds Ratio

r r 1 Rati E Weight 1V.Random.95%Cl 1V, Random, 95% Cl
3.1.1 Antipsychotics (N05A)
Bastuji-Garin 1996 (40) 06419 03537 258% 1.90[0.95, 3.80] =
Bastuji-Garin 2011 (33) 0.47 0.2993 36.0% 1.60 [0.89, 2.88] -
Benzaquen 2018 (41) 0.2048 0.3193 31.6% 1.23[0.66, 2.29] Nl
Lloyd-Lavery 2013 (21) 1.1939 0.7911 5.2% 3.30[0.70, 15.56] T
Nozu 2010 (42) 2.0149 15111 1.4% 7.50 [0.39, 144.98] ]
Subtotal (95% CI) 100.0% 1.63 [1.15, 2.32] *
Heterogeneity: Tau? = 0.00; Chi*=2.80, df=4 (P =0.59); I?= 0%
Test for overall effect: Z = 2.73 (P = 0.006)
3.1.2 Anxiolytics (NO5B)
Bastuji-Garin 1996 (40) -0.2679 02452 43.9% 0.76 [0.47, 1.24]
Bastuji-Garin 2011 (33) 0.3365 0.2369 44.8% 1.40[0.88, 2.23]
Lloyd-Lavery 2013 (21) 10296 0786 114% 2.80[0.60, 13.07]
Subtotal (95% CI) 100.0% 1.16 [0.65, 2.06]
Heterogeneity: Tau? = 0.14; Chi?=4.64, df =2 (P=0.10); I?=57%
Test for overall effect: Z=0.51 (P = 0.61)
3.1.3 Hypnotics and sedatives (N05C)
Bastuji-Garin 2011 (33) 0.1484 0.2577 100.0% 1.16 [0.70, 1.92] !
Subtotal (95% CI) 100.0% 1.16 [0.70, 1.92]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

0.005 0.1 1 10 200

NoBP BP
Test for subgroup differences: Chi* = 1.66, df =2 (P = 0.44), I = 0%
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eFigure 2. Association Between Use of Analgesics and Bullous Pemphigoid

Odds Ratio Odds Ratio
Study or Subgrou log[Odds Ratio SE Weight IV.Random,.95%Cl IV, Random, 95% Cl
5.1.1 Opioids
Bastuji-Garin 2011 (33) -0.6931 0.2779 100.0% 0.50 [0.29, 0.86] !
Subtotal (95% CI) 100.0% 0.50 [0.29, 0.86]
Heterogeneity: Not applicable
Test for overall effect: Z=2.49 (P =0.01)
5.1.2 Salicylates
Bastuji-Garin 2011 (33) -0.5978 0.2925 100.0% 0.55[0.31, 0.98] !
Subtotal (95% CI) 100.0% 0.55 [0.31, 0.98]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.04 (P = 0.04)

l0.01 OT1 1 1IO 1OOI

i i NoBP BP
Test for subgroup differences: Chi* = 0.06, df =1 (P =0.81), I?= 0%
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eFigure 3. Association Between Use of Antihypertensive Drugs and Bullous
Pemphigoid. Abbreviation: ACEI, angiotensin-converting-enzyme inhibitors; ARB,

angiotensin II receptor blockers; CCB, calcium channel blocker.

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV.Random,95%CI IV, Random, 95%Cl
6.1.1 ACEI
Bastuji-Garin 1996 (40) 0.1724 03513 6.2% 1.19[0.60, 2.37] T
Bastuji-Garin 2011 (33) -0.1863 0.2008 18.9% 0.83[0.56, 1.23] T
Lee 2019 (15) 0.2092 01094 63.6% 1.23[0.99, 1.53] [
Lloyd-Lavery 2013 (21) 0.0939 0.2838 9.5% 1.10[0.63, 1.92] T
Tan 2017 (45) 0.5554 0.6372 1.9% 1.74 [0.50, 6.08] L
Subtotal (95% CI) 100.0% 1.14 [0.96, 1.35] 4
Heterogeneity: Tau® = 0.00; Chi* = 3.48, df =4 (P = 0.48); I’ = 0%
Test for overall effect: Z = 1.47 (P = 0.14)
6.1.2 ARBs
Bastuji-Garin 2011 (33) 0.1133 0.3357 9.5% 1.12[0.58, 2.16] T

Heterogeneity: Tau® = 0.00; Chi?=0.13,df =2 (P =0.94); F=0%
Test for overall effect: Z = 1.91 (P = 0.06)

6.1.3 Alpha-blockers

Tan 2017 (45) -0.4255 0.5646 100.0% 0.65[0.22, 1.98]
Subtotal (95% CI) 100.0% 0.65 [0.22, 1.98]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.75 (P = 0.45)

Lee 2019 (15) 0.2092 0.1094 89.0% 1.23[0.99, 1.53]
Tan 2017 (45) 0 0.8244 1.6% 1.00[0.20, 5.03]
Subtotal (95% CI) 100.0% 1.22 [0.99, 1.49]

6.1.4 Beta-blockers

Bastuji-Garin 1996 (40) 06511 0.399 13.0% 0.52[0.24, 1.14] ]
Bastuji-Garin 2011 (33) 0.02968 02271 26.1% 1.03 [0.66, 1.61] t
Lee 2019 (15) 0.2244 0137 37.6% 1.25[0.96, 1.64]

Lioyd-Lavery 2013 (21) 0.553 0.3456 15.9% 1.74 [0.88, 3.42] i
Tan 2017 (45) 0.4255 05846  7.4% 0.65 [0.22, 1.98] T
Subtotal (95% CI) 100.0% 1.07 [0.77, 1.48] 4

Heterogeneity: Tau® = 0.06; Chi*=6.97, df =4 (P = 0.14); = 43%
Test for overall effect: Z = 0.38 (P = 0.70)

6.1.5 CCBs
Bastuji-Garin 1996 (40) 0.4274 03049 13.4% 1.53 [0.84, 2.79] ™
Bastuji-Garin 2011 (33) 0.1863 02193 22.7% 0.83 [0.54, 1.28] 1;
Lee 2019 (15) 0.1827 0.1104 50.8% 1.20 [0.97, 1.49]

Lioyd-Lavery 2013 (21) 0.0728 03676 9.7% 1.08[0.52, 2.21] -
Tan 2017 (45) 0723 06341  3.5% 0.49 [0.14, 1.68] T
Subtotal (95% CI) 100.0% 1.09 [0.86, 1.39] 4

Heterogeneity: Tau® = 0.02; Chi*=5.07,df =4 (P=0.28); I*=21%
Test for overall effect: Z = 0.74 (P = 0.46)

6.1.6 Central

Bastuji-Garin 1996 (40) 0.3903 0.3879 53.3% 1.48[0.69, 3.16] T
Bastuji-Garin 2011 (33) 0.3507 04146 46.7% 1.42[0.63, 3.20] .
Subtotal (95% CI) 100.0% 1.45 [0.83, 2.53] <

Heterogeneity: Tau® = 0.00; Chi* = 0.00, df =1 (P =0.94); F=0%
Test for overall effect: Z = 1.31 (P =0.19)

6.1.7 Vasodilators

Bastuji-Garin 1996 (40) -0.4603 0.3464 34.6% 0.63[0.32, 1.24] bl
Bastuji-Garin 2011 (33) -0.0513 0.2518 65.4% 0.95[0.58, 1.56] t
Subtotal (95% CI) 100.0% 0.82 [0.55, 1.23]

Heterogeneity: Tau? = 0.00; Chi?=0.91,df =1 (P =0.34); P=0%
Test for overall effect: Z = 0.95 (P = 0.34)

0.01 01 1 10 100
No BP BP

Test for subgroup differences: Chi* = 4.81, df =6 (P = 0.57), I’ = 0%
© 2020 American Medical Association. All rights reserved.



eFigure 4. Association Between Use of Antithrombotics and Bullous Pemphigoid

Odds Ratio

IV.Random.95%Cl

Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V.Random,95%Cl
7.1.1 Aspirin
Bastuji-Garin 2011 (33) -0.5978 0.2925 38.2% 0.55[0.31, 0.98]
Lloyd-Lavery 2013 (21) 06419 03812 33.7% 1.90 [0.90, 4.01]
Tan 2017 (45) 0.1924 04968 28.1% 1.21[0.46, 3.21]
Subtotal (95% CI) 100.0% 1.04 [0.46, 2.35]

Heterogeneity: Tau® = 0.36; Chi*=7.02, df=2 (P =0.03); I’ =72%
Test for overall effect: Z = 0.10 (P = 0.92)

7.1.2 Warfarin
Lloyd-Lavery 2013 (21) -0.2673 0.566 100.0% 0.77[0.25, 2.32]
Subtotal (95% CI) 100.0% 0.77 [0.25, 2.32]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

7.1.3Clopidogrel

Lloyd-Lavery 2013 (21) 24226 1.5183 100.0% 11.28[0.58, 221.06]
Subtotal (95% CI) 100.0% 11.28 [0.58, 221.06]

Heterogeneity: Not applicable
Test for overall effect: Z=1.60 (P = 0.11)

7.1.4Dipyridamole

Lioyd-Lavery 2013 (21) 24226 15183 46.6% 11.28[0.58, 221.06]
Tan 2017 (45) 1105 14187 534%  3.02[0.19, 48.70]
Subtotal (95% CI) 100.0%  5.58 [0.73, 42.56]

Heterogeneity: Tau? = 0.00; Chi? = 0.40, df =1 (P = 0.53); I’= 0%
Test for overall effect: Z = 1.66 (P = 0.10)

Test for subgroup differences: Chi* =5.12, df = 3 (P = 0.16), ? = 41.4%

-

>3
. 2

—_—

0.005

0.1

1 10 200

No BP BP
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eFigure 5. Association Between Use of Lipid-Lowering Agents and Bullous

Pemphigoid

JUY O tiels
8.1.1 Statins

Bastuji-Garin 2011 (33) -0.4155 0.2684
Benzaguen 2018 (41) -0.2981 0.3151
Lee 2019 (15) -0.018 0.1096
Lloyd-Lavery 2013 (21) 0.3512 0.3152
Tan 2017 (45) 0.1069 0.4572

Subtotal (95% Cl)

Test for overall effect: Z = 0.56 (P = 0.58)

8.1.2 Fibrates
Bastuji-Garin 2011 (33) -0.7985 0.4675

Tan 2017 (45) 0 1.1602
Subtotal (95% Cl)

Test for overall effect: Z = 1.58 (P =0.11)

13.5%
10.0%
61.7%
10.0%

4.9%

100.0%
Heterogeneity: Tau? = 0.00; Chi*=4.30, df =4 (P=0.37), = 7%

86.0%
14.0%

100.0%
Heterogeneity: Tau? = 0.00; Chiz = 0.41, df = 1 (P = 0.52); 1= 0%

Odds Ratio

0.66 [0.39, 1.12]
0.74 [0.40, 1.38]
0.98 [0.79, 1.22]
1.42 [0.77, 2.64]
1.11 [0.45, 2.73]
0.94 [0.77, 1.15]

0.45[0.18, 1.13]
1.00 [0.10, 9.72)
0.50 [0.22, 1.18]

Test for subgroup differences: Chi? = 2.00, df = 1 (P = 0.16), I> = 50.0%

Odds Ratio

e

0.01

0.1
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eFigure 6. Association Between Use of Antidepressants and Bullous Pemphigoid.

Abbreviation: SNRI, serotonin—norepinephrine reuptake inhibitor; SSRI, selective

serotonin reuptake inhibitor; TCA, tricyclic antidepressant; TeCA, tetracyclic

antidepressant.
Odds Ratio Odds Ratio

9.1.1 TCA
Lloyd-Lavery 2013 (21) 0.0942 0.5134 88.4% 1.10 [0.40, 3.01]
Tan 2017 (45) 1.105 1.4187 11.6% 3.02[0.19, 48.70] <
Subtotal (95% Cl) 100.0% 1.24[0.48, 3.18]
Heterogeneity: Tau? = 0.00; Chi? = 0.45, df = 1 (P = 0.50); I = 0%
Test for overall effect: Z = 0.44 (P = 0.66)
9.1.2 SSRI
Lloyd-Lavery 2013 (21) 0.891 0.661 79.4% 2.44 [0.67, 8.90] -+
Tan 2017 (45) 2.724 1.5533 20.6% 15.24[0.73, 320.03] b - ?
Subtotal (95% CI) 100.0% 3.56 [0.83, 15.20] 1+
Heterogeneity: Tau? = 0.26; Chi*=1.18, df = 1 (P = 0.28); I = 15%
Test for overall effect: Z = 1.71 (P = 0.09)
9.1.3 TeCA
Lloyd-Lavery 2013 (21) 1.5701 1.1631 100.0% 4.81[0.49, 46.98] ] .
Subtotal (95% CI) 100.0% 4.81 [0.49, 46.98] —
Heterogeneity: Not applicable
Test for overall effect: Z = 1.35 (P = 0.18)
9.1.4 SNRI
Lloyd-Lavery 2013 (21) 1.8699 1.1268 100.0% 6.49 [0.71, 59.05] 7] .
Subtotal (95% Cl) 100.0% 6.49 [0.71, 59.05] n
Heterogeneity: Not applicable
Test for overall effect: Z = 1.66 (P = 0.10)

0.01 0.1 1 10 100

No BP BP
Test for subgroup differences: Chi? = 3.22, df = 3 (P = 0.36), 1> =6.8%

© 2020 American Medical Association. All rights reserved.



eFigure 7. Association Between Use of Nonsteroidal Anti-inflammatory Drugs and
Bullous Pemphigoid

Odds Ratio Odds Ratio
udy or Subaroup is Ratio eig Random. 95% andom. 9
Bastuji-Garin 1996 (40) 0.3901 05177 17.9% 1.48 [0.54, 4.07]
Bastuji-Garin 2011 (33) -0.1744 0.4467 22.0% 0.84[0.35, 2.02]
Benzaquen 2018 (41) -2.6329 1.451 3.0% 0.07 [0.00, 1.23]
Lee 2019 (15) 0.2188 0.1275 57.1% 1.24 [0.97, 1.60]
Total (95%Cl) 100.0% 1.08 [0.65, 1.79]

Heterogeneity: Tau? = 0.10; Chi* = 4.64, df = 3 (P = 0.20); I = 35%

Test for overall effect: Z = 0.30 (P = 0.76) 0.001 0.1 ! 10 1000
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eFigure 8. Association Between Use of Antibiotics and Bullous Pemphigoid

Odds Ratio Odds Ratio
udy or Subgroup s Ratio Neigh Ra 0 a

Bastuji-Garin 1996 (40) 0.0642 0.6376 18.6% 1.07 [0.31, 3.72) A
Bastuji-Garin 2011 (33) 0.4187 0347 58.8% 1.52[0.77, 3.00] L
Lloyd-Lavery 2013 (21) 12238 05758 226%  3.40[1.10,10.51] —
Total (95% Cl) 100.0% 1.71 [0.99, 2.95] o
Heterogeneity: Tau? = 0.01; Chi* = 2.09, df = 2 (P = 0.35); I = 4% ‘ ‘ y y
Test for overall effect: Z = 1.92 (P = 0.05) 0.02 0 No BP 1 BP 10 50
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eFigure 9. Association Between Use of Gastrointestinal Tract Drugs and Bullous

Pemphigoid

0Odds Ratio

12.1.1 Protol

p inhibitors

n pum
Benzaquen 2018 (41) -0.0987 0.3144 48.1% 0.91 [0.49, 1.68]
Lioyd-Lavery 2013 (21) 0.015 0.3865 31.8% 1.02[0.48, 2.17]
Tan 2017 (45) 0.2624 04875 20.0% 1.30 [0.50, 3.38]
Subtotal (95% CI) 100.0% 1.01 [0.66, 1.55]

Heterogeneity: Tau? = 0.00; Chi* = 0.39, df = 2 (P = 0.82); I?=0%
Test for overall effect: Z = 0.04 (P = 0.96)

12.1.2 H2 antagonists

Lloyd-Lavery 2013 (21) 11692 0.8774 356%  3.22[0.58, 17.97]
Tan 2017 (45) 0 0.6143 64.4% 1.00 [0.30, 3.33]
Subtotal (95% CI) 100.0% 1.52 [0.51, 4.55]

Heterogeneity: Tau? = 0.11; Chi*= 1.19, df = 1 (P = 0.28); I>= 16%
Test for overall effect: Z = 0.74 (P = 0.46)

0Odds Ratio

0.005 0.1 1 10 200

Test for subgroup differences: Chi? = 0.46, df = 1 (P = 0.50), I = 0%
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eFigure 10. Sensitivity Analysis on Association Between Antidiabetic Drugs and

Bullous Pemphigoid

Odds Ratio 0Odds Ratio
Study or Subgrou log[Odds Ratio SE Weight V. Random,. 95% ClI IV, Random. 95% CI
2.1.1 DPP-4 inhibitors
Benzaquen 2018 (41) 0.9708 0.4066 12.1% 2.64 [1.19, 5.86] -
Kridin 2018 (22) 1.1506 0.2704 20.6% 3.16 [1.86, 5.37] —
Lee 2019 (15) 0.4574 0.1195 37.1% 1.58 [1.25, 2.00] =
Plaguevent 2019 (43) 0.468 0.0999 0.0% 1.60 [1.31, 1.94]
Schaffer 2017 (44) 0.9083 0.6102 0.0% 2.48 [0.75, 8.20]
Varpuluoma 2018 (46) 0.7839 0.1764 30.2% 2.19 [1.55, 3.09] 5
Subtotal (95% CI) 100.0% 2.14 [1.55, 2.96] ‘
Heterogeneity: Tau? = 0.06; Chi? = 7.22, df = 3 (P = 0.07); I = 58%
Test for overall effect: Z = 4.61 (P < 0.00001)
2.1.2 Metformin
Kridin 2018 (22) -0.1863 0.2485 11.6% 0.83 [0.51, 1.35]) ™
Tan 2017 (45) -1.2267 1.0549 0.0% 0.29 [0.04, 2.32]
Varpuluoma 2018 (46) 0.0488 0.0901 88.4% 1.05[0.88, 1.25] ’
Subtotal (95% CI) 100.0% 1.02 [0.87, 1.21]
Heterogeneity: Tau? = 0.00; Chi#=0.79,df =1 (P =0.37); I?= 0%
Test for overall effect: Z = 0.25 (P = 0.80)
2.1.3 Sulfonylurea
Tan 2017 (45) -0.6224 07771 0.0% 0.54 [0.12, 2.46]
Varpuluoma 2018 (47) -0.0101 0.1151 100.0% 0.99 [0.79, 1.24] !
Subtotal (95% CI) 100.0% 0.99 [0.79, 1.24]
Heterogeneity: Not applicable
Test for overall effect: Z =0.09 (P = 0.93)
2.1.4 Thiazolidinediones
Varpuluoma 2018 (47) 0.1484 0.3115 100.0% 1.16 [0.63, 2.14] t
Subtotal (95% CI) 100.0% 1.16 [0.63, 2.14]
Heterogeneity: Not applicable
Test for overall effect: Z=0.48 (P = 0.63)
2.1.5 GLP1 analogues
Varpuluoma 2018 (47) -0.0488 1.1182 100.0% 0.95[0.11, 8.52] .
Subtotal (95% CI) 100.0% 0.95[0.11, 8.52]
Heterogeneity: Not applicable
Test for overall effect: Z=0.04 (P = 0.97)

. . No BP BP
Test for subgroup differences: Chi* = 17.74, df =4 (P = 0.001), I = 77.5%
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eFigure 11. Sensitivity Analysis on Association Between Psycholeptics and Bullous

Pemphigoid
Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% ClI
3.1.1 Antipsychotics (NO5A)
Bastuji-Garin 1996 (40) 0.6419 0.3537 Not estimable
Bastuji-Garin 2011 (33) 0.47 0.2993 Not estimable
Benzaquen 2018 (41) 0.2048 0.3193 76.8% 1.23[0.66, 2.29] L
Lloyd-Lavery 2013 (21) 1.1932 0.7911 23.2% 3.30[0.70, 15.56] T
Nozu 2010 (42) 2.0142 1.5111 Not estimable
Subtotal (95% CI) 100.0%  1.54[0.68, 3.50] >

Heterogeneity: Tau? = 0.13; Chi? = 1.34, df = 1 (P = 0.25); I> = 26%

Test for overall effect: Z = 1.04 (P = 0.30)

3.1.2 Anxiolytics (N05B)
Bastuji-Garin 1996 (40)
Bastuji-Garin 2011 (33)
Lloyd-Lavery 2013 (21)
Subtotal (95% CI)
Heterogeneity: Not applicable

-0.2679 0.2452

0.3365 0.2369

1.0296 0.786 100.0%
100.0%

Test for overall effect: Z=1.31 (P = 0.19)

3.1.3 Hypnotics and sedatives (N05C)

Bastuji-Garin 2011 (33)
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Not applicable

0.1484 0.2577

Not estimable
Not estimable

2.80[0.60, 13.07]
2.80 [0.60, 13.07]

Not estimable
Not estimable

Test for subgroup differences: Chi2 = 0.45, df = 1 (P = 0.50), I =0%

0.005 0.1 1
No BP BP
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eFigure 12. Sensitivity Analysis on Association Between Anti-Parkinson Drugs and

Bullous Pemphigoid
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV.Random,95%Cl IV, Random, 95% Cl
4.1.1 Anticholinergic drugs
Bastuji-Garin 2011 (33) 2.1586 1.5517 0.0%  8.66[0.41, 181.25]
Varpuluoma 2019 (48) 1.0784 0.3713 100.0% 2.94[1.42, 6.09] 1
Subtotal (95% Cl) 100.0% 2.94 [1.42, 6.09]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.90 (P = 0.004)
4.1.2 Dopaminergic drugs
Bastuji-Garin 2011 (33) 0.8242 0.3627 0.0% 2.28[1.12, 4.64]
Tan 2017 (45) 1.1115 1.0064 0.0% 3.04[0.42, 21.85]
Varpuluoma 2019 (48) 0.6152 0.2652 100.0% 1.85[1.10, 3.11] !
Subtotal (95% CI) 100.0% 1.85 [1.10, 3.11]
Heterogeneity: Not applicable
Test for overall effect: Z=2.32 (P = 0.02)

i ; No BP BP
Test for subgroup differences: Chi* = 1.03, df = 1 (P = 0.31), I?= 3.0%
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