APPENDIX E. FOREST PLOTS

Forest plots below represent efficacy findings in terms of Hedges’ g for each intervention.

Within each plot, results are presented both by migraine type and overall (representing each

migraine type filter option from the visualization). Each data point represents the longest

follow-up timepoint reported in the study (consistent with the “Any” option for follow-up in the

visualization). An asterisk (*) next to a study name indicates that the study reported results, but

reporting was insufficient for inclusion in the meta-analysis.

Figure E-1. Amitryptiline

Intervention: Amitriptyline

Migraine Type Risk of %
and Study Name bias Hedges' g (95% CI) Weight
Chronic
1
Couch 2011 High —_—— 0.22 (-0.69, 1.13) 8.46
Subgroup (l-squared = %) <:> 0.22 (-0.69, 1.13) 8.46
1
1
Episodic :
1
Goncalves 2016 Low —-+—— 0.48 (0.11, 0.84) 39.71
1
Couch 2011 High —— -0.15 (-0.71, 0.41) 2032
Subgroup (I-squared = 70.2%) <:::> 020 (-041,081) 60.03
1
1
1
Episodic+Chronic 1
1
Couch 2011 High —— 0.15 (-0.28, 0.58) 3151
T
Subgroup (I-squared = %) <:> 0.15 (-0.28, 0.58) 3151
1
1
1
Heterogeneity between groups: p = 0.870 1
Overall (I-squared = 17.5%) 4@ 0.22 (-0.05, 0.50) 100.00
I
0 4

NOTE: Weights are from random-effects model

Favors Inactive

Favors Amitriptyline



Figure E-2. Atopegant

Intervention: Atogepant

Migraine Type Risk of Hedges'g %
and Study Mame blas (95% Cl) Wilight
Episodic
Goadsby 2020 Low + 0.34 (0.18, 0.51) 100.00
Subgroup (l-squared = %) 0 0.34 (0.18, 0.51) 100.00
|
|
|
. = |
Heterogenaity batween groups: p = . |
Overall {l-sguared = %) 0 0.34 (0.18, 0.51) 100.00
I I
-4 0 4
Favors Inactive Favors Atogepant
MOTE: Weights are from randome-sffacts madal
Figure E-3. Candesartan
Intervention: Candesartan
Migraine Type Risk of Hedges'g %
and Study Mame biaz (95% Cl) Waight
Episodic +Chronic
Stowvner 2014 High —q'— 0.28 (-0.00, 0.53) 5087
|
Tronvik 2003 Unclear —:l— 0.43 (0.15, 0.70) 49.13
Subgroup (-equared = 0.0%) 4} 0,34 (0.15, 0.53) 100.00
|
|
|
Heterogeneity between groups: p = . :
Overall {l-squared = 0.0%) Q 0.34 (0.15, 0.53) 100.00
T I

MOTE: Welghts ane from random-efiects madel

Favors Inactive Favors Candesartan



Figure E-4. Eptinezumab

Migraine Type Risk of
and Study Name bias
Chrenic

Lipton 2020 Low

Subgroup (I-squared = .%)

Episodic
Ashina 2020 Unclear

Subgroup (l-squared = %)

NR/Other
Dodick 2019 Low

Subgroup (I-squared = %)

Heterogeneity between groups: p = 0.436
Overall {I-squared = 0.0%)

Intervention: Eptinezumab

*ﬁ::l----@“+--—-—‘Q—+———————<:;—.|r—

Hedges' g

{95% CI)

0.40 (0.28, 0.53)
0.40 (0.28, 0.53)

0.28 (0.13, 0.44)

0.28 (0.13, 0.44)

0.30 (0.0, 0.50)
0.30 (0.09, 0.50)

0.34 (0.26, 0.43)

%

Weight

4787
47.87

33.42

33.42

18.70

18.70

100.00

MNOTE: Weights are from random-efiects model

Favors Inactive

Favors Eptinezumab



Figure E-5. Erenumab

Migraine Type

and Study Mame

Chronic
Tepper 2017

Subgroup (l-sguared = %)

Episodic

Sun 20186
Reuter 2018
Dodick 2018a
Sakai 2019
Goadsby 2017

Subgroup (l-squared = 70.3%)

Heterogeneity between groups: p = 0.880

Overall (I-squared = 62.9%)

Risk of

bias

Low

Unclear
Low
Low
Low

Low

Intervention: Erenumab

== =

Hedges' g
(895% CI)

0.40 (0.24, 0.55)
0.40 (0.24, 0.95)

0.09 (-0.11, 0.29)
0.37 (0,11, 0.62)
0.33 (0.16, 0.49)
0.55 (0.34, 0.75)
0.49 (0.35, 0.63)
0.37 (0.22, 0.52)

0.38 (0.25, 0.50)

%
Weight

18.67
18.67

15.60
12.20
17.89
15.41
20.12

81.33

100.00

NOTE: Weights are from random-efiects model

Favors Inactive

Favors Erenumab



Figure E-6. Fremanezumab

Migraine Type
and Study Name

Chronic

Silberstein 2017

Bigal 2015b

Subgroup (l-squared = 0.0%)

Episodic

Dodick 2018b

Bigal 2015a

Subgroup (I-squared = 26.1%)

Episodic+Chronic
Ferrari 2019
Subgroup (|-squared = %)

Heterogeneity between groups: p = 0.038
COverall (l-squared = 50.1%)

Risk of

bias

Low

Low

Low

Low

Low

Intervention: Fremanezumab

{}_____z}_._+.______,<>_¥_+______‘\'-}_+_..“‘..

Hedges'g
(85% CI)

0.23 (010, 0.35)
0.28 (0.03, 0.54)
0.24 (012, 0.35)

0.32 (0.18, 0.46)
0.49 (0.24, 0.73)
0.37 (0.22, 0.53)

0.47 (0.33, 0.62)
0.47 (0,33, 0.62)

0.35(0.24, 0.48)

Weight

26.85
12.32
3897

24.09
13.37
37.46

23.57
23.57

100.00

NOTE: Weights are fram random-eflects model

Favars Inactive

Favors Fremanezumab



Figure E-7. Galcanezumab

Migraine Type
and Study Mame

Chronic
Detke 2018
Mulleners 2020

Subgroup (lsguared = TB.6%)

Episodic
Skljarevski 2018k
Stauffer 2018
Skljarevski 2018a
Deodick 2014k
Mulleners 2020
Sakai 2020

Subgroup (squared = 57.5%)

Eplsodic+Chronlc
Mulleners 2020

Subgroup (squared = %)

Intervention: Galcanezumab

Risk of

blas

Low

Low

Low
Low
Low
Low
Low

Low

Low

Heterogeneity between groups: p = 0.001

Cwverall (|-sguared = 73.8%)

L

er————6—;————ﬂf—{—'lt—f—;—#—————(}.}—

Hedges' g
(95% ClI)

0.25(0.13, 0.37)
0.5% (0.30, 0.88)
0.39 (0.06, 0.73)

0.44 (0.31, 0.57)
0.57 (0.40, 0.74)
0.24 (0.03, 0.45)
0.38 (0.12, 0.66)
0.75 (0.50, 0.99)
0.58 (0.39, 0.75)
0.4 (0.37, 0.52)

0.58 (0.49, 0.87)
0.58 (0.49, 0.87)

0,49 (0.37, 0.61)

kL
Walght

13.77
838
2217

1341
12.18
10.62

8.95

9.59
11.56
66.30

11.53
11.53

100.00

HOTE: Weights are from random-effects madel

Favers Inactive

Favars Galcanezumab



Figure E-8. Lisinopril

Intervention: Lisinopril

Migraine Type Risk of Hedges'g Y
and Study Name blas (95% CI) Wizight
Episodic

Schrader 2001 High + 0.45 (016, 0.76) 100.00
Subgroup (l-squarad = %) @ 0.45 (0.16, 0.78) 100.00

Heterogenaity betwaen groups: p = .

Overall {l-squared = %) <E> 0.46 (0.16, 0.75) 100.00

Favors Inactive Favors Lisinopril

MNOTE: Weights ara from random-gffects modal

Figure E-9. Metoprolol

Intervention: Metoprolol

Migraine Type Rigk of %
and Study Name bias Hedges' g (85% CI) Weight
Episodic
1
Steiner 1988 Unclear ——— 0.09 (-0.43, 0.80) 30.58
1
Andersson 1983 Unclear -:—0— 0.60(0.12,1.07) 3282
L
Subgroup (l-squared = 57.1%) <® 0.35 (-0.15, 0.85) 63.51
1
:
NR/Other !
1
Bayer 2018 High —¢+ -0.04 (-0.48, 0.39) 36.48
1
Sub - d =% -0.04 (-0.45, 0.39 36.49
ubgroup (I-squared = %] <> (-0.48,039)
|
1
Heterogeneity between groups: p = 0.161 :
Overall {I-squared = 50.2%) <© 0.21(-0.18, 0.59) 100.00
I T
-4 0 4
Favors Inactive Favors Metopralol

MOTE YWeighls are Trom randam-efeeis model



Figure E-10. Non-invasive Vagal Nerve Stimulation

Migraine Type

and Study Name

Episodic
Dianer 2019

Subgroup (l-squared = .%)

Heterogenesity between groups: p = .

Querall {l-squared = %)

Intervention: Non-invasive vagal nerve stimulation

Risk of

bias

Low

S F

Hedges'g

(85% CI)

0.13 (-0.08. 0.35)

0.13 (-0.08, 0.35)

0.13 (-0.08, 0.35)

Weight

100.00

100.00

100.00

0

HOTE: Weights are from random-eflects mods|

a

I
4

Favers Inactive Favors Non-invasive vagal nerve stimulation



Figure E-11. OnabotulinumtoxinA

Migraina Typs
and Study Mame

Chronic

Aurora 2010

Dianar 2010

Silberstain 2005

Frailag 2008

Subgravp (-sguared = 84 0%)

Episodic

Silberslain 2000

Saper 2007

Falja 2007

Aurora 2007

Ekind 2008

Barrientos 2003

Anend 2008

Subgroup (l-sguared = 41.1%)

Eprsodic+Chronic

Hou 2015

Cady 2008

Wo 2007

Subgroup (|-squared = 96.3%)

MR Mhar

Sandrini 2011

Sandrini 2011

Evers 2004

Pijpars 2014

Subgroup (|-squared = 56 9%)

Intervention: OnabotulinumtoxinA

Risk of
bias

Lo
High
High

Uncleear
Unclear
Uncleear

High
Unelear
Unclear
U laar

Unclear
Unclaar
High

Unclear
Unclaar
Unclear

High

Hetarogeneity between groups: p = 0.000

Crezrall (-squarad = B8 4%)

= I
b ol
- !
-+
I
I
Q!
I
|
I ——
—
—
e S ————
I
I
[
P
|+
—
I

T
Hedges' g (99% Cl)  Weight
021 {008, 037 T43
0.61 {046, 0.76) 743
0300010, 0.50) 723
1.17 {0.45, 1.88) 4.18
0.46 (019, 072} 26.26
0.25 (-0.13, D.62) .24
0.0 (032, 0.534) 6.53
-0002 (-0.23, 0.19) T.20
019 {040, 0.01) 721
-0.05 (-0.27, 0.17) T13
073 (-0.01, 1.47) 4.03
{Insulficien] dala)
-0L00 016, 0.15) 3834
2.89(2.25, 3.53) 4408
003 (0060, 0.53) 03
0.00 (-1 69, 0.69) 423
0.95 (-0.94, 2.84) 13.90
1.0 {032, 1.70) 430
04§ (-0.08, 1.00) b.25
0.00 (-01.54, 0.54) 522
0.1 (=018, D.41) 6./
0,33 (-0004, 0.7 213
038 (015, 0 58) 10000

MOTE: Weights ars from random-effects mods|

Favors Inacte

Favors Onabotulinumioxing



Figure E-12. Propanolol

Intervention: Propranolol

Migraine Type Risk of

and Study Name bias

Episodic

Dahlof 1987 Unclear —a—
Wideroe 1974 Unclear —
Diener 2004 High

Pradalier 1989 High —_——
Diener 1996 Unclear b
Sargent 1985 Unclear —
Tfelt-Hansen 1984 Unclear

Forssman 1976 Unclear

Subgroup (l-squared = 87.5%)

Episodic+Chronic

al-Oassab 1993 High
Stovner 2014 High
Subgroup (|-squared = 70.0%)

Heterogeneity between groups: p = 0.638
Overall (l-sgquared = 84.5%)

A

R R T

Hedges' g (95% CI)

-0.51(-0.91, -0.12)
-0.18 (-0.96, 0.59)
0.22 (-0.04, 0.49)
2.49 (1.65, 3.32)
0.30(-0.14, 0.74)
-0.26 (-0.69, 0.16)
0.31 (0.09, 0.54)
(Insufficient data)
0.26 (-0.17, 0.68)

-0.05 (-0.30, 0.21)
0.29 (0.03, 0.55)
0.12 (-0.21, 0.45)

0.20 (-0.10, 0.50)

k-
Weight

11.51

7.30
12.93

6.75
10.95
11.17
13.33

73.94

13.06
13.01
26.06

100.00

Favors Inactive
MOTE: Weights are fram random-eifects model

=]

Favors Propranolol



Figure E-13. Topiramate

Intervention: Topiramate

Migrzine Type Rizk of %
and Study Mame bias Hedges' g (85% CI}  Weight
Chronic
Diener 2007b High F— 0.63 (-0.05, 1.30) 513
Subgrows (squared = %) S 0.63 {0.05, 1.30) 5.13
l
Episis |
Liptan 2011 High + 03F (010 0 E3) A ER
Liener A a Lcvia 1‘ D25 (006, U 44) 1M
Silbersten 2006 Hign - 015 (013, 0.44) 10.32
Mei 2004 High —— 0,78 (0,31, 1.28) 7.34
Diener 7004 Higgh -+ 006078 018) 1114
Hilberstan AN High: —— 1 33 (0 (s, O B 145
Hrandes 204 High: -‘I- 031 (010, 052) 11 42
Storey 2001 Unclear —— 0.27 {040, 0.94) 520
Subgroup (I-=quared = 46 5%) 0.26 {0.13, 0.40) 7827

Episodic+Chronic

Gupta 2007 Unclesr {Inzufficient data)

Y

Subgrowg (k=guared = %) (... 000
MR

e 2006 High —— 148 (0.72, 2.26) 433
Hilberstemn AN Higgh - D26 (-047 -002) 123
de Tommaso 2007 Linclear * 216 (033, 4 (i) 105

Subgroup (sguared = 91 %) e S 0.98 {-0.55, 2.52) 1661

Heterogensty bebvesn groups. p =
Crvesall (lsquared = 15 1%) {) 031 (012 051) 100 00

Favors Inacte Fawors | opiramate

ROTE: Weighls ans from random—e Me.cs. mode]



Figure E-14. Transcutaneous Supraorbital Nerve Stimulation

Intervention: Transcutaneous supraorbital nerve stimulation

Migraine Type Risk of Hedges'q b
and Study Name blas (95% Cl) Weight
Episodic

Schoanen 2013 Unclear 085 (0.18,1.14) 100.00

Heterogeneity between groups: p =,

Cwerall (l-squared = %) 055 (0.18, 1.14) 100.00

+
Subgroup (-sguared = %) Q 0.65 (0.16, 1.14) 100.00
1
1
1
1
1

T T
-4 o 4

Favors Inactive Favors Transcutaneous supracrbital nerve stimulation

MOTE: Weights ara from sndom-effects maodal



Figure E-15. Valproic Acid/Valproate

Migraine Type
and Study Mame

Chronic

Ebrahimi-Monfared 2017
Yurekli 2008

Subgroup {|-sguared = 88.2%)

Episodic
Freitag 2002
Klapper 1997

Mathew 1995
Jensen 1994

Subgroup {|-sguared = 46.5%)

NR/Cther
Sadeghian 2015
Subgroup {|-squared = %)

Intervention: Valproic acid

Risk of

bias

High
Unclear

Low
High
Unclear
High

Unclear

Heterogeneity between groups: p = 0.001

Overall (I-squared = 78.5%)

Hedges' g
(95% CI)

1.13 (0.57, 1.68)
2.96 (1.86, 4.08)
1.98 (0.18, 3.77)

0.29 (0.03, 0.54)
0.53 (0.18, 0.88)
0.73 (0.29, 1.18)
0.73 (0.40, 1.07)
0.54 (0.31, 0.77)

0.67 (0.14, 1.21)
0.67 (0.14, 1.21)

0.81 (0.46, 1.16)

\Weight

13.26
B.71
19.97

17.93
16.35
15.11
16,80
GE.40

13.64
13.64

100.00

MNOTE: Weights are from random-eflacts model

Favors Inactive

Favors Valproic acid



Figure E-16.

Migraine Type

and Study Name

Episodic

Czyalcin 2005

Venlafaxine

Risk of

blas

High

Subagroup (l-squarad = %)

Heteragenaity batwaen groups: p = .

Cwerall {l-squared = %)

Intervention: Venlafaxine

Hedges' g

(95% Cl)

0.68 (0.08, 1.27)

0.65 (0.06, 1.27)

0.55 (0.08, 1.27)

%

Welght

100.00

100.00

100.00

MIOTE: Weights ars from random-sffacts modal

Favors Inactive

Favors Venlafaxine
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