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Adverse events overview per category

Additional Table 1 | Adverse Events per category as used for safety analyses

Gastrointestinal-

General-related AEs

Sensory & pain-

Infection &

Cognitive-related AEs

Administration site-

related AEs related AEs infestation-related related AEs
AEs
Abdominal pain AE not specified Arthralgia Bronchitis Concentration difficulty | Injection-site bruising
Constipation Anorexia Back pain Influenza Confusion Injection-site erythema
Diarrhea Cough Dry mouth Nasopharyngitis Depression Injection-site hematoma
Dyspepsia Dizziness Headache Pyrexia Fatigue Injection-site
hemorrhage
Gastroenteritis Dysmenorrhea Hypoesthesia Sinusitis Insomnia Injection-site induration
Nausea Hypertension Hypoesthesia Upper respiratory tract Language problems Injection-site pain
infection
Injury Migraine Urinary tract infection Memory difficulty Injection-site pruritus
Limb injury Neck pain Viral infection Somnolence Injection-site reaction
Muscle Oropharyngeal pain Injection-site swelling
spasms

Nasal congestion

Pain in extremity

Tachycardia

Paresthesia

Tremor

Pruritus

Weight loss

Taste perversion

AEs = Adverse events




Literature search
Databank search: PubMed

Search: ((((((((((erenumab) OR (AMG334)) OR (galcanezumab)) OR (LY2951742)) OR
(fremanezumab)) OR (TEV-48125)) OR (eptinezumab)) OR (ALD403)) OR
(topiramate)) OR (Topamax)) AND (episodic migraine)

Result: 332

Filter: Article type: Clinical Trial
Age: Adult; 19+ years
Results by year: 2000 - 2020

Result: 62

Databank search: The Cochrane Central Register of Controlled Trials
(CENTRAL)

Search: (erenumab) OR (AMG334) AND (episodic migraine)
Result: 214

Filter: “Trials” and “Between 2000 and 2020”

Result: 204

Search: (galcanezumab) OR (LY2951742) AND (episodic migraine)
Result: 218

Filter: “Trials” and “Between 2000 and 2020”

Result: 199

Search: (fremanezumab) OR (TEV-48125) AND (episodic migraine)
Result: 313

Filter: “Trials” and “Between 2000 and 2020”

Result: 286

Search: (eptinezumab) OR (ALD403) AND (episodic migraine)
Result: 97

Filter: “Trials” and “Between 2000 and 2020”

Result: 89

Search: (topiramate) OR (Topamax) AND (episodic migraine)
Result: 1580

Filter: “Trials” and “Between 2000 and 2020”

Result: 1319

Total

Search: ((((((((((erenumab) OR (AMG334)) OR (galcanezumab)) OR (LY2951742)) OR

(fremanezumab)) OR (TEV-48125)) OR (eptinezumab)) OR (ALD403)) OR
(topiramate)) OR (Topamax)) AND (episodic migraine)

Result: 2422

Filter: “Trials” and “Between 2000 and 2020”

Result: 2097



Register search: clinicaltrials.gov

Search:

Result:
Filter:

Result:

Search:

Result:
Filter:

Result:

Search:

Result:
Filter:

Result:

Search:

Result:
Filter:

Result:

Search:

Result:
Filter:

Result:

Search:

Result:
Filter:

Result:

Search:

Status: “All studies”, condition or disease: episodic migraine, and other terms:
Erenumab

12

Study Phase: Phase 3 and Phase 4

Study Type: Interventional (Clinical Trial),

Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
6

Status: “All studies”, condition or disease: episodic migraine, and other terms:
AMG334

9

Study Phase: Phase 3 and Phase 4

Study Type: Interventional (Clinical Trial),

Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
6

Status: “All studies”, condition or disease: episodic migraine, and other terms:
Galcanezumab

7

Study Phase: Phase 3 and Phase 4

Study Type: Interventional (Clinical Trial),

Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
3

Status: “All studies”, condition or disease: episodic migraine, and other terms:
LY2951742

6

Study Phase: Phase 3 and Phase 4

Study Type: Interventional (Clinical Trial),

Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
3

Status: “All studies”, condition or disease: episodic migraine, and other terms:
Fremanezumab

4

Study Phase: Phase 3 and Phase 4

Study Type: Interventional (Clinical Trial),

Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
1

Status: “All studies”, condition or disease: episodic migraine, and other terms:
TEV-48125

2

Study Phase: Phase 3 and Phase 4

Study Type: Interventional (Clinical Trial),

Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
2

Status: “All studies”, condition or disease: episodic migraine, and other terms:
Eptinezumab



Result:

1

Filter: Study Phase: Phase 3 and Phase 4
Study Type: Interventional (Clinical Trial),
Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
Result: 1
Search: Status: “All studies”, condition or disease: episodic migraine, and other terms:
ALD403
Result: 2
Filter: Study Phase: Phase 3 and Phase 4
Study Type: Interventional (Clinical Trial),
Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
Result: 1
Search: Status: “All studies”, condition or disease: episodic migraine, and other terms:
Topiramate
Result: 4
Filter: Study Phase: Phase 3 and Phase 4
Study Type: Interventional (Clinical Trial),
Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
Result: 2
Search: Status: “All studies”, condition or disease: episodic migraine, and other terms:
Topamax
Result: 4
Filter: Study Phase: Phase 3 and Phase 4
Study Type: Interventional (Clinical Trial),
Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
Result: 2
Total
Search: Status: “All studies”, condition or disease: episodic migraine, and other terms:
(((((((((erenumab) OR (AMG334)) OR (galcanezumab)) OR (LY2951742)) OR
(fremanezumab)) OR (TEV-48125)) OR (eptinezumab)) OR (ALD403)) OR
(topiramate)) OR (Topamax))
Result: 51
Filter: Study Phase: Phase 3 and Phase 4

Result:

Study Type: Interventional (Clinical Trial),

Age: Adult (18-64)
Status: Active, not recruiting, Completed, and Unknown status
27



PRISMA 2020 flow diagram

Identification

J |

Screening

Included

Identification of studies via databases and registers

Records identified from databases:
PubMed: (n=62)
CENTRAL: (n =2097)

Records identified from registers:
clinicaltrials.gov: (n=27)

A 4

Records removed before screening:
Duplicate records removed:
(n =952)

Records screened

A4

Records excluded

(n=1234) (n=761)

Reports sought for retrieval »| Reports not retrieved
(n=473) (n=19)

Reports assessed for eligibility > Reports excluded

(n=473)

[

\
Studies included in review and meta-
analysis
(n=13)

No randomized, double-blind, placebo-controlled,
parallel-group trials of phase lib, Il or 1V design

(n = 202)

Studies performed in an under aged study

population <18 years of age
(n=47)

Studies including patients with chronic migraine

(n=122)

Migraine diagnosis was not assessed according
to International Headache Society guidelines

(n=287)

No reporting of any outcome of our interest

(n=2)

Additional Figure 1 | PRISMA 2020 flow diagram

CENTRAL = Cochrane Central Register of Controlled Trials

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020
statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information, visit: http://www.prisma-statement.org/
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Monthly Migraine Days
Model 1 | Mean Difference, Risk of Bias outcomes, and Funnel plot

Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEF
1.4.1 CGRPR) mAbs
Arise -2.88 35265 282 -1.84 348638 288 93% -1.04 [1.62,-0.46] I
Bigal, 2005 -6.18 62873 190 -3.46 54 104 3T% -272[4.00,-1.44] —
EVOLVE-1 -46504 34668 48 281 495 425 Q4% 184242 -1.26] I
EVOLVE-2 -4.2357 38058 446 -2.28 424 450 100% -1.96[-2.48 -1.43] I
HALOC-EM -3.5598 41829 575 22 4.2 280 92%  -1.36[1.95-0.77] —
Liberty -1.8 43635 119 -02 44542 124 46% -1.60[2.71,-0.449] —
Fraomise-1 -4.1003 32804 6EE -3.1 37 232 9.8% -1.00[1.585 -0.45] -
Strive -3.4521 32002 B30 -1.83 32 M6 11.3%  -1.62[2.05-1.19 —_
Subtotal (95% CI) 3326 2219  67.4% -1.55[-1.86, -1.24] L 2
Heterogeneity: Tau®=0.09; Chi*=13.76, df=7 (F = 0.06); F= 49%
Test for overall effect Z=9.77 (P = 0.00001)
1.4.3TPM
INTREFID -6.6 348 183 -53 36 17 7%  -1.30[2.07,-0.53] —_—
MIGR-001 -2.3364 32226 354 1.1 29543 115 7% -1.24[1.87 -0.60] I
MIGR-002 -2.9 34211 237 1.3 34167 114 T3%  -1.B0[-2.36,-0.84] I
MIGR-003 -1.5465 29742 282 11 287 143 9.3% -0.45[-1.03,0.14] T
Subtotal (95% CI) 1032 543 32.6% -1.11[1.62, -0.59] <P
Heterogeneity: Tau®=0.14; Chi*=6.82, df=3 (F=0.08); F= 96%
Testfor overall effect Z=4.23 (P = 0.0001}
Total (95% CI) 4358 2762 100.0% -1.41 [-1.69, 1.12] ’
Heterogeneity: Tau®=0.14; Chi®= 26.06, df=11 (P = 0.008);, F= 58% _54 52 b é j‘

Test for overall effect: £2=9.67 (P = 0.00001)
Testfor subgroup differences: Chi®= 2.05, df=1{P=0158), F=51.2%

Risk of bias legend

(A) Randomization process
(B) Deviations from intended interventions
(C) Mis=sing outcome data

(D) Measurement of the outcome
(E) Selection of the reported result

(F) Cwerall

Favours [experimental] Favours [control]

- SEMD)

MD

P
4

-2

E CORP-R) mAbs

O Trm

Additional Figure 2 | Monthly migraine days model 1 [Mean Difference, Risk of Bias
outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate



Model 2 | Mean Difference

Experimental Control

Study or Subgroup  Mean _ SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.1.1 Erenumab - 70

01_Strive -3.23 318 32 183 32
02_Arise -2.88 353 282 -1.84 356
Subtotal (95% CI) 594

158
288
446

Heterogeneity, Tau®= 0.00; Chi*=0.70, df=1 (P = 0.40); F= 0%

Test for overall effect 7= 563 (P = 0.00001)

1.1.2 Erenumab - 140

01_Strive -367 321 38 183 32
04_Liberty 18 436 118 02 445
Subtotal (95% CI) 437

158
124
282

Heterogeneity: Tau®= 0.00; Chi*=014 df=1{F=071);F=0%

Testfor overall effect Z=6.53 (P = 0.00001)

1.1.3 Galcanezumab - 120

05_EVOLVE-1 473 348 210 -281 495
016_EVOLVE-2 428 3TR 226 278 424
Subtotal (95% CI) 36

213
225
438

Heteragenaily Tau®= 0.00; Chir= 003, df= 1 (P = 0.87); *= 0%

Testfor overall effect Z=7.05 (P = 0.00001)

1.1.4 Galcanezumab - 240

05_EVOLVE-1 457 346 208 -281 4095
06_EVOLVE-2 418 386 220 -238 424
Subtotal (95% CI) 28

12
225
437

Heterogeneity: Tau®= 0.00; Chi*=0.06, df=1 (P = 0.80); F= 0%

Testfor overall effect Z=6.50 (F = 0.00001)

1.1.5 Fremanezumab - 225

10_HELO-EM -3.B65 417 287 -2185 472
12_Bigal, 2005 -6.09 522 95 -346 5.4
Subtotal {95% CI)

145

52
197

Heterogeneity: Tau®= 016, Chi*=1.31,df=1 (P = 0.25); F= 23%

Test for overall effect 7= 3.50 (P = 0.0005)

1.1.6 Fremanezumab - 675

T0_HELO-EM -345 422 288 23 42
12_Bigal, 2005 -6.27 538 95 -346 5.4
Subtotal (95% CI) 383

145

52
197

Heterogeneity: Tau®= 0.68; Chi*=2.32 df=1(P=013);F=57%

Test for overall effect Z=2.42 (P=0.02)

1.1.7 Eptinezumab - 30

08_Promise-1 -41 322 223 =31 37
Subtotal {95% CI) 223
Heterogeneity: Mot applicable

Test for overall effect Z=2.08 (P = 0.04)

1.1.8 Eptinezumab - 100
08_Promise-1 -39 323 In -3 3T
Subtotal {95% CI) n

Heterageneity: Mat applicable
Testfor overall effect: Z=1.66 (P = 0.10)

1.1.9 Eptinezumab - 300

08_Promise-1 -43 342 22 31 37
Subtotal (95% CI) 222

Heterogeneity: Mot applicable
Testfor overall effect Z= 2.46 (P = 0.01)

1.1.10 Topiramate - 50

T4_MIGR-001 -16 346 117 11 285
Subtotal (95% CI) 117

Heterogeneity: Mot applicable
Test for overall effect: Z= 088 (P = 0.38)

1.1.11 Topiramate - 100

TA_MIGR-001 -27 31 125 1 285
15_MIGR-002 -28 34 120 13 342
TB_MIGR-003 -1 2985 138 11 287
17_INTREFID -6 38 184 53 36
Subtotal (95% CI) 543

74
74

74
74

74
74

39
39

38
a7
72
17
338

Heterogeneity: Tau®= 0.00; Chi®=2.52 di=3(F=047),F=0%

Testfor overall effect Z=5.31 (P = 0.00001)

1.1.12 Topiramate - 200

TA_MIGR-001 -7 288 1z 11 285
16_MIGR-002 -289 346 117 4.3 342
16_MIGR-003 -1.3 288 143 19 287
Subtotal (95% CI) 372

38
57
i
166

Heterogeneity: Tau®= 0.50; Chi*=9.88, df= 2 (P = 0.09); F= 66%

Test for overall effect Z=214 (P =0.03)

Total (95% CI) 4358

Test far overall effect: Z=12.66 (P = 0.00001)

7.0%
7.4%
14.4%

7.0%
31%
10.1%

4.9%
5.6%
10.5%

4.9%
5.4%
10.3%

47%
1.3%
6.0%

4.7%
1.3%
6.0%

4.0%
4.0%

4.0%
4.0%

38%
3.9%

3.0%
3.0%

3.2%
32%
4.8%
5.3%
16.6%

3.2%
3.2%
4.8%
11.1%

2762 100.0%
Heterogeneity: Tau®= 0.08; Chi®= 30,76, df= 22 (P = 0.10); F= 28%

Testfor subaroun differences: Chif= 1587, df= 11 (P=0.15), F=30.7%

-1.40[-2.01,-0.79]
-1.04 [-1.62, -0.46]
-1.21[-1.63,-0.79]

-1.84 [2.45,-1.23]
B0 271, -049]
.78 [2.32,-1.25]

1.82F2.73,-1.11]
201 [2.75,-1.27]
1.97 [-2.52, -1.42]

-1 76 [2.58,-0.94]

44T 231,063
-2.63[4.43,-0.83]
.76 [-275, -0.78]

-1.25[-2.09,-0.41]
-2.81 [-4.63,-0.99]
-1.81[-3.28, -0.34]

-1.00[-1.94, -0.06]
0 [-1.94, -0.06]

-0.8i
-0.8

=
~

4,0.14]
4,0.14]

=)
o

1 30216, -0.24]
1.20 [ 2.16, 0.24]

-0.4i
0.5

=

2,0.62]
2,0.62]

=
oo

-1.60 [2.68,-0.52]
160 [2.68,-067]
070 F1.52,012)
1,30 F2.07,-063]
1.22[1.68, 0.77]

-1.60[-2.68,-0.51]
-1.60[-2.60,-0.51]
-0.20F1.03, 0.63]
-1.08 [-2.07, -0.09]

-1.40 [-1.62, -1.18]

5
-
=
-
=

—

-
-
-
~l
B
-
R

Vi

B R
Favours [experimental]

Favours [control]

Additional Figure 3 | Monthly migraine days model 2 [Mean Difference] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
* Doses given in milligram (mg)
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Additional Table 2 | Comparisons of monthly migraine days between the CGRP(R) mAbs and topiramate model 2 [Mean Difference]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg

Topiramate | p=0.24 p =0.04 p =0.02 p =0.04 p =0.10 p=0.16 p=0.50 p=0.69 p=0.35

50 mg

Topiramate | p=0.97 p=0.12 p =0.04 p =0.09 p=0.33 p =0.45 p=0.67 p=0.43 p=0.96

100 mg

Topiramate p=0.81 p=0.22 p=0.12 p=0.19 p=0.34 p=0.41 p=0.91 p=0.69 p=0.86

200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies

11



Acute Medication Days
Model 1 | Mean Difference, Risk of Bias outcomes, and Funnel plot

Experimental

Control

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.4.1 CGRP{R) mAbs

Arise -1.21 0 2381 282 -0.62 23759 288 95% -0.59[0.98 -0.20] -
Bigal, 2005 -4.83 45535 180 -3 4.64 104 50% -1.73[F2.83 -0.63] EE—
EVOLVE-1 -3.8605 36822 418 -215 433 425 85% 171225117 I
EVOLVE-2 -3.6503 3356 446 -1.85 3.82 4480 9.0% -1.80[F2.27 -1.33] I
HALOC-EM -2.9499 36821 575 -1.62 363 290 7%  -1.33[1.84,-0.81] —
Liberty -1.3 21817 118 048 33407 124  73% -1.80[2.51,-1.09 —_—
Fraomise-1 -0.7662 1.8045 6BE -0.4 1.27 222 104% -0.37[-0.58, -0.149] -
Strive -1.3723 18633 630 -02 196 36 102% 147 [F1.44,-081] -
Subtotal (95% CI) 3326 2219  68.5% -1.26 [-1.70, -0.81] L 2
Heterogeneity: Tau®=0.34, Chi®=63.55, df=7 (P = 0.00001); F= 89%

Test for overall effect. Z=5.53 (P = 0.00001)

24.3TPM

INTREFID -4.8 348 183 -38 I 6.9% -1.00[1.78,-0.22] —
MIGR-001 -1.765 28563 354  -09 245729 115 8.4% -0.86[1.42-0.31] I
MIGR-002 -2.1494 31508 237 -1 30864 114 T4% -1.15[1.85,-0.45) —_—
MIGR-003 -1.1887 248075 282 -0.8 23917 143 8.8% -0.40[-0.88, 0.09] ]
Subtotal (95% CI) 1032 543  31.5% -0.78[1.13, -0.44] L 3
Heterogeneity: Tau®=0.03; Chi*= 384 df=3(F=028), F=22%

Test for overall effect 2= 4 46 (P = 0.00001)

Total (95% CI) 4358 2762 100.0% -1.11 [-1.45, -0.78] ’

Heterogeneity: Tau®= 0.27, Chi*=68.32, df=11 (P = 0.00001); F= 84%

Test for overall effect: Z2=6.55 (P = 0.00001)
Testfor subgroup differences: Chi*= 271, df=1 (P =010}, F=631%

Risk of bias legend
(A) Randomization process

(B) Deviations from intended interventions

(C) Mis=sing outcome data

(D) Measurement of the outcome
(E) Selection of the reported result

(F) Cwerall

-4

Favours [experimental] Favours [control]

o BEMD)
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2
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E CORP-R) mAbs
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Additional Figure 4 | Acute medication days

outcomes, and Funnel plot]

model 1 [Mean Difference, Risk of Bias

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 2 | Mean Difference

Experimental Control

Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

2.1.1 Erenumab - 70

01_Strive -113 184 32 -02 1498 158 B.0%
02_Arize -1.21 235 282 -0.62 233 288 5.9%
Subtotal (95% CI) 504 446 11.9%
Heterogeneity: Tau®=0.02; Chi®=1.53, df=1 (P =10.22);F= 35%
Testfor overall effect: Z= 4.50 (P < 0.00001)

2.1.2 Erenumab - 140

01_Strive -1.81 186 318 -02 1498 1538 B.0%
04_Liberty -1.3 218 118 048 334 124 4.4%
Subtotal {95% CI) 437 282 104%
Heterogeneity: Tau®= 0.00; Chi*=0.81, df=1 (P =0.34); F=0%
Test for averall effect Z=8.87 (P = 0.00001)

2.1.3 Galcanezumab - 120

05_EVOLVE-1 -3.96 362 20 -215 433 213 4.2%
06_EVOLVE-2 -3.67 331 236 -1.85 382 229 4.6%
Subtotal (95% CI) 436 438 8.8%
Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P =0.98); F= 0%
Test for overall effect: Z=7.14 (P = 0.00001)

2.1.4 Galcanezumab - 240

05_EVOLVE-1 -376 375 208 -215 433 212 4.1%
06_EVOLVE-2 -3B3 3M1 220 -1.85 382 225 4 6%
Subtotal (95% CI) 428 437 8.7%
Heterogeneity: Tau®= 0.00; Chi*= 0.1, df= 1 (P = 0.75); F= 0%
Testfor overall effect Z=6.59 (P = 0.00001)

2.1.5 Fremanezumab - 225

T0_HELO-EM -2.99 366 287 -1.62 364 145 4.3%
12_Bigal, 2005 -4.86 4.64 95 -31 484 52 1.8%
Subtotal {95% CI) 382 197 6.1%
Heterogeneity: Tau®= 0.00; Chi*=0.20, df=1 (P = 0.66); P= 0%
Testfor overall effect: 2= 4.27 (P = 0.0001)

2.1.6 Fremanezumab - 675

10_HELO-EM -281 371 288 -1.82 363 145 4.3%
12_Bigal, 2005 -48 45 95 -31 484 52 1.8%
Subtotal {95% CI) 383 197 6.2%
Heterogeneity: Tau®= 0.00; Chi*=0.22, df=1 (P = 0.64); F= 0%
Test far overall effect: 7= 4.06 (F < 0.0001)

2.1.7 Eptinezumab - 30

08_Promise-1 -06 1.62 223 -04 1.27 74 B.1%
Subtotal {95% CI) 223 74 6.1%
Heterogeneity: Mot applicable

Testfor overall effect: Z=1.09 (P = 0.27)

2.1.8 Eptinezumab - 100

08_Promise-1 -0.9 2 221 -04 127 74 5.09%
Subtotal (95% CI) 221 74 5.9%
Heterogeneity: Mot applicable

Testfor overall effect Z= 2.50 (P = 0.01)

2.1.9 Eptinezumab - 300

08_Promise-1 -08 177 2322 -D4 127 74 6.0%
Subtotal (95% CI) 222 74 6.0%
Heterogeneity: Mot applicable

Test for overall effect Z=2.11 (P =0.03)

2.1.10 Topiramate - 50

14_MIGR-001 -1.3 314 17 -9 257 ekl 3.3%
Subtotal {95% CI) 117 39 3.3%
Heterogeneity: Mot applicable

Test for overall effect Z=0.73 (P = 0.43)

2.1.11 Topiramate - 100

14_MIGR-001 -1.9 276 125 -09 257 k| 3.4%
16_MIGR-002 -21 318 120 -1 3 a7 3.3%
16_MIGR-003 -15 248 139 -08 239 72 4.5%
17_IMNTREPID -48 35 159 -38 37 17 4.1%
Subtotal {95% CI) 543 338 153%
Heterogeneity: Tau®= 0.00; Chi*=0.58, df=3 (P =0.90); F= 0%
Test for overall effect 7= 4.33 (P = 0.0001)

2.1.12 Topiramate - 200

14_MIGR-001 -21 26 M2 -9 257 k| 3.4%
186_MIGR-002 S22 313 N7 -1 31 a7 3.3%
16_MIGR-003 -0.9 251 143 -08 239 il 4.5%
Subtotal {95% CI) 2 166  11.2%
Heterogeneity: Tau®= 0.29; Chi®=4.92 df=2 (P =0.09); F= 59%
Testfor overall effect: Z=1.92 (P = 0.06)

Total (95% CI) 4358 2762 100.0%

Heterogeneity: Tau®= 0.23; Chi*= 76 53, df= 22 (P = 0.00001); F=71%

Testfor overall effect: Z=8.36 (F = 0.00001)
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136 [-2.02, 0.70]
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-1.10F2.08,-0.11]
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-0.91 [-1.32, -0.50]

1,20 215, -0.25]
120218, -0 23]
-0.10 [0.78, 0.59]
.77 [1.55,0.02]

-1.05 [-1.29, -0.80]

Testfor subgroup differences: Chi*= B6.84, df= 11 (P = 0.00001), F= 83.5%

-

¢

*

4 )
Favours [experimental] Favours [control]

Additional Figure 5 | Acute medication days model 2 [Mean Difference] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies

* Doses given in milligram (mg)
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Additional Table 3 | Comparisons of acute medication days between the CGRP(R) mAbs and topiramate model 2 [Mean Difference]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg

Topiramate | p=0.49 p =0.04 p =0.01 p =0.02 p =0.09 p=0.11 p=0.19 p=0.85 p=1.00

50 mg

Topiramate | p=0.59 p =0.03 p = 0.006 p =0.02 p=0.19 p=0.25 p=0.01 p=0.16 p=0.07

100 mg

Topiramate | p=0.99 p =0.09 p =0.03 p =0.05 p=0.20 p=0.26 p=0.20 p=0.55 p=041

200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies

14



50% Response Rate

Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental Control
Study or Subgroup  Events  Total Events Total

Risk Difference

Weight M-H, Random, 95% CI

Risk Difference Risk of Bias

M-H, Random, 95% CI

3.4.1 CGRP-(R) mADbs

Arise 112 282 a5
Bigal, 2005 47 190 28
EVOLYE-1 258 418 164
EVOLWE-2 258 4456 162
HALO-EM 265 575 a1
Libery 36 118 17
Framise-1 347 GG a3
Strive 294 630 a4
Subtotal (95% CI) 3326

Total events 1667 To4

Heterogeneity: Tau®= 0.00; Chi#=9.70, df= 7 (P =0.21); F= 28%

Test for overall effect: Z=11.83 (P = 0.00001)

343 TPM

MIGR-001 169 394 4
MIGR-002 170 354 26
WIGR-003 101 282 K
Silherstein; 2006 55 138 25
Subtotal (95% CI) 1128

Total events 495 123

Heterogeneity: Tau®= 0.00; Chi*=6.77, df= 3 (P = 0.08); I*= 56%

Test for overall effect: £= 3.83 (P =0.0001)

Total (95% CI) 4454
Total events 2162 azr

Heterageneity: Tau®=0.00; Chi*=17.58, df=11 (P = 0.09); = 37%

Testfor overall effect: Z=11.70 (F = 0.00001)

Testfor subgroup diferences: Chi*= 074, df=1(P=039), F=0%

Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions
(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Cwerall

288
104
425
450
290
124
222
316
2219

1148
114
143

73
445

2664

9.0%
5.9%
109%
11.3%
10.9%
6.2%
9.59%
11.8%
74.9%

6.3%
T1%
T.T%
4.0%
25.1%

100.0%

0.101[0.02,0.18]
0.24[0.13, 0.34]
0.23[0.17, 0.30]
0.22[0.15, 0.28]
0.48[0.12, 0.24]
0.17 [0.06, 0.27]
0.45[0.07, 0.22]
0.201[0.14, 0.26]
0.19 [0.16, 0.22]

0.12[0.02,0.22]
0.25[0.16, 0.34]
0.14[0.08,0.23]
0.06 [-0.08, 0.149]
0.15 [0.07, 0.23]

0.18 [0.15, 0.21]
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Additional Figure 6 | 50% response rate model 1 [Risk Difference, Risk of Bias

outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental

Study or Subgroup _ Events

Control
Total Events Total

Risk Ratio
Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Risk of Bias
ABCDEF

3.4.1 CGRP-(R) mAbs

Arise 112
Bigal, 2005 97
EVOLYE-1 288
EVOLWE-2 258
HALO-EM 265
Libery 36
Promise-1 347
Strive 294
Subtotal (95% CI)

Total events 1667

262 g5 288
140 28 104
$18 164 425
446 162 450
575 81 2400
119 17 124
B 83 222
B30 84 316

3326 2219

704

8.7% 1.35[1.07,1.69]
1.4% 1.80[1.34, 2.69]
16.7% 1.60[1.39, 1.84]
16.1% 161 [1.39, 1.86]
10.3% 1.65[1.34, 2.03]
21% 221 1.1, 3.71)
11.9% 1.39[1.16, 1.68]
10.6% 1.76[1.44, 2.14]
81.0% 1.59 [1.48, 1.71]

Heterageneity: Tau*=0.00; Chi*=7 62, df=7 {P=0.37), F=8%
Testfor overall effect: Z=12.27 (P = 0.00001)

34.3TPM

MIGR-001 169
MIGR-002 170
MIGR-003 101
Silberstein; 2006 54
Subtotal (95% CI)

Tatal events 4495

354 41 115

354 6 114

282 3 143

138 24 73

1128 445
123

6.8% 1.341.02,1.74]
4.2% 241 [1.48, 3.00]
4.3% 1850117, 2.34]
17% 116 [0.80,1.70]
19.0% 1.52 [1.19, 1.94]

Heterageneity: Tau®*=0.03; Chi*=635,df =3 (P =010} *= 53%
Test for overall effect: Z=3.37 (P =0.0007)

Total (95% CI)

Total events 2162

4454 2664

827

100.0% 1.58 [1.46, 1.70]

Heterageneity: Tau®=0.00; Chi*=14.22 df=11 (P=0.232); = 23%
Testfor overall effect: Z=11.59 (P = 0.00001)
Testfor subgroup differences: Chi*=012, df=1(P=073), F=0%

Risk of bias legend
(A) Randomization process

(B) Deviations from intended interventions

(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Qwerall
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Additional Figure 7 | 50% response rate model 1 [Risk Ratio, Risk of Bias outcomes,

and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 2 | Risk Ratio

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.1.1 Erenumab - 70
01_Strive 135 312 42 158 50% 163122 217] n—
02_Arise M2 282 85 288 7.9% 1.35[1.07, 169 -
Subtotal (95% CI) 594 446 12.8% 1.45[1.21,1.74] <>
Total events 247 127

Heterogeneity: Tau*=0.00; Chi*=1.03, df=1(P=0.31), F=3%
Testfor overall effect Z=3.99 (P = 0.0001)

3.1.2 Erenumab - 140

01_Strive 159 38 42 158 52% 1.88[1.42, 2.48) —
04_Liberty ® 19 17124 15% 221 1.31,371]

Subtotal {95% C1} 437 282 6.8% 1.95 [1.52, 2.50] -
Total events 195

59
Heterageneity: Tau== 0.00; Chi*= 0.28, df= 1 (P = 0.60); F= 0%
Testfor overall effect Z=5.29 (P = 0.00001)

3.1.3 Galcanezumab - 120

05_EVOLVE-1 131 palil 82 213 104% 1.62[1.33,1.88] -
06_EVOLVE-2 134 228 a1 225 48% 1.65[1.34, 202 —
Subtotal {95% CI) 436 438 20.2% 1.63[1.42, 1.88] &
Total events 265 163

it
Heterogeneity: Tau*=0.00; Chi*= 0.01, df=1 (P=0.91); F=0%
Testfor overall effect Z=6.72 (P = 0.00001)

3.1.4 Galcanezumab - 240

05_EVOLVE-1 127 108 82 212 102% 1.581.29,1.83] -
06_EVOLVE-2 124 120 81 229 9.4% 1.571.27,1.83] -
Subtotal (95% CI) 428 437 19.6% 1.57 [1.36, 1.82] L 2
Total events 261 163

B:
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P =086}, F=0%
Testfor overall effect Z=6.11 (P = 0.00001)

3.1.5 Fremanezumab - 225

10_HELO-EM 137 287 41 145 50% 168127, 225 —
12_Bigal; 2005 15 a5 14 852 17% 1.76[1.07, 2.69] _—
Subtotal {95% CI) 382 197 6.7% 1.71[1.33, 2.19] -
Total events 182 a5

Heterogeneity: Tau*=0.00; Chi*= 0.02, df=1 (P =0.89), F= 0%
Testfor overall effect Z= 422 (P = 0.0001)

3.1.6 Fremanezumab - 675

10_HELO-EM 128 288 40 145 48% 1.6111.20, 2.18) —_—
132_Bigal; 2005 a2 a5 14 A2 1.8% 2.03[1.25, 2.30]

Subtotal (95% CI) 383 197 6.6% 1.72[1.33,2.20] -
Total events 180 64

Heterogeneity: Tau®= 0.00; Chi*= 0.65, df=1 (P=042), F=0%
Testfor overall effect Z=4.21 (P = 0.0001)

3.1.7 Eptinezumab - 30

08_Promise-1 "z 123 28 T4 40% 1.33[0.96,1.83] =
Subtotal (95% CI) 223 74 40% 1.33 [0.96, 1.83] g
Total events 112 28

Heterogeneity. Mot applicable

Testfor overall effect Z=1.73 (P = 0.08)

3.1.8 Eptinezumab - 100

08_Promige-1 110 121 28 74 4.0% 1.3210.95,1.81] T
Subtotal (95% CI) 221 74 A0% 1.32[0.95,1.81] -
Total events 110 )

Heterogeneity: Mot applicable

Testfor overall effect Z=1.68 (P = 0.08)

3.1.9 Eptinezumab - 300

08_Promise-1 125 122 27 T4 40% 154[112,213] —
Subtotal (95% CI) 222 74 40% 1.54[1.12,2.13] e
Total events 125 s

Heterogeneity. Mot applicable

Testfor overall effect Z= 2.64 (P = 0.008)

3.1.10 Topiramate - 50

14_MIGR-001 42 nv 14 39 18% 1.00[062 1,82 I
15_MIGR-002 a6 "7 9 38 T1% 2020117, 3689

Subtotal (95% CI) 234 I 2.9% 1.39 [0.69, 2.79] —
Total events 93 3

Heterogeneity: Tau®=018; Chi*= 3.28, df=1 (P= 007}, F=70%

Testfor overall effect Z= 092 (P = 0.36)

3.1.11 Topiramate - 100

14_MIGR-001 [t} 125 14 38 1% 1.48[085 231] T
15_MIGR-002 59 120 a 38 12% 2080114, 378

16_MIGR-003 a1 139 16 72 18% 1.851.02, 2.68] —
Subtotal (95% CI) 384 148 5.0% 1.66 [1.25, 2.22] -
Total events 178 el

Heterogeneity: Tau®=0.00; Chi*= 0.81, df= 2 (P = 0.67), F= 0%

Testfor overall effect Z= 3.46 (P = 0.0008)

3.1.12 Topiramate - 200

14_MIGR-001 59 112 13 38 1.8% 1.54 (086, 2.48] 1
15_MIGR-002 a5 "7 8 38 1.0% 223117, 4.26]

16_MIGR-003 an 143 16 7 16% 166[1.00,273]

18_Silberstein; 2006 a5 138 26 73 28% 1.16[080,1.70] T
Subtotal (95% CI) 510 220 T4% 1.49[1.15,1.92] -
Total events 219 61

Heterogeneity: Tau®= 0.01; Chi*= 3.40, df= 3 (P = 0.33); F= 12%

Testfor overall effect Z=3.08 (P = 0.002)

Total (95% CI) 4454 2664 100.0% 1.57 [1.48, 1.68] L]
Total events 2162

Heterogeneity: Tau*=0.00; Chi*=17.79, df= 23 (P=0.77), F= 0% ha 03 i 1 I 1o

- i 2 5
Testfor overall effect Z=13.83 (P = 0.00001) Favours [experimental] Favours [control]

Testfor subaroup difierences: Chi*=7.50, df=11 (F= 0.76), "= 0%

Additional Figure 8 | 50% response rate model 1 [Risk Ratio] ®

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
* Doses given in milligram (mg)



Additional Table 4 | Comparisons of 50% response rate between the CGRP(R) mAbs and topiramate model 2 [Risk ratio]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg

Topiramate p=0.91 p=0.37 p =0.66 p=0.73 p =0.59 p=0.58 p=091 p=0.89 p=0.79

50 mg

Topiramate p=0.43 p=0.41 p=0.92 p=0.74 p=0.89 p=0.87 p=0.31 p=0.29 p=0.75

100 mg

Topiramate p=0.87 p=0.55 p=0.53 p=0.71 p =0.45 p=0.44 p=0.58 p=0.55 p=0.86

200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
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Discontinuation due to Adverse Events
Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Difference Risk Difference Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI ABCDETF
4.4.1 CGRP-(R) mAbs
Arise ] 283 1 283  94% 0.01 [-0.00, 0.03] ™ @
Bigal, 2005 5] 192 0o 104 B7% 0.03 [0.00, 0.06] ™ @
EVOLWE-1 16 425 10 433 91% 0.01 [-0.01, 0.04] - @
EVOLYE-2 14 454 g 461 9.3% 0.01 [-0.01, 0.03] ™ @
HALO-EM 10 581 5 283 94% 0.00[-0.02,0.02] T @
Liberty ] 118 1 124 9.2% -0.01 [-0.03, 0.01] T @
Pramise-1 23 GBT 6 222 9.0% 0.01 [-0.02, 0.03] T @
Strive 14 633 8 38 893% -0.00 [-0.02, 0.02] T
Subtotal {95% CI) 3354 2245 T3.6% 0.01 [-0.00, 0.02] ]
Total events a8 39

Heterogeneity: Tau®=0.00; Chi®=7.46, df=7 (P = 0.38), F= %
Test far overall effect: £=1.96 (P = 0.04)

4.4.3TPM

INTREFID 21 188 18 187 6B1% 0.02 [-0.04, 0.08]
MIGR-001 a3 354 1M1 115 4% 0.14[0.07,0.21]
MIGR-002 T 354 14 114 51% 0.09[0.02,0.17]
MIGR-003 100 282 19 143 5.0% 0.25[0.17,0.32]
Silherstein; 2006 21 138 4 73 4T% 0.10([0.02,0.18]
Subtotal (95% CI) 1316 642 26.4% 0.12 [0.04, 0.20]
Total events 302 62

Heterogeneity: Taw?= 0.01; Chi*= 23.17, df= 4 (P = 0.00013; F= 83%
Test for overall effect Z= 3.04 (F = 0.002)

Total (95% CI) 4670 2887 100.0% 0.04 [0.01, 0.06]
Total events 390 101

Heterogeneity: Tau?= 0.00; Chi*= 107 .42, df=12 (P = 0.00001}); "= 84%
Test for overall effect: Z= 3.04 (P = 0.002)

Test for subgroup differences: Chif= 8.01, df=1 {P=0.005), F= 87 5%
Risk of bias legend

(A) Randomization process ) SERD)

‘05 -0.25 0 025 04
Favours [experimental] Favours [control]

(B) Deviations from intended interventions :
(C) Missing outcome data @d
(D) Measurement of the outcome o0zt '
(E)} Selection ofthe reported result Dl
(F) Overall o
0044 2 u}
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Additional Figure 9 | Discontinuation due to adverse events model 1 [Risk Difference,
Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =
topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental

Study or Subgroup _ Events

Total Events Total Weight M-H, Random, 95% CI

Control

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

Risk of Bias
ABCDEF

4.4.1 CGRP-(R) mAbs

Arise ]
Bigal, 2005 5
EVOLYE-1 16
EVOLWE-2 14
HALO-EM 10
Libery i
Promise-1 23
Strive 14
Subtotal (95% CI)

Total events a8

283
192
425
454
581
118
667
633
3354

[= =R e R e e B e

39

289
104
433
461
293
124
222
3189
2245

1.6%
0.9%
8.8%
TE%
5.9%
0.7%
T.3%
T7%
40.1%

Heterageneity: Tau®=0.00; Chi*r= 537, df=7 {P=0E61), F=0%

Testfor overall effect Z=1.65 (F=010)

44.3TPM

INTREFID 21
MIGR-001 a3
MIGR-002 77
MIGR-003 100
Silberstain; 2006 21
Subtotal (95% CI)

Total events a0z

Heterogeneity: Tau®=0.08, Chi®=7.595, df= 4 (P=0.11); F= 47%
Testfor overall effect: 2= 3.99 (P < 0.0001}

Total (95% CI)

Total events 340

Heterogeneity: Tau®=0.07, Chi®= 16.66, df=12 (F=0.16), F= 28%
Testfor overall effect: Z=4.21 (P = 0.0001}

188
354
354
282
138
1316

4670

62

101

197
115
114
143

73
642

12.4%
12.5%
14.2%
15.0%

5.8%
59.9%

2887 100.0%

5.11 [0.60, 43.43] ]

7.07 [0.40, 124.37]
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Additional Figure 10 | Discontinuation due to adverse events model 1 [Risk Ratio, Risk
of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate

20



Model 2 | Risk Ratio

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
4.1.1 Erenumab - 70
02_Arise 5 183 1289 1.0% 511 [060, 43.43]  E——
01_Strive 7 aMd 4 18D 33% 0.88 [0.26, 3.00] _—
Subtotal (95% Cl) 597 449 43% 1.70[0.32,9.12] e —
Total events 12 5
Heterogeneity: Taw® = 0.78; Chi*=1.98, df=1 (P =016); *= 50%
Test for overall effect Z= 062 (P = 0.53)
4.1.2 Erenumab - 140
04_Libety 0 118 1124 05% 0.35[0.01, 8.44] +
01_Strive FR- L 4 153 32% 0.87 [0.26, 2.94]
Subtotal {95% CI) 438 283 3.7% 0.78 [0.25, 2.41]
Total events 7 5
Heterogeneity, Tau® = 0.00; ChiF= 0,26, di= 1 (P = 0.60); F= 0%
Test for overall effect: Z=0.44 (F = 0.66)
4.1.3 Galcanezumab - 120
06_EWOLVE-2 5 il 4 N 8% 1.25[0.34, 4.60]
05_EWVOLVE-1 9 213 5 217 41% 1.83[0.62,538] T
Subtotal (95% CI) 444 448 6.9% 1.57 [0.68, 3.60] ——
Total events 14 9
Heterogeneity, Tau® = 0.00; Chi*= 020, df=1 (F = 0.66); F= 0%
Test for averall efiect Z= 1.06 (F = 0.29)
4.1.4 Galcanezumab - 240
06_EWVOLVE-2 9 113 4 230 35% 232[0.73,7.43] -1t
05_EYOLVE-1 7 212 5 216  37% 143[0.46,442] R —
Subtotal {95% Cl) 435 446 7.2% 1.81 [0.80, 4.07] —r—
Total events 18 9
Heterogeneity: Taw® = 0.00; Chi*= 0.35, df=1 (P = 0.56); F= 0%
Test for overall effect Z=1.43 (P = 0.15)
4.1.5 Fremanezumab - 225
12_Bigal; 2005 4 a6 0 52 06% 4.2 [0.27, 89.60] +
10_HELO-EM 5 290 3147 24% 0.84[0.20, 3.49] ——
Subtotal (35% CI) 386 199 2.9% 1.31[0.28, 6.06] e —
Total events 8 3
Heterogeneity Tau®= 0.28; ChiF=1.22, di=1 (P = 0.27); F= 18%
Test for overall effect Z=0.34 (P = 0.73)
4.1.6 Fremanezumab - 675
12_Bigal, 2005 2 96 0 52 05% 273013, 55.96] +
10_HELO-EM 5 291 2 146 1.8% 1.25[0.25,6.39]
Subtotal (95% CI) 387 198 2.3% 1.49 [0.36, 6.26] e —
Total events T 2
Heterogeneity, Tau® = 0.00; Chi*= 020, df=1 (P = 0.65); F= 0%
Testfor overall effect 7= 065 (P = 0.68)
4.1.7 Eptinezumab - 30
08_Fromise-1 12 274 2 T4 23% 1.98 [0.45, 8.65] R
Subtotal (95% C1) 224 74 22% 1.98 [0.45, 8.65] e ——
Total events 12 2
Heterogeneity: Notapplicable
Testfor overall effect: Z= 081 (F = 0.36)
4.1.8 Eptinezumab - 100
08_Promise-1 6 2 74 18% 1.00(0.21, 4.87] —_—
Subtotal (95% CI) 221 74 1.9% 1.00 [0.21, 4.87] e ———
Total events [ 2
Heterogeneity: Notapplicable
Testfor overall effect: Z=0.01 (F = 1.00)
4.1.9 Eptinezumab - 300
08_Promise-1 5 222 2 74 18% 0.83[017, 4.20]
Subtotal (95% CI) 222 74 1.8% 0.83 [0.17, 4.20] e —
Total events 5 2
Heterogeneity: Notapplicable
Testfor overall effect: Z= 022 (F = 0.83)
4.1.10 Topiramate - 50
16_MIGR-002 20 M7 5 38 58% 1.30[0.52,3.22] I E—
14_MIGR-001 21 17 4 38 47% 1.75 [0.64, 4.79] B S —
Subtotal {95% Cl) 234 7 105% 1.49 [0.76, 2.92] ——
Total events Ll 9
Heterogeneity: Taw® = 0.00; Chi*= 018, df=1 (P =067); F= 0%
Test for overall effect Z=1.15 (P = 0.25)
4.1.11 Topiramate - 100
17_INTREFID 21 188 18 187 134% 1.22[067,222] .
16_MIGR-002 EH 139 g 72 95% 2400118 4.87] —
15_MIGR-002 32 120 g 38 B3% 2.031[0.85, 4.83] T
14_MIGR-001 24 126 4 38 48% 1.82 [0.67, 4.83] B B —
Subtotal {95% Cl) 572 345 34.0% 1.71[1.18, 2.49] -
Total events 114 35
Heterageneity Tal® = 0.00; GhiF= 2.26, df= 3 (P = 0.52); F= 0%
Test for overall effect Z=2.82 (P = 0.005)
4.1.12 Topiramate - 200
18_Silberstein; 2006 2 138 473 45% 278[0.09, 7.79] —
16_MIGR-003 63 143 7 il 8.0% 447 [216,9.29] —
15_MWIGR-002 25 nv 4 38 489% 2.0310.75, 5.48] -1
T4_MIGR-001 38 112 3 38 38% 430[141,1313] —_—*
Subtotal (95% Cl) 510 220 22.2% 3.39[2.13,5.39] i
Total events 147 18
Heterageneity: Tau® = 0.00; Ghi*= 1.82, df= 3 (P = 0.58); F= 0%
Test for overall effect Z=5.16 (P = 0.00001}
Total (95% CI) 4670 2887 100.0% 1.82[1.46, 2.27] S 4
Total events 390 101
Heterageneity Tau® = 0.00; Chi*= 20,68, df= 24 (P = 0.66); F= 0% [ — + 3 t {

Test for overall effect Z=5.38 (P = 0.00001)

2 05
Favours [experimental] Favours [control]
Test for subgroup differences: Chif=11.35 df=11 (P =041, *=3.0%

Additional Figure 11 | Discontinuation due to adverse events model 2 [Risk Ratio] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
* Doses given in milligram (mg)
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Additional Table 5 | Comparisons of discontinuation due to adverse events between the CGRP(R) mAbs and topiramate model 2 [Risk

ratio]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg

Topiramate p=0.88 p=0.34 p=0.92 p=0.72 p=0.88 p=0.99 p=0.73 p =0.66 p=0.52

50 mg

Topiramate p=0.99 p=0.19 p=0.85 p=0.91 p =0.59 p =0.86 p=0.85 p=0.52 p=0.39

100 mg

Topiramate | p=0.44 p =0.02 p=0.11 p=0.19 p=0.24 p=0.29 p=0.50 p=0.15 p=0.33

200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
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Cognitive-Related Adverse Events
Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Difference Risk Difference Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI ABCDETF
6.4.1 CGRP-(R) mAbs
Arige 10 283 6 289 B.8% 0.01 [-0.01, 0.04] T @
Bigal, 2005 ] 192 3 104 8.3% -0.00 [-0.04, 0.04] T @
EVOLYE-1 ] 426 0 432 9.1% 0.01 [0.00,0.02] o @
EVOLYE-2 11 454 12 432 8.9% -0.00 [-0.02,0.02] T @
HALO-EM 5 583 4 283 9.1% -0.00 [-0.02, 0.01] T @
Liberty 3 118 2 124 2.4% 0.01 [-0.03, 0.04] T @
Promise-1 1 GEE o 222 91% 0.03[0.02,0.08] - @
Strive 633 8 39 9.0% -0.01 [-0.03, 0.00] -
Subtotal (95% CI) 3356 2215 T0.6% 0.01 [-0.01, 0.02] ]
Total events 68 35

Heterogeneity, Tau®=0.00; Chi*= 20.38, df=7 (P = 0.009); F= 66%

Testfor averall effect: Z2=1.01 (P=0.31)

6.4.3 TPM

INTREFID 45 176 16 185 6.5% 017 [0.08,0.25] —
MIGR-001 160 387 22 118 5.9% 0.26[0.17,0.358] -
MIGR-002 96 343 14 113 6.5% 0.15([0.07,0.22] —
MIGR-003 144 285 45 143 5.5% 0.29[0.18, 0.39] —
Silberstein; 2006 53 140 10 73 4.9% 0.24[0.13,0.358] e
Subtotal (95% CI) 1281 630 29.4% 0.22 [0.16, 0.27] L 3
Total events 508 107

Heterogeneity: Tau®= 0.00; Chi*= 795, df= 4 (P =009} F=50%

Testfor overall effect: Z=7.57 (P = 0.00001)

Total (95% CI) 4637 2845 100.0% 0.07 [0.03, 0.10] . 2

Total events 576 142

Heterogeneity: Tau®= 0.00; Chi*= 301.77, df=12 (P = 0.00001}); F= 96% I-DS _0525 b 0525 DSI

Testfor overall effect: Z= 3.68 (P = 0.0002)
Testfor subgroup differences: Chi®= 5162, df=1 (P = 0.00001), F=981%

Favours [experimental]

Risk of bias legend
(A) Randomization process

(B) Deviations from intended interventions

(C) Missing outcome data

(D) Measurement of the outcome
(E) Selection of the reported result
(F) Overall

1 SE(RD)
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Additional Figure 12 | Cognitive-related adverse events model 1 [Risk Difference, Risk
of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFTF
6.4.1 CGRP-(R) mAbs
Arise 10 283 B 289 6.0% 1.70[0.63, 4.62] ]
Bigal, 2005 ] 192 3 104 36% 0.80([0.22,3.70) T
EVOLYE-1 ] 426 0 432 1.0%  11.15[0.62, 201.10] N .
EVOLYE-2 11 454 12 432 B.0% 0.87 [0.38, 1.96] T
HALO-EM 5] 583 4 283 4.3% 0.75[0.21, 2.658] e —
Liberty 3 118 2124 2.4% 1.56[0.27,8.149] I E—
Promige-1 21 GBE o 222 1.0%  14.38[0.87, 236.39] T
Strive 7 633 a Mg 6.0% 0.44[016,1.21] T
Subtotal {95% CI) 3356 2215  32.3% 1.12 [0.61, 2.04] <P
Total events 68 35

Heterogeneity: Tau=0.27; Chi*=11.40,df =7 (F=012); P= 38%
Testfor overall effect: Z=0.36 (P=0.72)

6.4.3 TPM

INTREFID 45 176 16 185 12.2% 2861([1.74,5.03] -
MIGR-001 160 387 22 16 14.9% 2.36([1.58, 3.50] -
MIGR-002 1] 383 14 113 124% 2.2001.31, 3.69] —_
MIGR-003 154 285 45 143 17.5% 1.92[1.48, 2.449] -
Silberstein; 2006 a3 140 10 T3 O107% 2.76[1.80,5.10 —
Subtotal (95% CI) 1281 630 67.7% 2.21[1.84, 2.64]
Total events 408 107

Heterogeneity: Tau®= 0.00; Chi*= 295, df=4 (P=057), F=0%
Testfor overall effect: Z=8.64 {F = 0.00001)

Total (95% CI) 4637 2845 100.0% 1.82 [1.36, 2.44] L 3
Total events 476 142

Heterogeneity: Tau®=0.11; Chi*= 23.88, df=12 (F=0.02);, F= 50%
Testfor averall effect: Z=4.01 (P = 0.0001%

Testfor subgroup differences: Chif=4.50, df=1{P=0.03), F=77.8%
Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions

001 o 10 100
Favours [experimental] Favours [control]
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Additional Figure 13 | Cognitive-related adverse events model 1 [Risk Ratio, Risk of
Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =
topiramate
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Model 2 | Risk Ratio

Experimental Control

Risk Ratio

Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI

6.1.1 Erenumab - 70

01_Strive o 34 4 160 06%
02_Arise 10 283 6 289 41%
Subtotal (95% Cl} 597 449 4.7%
Total events 10

10
Heterogeneity: Tau®= 5.04; ChiF= 5.08, df=1 (F = 0.02); F = 80%
Testfor overall effect Z= 052 (P = 0.61)

6.1.2 Erenumab - 140

01_Strive 7 318 4 159 30%
04_Libery 3 18 2 124 15%
Subtotal {95% Cl} 438 283 4.5%
Total events 10

B
Heterogeneity: Taw®= 0.00; Chi*= 0.28, df=1 (P = 0.59), F= 0%
Testfor overall effect: Z= 010 (P = 0.82)

6.1.3 Galcanezumab - 120

05_EVOLVE-1 8 208 o 218 0.6%
06_EVOLVE-Z 3 226 6 216 34%
Subtotal {95% CI) 432 432 4.1%

Total events 11 6
Heterogeneity: Taw®= 218, Chi*= 275, df=1 (F=010), F= 64%
Testfor overall effect Z= 0.69 (P = 0.48)

6.1.4 Galcanezumab - 240

06_EVOLVE-2 5 228 B 216 32%
Subtotal {95% Cl} 228 216 3.2%
Total events 5 g

Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.40 (P = 0.65)

6.1.5 Fremanezumab - 225

10_HELO-EM o 280 147 0.6%
12_Bigal; 2009 1 96 K 62 1.3%
Subtotal {95% CI) 386 199 1.9%

Total events 2 4
Heterageneity: Tau®= 0.00: Chi®= 0.86, df=1 (P = 0.36); F= 0%
Testfor overall effect Z=1.32 (P =018)

6.1.6 Fremanezumab - 675

10_HELO-EM & 203 146 19%
12_Bigal; 2008 R 18 10%
Subtotal {35% C1) 389 198 2.9%

Total events 9 3
Heterogeneity: Tauw®= 0.00; Chi*= 0.00, df=1 (P = 0.95);, F= 0%
Testfor overall effect. Z= 0.65 (P = 0.52)

6.1.7 Eptinezumab - 30

08_Promise-1 8 219 [t} T4 0.6%
Subtotal {95% CI) 219 T4 0.6%
Total events 5 0

Heterogeneity: Mot applicable
Testfor overall effect Z=0.90 (P = 0.37)

6.1.8 Eptinezumab - 100

08_Promise-1 8 223 i} 74 0.6%
Subtotal {95% Cl} 223 T4 0.6%
Total events 8 o

Heterogeneity: Mot applicable
Testfor overall effect Z=1.20 (P = 0.23)

6.1.9 Eptinezumab - 300

08_Promise-1 8 224 o T4 06%
Subtotal (95% Cl} 224 T4 0.6%
Total events g 0

Heterogeneity: Mot applicable
Testfor overall effect Z=1.20 (P = 0.23)

6.1.10 Topiramate - 50

14_MIGR-001 41 118 8 33 T2%
15_MIGR-002 28 "7 5 38 50%
Subtotal {95% Cl} 235 77T 12.2%
Total events )

13
Heterogeneity: Taw®= 0.00; Chi*= 0.02, df=1 (P = 0.90}; F= 0%
Testforoverall effect Z=2.04 (P = 0.04)

6.1.11 Topiramate - 100

14_MIGR-001 49 128 7 39 B.7%
15_MIGR-002 19 119 g 38 5.0%
16_MIGR-003 62 141 23 71120%
17_INTRERID 45 176 16 185 3.2%
Subtotal (95% CI) 562 334 32.9%
Total events 185

51
Heterogeneity: Taw®= 0.08, Chi*= 558, df=3 (P =013), F= 46%
Testfor overall effect Z= 3.28 (P = 0.001)

6.1.12 Topiramate - 200

14_MIGR-001 70 13 7 38 T0%
15_MIGR-002 29 "z 4 37 4.4%
16_MIGR-003 9z 114 22 O126%
18_Silberstein; 2006 52 140 10 73 7.9%
Subtotal (95% Cl} 484 219 31.8%
Total events 254

43
Heterogensity Tauk= 0.00; Chi*= 048, df= 3 (P = 0.92); = 0%
Testfor overall effect 2= 7.40 (F < 0.00001)

Total (95% CI) 4417 2629 100.0%
Total events 576 142

Heterageneity: Tau®= 0.08: Chi®= 32.27, df = 23 (P = 0.09); F= 29%
Testfor overall effect: Z= 561 (P = 0.00001)

Risk Ratio
M-H, Random, 95% Cl

0.06 [0.00,1.05]
1,70 [0.63, 462]
0.41 [0.01,12.50]

0.87[0.26, 2.94]
1.56[0.27,919]
1.05 [0.39, 2.86]

11.53 [0.64, 207.24]
0.96[0.31,2.92]
2.37[0.20,28.12]

0.101[0.00,2.11]
0.54[0.08,373]
0.33 [0.07,1.701

1.48[031,732)
163[017,15.23]
1.54 [0.42,5.61]

3.7510.21,67.02]
3.75[0.21,67.021

5.59[0.33, 97 44]
5.6 [0.33, 97.44]

5,67 [0.33,97.01]
5.67 [0.33, 97.01]

1.68[0.87,330]
1.82[0.76, 4.38]
1.74 [1.02, 2.95]

247 [1.07, 4.39]
1.8510.77, 4.45]
1.38[0.84,2.07]
2.6 [1.74,5.03]
1.96 [1.31,2.92]

3,36 [1.70, 667
3.08[1.18, 8.06]
260[1.82,373]
2,76 [1.50,5.10]
2.78[2.12,3.64]

1.93 [1.53,2.43]

Testfor suboroup differences: Chi*=18.28, di=11 (P=0.13). F=325%

0.01

01 10 100
Favours [experimental] Favours [control]

Additional Figure 14 | Cognitive-related adverse events model 2 [Risk Ratio] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies

* Doses given in milligram

(mg)
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Additional Table 6 | Comparisons of cognitive-related adverse events between the CGRP(R) mAbs and topiramate model 2 [Risk ratio]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg

Topiramate p=0.41 p=0.38 p=0.381 p=0.23 p = 0.06 p =0.86 p=0.61 p=0.42 p=0.42

50 mg

Topiramate | p=0.37 p=0.26 p=0.88 p=0.15 p =0.04 p=0.73 p=0.66 p=0.47 p=0.47

100 mg

Topiramate | p=0.27 p =0.07 p=0.90 p =0.04 p =0.01 p=0.38 p=0.84 p=0.62 p=0.62

200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
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Sensory or Pain-Related Adverse Events

Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental

Study or Subgroup  Events

Total Events

Control

Risk Difference
Total Weight M-H, Random, 95% CI

Risk Difference
M-H, Random, 95% CI

Risk of Bias

7.4.1 CGRP-(R) mAbs

Mrise B 283 8 289 9.3% -0.01 [0.03, 0.02] 1
Bigal; 2005 10 192 g 104  9.0% -0.03 (0,10, 0.03] —-t
EVOLVE-1 426 0 432 Mot estimable

EVOLVE-2 0 454 0 432 9.3% 0.00 [-0.00, 0.00]

HALO-EN 0 533 0 283 9.3% 0.00 [0.01, 0.01]

Libery g8 119 2 124 91% 0.05 [0.00, 0.10] =
Promise-1 T BAG 77720 93 -0.02 [-0.05, 0.00] -
Strive 14 633 17 319 93%  -0.03 [0.08,-0.00] -
Subtotal (95% C1) 2930 1783 64.5%  -0.01[-0.02,0.01]

Total events 45 43

Heterogeneity: Tau®= 0.00; Chi*= 40.60, df= 6 (P < 0.00001); F= 85%
Testfor overall effect: Z=0.91 {P = 0.36)

7.4.3TPM

INTREFID 108 176 33 185 Mot estimable

MIGR-001 207 387 g 16  B8A% 0.51 [0.44, 0.58] -
MIGR-002 228 353 5 113 8.0% 0.60[0.54, 0.67] -
MIGR-003 185 285 9 143  5.0% 0.66[0.58, 0.73] -
Silberstein; 2006 63 140 4 T3 86% 0.40[0.30, 0.449] -
Subtotal (95% CI) 1105 445  35.5% 0.55 [0.45, 0.65] <P
Total events 624 26

Heterogeneity: Tau®= 0.01; Chi®= 23.54, df= 3 (F < 0.0001); F= 87%

Testfor averall effect: Z=10.57 (P = 0.00001}

Total (95% CI) 4035 2228 100.0% 0.19 [0.09, 0.29] <&

Total events 729 69

Heterogeneity: Tau®=0.03; Chi®= 5856.94, df= 10 (F = 0.000013; F=100% 5_1 _05_5 b 0?5 1

Testfor averall effect: Z= 3.60 (P = 0.0003)

Testfor subgroup differences: Chi*=112.33, df=1 (P = 0.00001}, *= 991 %
Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions

(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Overall
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Additional Figure 15| Sensory or pain-related adverse events model 1 [Risk

Difference, Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEF
7.4.1 CGRP-(R) mAbs
Arise 5 283 g 289 108% 077 [0.27,2.18] [ —
Bigal, 2005 10 192 9 104 11.3% 0.60[0.25,1.43] I
EVOLYE-1 23 426 0 43z Mot estirmable
EVOLWE-2 a 454 0 432 Mot estimable
HALO-EM ] 583 0 283 Mot estimable
Libery a 118 2 124 98% 417 [0.90,19.23] e —
Promise-1 7 GEE 7222 108% 0.23[0.12,0.94] L
Strive 14 633 17 319 11.5% 0.42[0.21,0.83] —
Subtotal (95% CI) 2930 1783 54.5% 0.65 [0.34, 1.24] -
Total events 45 43

Heterogeneity: Tau®=0.29; Chi*= 881, df =4 (P=0.07) F= 55%
Testfor overall effect: Z=1.31 (P=0.19)

743 TPM

INTREFID 108 176 33 185 Mot estirmable

MIGR-001 207 357 a8 16 11.6% 841 [4.28, 16.50] —_
MIGR-002 229 353 5 113 11.3% 14.66 [6.20, 34.66] —
MIGR-003 185 255 9 143 11.6% 11.583[6.10,21.79] —
Silberstein; 2006 63 140 4 T3O111% 8.21 [3.11, 21.67] —
Subtotal (95% CI) 1105 445  45.5% 10.40 [7.14, 15.14] &
Total events 684 26

Heterogeneity: Tau®=0.00; Chi*=1.34, df=3 (P=072), F=0%
Testfor overall effect: Z=12.21 (P = 0.00001}

Total (95% CI) 4035 2228 100.0% 2.46 [0.80, 7.53] A
Total events T4 69

Heterogeneity: Tau®=2.71, Chi®=122.93, df= 8 (P = 0.00001); F=93%
Testfor overall effect Z=1.487 (P=012)

Testfor subgroup diferences: Chif=52.24, df=1 (P = 0.00001), F= 98.1%
Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions - BEIoolRR)

| , , |
0ol 01 10 100
Favours [experimental] Favours [control]

(C) Missing outcome data :
(D) Measurement of the outcome i
(E) Selection of the reported result 0t
(F) Overall
o =
0.4
¢] o
[m]
o o
0.6
0.8 o
, RR
001 01 1 10 100

’6 CGRP-(R) mAbs O TPM

Additional Figure 16 | Sensory or pain-related adverse events model 1 [Risk Ratio,
Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =
topiramate
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Model 2 | Risk Ratio

Experimental ‘Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
7.1.1 Erenumab - 70
01_Strive 7 314 9 160 5.6% 0.40[014, 1.04]
0z_Arise B 283 % 289 55% 0.77 [0.27, 2.18] —_—
Subtotal (95% Cl) 597 449 11.2% 0.54[0.26, 1.09] e
Total events 17
Heterogeneity: Tau®= 0.00; Chi* = 0.82, df=1 (P = 0.36); F= 0%
Testfor overall effect Z=1.71 (P =0.09)
7.1.2 Erenumab - 140
01_Strive 7 319 8 159 5.6% 0.44 016, 1.18] — T
04_Liberty 8 119 2 124 47% 417 [0.80,19.23] R —
Subtotal (95% Cl) 438 283 10.3% 1.25[0.13,11.71] e ——
Total events 10
Heterogeneity: Tau*= 218; Chi® = 6.04, df=1 (P = 0.01); F= 83%
Test for overall effect Z=0.20 (P = 0.684)
7.1.3 Galcanezumab - 120
05_EVOLVE-1 5 206 o 216 27% 1153 [064, 207 .24] .
Subtotal (95% CI) 206 216 27% 11.53[0.64,207.24] e —
Total events 5 a
Heterogeneity. Mot applicahle
Testfor overall effect Z=1.66 (F=0.10)
7.1.4 Galcanezumab - 240
05_EVOLVE-1 18 220 o 216 28%  36.33[2.20,595.00] _—
Subtotal (95% CI) 220 216 2.8%  36.33[2.20,599.09] ———
Total events 18 a
Heterogeneity: Mot applicable
Testfor overall effect Z= 2.51 (P =0.01)
7.1.5 Fremanezumab - 225
12_Bigal; 2005 2 96 i 61 45% 0.22[0.04,1.08] e
Subtotal (95% Cl) 96 52 4.5% 0.22[0.04, 1.08] e
Total events 2 i
Heterogeneity: Mat applicable
Test for overall effect Z=1.87 (P = 0.08)
7.1.6 Fremanezumab - 675
12_Bigal, 2005 8 96 4 52 A53% 1.08[0.34, 3.43]
Subtotal (95% CI) 96 52 5.3% 1.08 [0.34, 3.43]
Total events 8 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.14 (F = 0.89)
7.1.7 Eptinezumab - 30
08_Pramise-1 0 a4 3 T4 2E% 0.06 [0.00, 093] $———————
Subtotal (95% CI) 219 4 2.6% 0.05 [0.00, 0.93] =——
Total events 0 3
Heterogeneity: Mot applicable
Testfor overall effect Z=2.01 (P =0.04)
7.1.8 Eptinezumab - 100
08_Promise-1 T 213 2z T4 45% 1,16 [0.25, 5.47] s
Subtotal (95% Cl) 223 T4 4.6% 6[0.25,5.47] ——et———
Total events 7 2
Heterogeneity: Mat applicable
Test for overall effect Z= 019 (P = 0.85)
7.1.9 Eptinezumab - 300
08_Promise-1 0 224 274 25% 0.07[000,137] &————————
Subtotal (95% CI) 224 4 2.5% 0.07 [0.00, 1.37] "= ——
Total events 0 2
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.79 (F =0.08)
7.1.10 Topiramate - 50
14_MIGR-001 66 118 3 39 54% 7.27[242,2182] —
15_MIGR-002 B2 m"r 2 38 5.0% 10.07 [2.58,39.22] —
Subtotal (95% CI) 235 77 104% 8.27 [3.52,19.44] e
Total events 128 5
Heterogeneity. Tau*= 000, ChF=0.13,df=1 (P =0.71), F= 0%
Testfor overall effect: Z= 4.84 (P < 0.00001)
7.1.11 Topiramate - 100
14_MIGR-001 72 126 3 39 5.4% 7.43[2.48,2226] —_—
15_MIGR-002 82 ma 2 38 4.0% 13.08[3.38,40.72] —
16_MIGR-002 a4 141 i 71 58% 9.58 [3.64,2020] —
17_INTREPID 108 176 33 185 f.4% 3.44 (247, 479] -
Subtotal (95% CI) 562 334 22.7% 6.42 [3.06, 13.48] -~
Total events 346 43
Heterogeneity. Tau*= 0.37, Chi* = 9.49, df= 3 (P = 0.02); F= 68%
Testfor overall effect Z= 4,91 (P < 0.00001)
7.1.12 Topiramate - 200
14_MIGR-001 69 113 2 ® 50% 11.60[2.99, 45.07] E——
15_MIGR-002 85 m"r 1 37 40%  26.88[3.88,186.40] _—
16_MIGR-002 101 4 4 Il a7% 15.73 [6.06, 40.84] —
18_Silherstein; 2006 63 140 4 73 5E% 8.21 [3.11, 21 67] I
Subtotal (95% CI) 484 219 20.3% 12.37 [6.93, 22.10] -
Total events 318 11
Heterogeneity: Tau®= 0.00; Chi®=1.62, df= 3 (P = 0.65); F= 0%
Test for overall effect: Z=8.50 (P = 0.00001)
Total (95% CI) 3600 2120 100.0% 3.02[1.63, 5.60] -
Total events 860 102
Heterogeneity: Tau*=1.51; Chi*=120.41, df= 20 (P = 0.00001); F= 83% o o T o0

Test for overall effect Z=3.51 (P = 0.0004)
Testfor subaroup differences: Chi*= 87.37, df= 11 (P < 0.00001), "= 87.4%

Favours [experimental] Favours [control]

Additional Figure 17 | Sensory or pain-related adverse events model 2 [Risk Ratio] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
* Doses given in milligram (mg)



Additional Table 7 | Comparisons of sensory or pain-related adverse events between the CGRP(R) mAbs and topiramate model 2 [Risk

ratio]
Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg
Topiramate p =0.001 p=0.12 p=0.83 p=0.32 p =0.001 p = 0.005 p =0.001 p =0.03 p =0.003
50 mg
Topiramate p =0.001 p=0.17 p=0.70 p=0.24 p =0.001 p =0.01 p = 0.002 p =0.05 p = 0.004
100 mg
Topiramate p =0.001 p=0.05 p =0.96 p = 0.46 p =0.001 p =0.001 p =0.001 p = 0.005 p =0.001
200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
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Gastrointestinal-Related Adverse Events
Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Difference Risk Difference Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% CI ABCDETF
8.4.1 CGRP-(R) mAbs
Arise 7 283 19 289  9.3% -0.04 [-0.07,-0.01] @
Bigal, 2005 i 192 4 104  BI3% -0.04 [-0.08, 0.00] I @
EVOLWE-1 13 426 15 432 11.3% -0.00 [-0.03, 0.02] - @
EVOLYE-2 7 454 11 432 12.3% -0.01 [-0.03, 0.01] - @
HALO-EM 7 583 0 283 136% 0.01 [0.00, 0.02] ™ @
Liberty ] 118 0 124 12.8% 0.00[-0.02,0.02] e @
Pramise-1 27 GBE g8 222 10.3% 0.00[-0.02,0.03] - @
Strive 18 633 o 318 Mat estimahle
Subtotal {95% CI) 2723 1806 78.1% -0.01 [-0.02, 0.01] &
Total events 1 a7
Heterogeneity: Tau®=0.00; Chi®= 22.28, df= 6 (P = 0.001), F=T73%
Test far overall effect: Z=0.91 (P=0.37)
8.4.3TPM
INTREFID 30 176 23 185 41% 0.05[-0.03,0.132] ]
MIGR-001 44 3s7 14 116  45% 0.00 [-0.07, 0.07] T
MIGR-002 75 353 12 13 43% 011 [0.04,0.18] I —
MIGR-003 44 285 11 143 0% 0.10([0.03, 0.16]
Silberstein, 2006 20 140 3 T3 41% 010([0.03,0.18] e —
Subtotal (95% CI) 1281 630 21.9% 0.07 [0.03, 0.11] e
Total events 213 63
Heterogeneity: Tau®=0.00; Chi*= 652, df= 4 (P=0.16); *= 39%
Testfor overall effect: £= 3.46 (F = 0.0005)
Total (95% CI) 4004 2526 100.0% 0.01 [-0.01,0.03] »>
Total events 274 120
Heterogeneity: Tau®= 0.00; Chi*= 4617, df=11 (P = 0.00001); F= 76% I—D 5 _051 b DI'I 0 25

Testfor overall effect: Z=0.98 (P=033)

Favours [experimental]

Test for subgroup differences: Chif= 12 64, df=1 {(F=0.0004), F=921%

Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions
(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Owerall

_SE(RD)

0

0.04+

008

Favours [contral]

RD.

01
-02

-01 i} 01 02

E CGRP-(R) mAbs

O TPM

Additional Figure 18 | Gastrointestinal-related adverse events model 1 [Risk
Difference, Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEF
8.4.1 CGRP-(R) mAbs
Arise 7 283 19 289  95% 0.38[0.16, 0.88] e
Bigal, 2005 i 192 4 104 17% 006000111 &4
EVOLYE-1 13 426 15 432 108% 0.880.42,1.82 I
EVOLWE-2 7 454 11 432 87% 0.61 [0.24,1.558] I
HALO-EM 7 583 0o 283 1.7% T.E5([0.43,131.76] +
Libery i 118 o 124 Mot estimable
Promise-1 27 GEE g8 222 10.3% 1.13[0.562, 2.44] —_
Strive 18 633 [k ] Mot estirmable
Subtotal (95% CI) 2723 1806 42.8% 0.70 [0.39, 1.28] -
Total events 61 a7
Heterageneity: Tau*=0.23; Chi*=8.30,df=48 (P =010} *= 46%
Testfor overall effect: Z=1.15 (P = 0.25)
8.4.3TPM
INTREFID a0 176 23 185 133% 1.37 [0.83, 2.27] ™
MIGR-001 44 357 14 116 126% 1.02[0.58,1.79] -
MIGR-002 T8 353 12 113 125% 2.0001.13,3.584] —_
MIGR-003 44 255 11 143 11.9% 2.241.20,4.200 —
Silberstein; 2006 20 140 3 73 BE% 3.48[1.07,11.31]
Subtotal (95% CI) 1281 630 57.2% 1.66 [1.16, 2.35] &
Total events 213 63
Heterogeneity: Tau®= 0.06, Chi®=6.25, df= 4 (P=0.18), F= 36%
Testfor overall effect: £=2.81 (P = 0.005)
Total (95% CI) 4004 2526 100.0% 1.18 [0.79, 1.75] »
Total events 274 120
Heterogeneity: Tau®=0.24;, Chi®= 26.03, df=10 (P = 0.004); F=62% ID.D1 0?1 150 1DD=

Testfor overall effect Z=080{FP=043)

Favours [experimental]

Testfor subgroup differences: Chi*= 5.80,df=1(P=002), F=82.8%

Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions
(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Overall

0

2
[}

E CGRP-{R) mAbs

_SE(og[RRD

Favours [control]

RR

1

] 1

10
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Additional Figure 19 | Gastrointestinal-related adverse events adverse events model 1
[Risk Ratio, Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 2 | Risk Ratio

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
8.1.1 Erenumab - 70
01_strive 7 314 0160 1.0% 767 (0.44,133.39)
02_Arise 7 283 19 289 B5% 0.38[0.16, 0.88) —
Subtotal (95% CI) 597 449 1% 1.27 [0.06, 26.49]
Total events 14

149
Heterageneity: Tau®= 3.84; Chi*= 4.32, df=1 (P = 0.04}; F=77%
Testfor overall effect: Z= 015 (P = 0.88)

8.1.2 Erenumab - 140

01_Strive 11 218 0 159 1.2%  11.50[0.68,183.91] N s —
Subtotal (95% CI) 319 159 1.2%  11.50 [0.68,193.91] e —
Total events " o

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.69 (P = 0.09)

8.1.3 Galcanezumab - 120

05_EWOLVE-1 5 208 8 216 40% 0.66[0.22,1.97] R
0B_EWOLVE-2 7 228 B 26 1% 1.12[0.38, 3.26) —
Subtotal (95% Cly 432 432 10.4% 0.86 [0.40, 1.86] e
Total events 12 14

Hetetageneity: Tau®= 0.00; Chi*= 0.46, df= 1 (F = 0.50); "= 0%
Testfor overall effect Z= 0.38 (F=0.70)

8.1.4 Galcanezumab - 240

05_EVOLVE-1 8 220 7216 56% 1.12[0.41, 3.04] —_—
06_EVOLVE-2 o 228 5 216 11% 0.08[0.00, 1.55] +———————————
Subtotal (95% CI) 448 432 6.7% 0.44[0.03, 5.58] e ———
Tutal events g 12

Heterogeneity: Tau®= 2.42, Chi*= 2.99, df=1 (P = 0.08), F=67%
Testfor overall effect. Z= 064 (P=0.52)

8.1.5 Fremanezumab - 225

12_Bigal; 2005 0 L] 2 52 1.0% 0.11[0.01,2.23) 4———————F—
Subtotal (95% CI) 96 52 1.0% 0.11[0.01, 2.23] == ——
Tutal events [t} 2

Heterogeneity: Mot applicable
Testfor overall effect Z=1.44 (P=0.15)

8.1.6 Fremanezumab - 675

10_HELO-EM 719 0 146 11%  7.50[0.43130.42) .
12_Bigal; 2004 0 98 7 82 1.0% 0.11[0.01,2.28 & —
Subtotal (95% CI) 389 198 2.2% 0.93 [0.01, 61.22] s —

Total events 7 2
Heterageneity: Tau®= 6.87; Chi*= 4.06, df=1 (P = 0.04)}; *=75%
Testfor overall effect: Z=0.03 (P =0.07)

8.1.7 Eptinezumab - 30

08_Promise-1 El g 3 T 4% 1.01[0.28, 3.65] N S
Subtotal (95% Cl) 219 74 4% 1.01[0.28, 3.65] —~——
Total events El 3

Heterogeneity: Mot applicable

Testfor overall effect: 2= 0.02 (P = 0.98)

8.1.8 Eptinezumab - 100

08_Promise-1 5 133 374 6% 0.55 [0.14, 2.26]

Subtotal (95% CI) 223 T4 3.6% 0.55[0.14, 2.26]

Total events 5 3

Heterogeneity: Mot applicable
Testfor overall effect Z= 0.83 (P = 0.41)

8.1.9 Eptinezumab - 300

08_Promise-1 13 224 2 T4 34% 2.15[0.50,9.30] I
Subtotal (95% Cly 224 74 34% 5 [0.50, 9.30] e
Total events 13 2

Heterageneity: Mot applicable
Testfor overall effect. Z=1.02 (F=0.31)

8.1.10 Topiramate - 50

14_MIGR-001 8 118 5 39 53% 0.53[0.18,1.52] —
15_MIGR-002 B 117 438 5B% 2.03[0.75, 5.45] T
Subtotal (95% CI) 235 7 10.8% 1.05[0.28, 3.98] i
Total events 33

a
Heterogeneity: Tau®= 0,69, Chi*= 3.38, df=1 (P = 0.07}; F=70%
Testfor overall effect. Z= 0.07 (P = 0.94)

8.1.11 Topiramate - 100

14_MIGR-001 20 126 & 38 61% 1.24[0.50, 3.08] b —
15_MIGR-002 25 119 4 38 4E% 2.00100.74,5.37] T
1E_MIGR-003 19 14 B T B4% 1.62[0.68, 3.87] T
17_INTREPID 30 178 23 185 94% 1.37[0.83,2.27] T
Subtotal (95% CI) 562 334 27.5% 1.46 [1.01, 2.11] >

Total events 94 il

3
Heterogeneity: Tau®= 0.00; ChiF= 0,63, df= 3 (P = 0.99); *= 0%
Testfor overall effect: 2= 2.03 (P = 0.04)

8.1.12 Topiramate - 200

14_MIGR-001 16 13 4 38 S4% 1.35[0.48,3.78] 1
15_MIGR-002 25 "7 4 37 46% 1.98[0.74,5.31] T
16_MIGR-003 25 114 5 bl 6.1% 3.11[1.25,7.76] hn—
18_8ilberstein; 2006 20 140 3 73 46% 3.48[1.07,11.31] —
Subtotal (95% CI) 484 219 21.7% 230[1.3 82] -

Total events 88 16

Heterogeneity: Tau®*=0.00, Chi*= 2.04, df= 3 (P = 0.56), = 0%
Testfor overall effect: Z=3.22 (P =0.001)

Total (95% CI) 4228 2574 100.0% 1.26[0.92, 1.74] >

Total events 182 120

:EIT;ugenemfI.‘Taﬁu t:g_z%fgmp:}?:;,df: 22(P=0025F=41% o o1 10 It
estioroverall efiect. 2= (P=0.15 Favours [experimental] Favours [control]

Testfor suboroun diffierences: Chi*= 1334, df=11(P =027 F=175%

Additional Figure 20 | Gastrointestinal-related adverse events model 2 [Risk Ratio] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
* Doses given in milligram (mg)
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Additional Table 8 | Comparisons of gastrointestinal-related adverse events between the CGRP(R) mAbs and topiramate model 2 [Risk

ratio]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg

Topiramate | p=0.91 p=0.13 p=0.8 p=0.55 p=0.18 p=0.96 p=0.97 p=0.52 p=0.48

50 mg

Topiramate | p=0.93 p=0.16 p=0.22 p=0.36 p =0.09 p=0.83 p =0.59 p=0.19 p=0.62

100 mg

Topiramate | p=0.70 p=0.27 p =0.04 p=0.21 p=0.05 p =0.67 p=0.24 p =0.06 p=0.93

200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
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Infections and Infestations-Related Adverse Events
Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental

Study or Subgroup  Events

Control
Total Events Total Weight M-H, Random, 95% CI

Risk Difference

Risk Difference
M-H, Random, 95% CI

Risk of Bias

9.4.1 CGRP-(R) mADbs

Arise 50 283 47
Bigal, 2005 24 192 12
EVOLYE-1 T3 426 a5
EVOLWE-2 70 454 71
HALO-EM 72 583 32
Libery a 118 12
Framise-1 164 GG 55
Strive 127 633 G4
Subtotal (95% CI) 3356

Total events 589 348

Heterogeneity: Tau®= 0.00; Chi®= 415, df= 7 (P = 0.76),

Testfor overall effect: Z=0.82 (P =0.41)

9.4.3TPM

INTREFID 49 176 44
MIGR-001 i 387 i
MIGR-002 a 353 a
MIGR-003 i 285 i
Silberstein; 2006 18 140 7
Subtotal (95% CI) 316

Total events BY a1

289
104
432
432
293
124
222
318
2215

185
116
113
143

73
258

9.3%
5.9%
15.5%
151%
17.7%
T.4%
8.2%
121%
91.1%

[F=0%

4.6%
8.9%

Heterogeneity: Tau®= 0.00; Chi*=0.02, df=1 {(F=0.80); F=0%

Testfor averall effect: £=1.14 (F=0.25)

Total (95% CI) 3672

Total events 15 349

2473 100.0%

Heterogeneity: Tau®= 0.00; Chi*= 4.88, df=9 (P =082, F=0%

Testfor averall effect: £=1.12 (P = 0.26)

Testfor subgroup differences: Chi*= 071, df=1 (P=040), F=0%

Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions
(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Overall

0.01 [-0.05, 0.08]
0.01 [0.07, 0.09]
0.04 [-0.00, 0.09]
-0.01 [0.08, 0.04]
0.01 [-0.03, 0.06]
-0.03 F0.10, 0.04]
0.00 [0.07, 0.07]
0.00 [-0.05, 0.05]
0.01 [-0.01, 0.03]

0.04[-0.05,0.13]
Mot estirmable
Mat estimahle
Mot estirmable
0.03[-0.05 0137
0.04 [-0.03, 0.10]

0.01 [-0.01, 0.03]

»>

0.2
Favours [experimental]

i}

-0.1 0 01

_SE(RD)

0.2

Favours [control]

Og
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Additional Figure 21 | Infections and infestations-related adverse events model 1 [Risk
Difference, Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental

Study or Subgroup _ Events

Control
Total Events Total Weight M-H, Random, 95% CI

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

Risk of Bias
ABCDEF

9.4.1 CGRP_(R) mAbs

Arise a0
Bigal, 2005 24
EVOLYE-1 73
EVOLWE-2 70
HALO-EM 72
Libery a
Promise-1 165
Strive 127

Subtotal (95% CI)

Total events 589

283
192
426
454
583
118
666
633
3356

348

289
104
432
432
293
124
222
3189
2215

10.0%
31%
126%
14.4%
2.6%
1.8%
18.8%
18.2%
87.4%

Heterageneity: Tau*=0.00; Chir=413, df=7{P=077), F=0%

Testfor overall effect Z=0.78 (F=0.43)

9.4.3TPM

INTREFID 49
MIGR-001 a
MIGR-002 ]
MIGR-003 i
Silberstain; 2006 18
Subtotal (95% CI)

Total events BT

176
357
353
255
140
316

-

fV e Y e e

a1

185 10.7%
116
113
143
T3 1.8%
258 12.6%

Heterogeneity: Tau®=0.00; Chi*=0.09, df=1 P=0.77);, F=0%

Testfor overall effect: Z=1.08 (P =0.28)

Total (95% CI)

Total events G456

3672

398

2473 100.0%

Heterogeneity: Tau®=0.00; Chi*= 4.75, df=9 (P = 0.86), F=0%

Testfor overall effect Z=1.12 (P =0.26)
Testfor subgroup differences: Chif= 0.54, df=1 (P =0.46), F=0%

Risk of bias legend
(A) Randomization process

(B) Deviations from intended interventions

(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Qverall

1.09 [0.76, 1.56]
1.08 [0.67, 2.08]
1.35[0.97, 1.86]
0.84 [0.69,1.27]
113 [0.76, 1.67]
0.69 [0.29, 1.64]
1.00[0.77,1.30]
1.00[0.76,1.31]
1.05 [0.93, 1.19]

1.7 [0.82, 1.66]
Mat estimahle
Mot estimable
Mat estimahle

1.34[0.58, 3.06]

1.20 [0.87, 1.65]

1.07 [0.95, 1.20]
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*

*

I
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E CGRP-(R) mAbs

OTPM

Additional Figure 22 | Infections and infestations-related adverse events model 1 [Risk
Ratio, Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 2 | Risk Ratio

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
9.1.1 Erenumab - 70
01_Strive 59 314 32 160 8.8% 0.84 [0.64, 1.38] —r
02_Arize 500 263 47209 10.0% 1.08 [0.76, 1.56] -
Subtotal {(95% CI) 597 449 18.8% 1.01[0.78, 1.32] L
Total events 109 74
Heterageneity: Tau®= 0.00; Chi*=0.249 df=1 (P =059, F=0%
Testfor overall effect: 2= 0.11 (P =0.91)
9.1.2 Erenumab - 140
01_Strive B8 318 32 1589 9.4% 1.06 [0.73, 1.54] —
04_Liberty 85 119 12 124 1.8% 068 [0.29, 1.64] —_—
Subtotal (95% CI) 438 283 11.2% 0.99 [0.70, 1.40] <
Total events Th 44
Heterageneity: Tau®= 0.00; Chi*=0.78, df=1 (P = 0.38), F=0%
Testfor overall effect: Z= 0.06 (F = 0.95)
9.1.3 Galcanezumab - 120
0a_EVOLVE-1 39 206 28 218 6.6% 1.46 [0.93, 2.289] —
06_EVOLVE-2 32 226 36 218 6.9% 0.85[0.55,1.32] -
Subtotal (95% CI) 432 432 13.5% 1.11 [0.65, 1.89] -
Total events hl -]
Heterageneity: Tau®= 0.10; Chi*= 2.88 df=1 (P = 0.09); F= 65%
Testfor overall effect: 2= 0.39 (F=0.70)
9.1.4 Galcanezumab - 240
0a_EVOLVE-1 34 220 27 218 6.0% 1.24[0.77,1.98] T
06_EVOLVE-2 38 228 34 218 7.5% 1.03 [0.68, 1.57] -1
Subtotal (95% CI) 448 432 13.5% 1.12[0.82,1.53] »>
Total events T2 62
Heterageneity: Tau®= 0.00; Chi*=0.33, df=1 (P =057, F=0%
Testfor overall effect: Z= 0.69 (F = 0.49)
9.1.5 Fremanezumab - 225
10_HELO-EM 40 280 16 147 4.4% 1.27[0.73,2.18] T
12_Bigal, 2004 12 95 [ 62 1.6% 1.08[0.43,2.72] I
Subtotal (95% CI) 386 199 6.0% 1.22 [0.76, 1.94] -
Total events a2 22
Heterageneity: Tau®= 0.00; Chi*=0.08, df=1 {P= 077}, F=0%
Testfor overall effect: 2= 0.82 (F = 0.41)
9.1.6 Fremanezumab - 675
T0_HELO-EM 32 283 16 148 41% 1.00 [0.47,1.76] I
12_Bigal, 2004 12 95 [ 62 1.6% 1.08[0.43,2.72] 1
Subtotal (95% CI) 389 198 5.7% 1.02 [0.63, 1.65] -
Total events 44 22
Heterogeneity: Tau®= 0.00; Chi*=0.02 df=1 (P =088}, F=0%
Testfor overall effect 2= 0.08 (F = 0.94)
9.1.7 Eptinezumab - 30
08_Promise-1 a1 218 18 74 6.3% 0.91[0.47,1.43] T
Subtotal {95% CI) 219 74 6.3% 0.91 [0.57,1.43] -
Total events a1 149
Heterogeneity: hot applicable
Testforoverall effect: £= 0.42 (P = 0.67)
9.1.8 Eptinezumab - 100
08_Promise-1 51 223 18 74 6.0% 0.94 [0.59, 1.50] 1
Subtotal {95% CI) 223 74 6.0% 0.94 [0.59, 1.50] -
Total events a1 18
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.26 (P = 0.80)
9.1.9 Eptinezumab - 300
08_Pramise-1 B3 224 18 74 6.4% 1.16[0.73,1.82] T
Subtotal (95% CI) 224 74 6.4% 1.16 [0.73, 1.82] <
Total events k] 18
Heterageneity: Mot applicable
Testfor overall effect: 2= 0.63 (P = 0.53)
9.1.11 Topiramate - 100
17_INTREPID 49 176 44 185 107% 1.17[0.82, 1.66] T
Subtotal (95% CI) 176 185  10.7% 1.17 [0.82, 1.66] »
Total events 449 44
Heterogeneity: kot applicable
Testfor averall effect: £= 0.88 (P = 0.38)
9.1.12 Topiramate - 200
18_8ilberstein; 2006 18 140 7 73 1.8% 1.34 [0.59, 3.06] 1
Subtotal {95% CI) 140 73 1.9% 1.34 [0.59, 3.06] R
Total events 18 7
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.70 (P = 0.43)
Total (95% CI) 3672 2473 100.0% 1.07 [0.95, 1.20] ¢
Total events (31
Heterogeneity: Tau®= 0.00; Chi*= 6.63, df=16 (P=0.08); F= 0% ID m t t WDDI

Testforaverall effect: Z=1.11 (P = 0.27)

Testfor subaroup differences: Chi*=2.21, df=10(F =088, F=0%

01 10
Favours [experimental] Favours [control]

Additional Figure 23 | Infections and infestations-related adverse events model 2 [Risk

Ratio] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies

* Doses given in milligram (mg)
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Additional Table 9 | Comparisons of infections and infestations-related adverse events between the CGRP(R) mAbs and topiramate
model 2 [Risk ratio]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg

Topiramate | - - - - - - - - -

50 mg

Topiramate p =0.52 p =0.50 p=0.87 p=0.84 p=0.90 p = 0.65 p=0.38 p=0.46 p=0.97

100 mg

Topiramate | p=0.53 p=0.51 p=0.71 p=0.68 p=0.84 p =0.57 p=0.42 p=0.46 p=0.76

200 mg

GRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
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Administration Site-Related Adverse Events
Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Difference Risk Difference Risk of Bias
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10.4.1 CGRP-(R) mAbs
Arise 17 283 12 289  83% 0.02 [-0.02, 0.08] T
Bigal, 2005 30 192 9 104 56% 0.07 [-0.00,0.14] b
EVOLYE-1 138 426 26 432 BT% 0.12[0.06,0.19] e —
EVOLWE-2 97 454 39 432 Ta% 012 [0.08,017] e —
HALO-EM 17 583 168 293 Mot estimable
Libery 10 118 11 124 58% -0.00 [-0.08, 0.07] —
Promise-1 a GBE6 0 222  96% 0.00[-0.01, 0.01] +
Strive 10 633 0 38  9.5% 0.02[0.00,0.03) -
Subtotal (95% CI) 2773 1922 53.1% 0.05 [-0.01,0.11] el
Total events 299 147

Heterogeneity: Tau®= 0.01; Chi®= 373.76, df= 6 (P = 0.00001); F= 98%
Testfor overall effect Z=1.91 {P=013)

104.3 TPM

INTREFID ] 176 0 185 9.45% 0.00 [-0.01, 0.01] +
MIGR-001 i 387 0o 16 9.4% 0.00-0.01, 0.01] T
MIGR-002 a 353 0 113 8.4% 0.00[-0.01, 0.01] -+
MIGR-003 i 285 0 143 8958% 0.00-0.01, 0.01] -+
Silberstein; 2006 a 140 a T3 91% 0.00[-0.02,0.02] -1
Subtotal (95% CI) 1281 630 46.9% 0.00 [-0.01, 0.01] [
Total events a a

Heterogeneity: Tau®= 0.00; Chi=0.00, df= 4 (F=1.00); F=0%
Testfor averall effect: Z=0.00 (P =1.00)

Total (95% CI) 4054 2552 100.0% 0.02 [-0.00, 0.05] g
Total events 299 157

Heterogeneity: Tau®= 0.00; Chi®= 42377, df=11 (P = 0.00001); F= 97%
Testfor averall effect: Z=1.71 (P = 0.09)

Testfor subgroup differences: Chif= 2237 df=1(P=013), F=559%
Risk of bias legend

-z -0 0 0 0.2
Favours [experimental] Favours [control]

5. SE(RD)

(A) Randomization process o
(B) Deviations from intended interventions
(C) Missing outcome data 0z o!
(D) Measurement of the outcome OO
(E) Selection of the reported result 5
(F) Overall 0044 o
0.087
008
o RD
-02 -0 ] 01 02

E CGRP-(R) mAbs O TPM

Additional Figure 24 | Administration site-related adverse events model 1 [Risk
Difference, Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =
topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEF
10.4.1 CGRP-(R) mAbs
Arise 17 283 12 289 11.2% 1.45([0.70, 2.97] e
Bigal; 2005 30 1932 9 104 11.6% 1.81 [0.89, 3.66] —
EVOLYE-1 135 426 86 432 386% 1.59[1.26, 2.01] =
EVOLWE-2 47 454 39 432 287% 237 [1.67,3.359] -
HALO-EM M7 583 168 293 Mot estimable
Libery 10 118 11 124 91% 0.85[0.42,2.158] b
Promise-1 ] GEE o 222 Mot estimable
Strive 10 633 0 39 08% 10.60[0.62, 180.30] -
Subtotal (95% CI) 2773 1922 100.0% 1.74 [1.33, 2.28] <
Total events 299 157
Heterageneity: Tau*=0.04; Chi*=7.59, df=45 (P =018} F= 34%
Test for overall effect: Z=4.00 (P = 0.0001)
10.4.3TPM
INTREFID i 176 o 185 Mot estirmable
MIGR-001 a 357 [ ] Mot estimable
MIGR-002 ] 353 o 113 Mot estimable
MIGR-003 i 255 o 143 Mot estimable
Silberstain; 2006 0 140 0 T3 Mot estimable
Subtotal (95% CI) 1281 630 Not estimable
Total events a a
Heterogeneity: Mot applicakle
Test for overall effect: Mot applicahle
Total (95% CI) 4054 2552 100.0% 1.74[1.33, 2.28] L 2
Total events 2949 157
Heterogeneity: Tau®= 0.04; Chi*= 7.58, df= 5 (P = 0.18); F= 34% ID.D1 0?1 150 1DD=
Testfor averall effec_t: Z=4.00(F = D.DD.D1) Favours [experimental] Favours [control]
Testfor subgroup diferences: Not applicable
Risk of bias legend
(A) Randomization process
(B) Deviations from intended interventions SEoglRRD
(C) Missing outcome data ’T o
(D) Measurement of the outcome e

o

(E) Selection of the reported result

(F) Qverall

2
[}

E CGRP-(R) mAbS

RR

1

i

1o

O TeM

Additional Figure 25 | Administration site-related adverse events model 1 [Risk Ratio,
Risk of Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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General-Related Adverse Events
Model 1 | Risk Difference, Risk of Bias outcomes, and Funnel plot

Experimental Control Risk Difference Risk Difference Risk of Bias
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEF
5.4.1 CGRP-(R) mAbs
Arise i 283 0 283 96% 0.00-0.01, 0.01] @
Bigal, 2005 11 192 4 104 TE% 0.02 [-0.03, 0.07] T @
EVOLYE-1 26 426 11 432 9.0% 0.04 [0.01, 0.086] - @
EVOLWE-2 15 454 0 432 92% 0.01 [-0.01, 0.03] T @
HALO-EM i 583 0 283 87% 0.00[-0.01, 0.01] @
Libery 3 118 2 124 BAa% 0.01 [-0.03, 0.04] T @
Promise-1 32 GBE6 18 232 84% -0.02 [-0.06, 0.02] -T @
Strive ] 633 g 38 94% -0.03 [-0.04,-0.01] -
Subtotal (95% CI) 3356 2215 T1.4% 0.00 [-0.01,0.01]
Total events a7 a0

Heterogeneity: Tau®= 0.00;, Chi*=18.58, df=7 (P=0.010); F= 62%
Testfor overall effect Z=013 (P =0.80)

54.3 TPM

INTREFID 45 176 49 185  51% -0.01 [-0.10, 0.09] T
MIGR-001 76 387 5 1B 7I% 047 [0.11,0.23] i
MIGR-002 73 353 12 113 B.2% 010([0.03,0.17] e
MIGR-003 67 285 8 143  BAa% 0.21[0.14,0.27] —
Silberstein; 2006 60 140 13 T3 O3T% 0.25[0.13,0.37]

Subtotal (95% CI) 1281 630 28.6% 0.14 [0.07,0.22] S
Total events N ar

Heterogensity: Tau®= 0.01; Chi*= 20.41, df = 4 (F = 0.0004); F= 80%
Test for averall effect Z = 3.62 (P = 0.0003)

Total (95% CI) 4637 2845 100.0% 0.04 [0.01, 0.07] L 2
Total events 408 137

Heterogeneity: Tau®= 0.00; Chi®= 372.80, df=12 (P = 0.00001); F= 97%
Testfor averall effect: Z= 2.87 (P = 0.004)

Testfor subgroup differences: Chi*=12.77, df=1 (P =0.0004), F= 82 2%
Risk of bias legend

05 -0.35 0 025 05
Favours [experimental] Favours [control]

(A) Randomization process o SERD)
(B) Deviations from intended interventions o
(C) Missing outcome data ©og
(D) Measurement of the outcome a0t 00
(E) Selection of the reported result o O
(F) Overall 5 o
004+
)
0.06 o
008
01 t | ; RE,
-08 -0.26 ] 025 05

E CGRP-(R) mAbs O TPM ‘

Additional Figure 27 | General-related adverse events model 1 [Risk Difference, Risk of
Bias outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =
topiramate
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Model 1 | Risk Ratio, Risk of Bias outcomes, and Funnel plot

Experimental

Study or Subgroup _ Events

Control

Risk Ratio

Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Risk of Bias
ABCDEF

5.4.1 CGRP_(R) mAbs

Arise a 2813
Bigal, 2005 11 192
EVOLYE-1 26 426
EVOLWE-2 15 454
HALO-EM ] 583
Libery 3 118
Promise-1 32 GEE
Strive 633
Subtotal (95% CI) 3356

Total events ar

a0

289

104 7.4%

432 10.4%

432 8T%

293

124 44%

222 11.1%

318 2.2%
2215  45.2%

Heterogeneity: Tau*=0.41; Chi*=13.949 df= 45 (F=002); P=64%

Testfor overall effect Z=0.38 (P=070)

54.3TPM

INTREFID 45 176
MIGR-001 76 357
MIGR-002 T3 353
MIGR-003 67 255
Silberstain; 2006 60 140
Subtotal (95% CI) 1281
Total events an

49
]
12
g
13

ar

185
116
113
143

73
630

127%

9.0%
11.2%
10.3%
11.5%
54.8%

Heterogeneity: Tau®= 0.48; Chi®= 27.63, df=4 (F < 0.0001); F= 286%

Testfor overall effect Z=2.53 (F=0.010)

Total (95% CI) 4637

Total events 408

Heterogeneity: Tau®= 0.39; Chi®= 4283, df=10(P = 0.00001); F=¥7%

Testfor overall effect Z=2.31 (P=002)

Testfor subgroup differences: Chif= 233, df=1(P=013), F=&7.1%

Risk of bias legend

(A) Randomization process

(B) Deviations from intended interventions
(C) Missing outcome data

(D) Measurement of the outcome

(E) Selection of the reported result

(F) Overall

137

2845 100.0%

Mat estimahle
1.49[0.48, 4.56]
2.4001.20,4.79)
1.43[0.65,3.14]

Mot estimable
1.56[0.27,58.19]
0.71[0.38,1.29]
0.03[0.00,0.51]
1.14 [0.58, 2.26]

0.97 [0.68,1.37]
4.84 [2.05, 11.91]
1.95[1.10, 3.45]
4.701(2.32, 9.50]
2.41 [1.42, 4.09]
2.40 [1.24, 4.67]

1.71[1.09, 2.70]
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Additional Figure 28 | General-related adverse events model 1 [Risk Ratio, Risk of Bias

outcomes, and Funnel plot]

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies; TPM =

topiramate
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Model 2 | Risk Ratio

Experimental Control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

5.1.1 Erenumab - 70

01_Strive i 314 4
Subtotal (95% CI) 314
Total events o 4

Heterogeneity: Not applicable
Test for overall effect Z=1.93 (P =0.05)

5.1.2 Erenumab - 140

01 _Strive i k) 4
04_Libery 3 119 2
Subtotal (95% CI) 438

Total events

160 1.4% 0.0 (0.00, 1.05]
160 14% 0.06 [0.00,1.05]
150 14% 0.08(0.00,1.03]
124 30% 1.66(0.27,6.10]

283 43%  0.36[0.01,10.35]

3 B
Heterogeneity: Tau® = 4.46; Chi®= 3.94, df= 1 (F = 0.08); F= 75%

Test for overall effect Z= 0.60 (P = 0.55)

5.1.3 Galcanezumab - 120

05_EYOLYE-1 B 208 B
06_EWOLYE-2 a 226 &
Subtotal (95% CI) 432

Total events

216 49% 1.05(0.34,3.20)
216 50% 1.53(0.51, 4.60]
432 9.9% 1.27 [0.58,2.78]

"
Heterogeneity: Tau®= 0.00; Chi*= 0.22, df= 1 (P = 0.64); F= 0%

Test for overall effect Z= 0.60 (P = 0.55)

5.1.4 Galcanezumab - 240

05_EYOLYE-1 20 220 i
06_EVOLVE-2 7 228 i
Subtotal (95% CI) 448

Total events 27 10

216 56% 3.93[150,10.28]
216 49% 1.33[0.43,4.12)
432 10.5% 2.38 [0.82,6.91]

Heterogeneity: Tau®= 0,31, Chi®= 2.07, df= 1 (F = 0.15); F= 52%

Test for overall effect Z=1.60(P=0.11)

5.1.5 Fremanezumab - 225

12_Bigal; 2005 i a6 2
subtotal (95% CI) 96
Total events o 2

Heterogeneity: Not applicable
Testfor overall effect Z=1.44 (P=0.15)

5.1.6 Fremanezumab - 675

12_Bigal; 2005 1 96 2
Subtotal {95% CI) 96
Total events " 2

Heterogeneity: Not applicahle
Testfar overall effect Z=1.46 (P=0.15)

5.1.7 Eptinezumab - 30

08_Promige-1 g 219 a
Subtotal (95% CI) 219
Total events 8 5

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.11 (P=0.27)

5.1.8 Eptinezumab - 100

08_Promise-1 18 223 a
Subtotal (95% CI) 223
Total events 18 i

Heterogeneity: Not applicable
Testfor overall effect Z=0.38(P=0.72)

5.1.9 Eptinezumab - 300

08_Promise-1 B 224 A
Subtotal (95% CI} 224
Total events B Kl

Heterogeneity: Mot applicahle
Testfor overall effect Z=1.57 (F=0.12)

5.1.10 Topiramate - 50

14_MIGR-001 19 M8 2
15_MIGR-002 16 "7 4
Subtotal (95% CI} 235

Total events 3%

B
Heterogerneity: Tau®= 0.00; Chi®=1.01, df= 1 (P = 0.31) F

Testfor overall effect Z=1.33 (P=0.18)

5.1.11 Topiramate - 100

14_MIGR-001 28 126 2
15_MIGR-002 29 118 4
16_MIGR-003 34 4 4
17_INTREPID 45 176 49
Subtotal (95% CI} 562

Total events 136

52 13% 041 (0.01,2.23)
52 1.3% 0.11[0.01,2.23]

52 37% 2.99 [0.69, 12.94]
52 37%  2.98[0.69,12.94]
4 61% 0.54 (018, 1.60]
74 5% 0.54 [0.18,1.60]
74 5B% 1.18(0.46,3.11]
74 56% 1.19 [0.46,3.11]
T4 48% 0.40(0.12,1.28]
74 48% 0.401[0.12,1.26]

39 9% 314 [0.77, 12.88]
B 53% 1.30 0,46, 3.65)
77 9.2% 1.77 [0.76, 4.10]

1%

9 40% 4.33[1.08,17.38]

38 55% 2.32(0.67,6.17]
72 54% 4.34[160,11.76]
185 82% 0.97 [0.68,1.37]

334 23.2% 2.29[0.91,5.79]

Heterogeneity: Tau®= 0.66; Chi®= 13,96, df= 3 (P = 0.003); 1= 79%

Testfor overall effect Z=1.76 (F = 0.08)

5.1.12 Topiramate - 200

14_MIGR-001 29 M3 1
15_MIGR-002 28 "7 4
16_MIGR-003 k] 114 4
18_Silberstein, 2008 (1] 140 13
Subtotal (95% CI) 484

Total events 1460

38 6% 8.75[1.37,69.19]

7 55% 2.21(0.83, 5.90]
T BA% 5141190, 13.89)
73 7E% 2.41(1.42, 4.08]
219 21.0% 3.03 [1.83,5.04]

Heterogeneity: Tau®= 0.06, Chi*=3.76, df= 3 (P = 0.28), F= 20%

Testfor overall effect Z=4.28 (P < 0.0001)

Total (95% Cl} Eraal
Total events 408 137

2263 100.0% 1.63[1.13,2.37]

Heteropeneity: Tau®= 0.41, Chi®= 5520, df = 21 (P < 0.0001); F= 62%

Testfor overall effect Z=2.58 (P=0.010)

Testfor subaroun differences: Ghi®= 26.89, df= 11 (P = 0.004), F= 59.1%

Additional Figure 29 | General-related adverse events model 2 [Risk Ratio] *

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies

* Doses given in milligram (mg)
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Additional Table 11 | Comparisons of general-related adverse events between the CGRP(R) mAbs and topiramate model 2 [Risk ratio]

Erenumab Erenumab Galcanezumab | Galcanezumab | Fremanezumab | Fremanezumab | Eptinezumab | Eptinezumab | Eptinezumab
70 mg 140 mg 120 mg 240 mg 225 675 30 mg 100 mg 300 mg
Topiramate | p =0.03 p=0.37 p=0.57 p =0.67 p =0.08 p=0.55 p =0.09 p=0.54 p =0.04
50 mg
Topiramate | p =0.02 p=0.30 p=0.34 p =0.96 p =0.06 p=0.77 p=0.05 p=0.34 p =0.02
100 mg
Topiramate | p =0.008 p=0.22 p =0.07 p=0.69 p =0.03 p=0.98 p =0.005 p =0.06 p =0.002
200 mg

CGRP(R) = calcitonin gene-related peptide or its’ receptor; mAbs = monoclonal antibodies
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