Table S1. Overview of the study centers.

Center No. (%) of Inclusion period Stopped treatment or lost to Stopped treatment or lost to Stopped treatment or lost to
patients included follow-up at 3 months (n, %) follow-up at 6 months (n, %) follow-up at 9 months (n, %)

Hull 707 (24.6) July 2010 — Mar 2020 2(0.3) 256 (36.2) 384 (54.3)

Rome (Sant’ Andrea) 564 (19.6) Jan 2017 — Mar 2020 1(0.2) 8 (1.4) 17 (3.0)

San Giovanni Rotondo 455 (15.8) Mar 2013 — Mar 2020 60 (13.2) 117 (25.7) 147 (32.3)

Barcelona (Vall d’Hebron) 248 (8.6) July 2014 — Sep 2018 0 54 (21.8) 85 (34.3)

Milan (San Raffaele) 159 (5.5) May 2015 — May 2020 3(1.9) 10 (6.3) 32 (20.1)

Naples (Vanvitelli) 107 (3.7) Feb 2015 — Jul 2020 0 0 0

Bologna 102 (3.5) Jan 2014 — May 2020 1(1.0) 3(2.9) 34 (33.3)

Rome (Campus Biomedico) 92 (3.2) Sep 2013 — Apr 2020 0 0 2(2.2)

Milan (Besta) 78 (2.7) Oct 2017 — Oct 2019 3(3.8) 8 (10.3) 11 (14.1)

Modena 75 (2.6) Jan 2015 — Jan 2020 0 0 0

London (St Thomas”) 70 (2.4) Jan 2019 — Sep 2020 0 2(2.0) 15 (21.4)

Moscow (Sechenov) 53 (1.8) Jan 2018 — Mar 2020 0 9(5.2) 12 (22.6)

L’Aquila 52 (1.8) Dec 2016 — July 2018 0 0 0

Munich 48 (1.7) Dec 2019 — May 2020 0 6 (12.5) 17 (35.4)

Parma 45 (1.6) Feb 2014 — Apr 2016 0 19 (42.2) 30 (66.7)

Wroclaw 24 (0.8) Nov 2017 — Jun 2020 3(12.5) 4 (16.7) 13 (54.2)

TOTAL 2879 73 (2.5) 496 (17.2) 799 (27.8)




Table S2. Comparison between patients with good response and patients with no response during the third onabotulinumtoxin A treatment cycle.

Status at the third cycle

Good responders (n=1158) Non-responders (n=1384) P value (univariate) OR (95% CI) P value (multivariate)
Female, n (%) 967 (83.5) 1107 (80.0) 0.013 0.91 (0.64-1.30) 0.609
Age, meantSD 46.3+x11.7 46.8+12.9 0.241 -
Medication overuse, n (%) 913 (78.8) 883 (63.8) <0.001 1.91 (1.16-3.15) 0.010
Years of CM history, mean+SD 7.7£7.6 8.3+8.8 0.091 1.00 (0.98-1.01) 0.619
Baseline headache days, mean+SD 23.545.6 24.416.2 <0.001 0.98 (0.95-1.00) 0.100
Baseline acute medication days, mean+SD 20.8+8.0 18.1+9.9 <0.001 1.01 (0.99-1.04) 0.355
Response during the first cycle, n (%) <0.001
Good 458 (39.4) 249 (18.1) 1.46 (1.03-2.07) 0.034
Partial 291 (25.2) 154 (11.1) 1.86 (1.27-2.72) 0.001
None 409 (35.3) 981 (70.8) 1.00 (Ref.)
Response during the second cycle, n (%) <0.001
Good 715 (61.7) 148 (10.8) 35.44 (25.31-49.64) <0.001
Partial 323 (27.9) 109 (7.8) 34.32 (23.82-49.44) <0.001
None 120 (10.4) 1127 (81.4) 1.00 (Ref.)




Table S3. Comparison between patients with good response and patients with partial or no response during the third onabotulinumtoxin A treatment

cycle, after excluding the 799 patients not receiving the third onabotulinumtoxin A dose.

Status at the third cycle

Good responders (n=1158) Partial or non-responders P value (univariate) OR (95% CI) P value (multivariate)
(n=922)

Female, n (%) 967 (83.5) 747 (81.0) 0.089 1.22 (0.90-1.67) 0.189
Age, mean+SD 46.3+11.7 47.211.9 0.069 0.99 (0.98-1.00) 0.012
Medication overuse, n (%) 913 (78.8) 684 (74.2) 0.004 1.35(0.91-2.01) 0.138
Years of CM history, mean+SD 7.7£7.6 8.2+7.5 0.183 - -
Baseline headache days, mean+SD 23.5%5.6 23.346.3 0.596 - -
Baseline acute medication days, mean+SD 20.8+8.0 19.6+8.9 0.003 1.01 (0.99-1.03) 0.436
Response during the first cycle, n (%) <0.001

Good 458 (39.6) 126 (13.7) 1.99 (1.43-2.75) <0.001

Partial 291 (25.1) 149 (16.2) 1.46 (1.08-1.97) 0.014

None 409 (35.3) 647 (70.2) 1.00 (Ref.) -
Response during the second cycle, n (%) <0.001

Good 715 (61.7) 138 (15.0) 16.48 (11.98-22.66) <0.001

Partial 323(27.9) 197 (21.4) 8.21 (6.11-11.03) <0.001

None 120 (10.4) 587 (63.7) 1.00 (Ref.) -




Figure S1. Detailed flowchart of response to onabotulinumtoxin A across the first three treatment

cycles after excluding the 799 patients not receiving the third dose.
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Green numbers indicate good response; yellow numbers, partial response; red numbers, no

response. Numbers in parentheses indicate proportions over total (N=2080).



