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Supplementary Appendix 

 

 

 

Figure S1: CLARIFY-MS study design 

9-HPT, Nine-Hole Peg Test; BICAMS, Brief International Cognitive Assessment for Multiple 

Sclerosis; EDSS, Expanded Disability Status Scale; FSS, Fatigue Severity Scale; HADS, Hospital 

Anxiety and Depression Scale; HRQoL, health-related quality of life; MRI, magnetic resonance 

imaging; MSQoL-54, Multiple Sclerosis Quality of Life-54 instrument; RMS, relapsing multiple 

sclerosis; SPC, summary of product characteristics; T25FW, Timed 25-Foot Walk; TSQM, Treatment 

Satisfaction Questionnaire for Medication. 

aThere was a 0–3-month window for these trial visits. bThe second treatment course may have been 

delayed for some participants. 

Figure adapted from: Brochet B, et al. Mult Scler Relat Disord 2022. (CC BY) 
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Table S1: Participant baseline demographics and disease characteristics 

 
Tx-naïve 

n = 134 

Tx-experienced 

n = 348 

Total 

N = 482 

Mean age ± SD, years 35.2 ± 11.3 38.3 ± 9.9 37.4 ± 10.4 

Female, n (%) 89 (66.4) 249 (71.6) 338 (70.1) 

Mean time since onset of MS ± 

SD, months 
42.6 ± 58.7 120.9 ± 90.3 99.1 ± 89.8 

Mean time since diagnosis of 

MS ± SD, months 
16.40 ± 32.97 95.62 ± 76.47 73.59 ± 76.04 

No. of relapses within 12 months before baseline visit, n (%) 

 0 0 (0.0) 4 (1.1) 4 (0.8) 

 1 35 (26.1) 225 (64.7) 260 (53.9) 

 ≥2 99 (73.9) 119 (34.2) 218 (45.2) 

EDSS, median (range) 2.0 (0.0–5.0) 2.5 (0.0–5.0) 2.5 (0.0–5.0) 

DMT use in prior 6 months  

to start of study, n (%) 
0 (0.0) 287 (82.5) 287 (59.5) 

BICAMS (BICAMS set) n = 108 n = 291 N = 399 

 SDMT, median (Q1; Q3) 52.5 (45.0; 60.0) 50.0 (41.5; 58.0) 51.0 (43.0; 59.0) 

 CVLT-II, median (Q1; Q3) 56.0 (46.0; 62.0) 55.5 (45.0; 64.0) 56.0 (45.0; 63.0) 

 BVMT-R, median (Q1; Q3) 24.0 (18.0; 28.0) 23.5 (17.0; 29.0) 24.0 (17.0; 29.0) 

 

BICAMS, Brief International Cognitive Assessment for Multiple Sclerosis;  

BVMT-R, Brief Visuospatial Memory Test–Revised; CVLT-II, California Verbal Learning Test 

Second Edition; DMT, disease-modifying therapy; EDSS, Expanded Disability Status Scale;  

MS, multiple sclerosis; Q, quartile; SD, standard deviation; SDMT, Symbol Digit Modalities Test;  

Tx, treatment. 
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Table S2: SDMT scores in the TS 

Visit Statistics Absolute 
Absolute change 

from baseline 

 
Total 

N = 482 

Baseline 

n (%) 472 (97.9) - 

Mean (SD) 50.7 (12.9) - 

Median 51.0 - 

Q1; Q3 43.0; 59.0 - 

M12 

n (%) 459 (96.8) 451 (95.1) 

Mean (SD) 52.0 (14.0) 1.4 (9.1) 

Median 52.0 2.0 

Q1; Q3 44.0; 61.0 −2.0; 6.0 

M24 

n (%) 427 (92.6) 420 (91.1) 

Mean (SD) 53.0 (13.9) 2.0 (8.4) 

Median 54.0 2.0 

Q1; Q3 45.0; 62.0 −2.0; 6.0 

 

M, month; Q, quartile; SD, standard deviation; SDMT, Symbol Digit Modalities Test; TS, treated set. 
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Table S3: Shift of change categories in cognitive function from M12 to M24 versus CLARIFY-MS 

baseline to M12 – 4-point individual-level difference in SDMT scores 

Baseline to 

M12 

Change from M12 to M24 in SDMT scores 

Total (N = 482) 

Increase 

n (%) 

Stable 

n (%) 

Decrease 

n (%) 

Missing 

n (%) 

Total 

n (%) 

Increase 24 (5.0) 68 (14.1) 55 (11.4) 17 (3.5) 164 (34.0) 

Stable 55 (11.4) 92 (19.1) 32 (6.6) 15 (3.1) 194 (40.2) 

Decrease 49 (10.2) 26 (5.4) 13 (2.7) 5 (1.0) 93 (19.3) 

Missing 3 (0.6) 3 (0.6) 0 25 (5.2) 31 (6.4) 

Total 131 (27.2) 189 (39.2) 100 (20.7) 62 (12.9) 482 (100.0)a 

 

aDue to rounding to one decimal digit in each category, percentages may not sum up to 100.0% in 

total. 

Increase, change in SDMT ≥4; Stable, −4 < change in SDMT <4; Decrease, change in SDMT ≤−4. 

M, month; SDMT, Symbol Digit Modalities Test. 
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Table S4: Shift of change categories in cognitive function from M12 to M24 versus CLARIFY-MS 

baseline to M12 – 8-point individual-level difference in SDMT scores 

Baseline to 

M12 

Change from M12 to M24 in SDMT scores 

Total (N = 482) 

Increase 

n (%) 

Stable 

n (%) 

Decrease 

n (%) 

Missing 

n (%) 

Total 

n (%) 

Increase 4 (0.8) 55 (11.4) 16 (3.3) 11 (2.3) 86 (17.8) 

Stable 30 (6.2) 246 (51.0) 25 (5.2) 24 (5.0) 325 (67.4) 

Decrease 14 (2.9) 22 (4.6) 2 (0.4) 2 (0.4) 40 (8.3) 

Missing 1 (0.2) 5 (1.0) 0 25 (5.2) 31 (6.4) 

Total 49 (10.2) 328 (68.0) 43 (8.9) 62 (12.9) 482 (100.0)a 

 

aDue to rounding to one decimal digit in each category, percentages may not sum up to 100.0% in 

total. 

Increase, change in SDMT ≥4; Stable, −4 < change in SDMT <4; Decrease, change in SDMT ≤−4. 

M, month; SDMT, Symbol Digit Modalities Test. 
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Table S5: List of IRBs or IECs 

Investigator Name IRB/IEC Name and Address 
Chairperson  

(if known) 
    

Philippe Jacquerye, 

MD 

Ethisch Comite UZA 

Drie Eikenstraat 655 

2650 Edegem, Belgium 

Prof. Peter 

Michielsen 
    

Van Pesch Vincent, MD 

Ethisch Comite UZA 

Drie Eikenstraat 655 

2650 Edegem, Belgium 

Prof. Peter 

Michielsen 
    

Willekens Barbara, MD 

Ethisch Comite UZA 

Drie Eikenstraat 655 

2650 Edegem, Belgium 

Prof. Peter 

Michielsen 
    

Cerqueira João, MD 

CEIC. 

Comissão de Ética para a Investigação 

Clínica Av Do Brasil, 

53- Pavilhão 17-A 

Parque Da Saúde Lisboa 

1749-004 Lisboa, 

Portugal 

Prof. Maria 

Alexandra 

Ribeiro 

    

Martins da Silva Ana, 

MD 

CEIC. 

Comissão de Ética para a Investigação 

Clínica Av Do Brasil, 

53- Pavilhão 17-A Parque Da Saúde 

Lisboa 1749-004 Lisboa, Portugal 

Prof. Maria 

Alexandra 

Ribeiro 

    

Battistini Jette Lautrup 

Fredriksen, MD 

Scientific Ethical Commitee 

Kongens Vaenge 2 

DK-3400 Hillerod, Denmark 

Prof. Vibeke 

Brix 

Christensen 

    

Pfleger Claudia, MD 

Scientific Ethical Commitee 

Kongens Vaenge 2 

DK-3400 Hillerod, Denmark 

Prof. Vibeke 

Brix 

Christensen 
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Kant Matthias, MD 

Scientific Ethical Commitee 

Kongens Vaenge 2 

DK-3400 Hillerod, Denmark 

Prof. Vibeke 

Brix 

Christensen 

    

Illes Zsolt, MD 

Scientific Ethical Commitee 

Kongens Vaenge 2 

DK-3400 Hillerod, Denmark 

Prof. Vibeke 

Brix 

Christensen 

    

Sellner Johann, MD 

Wipfler Peter, MD 

Ethikkommission Landes 

Oberosterreich 

Wagner-Jauregg Weg 15 

Linz 4020, Austria 

Prof. Dr. 

Johannes Fisher 
    

Maida Eva-Maria, MD 

Ethikkommission Landes 

Oberosterreich 

Wagner-Jauregg Weg 15 

Linz 4020, Austria 

Prof. Dr. 

Johannes Fisher 
    

Guger Michael, MD  

Traxler Gerhard, MD 

Ethikkommission Landes 

Oberosterreich 

Wagner-Jauregg Weg 15 

Linz 4020, Austria 

Prof. Dr. 

Johannes Fisher 
    

Dufek Michal, MD 

Eticka komise 

Fakultni nemocnice us sv. Anny v Brne 

Pekarska 53, 

Brno, 656 91, Czech Republic 

Prof. Dr. 

Vladimir Soska 
    

Kubala Havrdova Eva, 

MD 

Eticka komise Vseobecne fakultni 

nemocnice v Praze 

Na Bojisti 1 

12808 Praha 2, Czech Republic 

Dr. Josef 

Sedivy 
    

Valis Martin, MD 

Eticka komise Fakultni Nemocnice 

Hradec Kralove 

Sokolska 581 

Hradec Kralove, 500 05,  

Czech Republic 

Dr. Jiri Vortel     

Stetkarova Ivana, MD 
Eticka komise Fakultni Nemocnice 

Kralovske Vinohrady 

Prof. Dr. Jan 

Pachl 
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Srodarova 50 

10034 Praha 10, Czech Republic 

Mares Jan, MD 

Eticka komise Fakultni nemocnice 

Olomouc a Lekarske fakulty UP v 

Olomouci 

I.P. Pavlova 185/6 779 00 Olomouc, 

Czech Republic 

Dr. Jindriska 

Buresova 
    

Hradilek Pavel, MD 

Eticka komise Fakulti nemocnice 

Ostrava 

17. Listopadu 1790 

708 52 Ostrava, Czech Republic 

Dr. Karol 

Zelenik 
    

Vachova Marta, MD 

Etická komise 

Krajská zdravotní, a.s. 

Nemocnice Teplice, o.z. 

Duchcovská 53 

415 29 Teplice, Czech Republic 

Dr. Jiri Cerny     

Ampapa Radek, MD 

Etická komise Nemocnice 

Jihlava, p.o. Vrchlického 

59 

586 33 Jihlava, Czech Republic 

Dr. Roman 

Peschout 
    

Uusitalo Annukka, MD 

Joint Municipal Authority for Hospital 

District of Southwest Finland 

Ethics Committee 

Tyks U-hospital 

Kiinamyllynkatu 4-8 

UB3 

PO Box 52 

FI-20521 Turku, Finland 

Dr.Med.Sc 

Sirkku Jyrkkiö 
    

Simula Sakari, MD 

Joint Municipal Authority for Hospital 

District of Southwest Finland 

Ethics Committee 

Tyks U-hospital 

Kiinamyllynkatu 4-8 

Dr.Med.Sc 

Sirkku Jyrkkiö 
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UB3 

PO Box 52 

FI-20521 Turku, Finland 

Karageorgiou 

Klimentini, MD 

Hellenic Republic Ministry of 

Health National Ethics Committee 

Mesogeion 284, 

155 62 Cholargos, Greece 

Kolletis 

Theofilos 
    

Papadimitriou Dimitra, 

MD 

Hellenic Republic Ministry of 

Health National Ethics Committee 

Mesogeion 284, 

155 62 Cholargos, Greece 

Kolletis 

Theofilos 
    

Fakas Nikolaos, MD 

Hellenic Republic Ministry of 

Health National Ethics Committee 

Mesogeion 284, 

155 62 Cholargos, Greece 

Kolletis 

Theofilos 
    

Broch Line, MD 

Regional Ethics Committee 

South East 

Postboks 1130 Blindern 

0318 Oslo, Norway 

     

Heinzlef Olivier, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, 

France 

 

Prof. Erik-

André Sauleau 

    

Defer Gilles-Louis, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Vermersch Patrick, 

MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 
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Brassat David, MD  

Ciron Jonathan, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Manchon Eric, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Maillart Elisabeth, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Guennoc Anne-Marie, 

MD Marousset Aude, 

MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Laplaud David-Alex, 

MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Bourre Bertrand, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Brochet Bruno, MD  

Ruet Aurélie, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

Clavelou Pierre, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 
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Kwiatkowski Arnaud, 

MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

 

Ellie Emmanuel, MD 

Comité de Protection des Personnes 

« EST IV » 

1, place de l'Hôpital- Bâtiment PGIL 

67091 STRASBOURG Cedex, France 

 

Prof. Erik-

André Sauleau 

    

 

 

Krastev Georgi, MD 

Ethics Commitee of Faculty of Medicine, 

Comenius Inuvesity and Université 

Hospital in Bratislava 

Mickiewiczova 13 

81369 Bratislava, Slovakia 

Prof. Dr. Jan 

Pecenak 
    

 

 

Hancinova Viera, MD 

Ethics Commitee of Faculty of Medicine, 
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Prof. Dr. Jan 
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Brozman Miroslav, MD 

Hajas Gabriel, MD 

Ethics Commitee of Faculty of Medicine, 
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