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Supplementary Table S1. Patient characteristics by disease progression rate

Characteristic Slow Intermediate Fast P-value
(n=285) (n=287) (n=295)
Age, mean (SD), y 59.1 (11.1) 61.3 (11.5) 63.3 (10.3) <0.0001
Male, n (%) 180 (63.2) 174 (60.6) 188 (63.7) 0.7145
White, n (%) 250 (88.0) 263 (91.6) 259 (87.8) 0.3313
BMI, mean (SD), kg/m? 24.6 (5.4) 24.1 (3.4) 24.2 (3.5) 0.3010
ALSFRS-R total score, mean (SD) 42.0 (6.6) 33.8 (10.2) 24.8 (11.8) <0.0001
Time since diagnosis, mean (SD), months 26.3 (33.7) 19.2 (16.1) 12.7 (9.8) <0.0001
Time since 1st symptom, mean (SD), months 37.8 (40.3) 26.6 (18.5) 18.0 (10.8) <0.0001
ALS site of onset: bulbar, n (%) 48 (17.1) 51 (17.8) 70 (23.8) <0.0001
On riluzole alone, n (%) 197 (69.1) 189 (65.9) 155 (52.5)
On edaravone alone, n (%) 32 (11.2) 28 (9.8) 33 (11.2) 0.0003
On riluzole plus edaravone, n (%) 12 (4.2) 23 (8.0) 26 (8.8)

ALSFRS-R, ALS functional rating scale — revised; BMI, body mass index



Supplementary Table S2. HCRU and HRQoL by MiToS stage:

overall study group

Stage 0 Stage 1 Stage 2 Stage 3 Stage 4 Stage 4 vs 0 Stage 3vs 0 Stage2vs 0 Stage 1vs 0
_ Mean Mean Mean Mean Mean Mean difference | Mean difference | Mean difference | Mean difference

Variable n (95% CI) n (95% Cl) n (95% Cl) n (95% CI) n (95% Cl) ang-‘ngl"{.:eCI, ang-‘ngl"{.:eCI, angj:;’{:eCI, ang-‘ngl"{.:eCI,
Number of hospitalizations 580 (013"13_22) 9% (0_3%153.70) 66 (0_7:3'!015_ w I (0_6%?17 3 5 (0_5%'f3f_ ” (0:1242 (z.fz) (0:127;12 ) (oi%z 12 11 (03242(%8)
mﬂgn of hospitalization o (1.827"45'1 0 ® e 4‘}522 oy (3'566-’1 ;65) 2 (2_753',4;,09) N 4 ;‘3%71.59) (3.328:,282.150) (0'%%?600) (05282 é;.f5) (0.5%;31603)
(T|Z§I1I-2|Cn?oi?r?ss)unaﬁons 683 (12.3;'31162) " (13.33'[#59.90) 83 (13.51;3,2222.86) 4 (14.521,2(;.18) & (12.83;'%1%.58) (O'iggé%) (2'75;71%56) (1'5142..685624) (0'%;5028)
%EEZ;::TI caregiver 75 (12_;15’-51%55) B 9107’5-17?63) B 183231% 0 % (29_25,'%168) I 1.852%_90) (29?5%2_35) (16.(%,%.13) (58(1%)333%: 84) (—2.%2.1(;-5).92)
Tiea T OTOME e R 3104 ; s M (2.93;,4 31.86) 8 (4.451',050.59) 47 (4.5?3',3 g.13) 7 (5.158',8 2.49) (3f§2%'?3) (333*2%?8) C‘:EZ‘E?‘” ( 32222131)
L“J’pr?,ﬁifv%f meo! 683 (0.6%,7 (()).76) e .119,313 49 8 .119',317.56) 47 (0.910',2 ; s 1 (0.6%,8 15.04) (0'%5028) (0.(2%,2(2:30) (Ofg’z(gzg) (03%2‘2'173)
gl::t%er:a?:g;n maneaton’” egg (0.1%,13.18) " (0.4%,55.73) 83 (0.5%,73.94) 47 (0.4%,7 ! o) 7 (0.719',0 11 24) (032821;? 0) (03272% ¥ (02%2(217 ° (032)2?3;? ?
.':?Qﬁ’f&fffé?‘?f&i”eﬂires 683 (0.3%,4 8.44) m (0.6(;,83.99) 8 .32,5381) A 5107 3.07) 7 (2.123',327.61) ( 3322;1 6) (1 j:f?zjm ( 32?;1237) (0332§f5)
Number of respiratory aids 683 (01%"13_22) 111 (0_52'?386) 83 (1_017'!311_56) 47 (1_213'f3f_83) 79 (1_323'f511_85) (13:?2 1;63) (1(1:;121;61) (03:?;1;34) (033,2(2.164)
EQ-5D-5L utiitys LA 4%"5(‘;’_58) 7 o 19‘23 o 1 (_0_‘2%’03 o 8 (-0.36?10.32) 15 (_0_109?10.21 ) (—0§§(1J37) (—05,;2(1).26) (-0§,§.41) (-0.3;%;-2).16)

a Utility results were from US-based value set for the EQ-5D-5L



Supplementary Table S3. HCRU and HRQoL by MiToS stage: US subgroup

Stage 0 Stage 1 Stage 2 Stage 3 Stage 4 Stage 4 vs 0 Stage 3vs 0 Stage 2vs 0 Stage 1vs 0

Variable Mean Mean Mean Mean Mean Mean difference [Mean difference |Mean difference|Mean difference
nooeswe) | ™ @sweny | ™ @sweny | " @swey | " (95%Cl) a":_g:;{“’ec" a":_g:;{“’ec" a":_g:;{“’ec" a"g_g::{‘l’ec"
Number of hospitalizations 207 (0.0%"13' 5 2 (0'3%717. 0 B 4395 o B e 1%810 o B 4(1'?10_20) (03252 12 o (0.(())%231) (03292 1(5) 3 (03%2 17) %
Duration of hospitalization(s) 18 (_0_8??%_85) 12 (0_110'!010_90) 12 (_0_23(')?%_70) 7 (-0.728?%.50) 12 (2.327"1172.01 ) (2.35,;) 7251.17) (—0.172.1;%.65) (-ojééi%.sg) (0'110?;’)?605)
(T|§;7|1|-2|Cr§oi?r?ss)unaﬁons 261 (10.715,'2173.80) 30 (12.;88,'%%.49) 82 (7.013%.59) 2 (13.12 e?,'6358.17) 3 (8.913%32.85) -1 %;jg 06) (2'3%2%237) (‘3'171_ %1%79) ( '65_ '51.)‘69)
(P;::Iev?:g;al CAEGNOTNOUS 25 (11 .714?,'7265.78) " (5.11)??&?.90) 7 (15.286,"}577.46) O o .ﬁ,'g.ats) B 8.?33,%3.63) (6'7?2)%:‘)‘2 85) (9'6292%2'68) (3'7:;‘;%21)'69) (‘6%%;321 3)
Diine T TOME 281 R 5117 3.05) 30 (4.552',4 2.35) 32 (4.7%,9 o y 2 (4.2?3',6 g.97) 36 (4.3.54',4 67.60) (2332‘2155) QZZOZ‘S)?Z) (33;;;%?6) (25?24:?0)
Q'J’QEZ?JVZf il 261 (0.7(3{,8 3.95) 0 .119',517.94) 2 2135 ; gy X (0.810.,4 3.00) 36 (0.4%,8 | 19) (‘0%’2(224) (0'%0?.1'5116505) (0'50?_);?21'94) (0"5%7821'99)
et agameaton’ gg1 (0.1%,2 5.29) 30 (0.6;,013 39 %2 (0.519',0 ) 4 2 (0.2%,7 ; 18y 8 (0.5(1',8 ; 2) (03’262%?3) (0'%%?5%90) (0324;12112) (Of%zi:”
mije?rf:nrtgntse;r;r%igﬁnes 261 (0.4(())',4 3.57) 0 0184 ; 7 2 4199 §.39) 0 4118 25.29) % 8232 22.61) (1 :1:?;22?5) (1 3331(7)17 2 3;;)21:?2) (Of(%:i: 5)
Numberofrespiraoryads 261 1%’2332) 0 '013'?13.82) 3 (0.915',4;‘.91) 2 .211"625"09) ® 1:3"518.98) (1 E:;Z i .166) (1 gé: 12 .177) (0<7:§3; z .:39) (032; 12 .150)
EQ-5D-5L utity? 27 (0.3%"5367) 3 (_0'23“‘3; 2 O (_0351’%' w (—0.34%%.80) 5 (_0_25%%77) (—0%%,(2) (37).10) (—0%%,2 (()5).1 3) (_0%% ‘11-:()).19) (-o%; 02.62)

a Utility results were from US-based value set for the EQ-5D-5L



Supplementary Table S4. HCRU and HRQoL by MiToS stage: subgroup from Europe

Stage 0 Stage 1 Stage 2 Stage 3 Stage 4 Stage 4 vs 0 Stage 3vs 0 Stage 2vs 0 Stage 1vs 0
e n (9“3';??:0 n (9“2‘;??:0 n (9“2‘;?&) n (9“2;,3?:0 n (9@%?20 M:‘E?%Z?"ce M:‘E?%Z?"ce M?"E?EEZ?T% M?"E?EEZ?T%
Number of hospitalizations R 1%"25_27) 74 (0_3(;"45_6 g © (0_714',019_ w5 2 (0_613'?19’_ o B (0_5%?18_2 " (03242 02.197) (0:129: 17) 2) (0;5272 1(7) ) (0.2)%2)52.36)
Duration of hospitalization(s) 69 (2_33;"0;_75) 2 (3_3%?;_30) % 4_0;'1%_88) 15 (2_9?,'?%_25) G 4_519"1173_82) (2.2§,;) 110‘:;.08) (0.%%151) R .ﬁ;?;s) R .%Zﬁbss)
(T|§;7|1|-2|Cr§oi?r?ss)unaﬁons 422 (12.11(‘3‘,2%.85) 81 (11.:13,'51%.66) 51 (14.5?,%3.29) 2z (11.;27,'522,59) 43 (10.5123,'3%.94) il 55 E.og) (_0'163, %?0%'74) (2'513_';)?0'44) (_0'171.%1%81)
(P,fé’fevii'e"k"f' caregiver hours D ;gﬂzag . (9_113?';‘;‘_76) 16 (15.12611'8288_59) 15 (21;3";%_ w B 43.531'22_65) (3255%74) (10.%%%28.53) (4.213:) ??0.68) (—1.%%;:1.16)
Tolal number of DME utized 422, _017"210_33) 81 (2_2%"‘5;_08) 51 (3_8‘2'!451_02) 27 4_154',16?_ 5 8 (5_36;!12_91) (4<3:OZ 5:.158) (3322 4:5).?3) (21242 %.558) (1 <1:s)az 1(7) .175)
g T monisupeore 479 (0.5%,6 5.68) 8 0182 ; 4 o 0142 ; an 7 (0.711',111 51y 4 (0.7%,8 ; 04) (0'1%;;535) (0'10%;3683) (0:1293(217 % (05233‘;7 3
Ectjrrnnr?]im)cfation/functional ads 42 (0.0%',18.13) 81 (0.2(:)5',4 8.56) 51 (0.3%,5(;77) a (0.403',8 12 20 ® (0.815',114 43) (OZ:?Zif 0 (033(7)12? 7 (03202?7)53 ? (03272(2:1 K
m?g]rvb:nrtgn@%ri%eezgcres 422 (0.2%,3 5.40) 81 (0.4(4)1',6 5.79) S .111',315.60) g .314',7;.15) 43 (2.1%,4 29.80) ( 529;%;10) ( 3(13‘212175) (Of:fzzlfo) (0'2)%’)2151'39)
Number of respiratory aids 422 (0.1%"16"1 g O (0.2%"43'56) 51 (0'92214.52) 27 (1'111'318. i 8 (1'311"613_9 " (132;2 12 76 (13(1]2 1: ) (oia:?z z 34 (0.2)%;({.‘38)
EQ-5D-5L utiity* 0 4%58 g 14 (0_1%'?5’_39) 7 (_0_;%"15 9 4 (_oga',zg.om 10 (_0_5?"1507) (—0§,§.51) (—0%,;)7—5.58) (—0%&53.39) (—o.%% 22).19)

a Utility results were from US-based value set for the EQ-5D-5L



Supplementary Table S5. HCRU and HRQoL for slow, intermediate, and fast progressors: overall group

Slow Intermediate Fast Fast vs slow Intermediate vs slow Fast vs intermediate
Variable
n Mean n Mean n Mean Mean difference and 95% CI, | Mean difference and 95% CI,| Mean difference and 95% ClI,
(95% CI) (95% CI) (95% CI) P-value P-value P-value
045 0.19 026
Number of hospitalizations 253 0.16 249 035 235 061 (0.39,051) (0.16,0.22) (0.24,029)
(0.10,0.21) (0.26,0.43) (0.50,0.72) A e 2
226 188 039
. . 273 460 499
Duration of hospitalization(s) 33 (1.36, 4.10) 63 (3.05, 6.16) 97 (3.79, 6.19) (2.4(1)41, 52309) (1.%9é§é06) (0.71568(.)03)
. 549 5.18 031
Total HCP consultations 13.10 18.29 18.59
(last 12 months) 85 q084,1537) 2 (13.06, 23.51) 295 (16.21, 20.98) (5%765461) (2'%31' ?1'14’ (3'1;1 '05%'53)
. . 537 161 376
Professional caregiver hours 2523 26.84 30.60
(per week) 2 gy 9 (19.13, 34.55) % (23.65, 37.56) (1531, 4.%) (o78. ~7.56) (4.2 301)
288 147 141
Total number of DME 1.02 249 3.90
utiized 285 (0.83, 1.20) 281 (2.21,2.77) 295 (3.56, 4.24) (Z'Zg'o%'?"’) (1 '33'010'?7) ( 33’010?7)
. 068 037 0.31
Number of mobility / 0.52 0.89 119
supportive aids 85 043060 2 (0.79, 0.98) 295 (1.08,1.31) (08,511 (0.5, 5:38) (0.28, 0.33)
o 049 024 025
Number of communication / 0.08 0.32 0.57
functional aids 285 (0.04,0.13) 281 (0.24,0.40) 295 (0.48,067) (O'fg '0%'154) (o.<23 '0%'127) (0'303’0%127)
. 089 046 0.4
Number of therapeutic 0.32 0.77 1.21
interventions / procedures 250 (0.25,038) 27 (0.67,0.88) 295 (1,08, 1.34) (0.83, C28) (042 C0) 041, S6)
082 041 041
_ 0.11 051 093
Number of respiratory aids 285 (0.05,0.16) 287 (0.41,061) 295 (0.81,1.04) (OIZg,’O%fg) (0.33,0%146) (O.jé)‘,o%.;w)
036 019 017
- 058 0.40 0.22
EQ-5D-5L utilty 58 052,085 47 025,050 54 01205 (—0.:18.,062.32) (—0.%%1—2.15) (—0.:) ?(,)Z—gﬁe)

a Utility results were from US-based value set for the EQ-5D-5L



Supplementary Table S6. HCRU and HRQoL for slow, intermediate, and fast progressors: US subgroup

Slow Intermediate Fast Fast vs slow Intermediate vs slow Fast vs intermediate
Variable N Mean N Mean n Mean Mean difference and 95% CI,| Mean difference and 95% Cl, | Mean difference and 95% Cl,
(95% CI) (95% CI) (95% CI) P-value P-value P-value

mﬁ;fafnons 83 (0.0%,1(?.25) 81 (0.0?3',1(?.27) 109 (0.3(5)3',5 3.67) (OS’EZ%;‘” (0.(1%(?602) (0'3(3(().);53(()241)
Egsrgﬂglri]zzftion(s) 9 (1 .26%.35) 10 (-0.;%%%.27) 38 R 0216 3.36) (2'4;71;:%'99) (0'5%56.2%'08) ( .%;;8609)
(T|(a);?l1g$npoﬁ(t)r?:)unaﬁons 101 (8.8131, ] 31.39) 7 (9.0121, i 31.00) 142 (14.1;3?,'352 78) (6'%%;(?9239) (0. 1%1;)%39) (5'%71_;%;78)
%Erfri;:’k:al R (7.7%?2831) 16 R 0.3?,212.66) 45 (24.33,61%.57) ( 6'%%26) (3'2?’.2'55'65) (1 3%?1’%'91)
I;iyltiezlleg umber of DME 101 0. 9133127 0) 97 “ 72523 65) 142 ( 4;%951 15) @3 3(34)12%174) (0.%%2)294) (2 <6(2)3(7)2:)180)
's\lL;J:;)g?t:v(g me! 101 (0.4%,5 3.74) n (0.7(())',8 A 04) 142 R 2164 ) 63) (0332(2:39) (0%(?5.1’22%30) (og%jtzfg)
e B SR S ORI R £ oz s
m?xeerztgntg?r;r%iﬁres 101 (0.2(;,4 (()).52) n (0.52',6 5.83) 142 (1 3105 " 70) ( 3:?;1211 i (0.%25531) (OZ((%Z(?J? "
Nmberofrespratory 1, (0.0%,13,29) 97 o 2335 5 I .012"210'38) (03:?,21(3).?9) (0'2)225424) (sz)z %?5)
EQ-5D-5L utilty* 14 (0_5%'73_8 " 8 (_0.85?%_63) 19 o 1338 ) (—0.%%3;).38) (-0.6;%2).21) (01 130 %1%1 7)

a Utility results were from US-based value set for the EQ-5D-5L



Supplementary Table S7. HCRU and HRQoL for slow, intermediate and fast progressors: subgroup from Europe

Slow Intermediate Fast Fast vs slow Intermediate vs slow Fast vs intermediate
Variable N Mean N Mean n Mean Mean difference and 95% CI, |Mean difference and 95% CI,|  Mean difference and 95% Cl,
(95% CI) (95% CI) (95% CI) P-value P-value P-value
053 027 026
Number of hospitalizations 170 017 168 044 126 069 (0.44, 0.62) (0.23,0.32) (0.21,0.30)
(0.10,0.23) (0.32, 0.55) (0.54, 0.85) A o e
402 279 123
. . 246 525 6.48
Duration of hospitalization(s) 24 (146,352 53 4702 59 o1 504 (051,452 (207,350 (1 “. 71902)
. 467 7.80 314
Total HCP consultations 14.20 22.00 18.86
(last 12 months) 184 1091, 1748) 190 42120800 1 (15542219 s, 1.1 0291232 (1.3h 60
. . 251 587 336
Professional caregiver hours 24.00 29.87 26.51
(per week) 13 (-3.79, 51.79) 8 00339700 B (1760, 35.42) (1 '4?'06106'38) (23'813’05102'09) (‘2"#3653 29)
211 1.79 032
Total number of DME 0.85 2.64 2.96
utiized 184 (0.6, 1.05) 190 (229,300) 153 (2.59, 3.33) (193, 229) (1.83, 1) (030,034
) 0.49 042 007
Number of mobility / 0.47 0.90 0.96
supportive aids 184 (0.37,057) 190 (0.78, 1.01) 153 (0.84, 1.09) (Ofg"o%f” (O'fgb%'f“) (o.(i%géoe)
o 035 030 0.05
Number of communication / 0.04 0.34 0.39
functional aids 184 (0.01,0.07) 190 024, 044) 153 (0.29, 0.48) (0.28 L) (0.23, C47) (005,009
. 067 055 0.11
Number of therapeutic 0.27 0.83 0.94
interventions / procedures 1o+ (0.19,035) 190 (0.69,097) 153 (0.78, 1.10) (0.233,0%175) (O'fgb%?” (0'%?6515314)
Number of respiratory aids 184 007 190 0.58 153 067 (0.5%,6 8.70) (0.4%',5 3.60) (0.0%,0 3.10)
(0.03,0.12) (0.45,0.72) (0.53,0.82) o AR D
~0.36 012 024
- 055 042 0.18
EQ-5D-5L utlty 44 047 052 39 031 053 35 004 032 043,030 016,009 (-0.%7663.21)

a Utility results were from US-based value set for the EQ-5D-5L



Supplementary Figure S1. HCRU and HRQoL by MiToS stage
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Utility results were from US-based value set for the EQ-5D-5L. DME, durable medical equipment
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Supplementary Figure S2. HCRU and HRQoL by ALS progression rate
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