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Parameter Avalglucosidase Alglucosidase Total
alfa aifa N=100
N=51 N=48
Age {years)
Mean (8D} 46.0{14.5) 50.3(13.7) 48.1{14.2)
Median (Min, Max) 47.7 (18, 78} 48.9(20,78) 48.5(16, 78)
Gender, n (%)
Male 27 {52.9) 25 (51.0) 52 (52.0)
Females 24 (47 1) 4 {49.0) 48 {(48.0)
Race, n (%)
Asian 3(5.9) ¢ 3{3.0)
Black/African American 1{2.0} 2{4.1 3(3.0)
White 47 {92.2) 47 {85.9) 94 (94.0)
Ethnicity, n (%)
Hispanic or Latino 3{5.9) 12 {24.5) 5(15.0)
Not Hispanic or Latino 44 (86.3) 32 {65.3) 76 (76.0)
Not Reported 4{7.8) 5{10.2} 9{8.0)
Regions, n (%)
Europe 31 (60.8) 21{42.9) 52 {(52.0)
North America 14 {27.5) 20 (40.8) 34 {(34.0)
Latin America 2{(3.9) 7{14.3) 9(0.0)
Asia-Pacific 4 {7.8) 1{(2.0) 5(5.0)
Parameter Avalglucosidase  Alglucosidase Total
alfa alfa N=100
N=51 N=49
FVC% Predicted, Upright
Mean (8D} 62.5(14.4) 61.6(12.4) 62.1{13.4)
Median (Min, Max) 65.5 (32, 85) 80.8 (39, 85} §3.2 (32, 85)
SMWT (Distance Walked), m
Mean (S0} 399.3(110.9) 16.2} 388.9(113.5}

Median (Min, Max)

415.7(118, 630)

SMWT % Predicted

Mean (8D} 57.3(15.0) 58.3 (16.8) 56.3(15.8)

Median (Min, Max) 81.0(19, 86} 56.6(23,102) 59.1(19,102)
MIP % Predicted, Upright”

Mean (8D} 59.8(47.1) 60.6 {41.0) 60.3 (44.0)

Median (Min, Max) 47.5 {9, 263) 51.1{18,234} 48.1(9,263)
MEP % Predicted, Upright®

Mean (S0} 85.77(38.97) 74.83 (35.22) 70.25 (37.25}

Median (Min, Max} 54.21(28.7,232.5) 68.00(19.7, 201.1)  59.56 (19.7, 232.5)
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Parametar Statistics avalglucosidass alglucosidase Total
alfa alfa {N=100}
{N=51} {N=48)
Age {years} Number 51 49 100
Mean {8D) 46.0{14.5) 50.3(13.7} 48.1{14.2)
Median 477 48.9 48.5
Min; Max 16, 78 20,78 16; 78
Age {years) - categorized  Number Bi 49 100
<18 1{2.0) 8 1(1.0)
=18 and <45 23{45.1) 19(38.8) 42 (42.0)
245 27 {52 9) 3{61.2) 57{(57.0)
Gender, n{%) Number 51 43 100
Male 27 {52.9) 25(51.0) 52 {52.0)
Female 24 {47.1) 24 (49.0) 48 (48.0)
Race, n{%) Number 51 43 100
American Indian or 0 0 0
Alaska Native
Asian 35.9) 0 33.0)
Biack or African 1(2.0) 241 H30)
American
Native Hawaiian or ¢ 0 0
Other Pacfiic Islander
Whits 47 (92.2) 47 {85.9) 94 {94.0)
Not Reported 0 0 0
Ethnicity, n{%) Number 51 49 100
Hispanic or Latino H5.9) 12(24.5) 15{15.0}
Not Hispanic or Latino 44 (86.3) 32 {65.3) 76 (78.0)
Unknown G 0 0
Not reported 4(7.8) 5{10.2) 9{8.0)
Regions, n(%) Number 51 48 160
Furope 31(80.8; 21(42.9 52 (52.0)
North America 14 (27.5) 20(40.8) 34 {34.0)
Latin America 2{3.9) 7{14.3) a{9.0)
Asia-Pacific 4{7.8) 1{2.0) 5{5.0)
Weight (kg) Number 51 49 100
Mean (SD) 771.8(22.1) 79.3(18.2} 785 (20.2)
Median 759 78.8 76.4
Mir; Max 38,129 48: 139 38; 139
Height {cm) Number 51 49 100
Mean (SD) 1708097 172.0(8.9) 171.5{8.3)
Median 168.8 1715 170.3
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Parametar Statistics avalglucosidass alglucosidase Total
alfa alfa {N=100}
{N=51} {N=48}
Mir; Max 145:183 158; 191 145; 193
B! (kg/m2) Number 51 49 100
Mean {SD) 26.39 (6.79) 26.69(5.42) 26.54 (6.13)
Median 2540 27.40 2645
Min: Max 140,427 16.9;44.6 14.0;44.6
Alcohol Habit n{%) Number 51 48 100
Never 21{41.2) 17(34.7) 35 (38.0)
ccasional 18 (35.3) 20 {40.8) 38{38.0)
Al least monthly 4(7.8) 3(6.1) 7.0
At least weekly 5(0.8) 5(10.2) 10 (10.0)
At least dally 35.9) 4(8.2 7H7.0)
Randomization Strata, n{%) Number 51 49 100
Age<18 1{2.0) 0 1{(1.0)
Agez18, Japan 1{2.0} 8 1{(1.0)
Age218, male and 10 (18.6) 11(22 4) 21{21.0)
FVC<55%, ex-Japan
Agex18, female and 5(9.8) 5{10.2) 10 (10.0)
FY{(0<55%, ex-dapan
Age218, male and 15 (28.4) 14(28.6) 29250
FVC255%, ex-Japan
Agex18, female and 19 (37.3) 19 (38.8) 38 (38.0)

FV{255%, ex-dapan

FI
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Paramater Statistics  avalglucosidase  alglucosidase  Tofal
alfa alfa {N=100)
{N=51} {N=48)
Cardiovascular History
Congestive Heart Failure [n(%))] Number 51 49 100
Yes 12.0) 2{4.1) 3.0
Ng 50 {88.0) 47{85.5) 97(57.0)
NYHA Heart Failure Classification [n{%)] Number 51 49 100
Class| 0 (4.1} 2.0
Class # 1{2.0) 0 1{(1.0)
Class HHi 8 0 0
Class IV 0 0 0
No 50(88.0) 47(85.9) §7(97.0}
Evidence of Cardiac Invoivement [n{%)] Number 51 49 100
Yes 0 4(8.2) 4{4.0)
No 51{100) 45{91.8) 96 {96.0)

FI
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Parametar Statistics avalglucosidass alglucosidase Total
alfa alfa {N=100}
{N=51} {N=48)
Specify Cardiac Involvement in{%)]  Number ¢ 3 3
Arrhythmia 0 2{66.7) 2{66.7)
Cardiomegaly 0 8 G
Ciher 0 1{33.3) 1{(33.3}
Ear/Nose/Throat History
Enlarged Tongue in{%) Number 51 49 100
Yes 203.9) 4(8.2) 6 (6.0
No 48{(96.1) 45(91.8) 94{94.0)
Hearing Loss [n{%>] Number 51 48 99
Yes 6(11.8) 4(8.3 16(10.1)
No 45 (88.2) 44(1.7) 89 (80.9)
Gastrointestinal History
Hepatomegaly [n{%})] Number 51 49 100
Yes 0 241 2 (2.0
No 51 {100) 47 (95.9) 88 (98.0
Gastroesophageai Reflux in(%])] Number 51 49 100
Yos 6(11.8) 8{12.2) 12(12.0)
No 45 {88.2) 43 (87.8) 88 (88.0)
Respiratory History
Tracheostomy [n{%}] Number 51 49 100
Yos 2.0 G 1.0
No 50(58.0) 49 {100} 99 (99.0)
Preumonia n{%}] Number 51 49 100
Yas 10(19.6) 9(18.4) 19(19.0)
No 41{80.4) 40{81.6) 81(81.0)
Number of pnetimonia episodes
in the past year [n{%)] Number 16 8 19
<5 10{100} 3{100) 19(100)
510 ¢ 0 0
>10 0 0 0
Sieep Disturbances n{%})] Number 51 49 100
Yes 12{23.5) 18(36.7) 30{30.0)
No 38 (76.5) 31{63.3) 70(70.0)
If Sleep Disturbance, Sleep Study
Ever Performed? Number 12 18 3¢
Yes 9(75.0) 10{55.6} 13(83.3)
No 325.0) 5 (44.4) 11{36.7}
Steep Apnea [n{%;)] Number 51 49 100
Yes 10{19.6) 13 {26.5) 23 (23.0)
No 41{80.4) 36 {73.5) 7{Inn
Use of Non-invasive Respiratory
Support (2%} Number 1 49 100
Yes 13{25.5 11(22.4} 24{24.0)
No 38 (74.5) 38778 76{76.0)
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Parametar Statistics avalglucosidase alglucosidase Total
alfa alfa {N=100}
{N=51} {N=48)
Musculoskelstal History
Muscle Weakness in Upper
Extremities [n{%)] Number 51 49 100
Yes 31(60.8) 24 (49.0 B85 (55.0)
No 20{36.2) 25(51.0) 45 {45.0)
Muscle Weakness in Lower
Extremities [n{%)] Number 51 49 100
Yes 48(94.1) 42 (85.7) 80 (90.0)
No 3(5.9) 7{14.3} 10(10.8)
Seoliosis [n{%)] Number 50 49 99
Yes 13 (26.0) 9{18.4) 22(22.2)
No 37{74.0) 40(81.6) 77 {77.8)
Surgical Intervention for Scoliosis
(%} Number 17 15 32
Yes 0 0 0
No 17(100) 15(100) 32 (100
Currently Using Orthopedic Devices
for Scoliosis [n(%}] Number 17 13 30
Yes 0 H7-7) 1(3.3})
No 17(100) 12 (82.3) 29(86.7)
Joint Contractures [n{%)] Number 51 49 100
Yes 0 2{4.1) 2{2.0)
No 51100} 47 (95.9) 85 (98.0)
Surgical Repair Neaded for Joint
Contractures [n{%}} Number 4 7 1
Yes G 0 0
No 4{100) 7{100) 11(100)
Currenily Using Crihopedic Devices
for Joint Contractures [n{%}] Number 4 & 12
Yes 0 0 0
No 4 {100 8 {100} 12(100}
Currently Ambulatory [n{%] Number 50 49 99
Yes 48 (86.0) 48 (98.0) 86 (97.0)
No 2{4.0) 120 3H3.0)
Ever 0 g 0
ambuiatory?
Assisted Waiking Device and
Wheelchair Use [n(%)] Number 51 49 100
Ngne 41 (86.4) 38{77.6) 79(70.0)
Cane 713.7) 9({18.4) 16{16.0}
Walker 2(3.9) 3(6.1) 55.0)
Wheelchair ¢ 1(2.0) 1{(10)
Cther 4{7 .8) 4{8.2) 8 (8.0}
Fompe disease history
Age at Pompe Disease Diagnosis
(years) Number 51 43 100

FI
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Parametar Statistics avalglucosidass alglucosidase Total
alfa alfa {N=100}
{N=51} {N=48)
Mean (8D} 4473 (14.74) 4516 {1464) 484101472
Median 47.05 47.34 47.14
Min; Max 10.8,77.7 174,787 108,777
Age at First Symptom of Pompe
Disease {years) Number 50 49 99
Mean (SD) 32.94 (16.58; J773{1574) /31820
Median 32.35 30.42 38.89
Mir; Max 3.8,66.3 61,732 38,732
Time from Pompe Disease
Diagnosis to First infusion of
Study Drug {months) Number 51 49 100
Mean {3D) 15.60 {32.06) 26.52{58.86) 20.95(47.82)
Median 6.08 7.85 8.92
Min; Max 0.5 1552 0.3, 3284 0.3, 3284
Time from First Symptom of Pompe
Dissase to First infusion of Study
Drug {months) Number 50 49 99
Mean (D) 160.36 (131.71) 151.78 156,11
{120.80) 12591
Madian 137.91 124.91 128.92
Min; Max 10.5,698.9 50,4584 5.0;698.9
Family History of Pompe
Disease n(%)] Number 51 49 100
Yes 13 (25.5) 15 {30.8) 26 (28.0)
No 38 {74.5) 34(69.4) 72{72.0)
Relationship to Subject [n{%)] Number 13 1t 28
Sibling 12 (82.3) 15 (100} 27{96.4)
Mother G 0 0
Father 0 g 0
Cousin (s G 1{3.6)
Children 0 0 0

Fi
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Parametar Statistics  avalglucosidase alglucosidase Total
alfa alfa {N=100}
{N=51} {N=48)
Predicted FVC (%), upright Number &1 49 100
Mean (SD} 62.5(14.4) 81.6(12.4) 62.1(13.4)
Median 65.5 60.8 83.2
Min; Max 32; 85 39; 85 32; 85
Distance Walked from 6MWT {m} Number 51 49 100
Mean (8D) 399.3 (110.9) 378.1(116.2)  388.9{113.5)
Median 4157 387.0 403.5
Min; Max 118, 83C 138; 592 118; 630
BMWT (% predicted) Number 51 49 100

FiG. 22/
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Parametar Statistics  avalglucosidase alglucosidase Total
alfa alfa {N=100)
{N=51) {N=48}

Mean {SD) 57.3{(15.0) 55.3{16.6) 56.3 (15.8}
Median 61.0 56.6 58,1
Min; Max 19:86 23,102 19; 102

% Predicted MIP (%8, upright  Number 50 49 98
Maan (S 59.9(47 1) 60.6(41.0} 80.3 (44.0)
Median 478 511 48.1
Min: Max 8, 263 18:234 9, 263

% Predicted MEP (%)?, upright  Number 50 49 99
Mean {SD) 65.77(38.97) 74.83(35.22) 70.25 (37.25)
Median 5421 88.00 59.56
Min, Max 2872325 19.7;: 2011 1972325

HHD (Lower extremity)

composite score MNumber 50 48 96
Mean (SD) 133045 {62544y 146616 (804.91) 138548 (6816.23)
Median 1193.50 1427 50 1290.00
Min; Max 323.0, 35220 320.0, 3218.0 323.0;3522.0

% Predicled HHD {Lower

extremity} composite score Number 50 46 96
fean (SD) 40.05{21.76) 4502 (23.27) 42 43 (22.52)
Median 30.51 40.80 38.61
Min: Max 711427 9.6; 1184 711194

HHD {upper extremity}

composite score Number 46 47 93
Mean (8D) 1535.95{(673.60)  1608.56(633.95)  1572.65(651.32)
Median 1380.0C 1501.00 1439.00
Mire; Max 350.5; 3859.0 347.0, 31020 347.0; 3869.0

% Predicted HHD (upper

extremity} composiie score Number 46 47 a3
Mean (SO} 131.57(59.26} 142.08 (65.58) 136.88 (62.42)
Median 104.92 13110 123.00
Mirt; Max 42.1,269.8 34.7,265.6 34.7,269.8

QMFT Numbsr 51 48 97
Mean {SD) 41.28{(10.15) 42.30(10.58) 41.77(10.32)
Median 41.00 43.50 41.00
Min; Max 17.0;63.0 19.0; 63.0 17.0;83.0

SF-12 (PCS) Number 50 48 98
Mean (SD) 35.95{7.82) 36.76(9.40) 36.35 (8.60)
Median 35.01 36.04 3540
Mire; Max 17.8,55.9 16.3;57.3 16.3;67.3

SF-12 (MCS) Number 50 48 98
Mean {SD) 43.31010.11) 50.58 (8 69) 49.42 (9.46)
Median 47.53 52.24 50.21

FI
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Parametar Statistics  avalglucosidase alglucosidase Total
alfa alfa {N=100}
{N=51} {N=49)
Min; Max 242,708 304,850 242:70.8
GMFCS [n(%)] Number 51 49 160
Level 10{19.8) 14 (28.6) 24 (24.0)
Levet li 36 (70.8) 27(55.1) 83 {63.0)
Level i 5{9.8) 8(16.3} 13 {13.0}
Level IV ¢ 0 g
Level V 0 0 0
Walking Device on 6MWT [n{%}] Number 51 49 100

Straight cane 4{7.8) 3{6 .1} 7.0
Wide-based cane  1{2.0) 12.0) 2(2.0)
Cne crutch 0 241 2{2.0
Two cruiches 0 0 0
Standard walker g 0 8
Rolling walker 0 3(6.1) 3(3.0)
Orthotics 0 0 g
Other 2{3.9) 1{2.0) 3H3.0)
None 44 (86.3) 39(79.8) 83{83.0

Note baseline value is defined as the last non-missing value prior fo first treatment. o
a Because the reference values will be available only for patients of age 7 years or older, the % predicled
MIP and MEP will not be derived for patients aged <7.
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Paramater Statistics avalglucosidase alglucosidase
alfa aifa
{N=31} {N=43}
Duration of Study Brug Number 51 49
Exposure {months) Mean (5D} 11.56 (0.14) 10.69 (2.69)
Median 11.53 11.50
Min;Max 114,124 05118
Duration of Study Drug Number 51 49
Exposure, n (%) <=3 months 0 IR
<3-<=8 months 0 1.0
<6-<=9 months 0 1{2.0%
<8-<=12 months 50 (98.0) 44 {(89.8)
»12 months 1(2.0} 0
Totai Number of Number 51 49
Infusions Per Fatient Mean (50 24805 22.8 (5.8}
Median 25.0 250
Min; Max 23,25 125
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Paramater Statistics avalglucosidase alglucosidase
aifa
{N=48}
Patient Year Nurnber | 49
Mean (SD) .96 (0.01) 0.91{0.19)
Madian 0.96
Min;Max 0.0:1.0

Duration of exposure; for those entered in ETF: 1st infusion date in ETP - 1st infusion dale in PAP,

For those who did not enter in ETP: last infusion date in PAP + 14 - 1st infusion date in PAP.

Avaigiucosidase alfa group inciudes Patients who were in miTT population and received at ieast one

infusion of avalglucosidase alfa during PAP.

Alglucosidase aifa group includes Patients who were inmiTT
population and only received alglucosidase aifa during PAP.
Patient vear is calculated from the first infusion date to the date of last follow-up visit.

Statistics® avalglucosidass alglucosidase Difference
alfa alfa
{N=51) {N=48)
Week 13 Estimate 3.05 0.65 2.40
SE 0.78 0.81 143
95% Cl 1.50,4.58 -0.95,2.26 0.16,4.63
n-valug for non-inferiority? 0.0628
p-value for superiority 0.0363
Week 25 Estimate 3.21 0.57 2.64
SE 0.80 .84 147
95% Ci 1.62,4.80 -1.10,2.24 0.32,4.96
g-value for non-inferiority? 0.0018
p-value for superiority 0.0259
Week 37 Estimate 2.27 0.55 1.66
SE 1.00 1.05 1.45
95% Ci 0.23,4.149 -1.53,2.64 -1.224.54
p-valug for non-inferiority? 0.0603
p-value for superiority 0.2556
Week 49 Eslimate 2.89 0.46 243
SE 0.88 0.83 1.28
95% Ci 1.13,4.65 -1.38,2.31 013,489
p-value for non-inferiority? 0.0074
p-value for superiority 0.0626

a.Based on MMRM model, the model includes baseline FVC (% predicted, as continuous), sex,
age (in years at bassling), freatment group, vislt, interaction term betwsen treatmant group

and visit as

fixed effacts.

b Non-inferiority margin is -1.1%
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Statistics Difference Between Week 87 and Week 49
Nurmber of subjects with value al Week 49 and Week 97 20
Estimate 0.15
SE 1.08
95% Ci -1.95,2.25
p-valie 0.8854

The analysis will be based on % predicted FVC data from Week 49 and subsequent visits in ETP and the
MMRM includes visit as a fixed effect and subject as a random sffect.

Analysis Visit Statistics  avalglucosidase alglucosidase Diffarence
alfa alfa
{N=51) {N=48}
YWeek 13
BMWT total distance Estimate 18.02 15.11 2.91
change from baseline SE 8.79 816 12.75
95% Cl 0.57,35.47 -3.09,33.30 -22.41,28.24
prvalue for 0.8198
superiority
BMWT % predicted Estimate 2.84 1.96 0.88
change from baseline SE 1.35 14 1.96
95% Cl 0.16,5.52 -0.844.76 302477
p-value for 0.6558
superiority
YWaek 25
SMWT total distance Estimate 27.26 858 17.87
change from baseline SE 9.98 10.41 14.48
95% Cl 7434708 -11.10,30.27 -11.08,46.42
p-valie for 0.2253
superiority
BMWT % predicted Estimate 4723 113 3.08
change from baseling Sk 1.54 1.61 2.23
85% Cl 147,728 -2.06,4.32 -1.34,7.53
p-value for 0.1697
superiority
Week 37
GMWT total distance Estimate 28.43 15.49 12.94
change from baseling SE 9.06 8.48 1317
85% Cl 10.44,46.42 -3.34,34.31 -13.20,39.09
p-valie 0.3282
superiority

FiG. 26
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Analysis Visit Stafistics  avalglucosidase alglucosidase Difference
aifa alfa
{N=51) {N=48}

BMWT % predicted Estimate 444 2.14 2.30

change from baseline SE 1.40% 147 2.04
85% Cl 1.68,7.23 077,505 -1.74,8.35
p-value for 0.2612
superiority

Week 49

SMWT total distance Estimate 32.21 219 30.01

change from baseline SE 9.93 10.40 14.43
95% Cl 12.47,51.94 -18.48,22.86 1.33,58.69
p-value for 0.0405
superiority

BMWT % predicted Estimate 5.02 .31 4,71

change from haseling Sk 1.54 1.62 2.24
95% Cl 1.85,8.08 -2.90,3.52 0250817
p-value for 0.0386
superiority

BMWT: 6-minute walk test, MMRM: mixad model repeated measure.

The MMRM modei for BMWT distance adjusts for 6MWT distance at baseling,

baseline % predicted FVC and baseling 8MWT {distance walked in meter}, age {in years, at baseline),
gender, treatment group, vislt, and ireatment-by-visit interaction as fixed effects.

The MMRM mode! for 6MWT % predicted adjusts for BMWT % predicted at baseling,

baseline % predicted FVC and baseline 6MWT (% predicted), age {in years, al bassling), gender,
treatment group, visit, and treatment-by-visit interaction as fixed effects.

26

Statistics Difference Between Weelk 97 and Week 49
Number of subjects with vaiue at Wesk 49 and Week §7 21

Estimate 23.32

SE 13.69

95% Ci -3.87,50.51

o-value 0.0918

The analysis will be based on BMWT data from Week 49 and subsequent visis in ETP and the MMRM
includes visit as a fixed effact and subject as a random effect.
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Analysis Visit Stafistics  avalglucosidase alglucosidase Differance
alfa alfa
{N=51) {N=48}
Week 13
MIP % predicted, upright Estimate -1.18 -3.39 .78
change from haseline SE 3.70 3.84 5.35
95% C -8.55,6.19 -8.03,7.25 -11.43.5.86
p-value 0.8837
MEP % predicted, upright Estimate 1.18 5.28 409
change from baseline SE 3.65 3.78 528
85% Cl -6.07,8.44 -2.2312.78 -14.60,6.41
pvalue 0.4412
Week 25
MIF % predicted, upright Estimate 2.29 =345 544
change from baseline SE 3.35 3.52 4.88
85% Cl -4.37,8.95 -10.16,3.85 -4.26,15.14
p-value 0.2676
MEP % predicted, upright Estimate 403 2.80 1.14
change from baseling SE 312 3.28 4.56
95% Cl -2.18,10.24 -3.64,9.43 -7.94,10.22
p-value 0.8034
Waek 37
MIP % predicled, upright Estimate -0.85 3.31 245
changs from baseline SE 373 3.92 543
95% Cl -8.28,6.57 -11.12 4.50 -§.35,13.25
pvalie 0.8527
MEP % predicted, upright Estimate 449 4.02 0.17
change from baseline SE 3.79 3.97 552
95% Cl -3.34,11.72 -3.88,11.92 -10.80,11.14
pvalue 0.9758
Week 49
MIP % predictad, upright Estimate (.29 -2.87 2.58
change from baseline SE 3.84 4,04 5,59
85% Cl -7.84,7.36 10925147 -8.54,13.71
p-value 0.6451
MEP % predicted, upright Estimate 2.39 5.00 -2.61
change from baseline SE 400 4,20 5.83
95% Cl -5.59,10.36 -3.36,13.36 -14.22,900
p-value (.6557

MMRM: mixed model repeated measure

The MMRM modei for MiP % predicted adjusts for MiP % predicted at basaling, age {in vears, at bassline),
gender, treatment group, vist, and ireatment-by-visit interaction as fixed effects.

The MMRM modsi for MEF % predicted adjusts for MEP % predicted at baseling, age (in vears, at baseling),
gander, treatment group, visit, and fraatment-by-visit interaction as fixed effscis.
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Analysis Visit Stafistics  avalglucosidase alglucosidase Difference
alfa alfa
{N=51) {N=48}
Week 13
Composite score Estimate 146.80 87.29 59.51
change from baseling Sk 38.26 40.18 55.80
95% Cl 70.75,222 .86 74116717 -51.40,170.42
p-valus 0.28%
Summary score, % predicted  Estimate 3.88 2.39 1.49
change from baseline SE 146 1.20 1.68
85% Cl 1.58,6.18 001477 -1.84,4.82
p-value 0.3767
Yeek 25
Composite score Estimate 214.54 88.16 115.38
change from baseline SE 4142 43.54 60.43
95% Cl 132.22,296.87 12.44,185.88 -4.71,235.48
p-valie 0.0595
Summary score, % predicted  Estimate 5.21 313 2.08
change from baseline SE 1.26 132 1.83
95% Cl 270,772 0.50,5.75 -1.56,5.73
pvalue 0.2590
Wesk 37
Comnposite score Estimate 22941 158.83 70.57
change from haseling SE 40.53 42.49 58.01
95% Cl 148.84,309.98 74.37,243.29 -46.71,187.86
p-valis 0.2350
Summary score, % pradicted  Estimate 5.61 480 8.81
change from baseline SE 1.23 1.29 1.79
85% Cl 3.18,8.07 2247137 -2.78,4.37
p-value 0.6536
Waek 49
Composite score Estimate 260.69 153.72 106.97
change from baseline SE 458.07 48.54 87.17
95% Cl 169.11,352.27 57.22,250.22 -26.56,240.50
p-valie 0.1150
Summary score, % predicted  Estimats 8.97 4,78 218
change from baseline SE 1.34 1.41 1.96
85% Cl 4.30,9.83 1.98,7.59 -1.71,6.08
p-value 0.2681

MMRM: mixed model repeated measure; HHD: hand-held dynamometry,
Muscle strengths are collected in Newton.
The MMRM modei for HHD lower extremity muscle strength composite score adjusts for summary HHD
lower extramity score at baseline, basaline % pradicled FVC, age (in years, at baseline), gender,

traatment group, visit, and treatment-by-visit interaction as fixed effects.

The MMRM modsi for HHD summary score % predicted adjusts for summary score % predictad at baseling,

bassline % predicted FVC, age (in years, al baseline), gender, traatrment group, visit, baseline
% predicted HHD score-by-visit interaction, and treatment-by-visit interaction as fixed effects.
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Parameter Avalglucosidase alfal Alglucosidase aifa| Total
N=51 N=48 N=130
Urinary Hex4 {mmol/mol) n=51 n=49
Mean (8D} 12.71 {10.10) 8.74 {5.04) -
Median (Min, Max) 8.55 (3.0, 48.0) 7.30(2.0, 25.3) -
ALT (1U/L) n=50 n=49
Mean (8D} 81.30(56.51) 680.76 (30.28) -
Median (Min, Max) 66.50 (24.0, 319.0) | 58.0(12.0, 186.0) -
AST (IU/L) n=50 n=49

Mean (8D)
Median (Min, Max)

79.84 (55.58)
59.0 (27.0, 285.0)

57.73 (25.49)
54.0{16.0,141.0)

Creatine Kinase {IU/L) n=50 n=48
Mean (8D} 739.9 (577.62) 566.35 (431.46; -
Median (Min, Max) 583.0(158.0, 3128.0) 1471.0(66.0, 2545.0)f -
Creatine Kinase MB {(ug/L} n n=48

Mean (8D}
Median (Min, Max)

16.69 (12.98)
13.65 (1.1, 55.1)
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Avaiglucosidase alfa | Alglucosidase alfa
N=51 N=49
ADA Status, n (%)
Always negative 2{3.8) 2{4.2)
Ever positive but negative at baseling 47 (82.2) 4817
Positive at baseline 2{3.9) 2{4.2)
Treatment-emergant ADA, n (%) 49 (96.1) 46 (95.8;
Treatment-induced ADA, n {%b) 47 (95.9) 44 {85.7)
Transient ADA 1{2.0) 1{2.2)
Persistent ADA 43 (87.8 39 {84.8)
Tolerized ADA 3B 47.7)
Treatment-boosted ADA, n (%) 2 {100) 2(100)
ADA peak titer, n (%)
100-300 17 (33.3) B{18.7)
1600-6400 20{(38.2) 20(41.7)
212,800 10{19.6) 16 (33.3)
NAD response type based on enzyme activity inhibition, n (%)
Always negative 49 (86.1) 44 (81.7)
Positive at baseline g 0
Positive post baseling 2(3.8) 4{8.3)
NAD response type based on enzyme uptake inhibition, n (%)
Always negalive 38 (74.5) 28 (58.3)
Positive at baseline 12.0) 1240
Positive post baseline 12 {23.5) 19{39.6)
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Nai ve Group Switch Group
{n=10} {n=14}
Age at NEO1 enroliment, years, mean £ 8D {range) 4481203 487 +14.1
{20-78) {21-88)
Males, r1 {%) 3(30) 9{64)
Use of walking device, n (%) 2020 321}
BMWT distance, m, mean + SD {median) 449.2 £ 118.36 440.4 £141.02
{488.5) {439.0)
Upright FVGC % predicted,” mean £ 3D {median} 69.2+19.27 77.3%16.45
{(58.7) {75.9)

BMWT, 8-minute walk test; FVC, forcad vital capacity; 8D, standard deviation
«Calculated according to Quanjer PH, et al. Eur Respir J. . 2012;40(6):1324-43

SUBSTITUTE SHEET (RULE 26)



WO 2021/257409 PCT/US2021/037111

4317150
Mean 1 SD
{range)
Natve Group Switch Group
Area occupied by glycogen in quadriceps muscle, % 6.0£7.13 8557 .92
{0.6-24.1) {08247}
(n=10) {n=14}
MR Mercuri grading® Lowerleg 1.3:0.38 1.340.37
{1.0-2.0} (1.0-2.0)
{n=8) {n=13)
Thigh 1.9£0.72 2.310.65
{1.2-2.9) {1.2-3.5)
{n=9) {n=13)
3-point Dixon fat fraction, % Lowerleg 572254 7.282.10
{2.0-10.7 4.0-11.0)
{n=9) {n=11)
Thigh 8.1£3.47 17.3315.31
{(5.6-14.0) {3.0-54.9)
{n=8) {n=11)
T2 water with B1%, ms Lower lag 37.2+1.82 39.1£3.28
{34.1-39.7) {34.4-43.8}
{n=10} {n=14}
Thigh 37.1£1.52 36.7+2.81
{34.9-39.8) (30.4-41.1)
(=10} {n=14}
Trophicity index, ms Thigh 42964890 464241807
{2656-5388; {1702-7536}
{n=10) =143
Motor function BMWT % predicted £9.6111.84 87.2£20.43
{46.7-86.9) (29.7-102.2)
{n=10} (n=14}
GSGC functional ability score 11.0£5.18 11.815.98
{4.0-18.0) {4.0-21.0
(=10} {n=14)
GMFM-88 Tunctional strength total (D+E}) 82211446 78.5+17.11
(59.3-95.6) {48.5-85 6}
{n=10) =14
QMFT total score 47.2+10.84 44.7£12.80
{31.0-81.0 {25.0-84.0}
{n=10} {n=14}
HHD % predicted lower body 48.9:15.00 43.6+16.86
{21.3-67.7) {14.2-75.5)
(=10 {(n=14)

BMWT 8-minute walk fest; GMFM-88, Grass Motor Function Measure-88; GSGC, Galt, Stair,
Gowers’ Maneuver, Chair, HHD, hand-held dynamometry; QMFT, Quick Motor Function Test;
S0, standard deviation

*Mercuri Grading: 1 = normal appearance; 2 = mild involvement; 3 = moderate involvement;
4 = savere involvement

*T2 with B1: abnormal value defined as »39 ms
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Avalglucosidase alfa
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| s [Slope*=0.37 1year (95% O -0.123, 0.864)[

0 20 40 B0 80 100 120 140 160 180 200 220 240 260
Analysis visit (waek)

70

40

30

207 %

10

Avalglucosidase aifa
* 5 mglkg gow
& 20 mg/kg gow
S SIS «~Trend

{Slope*=1.034/year (95% Cl: -0.384, 2.451)

0 20 40 60 80 100 120 140 160 180 200 220 240 260
Analysis visit (week}

SUBSTITUTE SHEET (RULE 26)




WO 2021/257409 PCT/US2021/037111

Dixon fat fraction (%)

48 /50

99+ Avalglucosidase alfa

* & mg/kg gow
8041 « 10 mglkg gow

« 20 mg/kg gow
70+ | ==Trend -
6{) ] s g
50 +
40 -
30 =15lope*=0.488/year (85% CI -0.081, 1.058)[

0 20 40 B0 80 100 120 140 160 180 200 220 240 260

Analysis visit (waek)

Dixor fat fraction (%)

70

601

50+

40

30

20

Avalglucosidase aifa
¥ 5 molkg gow
¢ 10 mglkg gow
= 20 mg/kg gow

....... , S w1 FENd

..... SRINTRRE

h - ) i A N
TR \\\\\\\{§

ESicpe*:O,SQ(}lyear {95% Ch -0.223, 2.{}03}2

RS

0 20 40 60 80 100 120 140 160 180 200 220 240 260

Analysis visit (week}

SUBSTITUTE SHEET (RULE 26)




WO 2021/257409 PCT/US2021/037111
47750
FVC, % -0.13 2.43 4.89
predicted B o b
-6 -4 -2 0 2 4 6
EMWT, m 1§3 3()§1 58§9
=75 -50 -25 0 25 50 75
SMWT, % 0.25 4.71 9.17
predicted = i 2
-0 -8 -8 -4 -2 ¢ 2 4 & 8 16
-1.6 4.4 10.44
MIP, % predicted §3 5 0&4
MEP, % predicted "g Eg 16@?3
-12 -9 -8 -3 0 3 6 g 12
HHD composite score -26.58 106.07 240.5
Lower exiremity o 5 ]
: -44.76 63.87 172.51
Upper extremity o & ]
-250 -200 -150 160 -50 O 50 100 150 200 250
QMFT, total 0.22 2.08 3.95
score [ B &=
-5 -4 3 -2 -1 0 1 2 3 4 5
Dimension D 5 -
Dimension E 2§4 5.&8
5 -5 4 -3 -2 2 3 4 5 6
GSGC, total A8t 225
score - "
3 2 1 -1 -2 -3
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SF-12 -2.13 0.77 3.87
PCS score -1.46 212 = 5.69

8

2

MCS score 8

R-PAct -

PGIC D.08 057  1.06
Daily activities & 8 8

3 . .
Disease-related symptoms & & 8
Ability to breath 0
Maobility

-1.5 -1
EQ-5D-5L
Mobility
Self-care
Usual activities
Pain/discomfort
Arnxiety/depression

EQ-50-51, Heslth 1
Litility Valus®

i

3
-0.15 -0.1 -0.05 0 0.05 0.1 0.15
EQ-50 VAS -0.55 5%9 1 1&2

SCOre Qi
-2 -6 8 6 4 -2 0 2 4 6 8 10 12

PDSSP
Shorinsss of Breath
Overall Fatigue
Upper Extremity Weakness
Pain
Fatigue/Pain
Morning Headache

1.5 1
PDISE
Mood
Difficulty Performing Activities

1.5 1 0.5 & -0.5 -1 -1.5
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(20.78)

Mean (3D) (UL

0
Baseline Week 13 Week 25 Week 37 Week 48

40
= 20
-
S
& -0.42
2 L1 (28.52)
o i
T
a4
2
& -43.32
= (24.72)
2
g
]
[45)
= .80 :
Avalglucosidase alfa
- 3 Alglucosidase alfa
-100
Baseling Week 13 Week 25 Week 37 Week 49

SUBSTITUTE SHEET (RULE 26)



WO 2021/257409 PCT/US2021/037111

50750
150
Avaiglucosidase alfa
= [} - Alglucosidase alfa
125
100

Mean (SD) (1U/L)

Baseline Week 13 Week 25 Week 37 Week 48

40
-~ Avalglucosidase alfa

. = b Alglucosidase alfa
ot 20
=2
0]
g)
8 - -13.84
Q2 (19.48)
k= il
[
&
i ey ~46.12
a (20.18)
Y
fon
o3
O
= 80

-100

Baseling Week 13 Week 25 Week 37 Week 49

SUBSTITUTE SHEET (RULE 26)



