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LOTS (AGLU02704) (Study 
1)

Randomized, double-blind,
Myozyme (20 mg/kg qow) vs. 

placebo, N = 90

Mean chg from BL at Week
52 was 1.651 (Myozyme) and 
-1.865 for placebo, with a LS
mean difference of 3.5.

-Age 8 years
-6MWT 40 meters
-FVC (%) upright between
30%-80%
-GAA enzyme deficiency and
2 GAA gene mutations

EMBASSY (Study 2) Single arm study at
Myozyme 20 mg/kg qow, N =

16

Mean chg from BL at 
Week 26 was 1.8

-Age 18
-6MWT 50 meters
-FVC (%) upright 50%
-GAA deficiency and.or
confirmed GAA gene
mutation and no known
cardiac hypertrophy

TDR12857 (Study 3) Open label, multi-dose 
cohorts with avalglucosidase 
alfa at 5, 10, 20 mg/kg qow

Group 1 (naïve LOPD) 
10 + 20mg/kg cohorts 
combined: Mean chg from BL 
at Week 25 was 5.21  
Subgroup with baseline 
FVC <85% (N = 5): Mean 
chg from BL at Week 25 was 
4.39 (10 + 20mg/kg), or 6.15 
(20 mg/kg only)

-Age 18
-6MWT 50 meters
-FVC (%) upright 50%
-GAA deficiency and.or
confirmed GAA gene
mutation and no known
cardiac hypertrophy
Group 1: LOPD treatment 
naive
Group 2: LOPD switch from 
Myozyme
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All patients

9 months (38 weeks) 3.77 4.74 (2.36, 5.18)

12 months (52 weeks) 3.64 4.98 (2.14, 5.15)

18 months (78 weeks) 3.73 5.35 (2.09, 5.37)
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avalglucosidase alfa from Study 3 (10 mg/kg or 20 mg/kg dose level) vs. all Mz patients from Study 1 and 2

avalglucosidase alfa 6 5.2 3.6, CI: (2.03, 6.98)

alglucosidase alfa 72 1.6

avalglucosidase alfa from Study 3 20mg/kg patients  vs. all Mz patients from Study 1 and 2

avalglucosidase alfa 3 6.2 4.6, CI: (2.03, 8.33 )

alglucosidase alfa 72 1.6
*Confidence interval for the difference was based on Hodges-Lehmann exact confidence interval due to small sample size in the
avalglucosidase alfa arm.
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5.0 (estimated from the MMRM model with all patients data)

1.5 66.4% 27.9%

2.0 81.1% 45.0%

2.5 91.0% 63.0%

3.0 96.4% 78.5%

3.5 98.8% 89.4%

5.1 (estimated from within arm SD from evaluable alglucosidase alfa patients only)

1.5 64.7% 27.0%

2.0 79.6% 43.5%

2.5 89.9% 61.3%

3.0 95.8% 76.9%

3.5 98.5% 88.2%
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3 10-Apr-2019 Updated definition of Safety 
Population to include up to 2 
pediatric patients who will be 

enrolled directly in the open-label 
avalglucosidase alfa long term 

follow-up phase

In order to comply with Health 
Authority requirements to enroll a 

certain number of pediatric 
patients, up to 2 additional

pediatric patients will be enrolled 
directly in the open-label 

avalglucosidase alfa long-term 
follow-up phase where they will 

receive avalglucosidase alfa

3 10-Apr-2019 Added following superiority test to 
the hierarchical testing ‘% predicted 
change from baseline to Week 49 

for MEP’.

We will have chance to make 
claim in the label for the 

secondary endpoint MEP

3 10-Apr-2019 Removed non-inferiority test of 
6MWT in the fixed sequence testing 

to control multiplicity.

Updated in accordance with the 
feedback received from 

Regulatory Agency.
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2.1.3.1 Primary efficacy endpoint
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2.1.3.2 Secondary efficacy endpoint(s)

(6) 18 years Male and Female 868.8 - 2.99 * age - 74.7*sex

(7) <18 years Male 196.72 + 39.81 * age – 1.36 * age2 + 132.28 * height

<18 years Female 188.61 + 51.50 * age – 1.86 * age2 + 86.10 * height
Age in years; sex = 0 if male and sex = 1 if female; height in meters.
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MEP
18 years old (9) 174 – 0.83 * age 131 – 0.86 * age

7–17 years old (10) 35 + 5.5 * age 24 + 4.8 * age

MIP

18 years old (9) 120 – 0.41 * age 108 – 0.61 * age

7–17 years old (10) 44.5 + 0.75 * weight 40 + 0.57 * weight
Age in years; weight in kg.
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Hip Flexion (12) R 9.8067 [-(age×.33) + (gender×19.19)+((weight/height2) × .66) + 34.44]

Hip Flexion (12) L 9.8067 [-(age×.29) + (gender×18.75)+((weight/height2) × .47) + 36.05]

Hip Extension (12) R 9.8067 [-(age×.21)+(gender×15.19)+((weight/height2) × .14) + 33.52]

Hip Extension (12) L 9.8067 [-(age×.23)+(gender×15.02)+((weight/height2) × .17) + 33.88]

Hip Abduction (13) R & L 195.24 – 62.4(1-gender) – 1.184(age) + .198 (weight x 9.8067)

Knee Flexion (12) R 9.8067 [-(age×.16)+(gender×8.78)+((weight/height2) × .08) + 22.47]

Knee Flexion (12) L 9.8067 [-(age×.17) + (gender×7.67) + ((weight/height2) × .14) + 21.10]

Knee Extension (12) R 9.8067 [-(age×.38) + (gender×18.44) + ((weight/height2) × .62) + 34.41]

Knee Extension (12) L 9.8067 [-(age×.38) + (gender×17.68) + ((weight/height2) × .62) + 33.61]

Ankle Dorsiflexion (12) R 9.8067 [-(age×.12) + (gender×7.93) + ((weight/height2) × .11) + 22.87]

Ankle Dorsiflexion (12) L 9.8067 [-(age×.13) + (gender×8.12) + ((weight/height2) × .15) + 21.91]
* Age in years; gender: male=1, female=0; weight in kgs; height in meters.

Hip flexors Boy 182 182 225 232 261 245 198 289 337 301 395

Girl 162 184 175 195 177 264 232 308 281 288 301

Hip abductors Boy 128 124 131 153 174 151 158 225 306 356 312

Girl 109 122 117 124 104 140 171 227 244 257 244

Knee extensors Boy 156 157 185 194 267 239 225 296 370 362 396

Girl 148 177 166 173 198 265 250 346 280 325 373

Knee flexors Boy 111 105 158 180 185 195 268 218 201 273 307 327 382

Girl 92 99 154 171 160 180 175 246 221 301 271 282 336

Foot dorsal flexors Boy 71 76 104 130 137 141 154 149 170 218 257 267 291

Girl 75 76 95 114 121 137 130 178 177 214 207 220 232

Hip extensors Boy 80 131 170 210 226 277

Girl 76 124 157 174 226 267
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2.1.3.3 Additional efficacy endpoints
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Shoulder Abductors Boy 62 55 97 92 98 110 136 110 118 159 205 219 253

Girl 68 47 75 91 94 91 81 129 123 154 178 173 173

Elbow Extensors Boy 73 85 90 89 120 103 104 128 158 175 182

Girl 73 85 82 91 84 108 117 118 129 141 107

Elbow Flexors Boy 78 70 103 121 124 134 173 153 160 195 253 287 276

Girl 69 66 105 103 115 125 134 172 168 201 193 198 215
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2.1.4.1 Adverse events variables
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2.1.4.2 Deaths

2.1.4.3 Laboratory safety variables
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2.1.4.4 Vital signs variables

2.1.4.5 Electrocardiogram variables

2.1.4.6 Physical examination

2.1.4.7 Body weight and height
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2.1.4.8 Immunogenicity

i
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Kit dispensation without IRT transaction

Erroneous kit dispensation

Kit not available

Randomization by error

Patient randomized twice

Stratification error

Patient switched to another site
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2.3.1.1 Modified intent-to-treat population

2.3.1.2 Per-protocol population
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2.4.3.1 Extent of investigational medicinal product exposure
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2.4.3.2 Compliance
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2.5.1.1 Distance walked in 6MWT

2.5.1.1.1 Primary analysis of 6MWT based on distance walked
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2.5.1.1.2 Additional supportive analyses for 6MWT
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2.5.1.2 MIP and MEP from pulmonary function testing

2.5.1.3 Hand-held dynamometry (lower extremity muscle strength)
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2.5.1.4 Quick Motor Function Test

2.5.1.5 12-item short form health survey
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2.5.3.1 Sensitivity analyses to assess the impact of missing data

Anonymized Page 51



Statistical Analysis Plan 14-Apr-2020
GZ402666-EFC14028 Version number: 3

Property of the Sanofi Group - strictly confidential Page 52

2.5.3.2 Sensitivity analyses with alternative model or different distribution assumption
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.

2.5.3.3 Sensitivity analyses with respect to the constancy assumption

2.5.3.4 Additional supportive analyses for the primary endpoint

2.5.3.4.1 Responder analysis
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2.5.3.4.2 Changes in respiratory support

2.5.3.4.3 Correlation between FVC (% predicted) change and other efficacy parameters

Anonymized Page 54



Statistical Analysis Plan 14-Apr-2020
GZ402666-EFC14028 Version number: 3

Property of the Sanofi Group - strictly confidential Page 55

2.5.5.1 Analyses of efficacy data in ETP at PAP database lock

2.5.5.2 Analysis of the effect of switching from alglucosidase alfa to avalglucosidase alfa
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2.6.8.1 ADA incidence and characterization

2.6.8.2 Duration of ADA

2.6.8.3 ADA titers

2.6.8.4 ADA Response Classification
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2.6.8.5 Neutralizing ADA

2.6.8.6 Cross-reactivity evaluation
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Screening/Baseline Day -14 to -1 (-28,  the day before 1st infusion)

Week 13 Day 85 ±14 (the day after 1st infusion, Day 85 +41)

Week 25 Day 169 ±14 Day 169 (-42, +41)

Week 37 Day 253 ±14 Day 253 (-42, +41)

Week 49 Day 337 ±14 (Day 337 -42, the day prior to the 1st ETP treatment 
or Day 337 + 41 if 1st ETP treatment is missing)

Week 61 Day 421 ±14 (the day after the 1st ETP treatment, Day 421 +41)

Week 73 Day 505 ±14 Day 505 (- 42, +83)

Week 97 Day 673 ±14 Day 673 (-84, +83)

Week 121 Day 841 ±14 Day 841 (-84, +83)
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Week 145 Day 1009 ±14 Day 1009 (-84, +83)

Week 169 Day 1177 ±14 Day 1177 (-84, +83)

Week 193 Day 1345 ±14 Day 1345 (-84, +83)

Week 217 Day 1513 ±14 Day 1513 (-84, +83)

Week 241 Day 1681 ±14 Day 1681 (-84, +83)

Week 265 Day 1849 ±14 Day 1849 (-84, +83)
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:87‑93.

‑Minute W
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