Supplementary data A: Databases searched and search terms used
Table S2	Databases searched in the systematic review
	Literature class
	Database searched

	Peer reviewed
	Orphanet (www.orphanet.net)
PubMed (pre-Medline only)
Embase.com (includes Medline and Embase)
The Cochrane Library
CINAHL
Controlled Trials Meta-Register
Web of Science (Web of Knowledge)
Scopus
SciFinder
Toxline

	Grey
	Google Scholar



Table S3	Terms used to search for evidence to inform the Systematic Review (PubMed example)
	Drug and population
	PubMed search terms

	Alglucosidase alfa for juvenile onset Pompe disease
	“myozyme”[All Fields] OR “alglucosidase”[All Fields]) OR (Pompe OR Pompe’s OR LOPD OR “glycogen storage disease type II” OR “GAA deficiency”) AND (ERT OR “enzyme replacement therapy”)





Supplementary data B: Study selection criteria
Table S4	Criteria for selecting studies to assess the safety and effectiveness of alglucosidase alfa 
	Characteristic 
	Inclusion criteria

	Study design
	Randomised trials, pseudo-randomised trials, cohort studies and historical control studies. In the absence of comparative evidence, case series and case reports were included.

	Population
	Patients with Juvenile Onset Pompe Disease (glycogen storage disease type II, or acid maltase deficiency; presentation when 2 to 18 years old)

	Intervention
	Alglucosidase alfa (Myozyme®)
Subgroup analysis: by dose (e.g. doses consistent with TGA listing, as well as experimental dosing regimens); by whether immunosuppressives (e.g. infliximab, prednisolone) were co-administered

	Comparator
	Standard palliative care (including intensive respiratory support, cardiac care, dietary therapy and rehabilitative services) with/without placebo

	Outcomes
	Safety: adverse events related to treatment – for example, urticaria, pyrexia, anaphylactic shock; and compliance with treatment (i.e. treatment withdrawal or suboptimal dosing)
Primary effectiveness: survival
Secondary effectiveness: quality of life; cardiorespiratory functioning (ventilator free survival, supplementary oxygen, apnoea/hypopnoea, sleep apnoea, CPAP requirements: nocturnal or all day); cardiovascular function (hypertension, left ventricular measures, exercise capacity, heart failure); gross motor functioning; swallowing; audiology outcomes; neurological outcomes.

	Language
	Studies in languages other than English would only have been translated if they appeared from the abstract to represent a higher level of evidence than that available in English.

	Research question
	Is alglucosidase alfa safe and effective compared to standard palliative care with/without placebo for treating patients with Juvenile Onset Pompe Disease?




xiv
Milverton

TGA = Therapeutic Goods Administration; CPAP = continuous positive airway pressure




Supplementary data C: Evidence profiles
Table S5	Summary of studies providing data on JOPD patients before and after receiving ERT
	Author (Year) / Country
	Study Design / Quality  

	Study sample characteristics
	Eligibility criteria
	Intervention drug treatment details

	Outcomes reporteda / Measurement tools and scale
	Duration of follow-up
	Comments

	(Bembi B, Pisa FE, et al. 2010)
Italy

	Multicentre observational case series
(Level IV evidence)
Quality: high (NHS CRD; KHAN 2001)
	JOPD patients
N = 7
Male 71.4%
Age at first symptoms 
mean y (SD)	2.5 (1.3)
Age at diagnosis 
mean y (SD)	2.8 (1.4)
Age at start therapy 
mean y (SD)	12.0 (3.3)
Adult-onset PD patients
N = 17
Male 52.9%
Age at first symptoms 
mean y (SD)	26.6 (12.8)
Age at diagnosis 
mean y (SD) 	34.5 (14.9)
Age at start therapy
mean y (SD)	47.6 (10.7)
	Inclusion
Age: 7 – 65 years
Muscle weakness or respiratory functional impairment: 
Walton scaleb ≥ 1
Decreased VC ≤ 80%
GAA deficiency:  blood lymphocytes, fibroblasts, muscle biopsy
Confirmation by molecular analysis
Juvenile onset defined as onset of first symptoms at ≤ 16 years
Adult onset defined as onset of first symptoms at  > 16 years
Exclusion
Age ≥ 65 years
Co-morbidities that may influence the outcome measures
Conditions that could determine adverse immunological reactions
	Alglucosidase alfa biweekly infusion (20 mg/kg) for at least 36 months

	Muscular function: 
6MWT (Walton scorea)
Respiratory function:
pCO2 (mmHg)c, VC (%), FEVI (%)
Ventilator support

	Data was measured at time-points:
Baseline (T0)
12 months
24 months
36 months
	Data was synthesised separately for juvenile and adult patients

	(van Capelle et al. 2010)
Netherlands
	Case reports
Quality: NA
	N = 3 JOPD 
Two additional patients in the study had infantile onset PD.
Patient 1:
Age at first symptoms (y)	2.7
Age at diagnosis (y)	3.5
Age at start therapy (y)	5.9
Patient 2:
Age at first symptoms (y) 	6.5
Age at diagnosis (y)  	11.6
Age at start therapy (y)  	12.7
Patient 4:
Age at first symptoms (y) 	2.5
Age at diagnosis (y)  	3
Age at start therapy (y)  	12.9

	Inclusion
Confirmed diagnosis of PD documented by deficient alfa-glucosidase activity in fibroblasts and/or DNA analysis
Aged between 5 and 18 years
Demonstrable muscle weakness by manual muscle testing
Able to provide 3 reproducible FVC measurements in sitting position (within 5% of one another)
Able to walk 10 m
Exclusion
Patients requiring invasive ventilation or non-invasive ventilation whilst awake or in an upright position. Patients had not previously received ERT.
	Alglucosidase alfa biweekly 
20mg/kg

	Pulmonary function:
FVC
Muscle strength:
HHD, MMT
Muscle function:
6MWT
Disease specific PRO:
QMFT
	Measured at time-points:
Baseline (T0)
3 years
	2 out of the 5 included patients had symptom onset before 2 years of age and therefore were not classified as juvenile onset patients for this review.

	(Winkel et al. 2004)
Netherlands
	Case reports
Quality: NA
	N = 2 JOPD 
One additional study patient had infantile onset PD
Patient 1:
Age at first symptoms (y)	10
Age at diagnosis (y)	11
Age at start therapy (y)	16
Patient 2:
Age at first symptoms (y)	7
Age at diagnosis (y)	10
Age at start therapy (y) 	32
	Inclusion
Clinical and laboratory findings consistent with late-onset PD 
Diagnosis before the age of 15 and confirmed by acid GAA deficiency and lysosomal glycogen storage from biopsy
Age > 4 years, < 35 years at inclusion
Exclusion
Developmental delays not explained by PD, allergies and other conditions that potentially could interfere with outcome evaluation
	Alglucosidase alfa from rabbit milk source 20 mg/kg/week
	Pulmonary function: EVC/FEV1, VC
Muscle strength:
HHD
Muscle Function:
GMFM
Disability:
PEDI
Quality of life


	Measured at time-points:
Baseline (T0)
3 years
	1 of 3 included patients was infantile onset (patient 3).
Patients 1 and 2 were wheelchair-bound, and partially (patient 1) or fully (patient 2) dependent on artificial respiration.

	(van Capelle et al. 2008)
Netherlands

Extension of Winkel et al 2004
	Case reports
Quality: NA
	N = 2 JOPD
As above
	Inclusion
As above
Exclusion
As above
	Alglucosidase alfa Patients transitioned from rabbit milk source 20mg/kg/week to hamster ovary source at:
Weeks 1-12 (10mg/kg/week)
Weeks 13-26 (20mg/kg/biweekly)
Week 27 onwards
(30-40mg/kg/ biweekly)
	Ventilation hours
Muscle strength:
HHD
Muscle function:
GMFM
Fatigue:
FSS (no baseline value reported for this outcome)
Quality of Life:
SF-36

	Measured at time-point:
8 years
	Extension to Winkel, 2004
(See comments above)
Data was reported for time-points of baseline, 3years and 8years.

	(Bernstein et al. 2010)
United States
	Case reports
Quality: NA
	N = 3 JOPD
Patient A:
Age at first symptoms (y)	9
Age at diagnosis (y)	23
Age at start therapy (y)	52
Patient B:
Age at first symptoms (y)	10
Age at diagnosis (y)	13
Age at start therapy (y) 	34
Patient C:
Age at first symptoms (y)      <3
Age at diagnosis (y)	16
Age at start therapy (y)	16
	Criteria NR.
The patients had diagnoses confirmed by enzyme assay, and GAA mutations identified by sequencing. They were referred for ERT between 2005 and 2009
	Alglucosidase alfa infusions at 20 mg/kg bi weekly
	Time to resolution of gastrointestinal symptoms after start of ERT

	6 months to 3 years
	Patients A and B were non-ambulatory and ventilator dependent.

	(Kobayashi et al. 2010)
Japan
	Case reports
Quality: NA

	N = 4 JOPD
Patient 1:
Age at first symptoms (y)	4
Age at start therapy (y)	28
Patient 2:
Age at first symptoms (y)	4
Age at start therapy (y) 	17
Patient 3:
Age at first symptoms (y)	13
Age at start therapy (y) 	23
Patient 4:
Age at first symptoms (y)	13
Age at start therapy (y) 	44
	NA
	Myozyme infusions at 20 mg/kg biweekly
	Pulmonary function 
Survival
Muscle strength:
MMT
Functional severity:
W&G Scale
	12 months

	The study focused on Patient 1 who was the most severe, and died after 21 months ERT.
Patient 2 was wheelchair bound at the start of ERT.


	(Sugai et al. 2010)
Japan
	Case report
Quality: NA
	N=1
Age at  first symptoms (y) 	15 
Age at start therapy (y)  	26 

	NA
	Myozyme infusions at 20mg/kg biweekly
	Muscle strength:
HHD
Muscle weight:
MVA
	Measured at time-points:
Baseline 
13 months
	Female patient on invasive ventilation

	(Deroma et al. 2014)
Italy
	Case reports
Quality: NA

	N=5 JOPD
Patient 3:
Age at first symptoms (y) 	2
Age at diagnosis (y)	2.2
Age at start therapy (y)		12.3
Patient 4:
Age at first symptoms (y)	4.5
Age at diagnosis (y)	5.2
Age at start therapy (y)	 	11.9
Patient 5:
Age at first symptoms (y) 	2.6
Age at diagnosis (y)	3
Age at start therapy (y) 		10.3
Patient 6:
Age at first symptoms (y)	9
Age at diagnosis (y)	9.6
Age at start therapy (y)		11.6
Patient 7:
Age at first symptoms (y)	8
Age at diagnosis (y)	8.9
Age at start therapy (y)	9.6
	Inclusion
Confirmed diagnosis of GSDII defined by a deficiency in GAA activity and/or GAA pathogenic mutations identified.
Exclusion
NR
	Started therapy between 1 year and 7 months and 10 years and 4 months after onset; biweekly infusions of 20mg/kg recombinant alpha-glucosidase
	Muscle function:
6MWT 
GMDF (modified Walton Scaled)
Pulmonary function:
FVC (%)
Fatigue:
Borg scalee

	Measured at time-points:
Baseline (T0)
12 month intervals from baseline to 6 years (T6)
	Five children, three males, four asymptomatic and disease discovered incidentally
Study also included three with infantile onset PD.
Patient 4 was trache-ostomised at T0.
The authors note that 7 included patients were also discussed in Bembi et al, 2010.

	(Orlikowski et al. 2011)
France
	Case reports
Quality: NA
	N=2 JOPD
Two juvenile onset patients included in case series of five patients
Patient 1:
Age at first symptoms (y)		16
Age at diagnosis (y)		18
Age at start therapy (y)	 	28
Patient 5:
Age at first symptoms (y) 		14 
Age at diagnosis (y) 		17
Age at start therapy (y)		40


	Inclusion
PD diagnosis defined by documented deficit in endogenous acid alpha-glucosidase, symptomatic diaphragmatic dysfunctionf, ventilation support (day and night > 12h per day) and inability to walk unassisted.
Exclusion
NR
	Intravenous infusions of alglucosidase alfa at 20mg/kg biweekly 
	Respiratory function:
Time to hypercapnia, trans-diaphragmatic pressures, VC, MIP, MEP
Muscle function:
MFM scale (standing and transfers, sitting and proximal, and proximal domains)
Quality of life:
SF-36 (physical and metal components)
Fatigue:
FSS
Safety
	52 weeks
	Both patients 1 and 5 required continuous ventilation support 24 h/day. Patient 5 was bed ridden.

	(Korpela et al. 2009)
Finland
	Case report
Quality: NA
	N=1
A juvenile onset Pompe patient diagnosed by genetic analysis
Age of first symptoms (y): 		15 
Age at diagnosis (y):		16
Age at start therapy (y): 		20
	NA
	Alglucosidase-alfa at 20 mg/kg biweekly
	Pulmonary function:
FVC (%), FEV1, VC, MEF, PEF
Muscle strength:
Grip test
Muscle function:
10MWT, forearm flexion
	12 months
	Patient was wheel chair bound before the age of 20 years.

	(Merk et al. 2009)
Germany
	Case report
Quality: NA
	N=1 JOPD patient
Case study included 3 additional late-onset Pompe patients 
Age first symptoms (y): 	15
Age at diagnosis (y): 	29
Age at start therapy (y): 	41
	NA
	Myozyme at 20 mg/kg biweekly
	Pulmonary function:
FEV1 (ml), Pimax (%), Pi0.1
Muscle function:
6MWT
Ventilation hours
	6 months
	JOPD patient 2 was unable to perform the 6MWT at baseline or after 6 months ERT.

	(Ishigaki et al. 2012)
Japan
	Case report
Quality: NA
	N=1
A boy who underwent diagnosis and treatment for JOPD
Age at first symptoms (y): 	2
Age at diagnosis (y): 	5
Age at start therapy (y): 	10

	NA
	Alglucosidase alfa at 20 mg/kg biweekly
	Respiratory function:
SpO2, VC (%)
Motor function:
Grip power, MMT, 6MWT, time required to change position (rolling sitting, modified Gower’s manoeuvre, climbing stairs)
	24 months
	At baseline the patient displayed muscle weakness, could not jump, and needed to hold a rail to climb stairs.

	(Furusawa et al. 2012)
Japan
	Case reports
Quality: NA
	N=2 JOPD female patients
Case study included 3 additional late-onset PD patients.
Patient 4
Age at first symptoms (y): 	8
Age at diagnosis (y): 	5
Age at start therapy (y): 	38
Patient 5
Age at first symptoms (y): 	7
Age at diagnosis (y): 	5
Age at start therapy (y): 	32
	NA
	Myozyme at 20 mg/kg biweekly
	Pulmonary function:
VC (%), FVC (%), FEV1.0, PEF, peak cough flow (L/s)
Muscle strength:
MMT, Grip power (kg), pinch power (N), occlusal force (kgf)
Motor function
GMFM
	2 years
	Patients were dependent on ventilator support at baseline.
A follow-up to patient 4 can be seen in the report by Furuwaswa et al. 2012.

	(Furusawa et al. 2014)
Japan

Follow-up on Patient 4, Furusawa et al 2012
	Case report
Quality: NA
	N=1
A female patient with JOPD
Age of onset (y): 	15
Age at diagnosis (y): 	21
Age at start therapy (y): 	37
	NA
	ERT (not described)
	Respiratory function
%VC
Muscle strength:
Pinch power (N)

	4 years
	The patient began non-invasive ventilation at 32 years, and died at 41 years after 45 months of ERT due to respiratory failure.

	(Fecarotta et al. 2013)
Italy
	Case report
Quality: NA
	N=1
A boy who underwent diagnosis and treatment for JOPD
Age at onset (y): 	2
Age at diagnosis (y):	2.3
Age at start therapy (y): 	2.3
	NA
	Alglucosidase alfa at 20 mg/kg biweekly
	Swallowing function 
DSS (adapted by Gates et al, 2006), Video-fluoroscopy Swallowing Study (VFSS)
	36 months
	The study’s aim was to evaluate dysphagia in a 6 year old boy with JOPD. At 6 years after 36 months ERT no progression of muscle involvement was observed. 

	(Papadimas et al. 2011)
Greece
	Case reports
Quality: NA
	N=2 JOPD patients (sisters)
Case study included an additional 3 late-onset PD patients.
Patient 1
Age at first symptoms (y): 	17
Age at diagnosis (y): 	19
Age at start therapy (y): 	40
Patient 2
Age at first symptoms (y): 	11
Age at diagnosis (y): 	16
Age at start therapy (y): 	37
	NA
	Alglucosidase alfa at 20 mg/kg biweekly
	Respiratory function
VC (%), FEV1 (%)
Fatigue
FSS
	3 years
	Respiratory function and Fatigue could not be measured in patient 1 due to patient’s disabilities. She ceased therapy after 3 years due to lack of response.

	(Cerón-Rodríguez et al. 2014)
Mexico
	Case report
Quality: NA
	N=1
A female patient with JOPD
Age at onset (y): 	3
Age at diagnosis (y):	8
Age at start therapy (y): 	9
	NA
	Alglucosidase alfa at 20 mg/kg biweekly
	QoL (narrative description)
Respiratory requirements (narrative description)
Muscle strength (Daniels scale)g
	15 months
	


pCO2 = morning arterial pCO2;  6MWT = 6 minute walk test (m); 10MWT = 10 metre walk test (seconds); DSS = dysphagia severity scale; ERT = enzyme replacement therapy; EVC =  expiratory vital capacity;  FEV1 = forced expiratory volume in 1 second; FSS =  fatigue severity scale; GAA = acid alfa-glucosidase; h = hours; HHD = hand-held dynamometry, conducted using a hand-held dynamometer (Newtons); HHD values represent the sum score  of the following muscle groups: neck flexion, neck extension, shoulder abduction, elbow flexion, elbow extension, wrist extension, hip flexion and abduction, knee extension and flexion, ankle dorsiflexion and plantar flexion; GMFM = Gross Motor Function Measurement; JOPD = juvenile onset Pompe disease; MEF = maximal expiratory flow; MEP =  maximal expiratory pressure; MIP maximal inspiratory pressure; MMT = manual muscle testing according to the Medical Research Council (MRC) score; MVA = muscle volume analyser (kg) NA = not applicable; NHS CRD = National Health Centre for Reviews and Dissemination checklist ; NR = not reported; PD = Pompe disease; PEF = peak expiratory flow (L/s); y = years; Pimax = maximum inspiratory pressure; PRO = patient reported outcome; QMFT = quick motor function test; QoL = quality of life; SD = standard deviation; VC = vital capacity (also called slow vital capacity); W&G Scale = Walton and Gardner-Medwin scale, measures functional severity and grades into stages 1-7

aOutcomes reported here are those relevant to this systematic review
bWalton score 0-7 as described by Slonim et al 2007 
cMorning arterial CO2
dmodified Walton Scale: 0=normal to 7=wheelchair bound
eBorg scale rates perceived exertion on a scale: 6=no exertion at all to 20=maximal exertion
fDiaphragmatic dysfunction was as having two of the three following criteria: orthopnea; vital capacity <50%; or paradoxical respiration detected on transdiaphragmatic pressure measurement 
gDaniels scale for evaluation of strength: 0 = absence of strength; 1 = contraction without movements; 2 = movement when gravity is eliminated; 3 = complete movement against gravity; 4 = Movement with partial resistance; 5 = movement with maximum resistance




Supplementary data D: Data tables
[bookmark: _Ref423615779]Table S6		Quality of life and fatigue in patients with JOPD before and after ERT
	Study
Measure
	Patient 
(Age at baseline)
	Baseline
	Duration of treatment
	Follow-up
	Change

	Orlikowski et al 2011
SF-36 Physical component score (points)
	Patient 1 (28y)
Patient 5 (40y)
	34.9
26.1
	1 year 
1 yearb
	33.8
30.8 
	-1.1
4.7

	Orlikowski et al 2011
SF-36 Mental component score (points)
	Patient 1 (28y)
Patient 5 (40y)
	55.9
39.4
	1 year 
1 yearb
	64.4
65.9 
	8.5
26.5

	Orlikowski et al 2011
Fatiguea (FSS)
	Patient 1 (28y)
Patient 5 (40y)
	4.6
4.7
	1 year
1 year
	3.1
3.2
	-1.5
-1.5

	Papadimas et al 2011
Fatigue (FSS)
	Patient 1 (40y)
Patient 2 (37y)
	NP
5.9
	3 years
3 years
	NP
4.9
	NP
-1.0


ERT = enzyme replacement therapy; FSS = Fatigue severity scale; NP = not performed; SF-36 = 36 item Short Form Health Survey, scale 1 to 100 where a higher score represents better function; years
a Reference value 2.9 (general population); scale 1 to 7, where 1 = no fatigue or interference from fatigue in everyday life, and 7 = large amount of fatigue and interference with functioning from fatigue in everyday life
b Performed at 26 weeks


Table S7		Vital capacity and forced vital capacity before and after treatment in patients with JOPD
	Study
Measure
	Patient 
(Age at baseline)
	Baseline 
	Duration of treatment
	Follow-up 
	Change

	Winkel et al 2004
VC, % of predicted



	Patient 1 (16y)

Patient 2 (32y)


	14

9


	3 years

3 years


	NR

16


	r NR
p = 0.002a
7, r = 0.58b
p = 0.024a


	Orlikowski et al 2011
VC, supine (% of predicted)
	Patient 1 (28y)

Patient 5 (40y)
	8

0
	6 months
1 year
6 months
week 38
	11
12
5
4
	
48%

Not evaluable

	Orlikowski et al 2011
VC, sitting (% of predicted)
	Patient 1 (28y)

Patient 5 (40y)
	7

6
	6 months
1 year
6 months
week 38
	15
11
6
5
	
56%

-16%

	Furusawa 2012
VC, % of predicted
	Patient 4 (38y)

Patient 5 (32y)
	17.6

13.1
	1 year
2 years
1 year
2 years
	Not taken
9.2
19.5
21.4
	NR
NR

	Korpela 2009
VC, % of predicted
	Patient 1 (20y)
	26
	6 months
	NR
	No increase

	Ishigaki 2012
VC, sitting (% of predicted)
	Patient 1 (10y)
	57
	4 months
18 months
	65 
NR
	
return to baseline

	Furusawa 2014
VC, % of predicted
	Patient 1 (37y)
	47
	4 years
	9.2
	NR

	Papadimas 2011
VC, sitting  (% of predicted)
	Patient 2 (37y)
	32
	3 years 
	30
	NR

	Papadimas 2011
VC, supine (% of predicted)
	Patient 2 (37y)
	23
	3 years
	22
	NR

	Deroma 2014
FVC (% predicted)
	Patient 3 (12.3y)
Patient 4 (11.9y)
Patient 5 (10.3y)
Patient 6  (11.6y)
Patient 7 (9.6y)
	138
14 (tracheostomy)
88
83
75
	5 years
5 years
5 years
4 years
5 years
	119
30
87
91
91
	NR

	Furusawa 2012
FVC (% predicted)
	Patient 4 (38y)
Patient 5 (32y)
	14.2
10.3
	2 years
1 year
2 years
	7.0
17.7
20.4
	NR

	Korpela 2009
FVC (% predicted)
	Patient 1 (20y0
	29
	6 months
	increased
	16%


ERT = enzyme replacement therapy; FVC = forced vital capacity; JOPD = juvenile onset Pompe disease; NR = not reported; VC = vital capacity; y = years
a Change in slopes pre and post ERT initiation using Broken Stick analysis
b Spearman’s correlation coefficient

[bookmark: _Ref418071704]Table S8	Walking performance using the 6MWT (m) and 10MWT (s) before and after ERT in patients with JOPD 
	Study
Measure
	Sample
(Age at baseline)
	Baseline 
	Follow-up length
	Follow-up 
	Change 

	Bembi et al 2010
6MWT (m)
	n=7
(mean age ± SD 12.0 ± 3.3y)
	434.7 ± 260.8
	12 months
24 months
36 months 
	590.6 ± 213.6
599.6 ± 240.9 (n=6)
614.3 ± 233.1 (n=6)
	155.9 ± 195.9
188.0 ± 201.1
192.4 ± 203.7

	Deroma et al 2014 
6MWT (m)
	Patient 3 (12.3y)
Patient 4 (11.9y)

Patient 5 (10.3y)
Patient 6 (11.6y)
Patient 7 (9.6y)
Mean ± SD
	617
15 (tracheostomy)
580
690
636
507.6 ± 278.2
	5 years
5 years

5 years
4 years
5 years

	821
510

830
782
641
716.8 ± 138.2 
	204
495

250
92
5
209.2 ± 186.3

	Merk et al (2008)
6MWT (m)
	Patient 2 (41y)
	Not possible
	6 months
	Not possible
	NR

	Ishigaki et al 2012
6MWT (m)
	Patient 1 (10y)
	320
	4 months
	500
	180

	van Capelle et al 2010
6MWT (m)
	Patient 1 (5.9y)
Patient 2 (12.7y)
Patient 4 (12.9y)
	340
470
400
	3 years

	530
580
570
	190
110
170

	Korpela et al (2009)
10MWT (s)
	Patient 1 (20y)
	wheelchair bound
	6 months
12 months
	93
87
	93
87


ERT = enzyme replacement therapy; 6MWT = 6 minute walk test; 10MWT = 10 meter walk time; JOPD = juvenile onset Pompe disease; SD = standard deviation; m = metres; s = seconds; y = years

Table S9		Muscle strength measured by MMT and HHD before and after ERT in patients with JOPD
	Study
Measure
	Patient
(Age at baseline)
	Baseline 
	Follow-up length
	Follow-up 
	Change 

	van Capelle (2010)a
MMT sumscore, % maximum
	Patient 1 (5.9y)
Patient 2 (12.7y)
Patient 4 (12.9y)
	86
79
79
	3 years

	92
93
100
	16
14
21

	Furusawa et al (2012) a
MMT sumscore, % maximum
	Patient 4 (38y)

Patient 5 (32y)
	30

28
	1 year
2 years
1 year
2 years
	30
30
28
29
	0
0
0
1

	Ishigaki et al (2012)b
MMT rawscores
	Patient 1 (10y)
	proximal: 3+
distal: 4
neck: 2
trunk: 2
	6 months
	proximal: 4
distal: 4-5
neck: 2
trunk: 2
	proximal: 1
distal: 0-1
neck: 0
trunk: 0

	van Capellec (2010)
HHD sumscore (Newtons)
	Patient 1 (5.9y)
Patient 2 (12.7y)
Patient 4 ( 12.9y)
	521.5
521
608
	3 years

	750
865
1158
	228.5
344
550

	(van Capelle et al. 2008)c
HHD sumscore (Newtons)
	Patient 1 (16y)

Patient 2 (32y)
	751

199
	3 years
8 years
3 years
8 years
	848
1371
305
349
	97
620
106
150

	Sugai et al 2010
HHD sumscore (Newtons)c
	Patient 1 (26y)
	123.2
	1 year
	141.9
	18.7


ERT = enzyme replacement therapy; HHD = handheld dynamometer; MMT = manual muscle test; JOPD = juvenile onset Pompe disease; y = years
a MMT scored by an 11-point modified version of the Medical Research Council scale, % of maximum score (i.e. 0 to 100%)
b Raw scores on 5 point scale
c van Capelle et al HHD values represent the sum score  of the following muscle groups: neck flexion and extension, shoulder abduction, elbow flexion and extension, wrist extension, hip flexion and abduction, knee extension and flexion, ankle dorsiflexion and plantar flexion; Sugai et al HDD sumscore combines elbow extension and flexion, knee extension, key pinch and palmar pinch


