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Supplementary TABLE 1 Levels of Evidence according to The Oxford Centre for Evidence-based Medicine.(1) Level 6 was added to take the input from
patients and caregivers into account.

homogeneity) of case-
control studies

better studies

of 3b and better
studies

Level Therapy / Prevention, Prognosis Diagnosis Differential diagnosis Economic and decision
Aetiology / Harm / symptom prevalence analyses
study
la SR (with SR (with homogeneity) of SR (with homogeneity) of Level 1 SR (with homogeneity) | SR (with homogeneity) of Level
homogeneity) of RCTs | inception cohort studies; diagnostic studies; CDR with 1b of prospective cohort 1 economic studies
CDR validated in different studies from different clinical studies
populations centres
1b Individual RCT (with Individual inception cohort Validating cohort study with good Prospective cohort Analysis based on clinically
narrow Confidence study with > 80% follow-up; | reference standards; or CDR tested | study with good sensible costs or alternatives;
Interval) CDR validated in a single within one clinical centre follow-up systematic review(s) of the
population evidence; and including multi-
way sensitivity analyses
1c All or none All or none case-series Absolute SpPins and SnNouts All or none case-series | Absolute better-value or
worse-value analyses
2a SR (with SR (with homogeneity) of SR (with homogeneity) of Level >2 SR (with homogeneity) | SR (with homogeneity) of Level
homogeneity) of either retrospective cohort diagnostic studies of 2b and better >2 economic studies
cohort studies studies or untreated control studies
groups in RCTs
2b Individual cohort Retrospective cohort study Exploratory cohort study with good | Retrospective cohort Analysis based on clinically
study (including low or follow-up of untreated reference standards; CDR after study, or poor follow- | sensible costs or alternatives;
quality RCT; e.g., control patients in an RCT; derivation, or validated only on up limited review(s) of the
<80% follow-up) Derivation of CDR or split-sample or databases evidence, or single studies;
validated on split-sample and including multi-way
only sensitivity analyses
2c “Outcomes” “Outcomes” Research Ecological studies Audit or outcomes research
Research; Ecological
studies
3a SR (with SR (with homogeneity) of 3b and SR (with homogeneity) | SR (with homogeneity) of 3b

and better studies




3b

Individual Case-
Control Study

Non-consecutive study; or without
consistently applied reference
standards

Non-consecutive
cohort study, or very
limited population

Analysis based on limited
alternatives or costs, poor
quality estimates of data, but
including sensitivity analyses
incorporating clinically
sensible variations.

4 Case-series (and poor | Case-series (and poor Case-control study, poor or non- Case-series or Analysis with no sensitivity
quality cohort and quality prognostic cohort independent reference standard superseded reference | analysis
case-control studies) studies) standards

5 Expert opinion Expert opinion without Expert opinion without explicit Expert opinion without | Expert opinion without explicit
without explicit explicit critical appraisal, or critical appraisal, or based on explicit critical critical appraisal, or based on
critical appraisal, or based on physiology, bench physiology, bench research or “first | appraisal, or based on | economic theory or “first
based on physiology, research or “first principles” | principles” physiology, bench principles”
bench research or research or “first
“first principles” principles”

6 Qualitative research Qualitative research Qualitative research Qualitative research Qualitative research

- Inconclusive Inconclusive Inconclusive Inconclusive Inconclusive

Abbreviations: CDR = Clinical Decision Rule; RCT = randomized controlled trial; SpPins and SnNouts = ‘An “Absolute SpPin” is a diagnostic finding whose
Specificity is so high that a Positive result rules-in the diagnosis. An “Absolute SnNout” is a diagnostic finding whose Sensitivity is so high that a Negative
result rules-out the diagnosis’; SR = Systematic Review.
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Supplementary TABLE 2 Summary table of reviewed full texts

author, year Study design Level of Patients (n  Controls (n = MLD TYPE Main DATA ELEMENTS (s) HSCT/GT/ Country Full citation
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adult (n=1) Cognition and behaviour metachromatic leukodystrophy." J
MRI Inherit Metab Dis 33 Suppl 3: S257-
Neurophysiology 262.
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2019 review Netherlands | "Peripheral neuropathy in
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(1) 357.
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2015 cohort, (n=4), juvenile term outcomes after allogeneic
retrospective (n=27), adult hematopoietic stem cell
(n=9) transplantation for metachromatic
leukodystrophy: the largest single-
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(n=4) J Child Neurol 31(13): 1457-1463.
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(n=10), "Metachromatic leukodystrophy: a
Juvenile scoring system for brain MR
(n=16), adult imaging observations." AJNR Am J
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Nontransplanted Control Patients."
JAMA Neurol 73(9): 1133-1140.
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2019 case control patients) (n-3), late Intrathecal Baclofen related Netherlands | "Intrathecal baclofen in
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F., 2016 cohort (n=4), juvenile Netherlands | "Gallbladder and the risk of polyps
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Wadhwa, A., 2019 | Retrospective | 2b 273 (10.2% HSCT related HSCT (BM, USA Wadhwa, A, et al. (2019). "Late
cohort MLD) CB) Mortality after Allogeneic Blood or
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Legend

Level of evidence according to Supplementary table 3.
* same cohort

** (partly) same cohort

*** same cohort




Supplementary TABLE 3 Summary table of reviewed trial protocols in literature review

Trial identification no.

Trial description

NCT01510028

Clinical trial

Multicenter Study of HGT-1110 Administered Intrathecally in Children With Metachromatic Leukodystrophy (MLD)

NCT01560182

Clinical trial

This Phase /Il clinical trial consists of the application of lentiviral vector-based gene therapy to patients affected by
Metachromatic Leukodystrophy (MLD), a rare inherited Lysosomal Storage Disorder (LSD) resulting from mutations in the
gene encoding the Arylsulfatase A (ARSA) enzyme. The medicinal product consists of autologous CD34+ hematopoietic
stem/progenitor cells in which a functional ARSA cDNA is introduced by means of 3rd generation VSV-G pseudotyped
lentiviral vectors.

NCT02559830

Clinical trial

Evaluating the safety and efficacy of Lentiviral Hematopoietic Stem Cell Gene Therapy for advanced stage of
Metachromatic Leukodystrophy and adrenoleukodystrophy.

NCT03392987

Clinical trial

OTL-200 is autologous CD34+ cells transduced with lentiviral vector containing human arylsulfatase A (ARSA)
complementary deoxyribonucleic acid (cDNA) used for the treatment of MLD. MLD is an autosomal recessive lysosomal
storage disorder (LSD) characterized by severe and progressive demyelination affecting the central and peripheral
nervous system. This study will assess safety and efficacy of treatment using cryopreserved formulation of OTL-200 in
pediatric subjects with pre-symptomatic Early Onset MLD (Late Infantile (LI) to Early Juvenile (EJ) MLD) and early
symptomatic EJ MLD.




