Appendix A. Electronic database search strategies

Search 1 -

"Mucopolysaccharidosis I"[Mesh] OR (“mucopolysaccharidosis™ AND "type 1) OR
"mucopolysaccharidosis 1" OR "mucopolysaccharidosis-1" OR "MPS I" OR "Hurler disease” OR
"hurler syndrome"

AND

laronidase OR aldurazyme

AND

English language, humans

Results in PubMed = 36

29 additional studies identified using the search in EMBASE = 15 appeared to be unique and
possibly relevant

Cochrane search found 4 trials —all are in the database.

Search 2 -

"Mucopolysaccharidosis 1I"[Mesh] OR (mucopolysaccharidosis AND "type 1I") OR
"mucopolysaccharidosis 11" OR "mucopolysaccharidosis-11" OR "MPS 11" OR "Hunter disease"
OR "hunter syndrome™

AND

"idursulfase” [Supplementary Concept] OR idursulfase OR elaprase

AND

English language, humans

Results in PubMed = 34

67 additional studies identified using the search in EMBASE = 3 appeared to be unique and
possibly relevant

Cochrane search found 1 protocol and 2 trials that were unique and added to the database.

Search 3 -

"Mucopolysaccharidosis VI'[Mesh] OR (mucopolysaccharidosis AND "type VI") OR
"mucopolysaccharidosis VI" OR "mucopolysaccharidosis-VI" OR "MPS VI" OR "maroteaux-
lamy syndrome"

AND

"galsulfase" [Supplementary Concept] OR galsulfase OR naglazyme

AND

English language, humans

Results in PubMed =21

24 additional studies identified using the search in EMBASE = 6 appeared to be unique and
possibly relevant

Cochrane search found 1 new technology assessment which was added. Everything else was
already there.

Search 4 -

"Fabry Disease"[Mesh] OR "“fabry disease™ OR "alpha-Galactosidase A Deficiency”
AND

"agalsidase beta" [Supplementary Concept] OR “agalsidase beta" OR fabrazyme
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AND

English language, humans

Results in PubMed =132

130 studies identified using the search in EMBASE = 13 appeared to be unique and possibly
relevant

Cochrane search found 2 additional trials which were added.

Search 5 -

"Gaucher Disease'[Mesh] OR "gaucher disease™ OR "gaucher's disease"

AND

(("alglucerase™ [Supplementary Concept]) OR "imiglucerase” [Supplementary Concept]) OR
"Velaglucerase alfa, human" [Supplementary Concept] OR alglucerase OR ceredase OR
imiglucerase OR cerezyme OR velaglucerase OR "miglustat™ [Supplementary Concept] OR
miglustat OR zavesca

AND

(“type 1” OR “type I”) OR various study types (RCT, meta-analysis, comparative study)
AND

English language, humans

Results in PubMed =222

65 clinical studies identified in EMBASE = 4 appeared to be unique and possibly relevant
Cochrane search found 4 additional articles which were added.

Search 6 —

"Glycogen Storage Disease Type II"[Mesh] OR (“glycogen storage disease™ AND (“type II" OR
"type 2")) OR "pompe disease” OR "pompe's disease”

AND

"GAA protein, human"” [Supplementary Concept] OR "alglucosidase alfa” OR myozyme

AND

English language, humans

Results in PubMed =99

41 clinical studies identified in EMBASE = 8 appeared to be unique and possibly relevant
Cochrane search found 2 trials — only 1 unique one —a meeting abstract — was added.




Appendix B. Appendix data abstraction tables

Clinical Trials of Enzyme Replacement Therapy for Lysosomal Storage Diseases

Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at1™ of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
MPS I/ Clarke,} 2009, | openlabel none 40 attenuated 16 (6-43) 182 - urinary - infusion-
Aldurazyme® | international extension to substrate levels | associated
(a-L- Wraith et al, - liver volume reactions
ironidase) 20042 -6-minwalktest | - IgG antibody
(laronidase) - pulmonary development
function
- range of
motion
- mental
development
- visual acuity
- sleepapnea
-19gG
Giugliani,’ dose 0.58 mg/kg 33 severe 8.9 (1.4- 26 - urinary - infusion-
2009, optimization | wklyvs 1.2 (n=10) and 20.7) substrate levels | associated
international trial mg/kg EOW, attenuated - liver volume reactions
1.2 mg/kg (n=23) -6-minwalktest | - 1gG antibody
wkly, and 1.8 development
mg/kg EOW - 1 death in pt w/
severe form,
considered
unlikelyrelated to
treatment
Wraith,* 2007, | openTabel none 20 severe 29(0.5-5.1) | 52 - urinary - Infusion-
international trial for (n=16) and substrate levels | associated
children <5 attenuated - liver size reactions
yrs of age (n=4) - cardiac - IgG antibody
involvement development
- sleepapnea
- growth
- mental
development




Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Wraith,” 2004, | randomized, | placebo laronidase: | severe (n=1) | laronidase: | 26 - pulmonary - infusion-
international double-blind, 22 and 15.6 (7-43) function associated
placebo- attenuated - 6-minwalktest [ reactions
controlled placebo: (n=44) placebo: - urinary - IlgG antibody
trial 23 15.4 (6-39) substrate levels [ development
- liver size
- sleepapnea
- range of
motion
MPS 11/ Okuyama,’ openlabel none 10 attenuated 30.1 (21.1- 52 - urinary - Infusion-
Elaprase® 2010, Japan trial for 53.9) substrate levels | associated
(idursulfase) adults - liver size reactions
-6-minwalktest | - 1gG antibody
- pulmonary development
function
- range of
motion
- cardiac
involvement
- sleepapnea
Muenzer,? phasel/ll, 3 treatment idursulfase | attenuated overall: 14 double- - urinary - infusion-
2007,US randomized, | groups: 19 (6-20) blindtrial: | substratelevels | associated
double-blind, | 0.15, 0.5, 24 - liver and reactions
placebo- and placebo:3 0.15 mg/kg: spleenvolume - lgG antibody
controlled 1.5mg/kg 11 (9-14) open -6-minwalktest [ development
trial EOW, and label - range of
placebo 0.5 mg/kg: extension | motion
20 (20) : - pulmonary
26 function
1.5mg/kg: 8 - cardiac
(6-10) involvement
- sleepapnea
placebo: 17
(13-20)




Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Muenzer,’ phase I/l 3 treatment 1) 32 each 1)15.1(6.3- | 53 -6-minwalktest | -infusion-
2006, randomized | groups: treatment 26.0) - pulmonary associated
international double-blind, [ 1) 0.5 mg/kg | 2) 32 grp had the function reactions
placebo- wkly, 2) 0.5 same 2)14.4 (5.4- - IlgG antibody
controlled mg/kg EOW, | 3) 32 distribution 30.9) development
trial and 3) of baseline
placebo disease 3)13.1 (5.0-
scores 29.0)
ranging from
2-6
MPS WI/ Harmatz,° extensionto [ 1)0.2mg/kg [ 1)7 symptomatic | phase /Il up to 240 | -pulmonary not reported
Naglazyme® 2010, phasel/ll, I, | or1.0 mg/kg | 2)123 12 (7-16) weeks function
(galsulfase) international Il trials 2)0.2mg/kg | 3)39 phase Il -height
reporting 3) 0.2 mg/kg 12.1 (6-21)
results upto phaselll:
48 wks, 13.7 (5-29)
Harmatz
2004°
Harmatz,™ openlabel none 10 rapidly 12.7 (6-22) 48 -mobilityand -asthma attack
2005, advancing physical - infusion-
international disease function associated
-6 and 12 reactions
minute walks - IlgG antibody

-3 minute stair

climb
-oxygenation
during sleep

-ophthalmology

evaluation
-liver volume

-spleenvolume

-height

development




Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Fabry/ Clarke,™ openlabel, | 5treatment | 18 baseline 1)27.5(16- | 10 - plasma - infusion-
Replagal® 2007, randomized, | groups: substrate 36) substrate level associated
(agalsidase international dose 1) 0.1 mg/kg levels were reactions
alpha) optimization | wkly, 2) 0.2 comparable | 2)37.5 (33- - IlgG antibody
trial mg/kg EOW, between 41) development
3) 0.2 mg/kg treatment
wkly, 4) 0.4 groups 3) 25.0 (20-
mg/kg EOW, 32)
5) 0.4 mg/kg
wkly 4)23.0 (21-
25)
5) 28.3 (26-
30)
Fabry/ Wraith,* openlabel none 16 no 12.1 (8.5- 48 - skinand - infusion-
Fabrazyme® 2008, trial for information 11.7) plasma associated
(agalsidase international children provided substrate levels | reactions
beta) - renal function - lgG antibody
- cardiac development
function
- growth
- quality of life
- school
attendance
- low, moderate,
high energy
level
- general health
Banikazemi,”™ | randomized | placebo agalsidase | no agalsidase mean:74 | -renalfunction - Infusion-
2007, double blind, B: 51 information B:46.9(SD: | upto 152 | -cardiac associated
international placebo provided 9.8) function reactions
controlled placebo: - cerebro-
trial 31 placebo: vascular events
44.3 (SD:
9.2)




Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Germain,* open label none 58 no 31.1 (17-62) | upto 234 | -plasma - infusion-
2007, extension information substrate level associated
international trial provided - renal function reactions
- cardiac - IlgG antibody
function development
- pain scores
- 5 patients
experienced
stroke or TIA
Eto, 2005, openlabel none 13 no 26.6 (16-34) | 20 - renal function - Infusion-
Japan phase 2 information - kidney, urine, associated
bridging provided andplasma reactions
study substrate levels
- 1 pt hospitalized
with malaise and
limb pain
Fabry/ Vedder,™ dose 3 treatment 1) 18 no 1) 47 (19- 52 - urinary - 1gG antibody
Replagal® 2008, optimization | groups: information 62) substrate levels [ development
(agalsidase Netherlands trial 1)0.2mg/kg | 2)13 provided - renal function
alpha) and alpha 2) 49 (25- - cardiac
Fabrazyme® 2) 0.2 mg/kg 3) 73) function
(agalsidase beta 2
beta) 3) 1.0 mg/kg 1 3) 48 (27-
beta 70)
Vedder,"’ openlabel 2 treatment 1) 18 stratified 1) 42 (19- 52-104 - cardiac in 1 beta pt:
2007, randomized, | groups: within each 60) function - sensomotor
Netherlands controlled 1)0.2mg/kg | 2) 16 grp by - renal function polyneuropathy
trial EOW alpha disease 2) 48 (24-76 - painscores - oesophagitis
2) 0.2 mg/kg severity - urine and
EOW beta plasma

substrate levels




Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Gaucher/ Pastores, openlabel, 30 IU/kg 33 symptomatic | 32 (2-63) 26-104 -liver volume - infusion-
Ceredase® 1993, dose vs 40 IU/kg, -spleenvwolume | associated
(alglucerase) | United States | optimization | vs 50 IU/kg, -anemia reactions
study vs 60 IU/kg -thrombocyto- - IlgG antibody
EOW penia development
-serum acid
phosphatase
-angiotensin-
converting
enzyme
-skeletal
involvement
-pulmonary
involvement
-liver disease
-renal disease
Altarescu,” dose 1) 60 IU/kg 1)12 symptomatic | 1) range 1) 104 -splenomegaly | notreported
2000, optimization | EOW, 2)32 only (7-58) 2)52 -hepatomegaly
United States | trial reduced to 2) range -thrombocyto-
30 IU/kg, only (9-69) penia
then reduced -anemia
to 15I1U/kg -acid
2) 10 IU/kg phosphatase
EOW
Gaucher/ Kishnani,® openlabel, 2 treatment 1) 33 atleast2 yrs | Age at1™ 104 -anemia - infusion-
Cerezyme® 2009, randomized, | groups: on imigluceras - hepato-megaly | associated
(imiglucerase) | international phase vV, 1) monthly 2) 62 imiglucerase | e infusion: - spleno-megaly | reactions
dose dose biwkly, - skeletal
frequency 2) monthly 1) 35.9 (10- pathology
trial doseevery 4 74) - physical score
wks - mental score
2)41.9 (11-
75)




Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Sims,” open label, none 33 symptomatic | median43.0 | 208 -splenomegaly | -infusion-
2008, single cohort (12.0-70.0) -hepatomegaly | associated
United States | prospective -thrombocyto- reactions
penia
-anemia
-bone pain
-bone crisis
-bone mineral
density
-medullary
infarction
-osteoarticular
Infarction
-Iytic lesions
-fractures
de Fost? randomized, | 2 treatment 1)5 symptomatic | overall 51 52 -splenomegaly | notreported
2007, controlled groups: 2)6 (34-75) -hepatomegaly
Netherlands trial 1) original -thrombocyto-
dose (weekly penia
or EOW) -anemia
2) dose -Chitotriosid-ase
every 4 -Hexosamini-
weeks dase
Gaucher/ Grabowski,” | randomized, | 2 treatment 1) 15 symptomatic | 1)28(12-52) | 39 -hepaticvolume | -infusion-
Ceredase® 1995, double-blind, | groups: 2)15 2)39(13-69) -splenicvolume | associated
(alglucerase) | United States | paralleltrial 1) 60 U/kg -thrombocyto- reactions
and EOW penia - IlgG antibody
Cerezyme® Ceredase -anemia development
(imiglucerase) 2) 60 U/kg
EOW
Cerezyme
Gaucher/ Elstein,** openlabel, none phase I/l symptomatic | extension: phasel/ll: | -anemia not reported
Velaglucerase | 2011, Israel phase I/l 11 39 (18-62) 39 - thrombo-
® (samestudy | studywith cytopenia
(velagluceras | populationas | extension extension extension | - hepato-megaly
e alfa) Zimran 2010) (those who : - spleno-megaly
have data up to 208 | - skeletal
up to 208 pathology
wks): 8




Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Zimran,” open label, none phase I/l symptomatic | phase l/ll: phasel/ll: | -anemia - infusion-
2010, Israel phase I/l 11 41 (18-69) 39 - hepato-megaly | associated
(samestudy | studywith - spleno-megaly | reactions
populationas | extension extension: extension - IlgG antibody
Elstein 2010) 8 : development
up to 208 - gastro-intestinal
disorders
- musculo-
skeletal/connectiv
e tissue disorders
Pompe/ van der randomized, | placebo Treatment: | juvenile/adul | treatment: 78 -6-minute walk - infusion-
Myozyme® Ploeg,? double-blind, 60 t form 45.3 (15.9- test associated
(alglucosidase | 2010, placebo Placebo: 70) -predicted FVC reactions
alfa) international controlled 30 placebo: -quantitative - lgG antibody
trial 42.6 (11.6) muscle testing, | development
legand arm - nervous system
-maximum disorders
inspiratoryand - skinand
expiratory subcutaneous
pressure tissue disorders
-SF-36 score - gastro-intestinal

disorders
-musculoskeletal
and connective
tissue disorders
-eye disorders
-ear and labyrinth
disorders
-vascular
disorders
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Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Strothotte,”’ open label none 44 juvenile/adul | 48.9 (21-69) | 52 -arm function -moderate allergic
2010, t form test reactions
Germany -Walton -hand edema
Gardner -acute hearing
Medwin Scale loss
-timed function -herpes simplex
tests infection
-6 minute -pollakisuria
walk test -pricklinginthe
-MRC sum muscles
score
-PFT measured
by FVC
-SF-36
-liver enzyme
and CK
Kishnani,® openlabel 1) 20 mg/kg 16 infantile form | meanage at | 60-150 -survival - infusion-
2009, randomized EOW end of -ventilator use associated
United States | extensionto | 2) 40 mg/kg study: 2.8 -cardiac reactions
Kishnani, EOW (1.7-3.5) parameters - lgG antibody
2006% -motor development
development
Nicolino,™ openlabel historical 21 infantileand | meanage up to 168 | -survival - Infusion-
2009, control group juvenile form | (in months): -ventilator use associated
United States 15.7 (3.7- -cardiac reactions
43.1) function -6 patients died,
-muscle GAA none attributed to
activity treatment
-motor
development
-functional
independence
-physical growth
-cognitive
function
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Disease/ERT | Author, Year, | Study Comparator | No. Disease Mean Age Length Qutcomes Adverse
Country Design of Stage/Type | at 1% of Measured Events
Patients Infusion Follow-
(range) yrs | up (wks)
Levine,* openlabel, none 8 infantile form | meanage 52 - cardiac not reported
2008, phase Il trial (in months): function
international for children, 6.1(2.7- - pulmonary
extension 14.6) function
studyto
Kishnani
2006%
McDowell,* retrospective | 1) patients 1)7 infantile form | 1) median 78 -cardiac -arrhythmias
2008, studyon with (in months): function (QTc,
international patients who | arrhythmias 2)31 7 (6-13) LVMi, EF)
werein open | 2) patients
labeltrial for | without 2) median
children arrhythmias (in months):
8 (1-43)
Kishnani,® phasell, none 8 infantile form | medianage | upto 153 | -survival - infusion-
2006, openlabel (in months) -ventilator-free associated
international trial for at first survival reactions
children, treatment: -cardiac - lgG antibody
same 4.7 (2.7- response development
population 14.6) -motorresponse
as Kishnani -mental and
2009% behavioral
development
-growth
-hearing results
-analysis of
skeletal muscle
Orlikowski,” open label none 5 juvenile/adul | 48 (28-62) 52 -respiratory - infusion-
2011, trial in adults t form function associated
France -muscle reactions
strength - IlgG antibody
-SF-36 development
-glucose -1 patientdied, not
tetrasaccharide | attributed to
S treatment
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Appendix C. Summaries of published registry studies

Appendix Table C1. Published Registry Study of ERT for Fabry Disease

Author, Year, ERT Study Design Inclusion Criteria Treatment Mean Age at
Country, Groups 1% Infusion S
Sample Size (range) yrs ‘g
2
§
[}
4
Warnock,* agalsidase | Observational, Patients in registry Quartiles basedon | Males: °
2011, beta Fabry Registry on ERT with slope ofestimated | Q1: 35.3
international baseline measure glomerularfiltraton | (SD: 11.04)
within 3 months rates Q2: 40.7
N=213 before or after first (higherslope = (SD:11.12)
Q1:53 infusion more rapid renal Q3:37.0
Q2:54 disease (SD:10.91)
Q3:54 progression) Q4:42.0
Q4: 52 (SD:9.22)
Females:
Q1: 43.2
(SD:11.30)
Q2:41.0
(SD:11.83)
Q3:40.5
(SD:15.12)
Q4:47.4
(SD: 13.09)
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Appendix Table C2.

Published Registry Studies of ERT for Gaucher Disease

Author, Year, ERT Study Design Inclusion Criteria Treatment Mean Age at
Country, Sample Groups 1% Infusion {.1] 09
Size (range) yrs 18|23
g 40 c | 94
122|531
{7 @
Weinreb,> 2008, imiglucerase Observational, International | ptsin ICGG with 4 yrs followup | allwho met 27.7 (SD: 21.9) ° ° ° .
international Collaborative Gaucher and data on therapeutic goals inclusion criteria
Group (ICGG)
N=195
Mistry,® 2011, alglucerase or | Observational, International | pts 5-50 yrs of age in ICGG 4 grps by age of | notreported ° ° ° °
international imiglucerase Collaborative Gaucher with bone mineral densitydata | ERT initiation:
Group (ICGG) 1)5-11yrs
N=889 2)12-19yrs
1) 156 3) 20-29 yrs
2)125 4) 30-50yrs
3) 185
4) 423

Grabowski,*’
2009, international

N=366
1) 122
2) 122
3) 122

Weinreb,*®2002,
international

N=1028

Observational, International

pts in ICGG with intact spleens

3 grps by every

1) 22.1 (19.9)

Collaborative Gaucher other wk 2)22.6 (SD:
Group (ICGG) dosage: 19.9)
1) 5-28 U/kg 3) 23.1 (SD:
2) 29-47 U/kg 19.8)
3) 48-74 U/kg
Observational, International | ptsin ICGG on ERT atleast6 allwho met 30 (SD: 19) . ° ° °

Collaborative Gaucher
Group (ICGG)

mos and with at leastone
baseline outcome measure

inclusion critera
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Appendix Table C3. Published Registry Studies of ERT for Hunter’s Disease

Author, Year, ERT Study Design Inclusion Treatment Mean Age | _
Country, Criteria Groups at 1% 2 o ® - ol & 5
Sample Size Infusion 2 E | X =S|s | ©°c| 85| gE| 2€
0} = 8o ool 8 fofl =56
(range) 2 |2 |5 |58/ 3 | 25 ¢5| Ta| €2
yrs 5ls |2 255 |58 2588 8
o S a 2| © @ S 2 O35 o
> |5 | @ o °'as
n =i
Muenzer,” idursulfase observational, ptsin HOS allwho met 3.6 (SD: . °
2011, Hunter Outcome | who started inclusion 1.6)
international, Survey (HOS) ERT priorto 6 | criteria
N=124 yrs of age
Alcalde- observational, Spanishptsin | allwho met 3.7 (2.8- ° ° ° . . ° ° °
Martin,*° 2010, Hunter Outcome | HOS who inclusion 4.7)
international, Survey started ERT criteria
N=6 priorto 5 yrs of
age
Burton,™ 2010, observational, pts in HOS allwho met atl™ °
international, Hunter Outcome | who had inclusion infusion:
N=92 Survey received criteria median:
infusions at 8.5 (3.4-
homeorin 17.9)
nonhospital
environment attime of
transferto
home tx:
median:
9.4 (3.9-
21.3)
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Appendix D. Summaries of unpublished studies

Appendix Table D1. Unpublished Studies From Manufacturer’s Scientific Information Packetand Current Registered Clinical Trials

Disease Product Manufacturer Posters Abstracts Data on file with Ongoing studies
Manufacturer
Fabry's Fabrazyme® Genzyme Not reported Not reported Not reported 2010:
Disease (agalsidase Corporation NCT01196871: Drug-Drug
beta) Interaction Study Between

AT1001 and Agalsidasein
Subjects With Fabry
Disease

NCT01218659: Study to
Compare the Efficacy and
Safety of Oral AT1001 and
Enzyme Replacement
Therapy in Patients With
Fabry Disease

NCT01268241: The
Efficacy and Safety of
Switch Between Agalsidase
Beta to Agalsidase Alfa for
Enzyme Replacementin
Patients With Anderson-
Fabry Disease (SWITCH)

2007:

NCT00455104: Canadian
Fabry Disease Initiative
(CFDI) Enzyme
Replacement Therapy
(ERT) Study

(Status has not been verified
in more than two years)
NCT00487630: Evaluation
of Efficacy and Safety

of Agalsidase Betain
Heterozygous Females for
Fabry Disease (HEART)

2005:




NCT00196742: Fabry
Disease Registry

NCT00230607:

A Study of the Effects

of Fabrazyme (Agalsidase
Beta) on Mother's Lactation
and on the Growth,
Developmentand
Immunologic Response of
Their Infants

Gaucher
Disease
Type |

Ceredase® Genzyme Not reported Not reported Not reported 2006:

(alglucerase) Corporation NCT00302146: Positron
Emission Tomography
(PET) Imaainain People
With Gaucher Mutations

Cerezyme® Genzyme Not reported Not reported Not reported 2011:

(imiglucerase) Corporation NCT01344096:
Thrombocytopathyin
GaucherDisease Patients

Velaglucerase® | Shire Human 2008: 2010: 2009: 2011:

(velaglucerase
alfa)

Genetic
Therapies Inc

Zimram A, Altarescu G,
Phillips M, Bhirang K,
Mensah R, Elstein D.
Velaglucerase alfa: a
Phase I/ll long-term
study of enzyme
replacementtherapy
(ERT) in patients with
type 1 Gaucherdisease
[poster]. Presented at:
Annual Meeting of the
American Society of
Human Genetics;
November11-15,2008:
Philadelphia, PA.

Zimran A, Gonzalez D,
CrombezE, etal.
Enzyme replacement
therapy with
velaglucerase alfa
improves key clinical
parameters in a pediatric
subgroup with type 1
Gaucherdisease
[abstract]. Presented at:
World Symposium 2010;
the Annual Meeting the
Lysosomal Disease
Network; February 10-12,
2010c; Miami, FL.

Zimram A, Gonzalez D,
Lukina EA, et al. Enzyme
replacementtherapywith
velaglucerase alfa
significantlyimproves
clinical parametersin
type 1 Gaucherdisease:

A multicenter,
randomized, double-
blind, parallel-group,
two-dose studyof
gene-activated
human
glucocerebrosidase
(GA-GCB) enzyme
replacementtherapy
in patients with type
1 Gaucherdisease.
Clinical Study
Report: TKT032,
Cambridge, MA;
Shire Human
Genetic Therapies;
Jul 2009

A multicenter,
randomized, double-
blind, parallel-group
study of gene-
activated human

NCT01356537: Home
Therapy With VPRIV in
Gaucher's Disease




positive results from a
randomized, double-blind,
global, phase Ill study
[abstract]. Presented at:
World Symposium 2010,
the Annual Meeting of the
Lysosomal Disease
Network; February 10-12,
2010b; Miami, FL.

glucocerebrosidase
(GA-GCB) enzyme
replacementtherapy
compared with
imiglucerasein
patients with type 1
Gaucherdisease.
Clinical Study
Report: HGT-GCB-
039, Cambridge,
MA: Shire Human
Genetic Therapies;
Aug 2009.

A multicenter open-
label study of gene-
activated human
glucocerebrosidase
(GA-GCB) enzyme
replacementtherapy
in patients with type
1 Gaucherdisease
previouslytreated
with imiglucerase.
Clinical Study
Report: TKT034,
Cambridge, MA;
Shire Human
Genetic Therapies;
Aug 2009.

2006:

A phase l/ll safety
study of
velaglucerase alfa, a
glucocerebrosidase
replacementtherapy
in patients with type
1 Gaucher Disease.
Clinical Study
Report: TKT025,
Final Version 1.0
Cambridge, MA;
Shire Human
Genetic Therapies;
Jun 2006.

Zavesca®

Actelion

Not reported

Not reported

Not reported

(Status has not been verified
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(miglustat)

Pharmaceuticals

in more than two years)
2007:

NCT00418847:
Pharmacokinetics and
Tolerabilityof Zavesca®
(Mialustat) In Patients With
Juvenile GM2
Gangliosidosis

Glycogen
Storage
Disease
Type II
(Pompe
disease)

Myozyme™
(alglucosidase
alfa)

Genzyme
Corporation

Not reported

Not reported

Not reported

2011:
NCT01288027:Exploratory
Muscle Biopsy Assessment
Study in Patients With Late-
OnsetPompe Disease
Treated With Alglucosidase
Alfa

NCT01410890:
Pharmacokinetics

of Alglucosidase Alfain
Patients Aged 8-18 Years of
Age (PAPAYA)

2008:
NCT00701701: Immune
Tolerance Induction Study

2007:

NCT00486889: Growth and
Development Study

of Myozyme (Alglucosidase
Alfa).

NCT00566878: Pompe
Lactation Sub-Registry

NCT00567073: Pompe
Pregnancy Sub-Registry

MPS |
(Hurler
disease)

Aldurazyme®
(laronidase)

Genzyme
Corporation

Not reported
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