Appendix A: Search Strategies

Last search date: November 9, 2010
Search Strategy: PubMed/MEDLINE®

All Child: 0-18 years=3709

#107 Search #104 AND #106 17:44:42 9536
#106 Search "Humans"[Mesh] 17:29:48 10812726
#104 Search #102 AND #103 17:29:21 11232
#103 Search #55 OR #88 OR #90 OR #101 17:28:45 472713
#102 Search #45 OR #47 17:27:46 227780
#101 Search “Fabry Disease” OR “Fabry’s disease” OR “Farber 17:27:12 12149

Lipogranulomatosis” OR “Fabry Disease” OR “Fabry’s disease” OR
“Farber Lipogranulomatosis” OR Gangliosidos* OR “Sandhoff
Disease” OR “sandhoff’s disease” OR “Gaucher Disease” OR
“gaucher’s disease” OR “Niemann-Pick Disease*” OR “Tay-Sachs
Disease” OR Aspartylglucosaminuria OR “beta-Mannosidosis” OR
Mucolipidos* OR “Wolman Disease” OR “Ceroid Lipofuscinos* OR
“Ceroid-Lipofuscinos™ OR galactosialidosis OR Cystinosis OR “Sialic
Acid Storage Disease” OR “salla disease” OR “peroxisomal storage
disorder*” OR adrenomyeloneuropath* OR “immune cytopenia*”

#90 Search "Ewing’s Sarcoma" OR "Wilms Tumor" OR 17:12:00 199885
Rhabdomyosarcoma* OR Retinoblastoma* OR Medulloblastoma* OR
PNET OR "Primitive Neuroectodermal Tumor*" OR Astrocytoma* OR
Mucopolysaccharidos* OR Sphingolipidos* OR "Lysosomal Storage
Disease*" OR "Glycogen Storage Disease™ OR "Niemann-Pick
Disease*" OR Adrenoleukodystrophy OR "Juvenile Rheumatoid
Arthritis" OR "Systemic Lupus Erythematosus" OR SLE OR
Scleroderma OR "Crohn Disease" OR “Crohn’s disease” OR
"Autoimmune Disease™

#88 Search ((((((((("Mucopolysaccharidoses"[Mesh] OR 17:03:42 366524
"Sphingolipidoses"[Mesh]) OR "Lysosomal Storage Diseases"[Mesh])
OR "Glycogen Storage Disease"[Mesh]) OR "Niemann-Pick
Diseases"[Mesh]) OR "Adrenoleukodystrophy"[Mesh]) OR "Arthritis,
Juvenile Rheumatoid"[Mesh]) OR "Lupus Erythematosus,
Systemic"[Mesh]) OR "Scleroderma, Systemic"[Mesh]) OR "Crohn
Disease"[Mesh]) OR "Autoimmune Diseases"[Mesh]
#55 Search ((((("Sarcoma, Ewing's"[Mesh] OR "Wilms Tumor"[Mesh]) OR 16:48:48 67468
"Rhabdomyosarcoma"[Mesh]) OR "Retinoblastoma"[Mesh]) OR
"Medulloblastoma"[Mesh]) OR "Neuroectodermal Tumors,
Primitive"[Mesh]) OR "Astrocytoma"[Mesh]
#47 Search "stem cell*" OR "bone marrow" 16:46:12 227780
#45 Search "Bone Marrow Transplantation"[Mesh] OR ("Hematopoietic 16:37:28 66363
Stem Cell Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell
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Transplantation"[Mesh] OR "Stem Cell Transplantation"[Mesh])

Additional searches were performed using

"stem cell™ OR "bone marrow"

Search "Bone Marrow Transplantation"[Mesh] OR ("Hematopoietic Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell Transplantation"[Mesh] OR "Cord
Blood Stem Cell Transplantation"[Mesh] OR "Stem Cell Transplantation"[Mesh]) OR "stem cell*"
OR "bone marrow"

AND

"Precursor Cell Lymphoblastic Leukemia-Lymphoma"[Mesh] OR "Leukemia, Myeloid,
Acute"[Mesh] OR "acute lymphoblastic leukemia" OR acute myeloid leukemia"

"Lymphoma, Non-Hodgkin"[Mesh] OR "non-Hodgkin* lymphoma*"
"Hodgkin Disease"[Mesh] OR "hodgkin lymphoma"
"Leukemia, Myelomonocytic, Juvenile"[Mesh] OR "juvenile myelomonocytic leukemia"

"Leukemia, Myelogenous, Chronic, BCR-ABL Positive"[Mesh] OR "chronic myelogenous
leukemia"

"Myelodysplastic-Myeloproliferative Diseases"[Mesh] OR "myelodysplastic disease*"
"Neuroblastoma"[Mesh] OR neuroblastoma*

"Leukodystrophy, Globoid Cell"[Mesh] OR "globoid leukodystrophy"
"Leukodystrophy, Metachromatic"[Mesh] OR "metachromatic leukodystrophy"
"Fucosidosis"[Mesh] OR fucosidosis

"alpha-Mannosidosis"[Mesh] OR "alpha-mannosidosis" OR "alpha-mannosidoses"

*Nn

"Peroxisomal Disorders"[Mesh] OR "peroxisomal storage disorder*" OR adrenoleukodystroph*
"Osteopetrosis"[Mesh] OR osteopetrosis

“bone marrow failure” OR "Fanconi Anemia"[Mesh] OR "Fanconi* anemia" OR "Dyskeratosis
Congenita"[Mesh] OR "dyskeratosis congenita" OR “Shwachman-Diamond” OR "Anemia,
Diamond-Blackfan"[Mesh] OR "Diamond-Blackfan" OR "Diamond Blackfan"
"Ependymoma"[Mesh] OR ependymoma*

"Glioma"[Mesh] OR glioma*

"Choroid Plexus Neoplasms"[Mesh] OR ("choroid plexus" AND (tumor OR tumour OR tumors
OR tumours OR neoplasm®))
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medulloepithelioma* OR (supratentorial AND (PNET OR "primitive neuroectodermal")) OR
pineoblastoma* OR "cerebral neuroblastoma* OR ganglioneuroblastoma* OR
ependymoblastoma* OR "atypical teratoid/rhabdoid tumor* OR "Pinealoma"[Mesh] OR
("Rhabdoid Tumor"[Mesh] AND atypical AND teratoid*) OR "Astrocytoma"[Mesh] OR
"Oligodendroglioma"[Mesh] OR astrocytoma* OR oligodendroglioma* OR "glioblastoma
multiforme"

"Diabetes Mellitus, Type 1"[Mesh] OR ("type 1" AND (diabetes OR diabetic OR DM)) OR
"juvenile diabetes"

"Neoplasms, Germ Cell and Embryonal"[Mesh] AND germ) OR "germ cell tumor*"

Searches were also performed in EMBASE and the Cochrane Central Register of Controlled
Trials for the above disease entities.

Additional searches were performed for the disease entities above and NOT the stem cell
transplantation set to obtain literature on the therapeutic measures to be used as comparisons.

Diabetes

#15 Search (#10 AND #13) NOT #5 Limits: Humans, Clinical Trial, Editorial, 10:23:50 82

Practice Guideline, Randomized Controlled Trial, Case Reports,
Comparative Study, Controlled Clinical Trial, Guideline, English, All Infant:
birth-23 months, All Child: 0-18 years, Publication Date from 1995/10/01

to 2010/07/12

#14 Search (#10 AND #13) NOT #5 10:21:22 3314

#13 Search "Immunosuppression"[Mesh] OR immunomodulation OR 10:20:45 449395
immunosuppressant OR immunosuppressive OR "immune modulation”

OR "immune suppression"

#10 Search "Diabetes Mellitus, Type 1"[Mesh] OR ("type 1" AND (diabetes OR 10:17:59 60849

diabetic OR DM)) OR "juvenile diabetes"

#5 Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell Transplantation"[Mesh]
OR "Hematopoietic Stem Cell Transplantation"[Mesh]) OR "bone marrow
transplant*™ OR "stem cell support" OR "stem cell transplant*

++

10:16:06 73273

Other Autoimmune Diseases

#23 Search (#20 AND #13) NOT #5 AND (severe OR refractory OR "poor 10:31:11 184
prognosis") Limits: Humans, Clinical Trial, Editorial, Practice Guideline,
Randomized Controlled Trial, Case Reports, Comparative Study,
Controlled Clinical Trial, Guideline, English, All Infant: birth-23 months, All
Child: 0-18 years, Publication Date from 1995/10/01 to 2010/07/12

#22 Search (#20 AND #13) NOT #5 Limits: Humans, Clinical Trial, Editorial, 10:30:15 650
Practice Guideline, Randomized Controlled Trial, Case Reports,
Comparative Study, Controlled Clinical Trial, Guideline, English, All Infant:
birth-23 months, All Child: 0-18 years, Publication Date from 1995/10/01
to 2010/07/12

#21 Search (#20 AND #13) NOT #5 10:29:02 8441
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#20 Search (("Arthritis, Juvenile Rheumatoid"[Mesh] OR "Lupus

Erythematosus, Systemic"[Mesh]) OR "Scleroderma, Systemic"[Mesh])

OR "Crohn Disease"[Mesh]
#13 Search "Immunosuppression"[Mesh] OR immunomodulation OR

immunosuppressant OR immunosuppressive OR "immune modulation”

OR "immune suppression"

Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell

|=h:
($)]

10:27:58 84547

10:20:45 449395

10:16:06 73273

Transplantation"[Mesh] OR "Cord Blood Stem Cell Transplantation"[Mesh]

OR "Hematopoietic Stem Cell Transplantation"[Mesh]) OR "bone marrow

transplant*" OR "stem cell support" OR "stem cell transplant™"

Ewing’s Sarcoma

#42 Search #40 NOT #5 Limits: Humans, Clinical Trial, Editorial, Practice
Guideline, Randomized Controlled Trial, Case Reports, Comparative
Study, Controlled Clinical Trial, Guideline, English, All Infant: birth-23
months, All Child: 0-18 years, Publication Date from 1995/10/01 to
2010/07/12

#41 Search #40 NOT #5
#40 Search (#27 AND #39) AND #32

#39 Search (("Recurrence"[Mesh] OR "Neoplasm Recurrence,
Local"[Mesh])) OR "secondary "[Subheading] OR recurrent OR
recurrence OR (stage AND IV) OR secondary OR metastatic OR
metastas*

#32 Search "therapeutic use "[Subheading] OR "therapy "[Subheading] OR
therapy OR treatment OR therapeutic*

#27 Search "Sarcoma, Ewing's"[Mesh] OR (Ewing* AND sarcoma)

#5 Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell
Transplantation"[Mesh] OR "Hematopoietic Stem Cell
Transplantation"[Mesh]) OR "bone marrow transplant*" OR "stem cell
support" OR "stem cell transplant*"

Wilms Tumor

#52 Search #50 NOT #5 Limits: Humans, Clinical Trial, Editorial, Practice
Guideline, Randomized Controlled Trial, Case Reports, Comparative
Study, Controlled Clinical Trial, Guideline, English, All Infant: birth-23
months, All Child: 0-18 years, Publication Date from 1995/10/01 to
2010/07/12

#51 Search #50 NOT #5
#50 Search (#48 AND #49) AND #32

#49 Search (("Recurrence"[Mesh] OR "Neoplasm Recurrence,
Local"[Mesh])) OR "secondary "[Subheading] OR recurrent OR
recurrence OR (stage AND IV) OR secondary OR metastatic OR
metastas® OR "unfavorable histology" OR relapse OR relapsed

#48 Search "Wilms Tumor"[Mesh] OR (wilm* AND (tumor OR tumors OR
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tumour®))

#32 Search "therapeutic use "[Subheading] OR "therapy "[Subheading] OR
therapy OR treatment OR therapeutic*

#5 Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell
Transplantation"[Mesh] OR "Hematopoietic Stem Cell
Transplantation"[Mesh]) OR "bone marrow transplant*" OR "stem cell
support" OR "stem cell transplant*"

Rhabdomyosarcoma

#60 Search #58 NOT #5 Limits: Humans, Clinical Trial, Editorial, Practice
Guideline, Randomized Controlled Trial, Case Reports, Comparative
Study, Controlled Clinical Trial, Guideline, English, All Infant: birth-23
months, All Child: 0-18 years, Publication Date from 1995/10/01 to
2010/07/12

#59 Search #58 NOT #5
#58 Search (#56 AND #57) AND #32

#57 Search (("Recurrence"[Mesh] OR "Neoplasm Recurrence,
Local"[Mesh])) OR "secondary "[Subheading] OR relapse OR relapsed
OR refractory OR "high-risk" OR extraocular OR recurrent OR
recurrence

#56 Search "Rhabdomyosarcoma"[Mesh] OR rhabdomyosarcoma*

#32 Search "therapeutic use "[Subheading] OR "therapy "[Subheading] OR
therapy OR treatment OR therapeutic*

#5 Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell
Transplantation"[Mesh] OR "Hematopoietic Stem Cell
Transplantation"[Mesh]) OR "bone marrow transplant*" OR "stem cell
support" OR "stem cell transplant*"

Retinoblastoma

#67 Search #65 NOT #5 Limits: Humans, Clinical Trial, Editorial, Practice
Guideline, Randomized Controlled Trial, Case Reports, Comparative
Study, Controlled Clinical Trial, Guideline, English, All Infant: birth-23
months, All Child: 0-18 years, Publication Date from 1995/10/01 to
2010/07/12

#66 Search #65 NOT #5

#65 Search (#64 AND #57) AND #32

#64 Search "Retinoblastoma"[Mesh] OR retinoblastoma*

#57 Search (("Recurrence"[Mesh] OR "Neoplasm Recurrence,
Local"[Mesh])) OR "secondary "[Subheading] OR relapse OR
relapsed OR refractory OR "high-risk" OR extraocular OR recurrent
OR recurrence
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OR therapy OR treatment OR therapeutic*
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#5 Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell
Transplantation"[Mesh] OR "Hematopoietic Stem Cell
Transplantation"[Mesh]) OR "bone marrow transplant*" OR "stem cell
support" OR "stem cell transplant*"

Germ Cell Tumors

#74 Search #72 NOT #5 Limits: Humans, Clinical Trial, Editorial, Practice
Guideline, Randomized Controlled Trial, Case Reports, Comparative
Study, Controlled Clinical Trial, Guideline, English, All Infant: birth-23
months, All Child: 0-18 years, Publication Date from 1995/10/01 to
2010/07/12

#73 Search #72 NOT #5
#72 Search (#70 AND #49) AND #32

#70 Search ("Neoplasms, Germ Cell and Embryonal"[Mesh] AND germ) OR
"germ cell tumor*"

#49 Search (("Recurrence"[Mesh] OR "Neoplasm Recurrence,
Local"[Mesh])) OR "secondary "[Subheading] OR recurrent OR
recurrence OR (stage AND IV) OR secondary OR metastatic OR
metastas® OR "unfavorable histology" OR relapse OR relapsed

#32 Search "therapeutic use "[Subheading] OR "therapy "[Subheading] OR
therapy OR treatment OR therapeutic*

Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell
Transplantation"[Mesh] OR "Hematopoietic Stem Cell
Transplantation"[Mesh]) OR "bone marrow transplant*" OR "stem cell
support" OR "stem cell transplant*"

CNS Embryonal Tumors

#121 Search #120 NOT #117 Limits: Humans, Clinical Trial, Editorial,
Practice Guideline, Randomized Controlled Trial, Case Reports,
Comparative Study, Controlled Clinical Trial, Guideline, English, All
Infant: birth-23 months, All Child: 0-18 years, Publication Date from
1995/10/01 to 2010/07/12

#120 Search (#110 AND #49) AND #32 Limits: Humans, Clinical Trial,
Editorial, Practice Guideline, Randomized Controlled Trial, Case
Reports, Comparative Study, Controlled Clinical Trial, Guideline,
English, All Infant: birth-23 months, All Child: 0-18 years, Publication
Date from 1995/10/01 to 2010/07/12

#117 Search "Bone Marrow Transplantation"[Mesh] OR ("Stem Cell
Transplantation"[Mesh] OR "Peripheral Blood Stem Cell
Transplantation"[Mesh] OR "Cord Blood Stem Cell
Transplantation"[Mesh] OR "Hematopoietic Stem Cell
Transplantation"[Mesh]) OR "bone marrow transplant*" OR "stem cell
support" OR "stem cell transplant*"

#110 Search medulloblastoma* OR medulloepithelioma* OR (supratentorial
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systematic review portion

Selection Decision Code
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INC
EXC
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exclude (with codes for exclusion reasons)

Full Review Codes (field 42)

. Key Question Codes

NRQ
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Q#?
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comparative benefits HSCT vs other Tx in autoimmune
diseases

comparative harms HSCT vs other Tx in autoimmune
diseases
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administrative database

animal study
cost/cost-effectiveness analysis
case-control study

cohort study

commentary

case report (n<5)

case series
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diagnostic accuracy study
duplicated patient population
editorial

foreign language article
guideline

in vitro

letter

meta-analysis

no abstract
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not relevant disease b/c part of narrative review
not relevant design

not relevant intervention

not relevant outcome (or no follow-up)
not relevant population

not relevant study

phase | trial
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prognostic study
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quasi-experimental study (nonrandomized comparative)
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RCT
REG
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SR
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radiology study
randomized controlled trial
registry

retrospective study

review article

systematic review

disease staging study
cross-sectional study

lll. Sample Size Code (single-arm only)

FEW
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N50
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n<10
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25<n<50
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n>100

n unclear
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AMA
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BMA
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CML
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ENV
FAB
FAR
FUC
GAL
GAUI
GAUII
GAUIll
GCT
GLD
GM1
GSDII
HGB
HL
IBD
ICP
IMD
JML
JRA
MDS
MED
MLII
MLl

Autoimmune disease
adrenoleukodystrophy

acute lymphoblastic leukemia
alpha-mannosidosis

acute myelogenous leukemia
adrenomyeloneuropathy
aspartylglucosaminuria
astrocytoma
beta-mannosidosis

bone marrow failure

ceroid lipofuscinosis

chronic lymphocytic leukemia
chronic myelogenous leukemia
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Diabetes mellitus type 1
disease not specified
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galactosialidosis

Gaucher |

Gaucher I
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germ cell tumor
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hemoglobinopathy

Hodgkin lymphoma
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immune cytopenia

inherited metabolic disease
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juvenile rheumatoid arthritis
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mucolipidosis Il
mucolipidosis Ill



MLIV
MLD
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MPSII
MPSII
MPSIV
MPSVI
MPSVII
NBL
NHL
NPA
NPB
NPC
0SC
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PID
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RBA
RMS
SAL
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SAS
SCL
SLE
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TAY
WIL
WOL

mucolipidosis IV
metachromatic leukodystrophy
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neuroblastoma

non-Hodgkin lymphoma
Niemann-Pick A
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osteosarcoma

osteopetrosis

primary immune deficiency
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retinoblastoma
rhabdomyosarcoma

Salla disease
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sialic acid storage disease
scleroderma/SS

systemic lupus erythematosus
stage of disease

soft tissue sarcoma
Tay-Sachs disease

Wilms tumor
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HR
LR
MET
NEW
PRD
REC
REF
REL
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SEV
STG

high risk

low risk
metastatic

newly diagnosed
progressive disease
recurrent disease
refractory
relapsed
remission

severe

stage of disease

V. Disease Code Characteristics

GRW
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1Q
JNT
MR
NCD
NMD
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SPE
SZS

growth

hearing defects
hepatosplenomegaly
intelligence quotient

joint

mental retardation
neurocognitive development
neuromuscular development
orthopedic/skeletal

state of health

speech

seizures

V. Intervention Codes

AUT
ALO
BSC
CHM

autologous HSCT
allogeneic HSCT
best supportive care
chemotherapy
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CRT
ERT
HSCT
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PAL
PRI
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SUR
T?
TAN
TBI
umMB

chemoradiotherapy

enzyme replacement therapy
hematopoietic stem cell transplantation
immune suppression
insulin therapy
palliative

primary treatment (previously untreated)
sequential high-dose chemotherapy with single autologous

HSCT

surgery only

treatment unclear

tandem autologous HSCT
total body irradiation
umbilical cord blood HSCT

VI. Outcome Codes

CNR
CRM
CVs
DFR
DFS
DSS
EFS
ENG
ESO
FU?
GVH
INF
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LRC
MFS
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continuous remission
complete remission
cardiovascular AE

drug free remission
disease-free survival
(cancer) disease-specific survival
event free survival
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graft versus host disease
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local control

lung AEs
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treatment-related mortality
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Appendix Table C1: Design, Participant Selection and Enroliment Ewing’s Tumors

Study Participant
(Investigator, Selection n,
country, Record Therapeutic Group | (Treatment n, Withdrawn
record.) Number | Indication | Disease | Setting (N) Period) Design Evaluated | (Lost to F/U) | Comment
Bernstein,
USA/Canada phase 2
2006 6290 malig nh esft mets at dx 110 study 110 0
protocol also
included less
intense CT
Children's regimens for
Oncology other
Group subgroups-
Bhatia,USA, therapeutic not
2007 43210 malgi nh esft metastatic dz 60 1992-1994 protocol 60 abstracted
relapse (early, late
Burdach, or multiple) or
Germany and primary multifocal
Austria, 2000 14310 malig nh esft disease 28 1986-1994 cs 28 0
study
included 54
patients who
underwent
1986-1994 single or
(single tandem
HSCT) HSCT and
Comparative survival
Burdach, 1995-2000 study using reported as
Germany, primary multifocal or (tandem historical <=17 yrs of
2003 10030 malig nh esft early relapse 32 HSCT) controls 32 age or >17
"high risk" defined
as pelvic primary One pt age
Burke, USA (n=5) and/or mets consecutive 23 not
2007 4060 malig nh esft (n=4) 7 1992-2003 pts with es 7 0 abstracted
Costa, USA,
2008 1710 malig nh esft NR 1 2000-2007 | CR 1 0
"high risk"- 1st line
Drabko, therapy with mets or cs from two
Poland 2005 6680 malig nh esft relapse 21 1996-2002 | centers 21 0
Fazekas,
Austria, 2008 2720 m nh esft CR1 1 CR 1 0

C2




Study Participant
(Investigator, Selection n,
country, Record Therapeutic Group | (Treatment n, Withdrawn
record.) Number | Indication | Disease | Setting (N) Period) Design Evaluated | (Lost to F/U) | Comment
advanced dz or CT-
resistant or relapse
Hara , japan
1998 17950 malig nh esft relapse n=1 3 1993-1997 | cs 3 0
Harimaya, primary dx, high-risk
Japan, 2003 9850 malig nh esft (spinal column) 2 cs 2 0
grp 1: CR2 n=8 PR2
n=1 grp 1 2 different
n=9 conditioning
grp 2: CR1 n=2 CR2 regimens
Hawkins, USA n=2 CR3 n=1 PD arp 2 used grp 1
2000 15360 malig nh esft n=2 n=7 1993-1997 | cs 16 0 and grp 2
upfront therapy, 3
with mets
Kasper, other patients
Germany, transplanted in CR >21 yrs not
2006 2570 malig nh esft n=4 and PR n=1 5 1998-2004 | cs 5 0 abstracted
Kogawa,
Japan, 2004 8410 malig nh esft primary dx 1 cr 1 0
Koscielniak relapsed after
Germany tandem auto-auto
2005 7860 m nh esft HSCT 1 1998 CR 1 0
newly dx'd poor risk
b/c of tumor volume
Kushner, >100 cm3 or mets to Prospective
USA, 1995 21430 malig nh esft bone or BM 24 CS 24 0
only
abstracted
pts <21 for
newly diagnosed HSCT and
with mets to bone or the 5 pts <21
BM - if achieve who did not
Kushner, VGPR or CR, proceed to
USA, 2001 14240 malig nh esft eligible for HSCT 10 1990-1998 | cs 10 0 HSCT
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Study Participant
(Investigator, Selection n,
country, Record Therapeutic Group | (Treatment n, Withdrawn
record.) Number | Indication | Disease | Setting (N) Period) Design Evaluated | (Lost to F/U) | Comment
study
included a
total of 18
patients, but
Laws, age was only
Germany, reported for 2
2003 9450 malig nh esft relapsed 2 1988-1998 | cr 2 0 pts
lucas, usa
2008 2450 malig nh esft relapsed with mets 1 CR 1 0
refractory dz
1st PR n=1
2nd PR n=1
Lucidarme, phase 2
france, 1998 17610 malig nh esft PD n=1 3 1987-1995 | study 3 0
9 patients did
not proceed
to HSCT b/c
4 had
progressive
dz, 2
secondary to
toxicity and 3
who died
from toxicity
during high-
newly diagnosed dose phase
Meyers, USA, metastatic to bone Feb 1996- of the
2001 13670 malig NH ESFT and/or BM 32 Nov 1998 CS 32 therapy.
Milano, Italy,
2006 43290 malig nh esft 36 1990-2005
Navid, US and prospective
Canada, 2006 | 5930 malig nh esft mets or tumor >8cm | 11 1996-2000 phase Il trial | 9 2
Numata,
Japan, 2002 12130 malig nh esft primary dx 1 May 1996 CR 1 0
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Study Participant
(Investigator, Selection n,
country, Record Therapeutic Group | (Treatment n, Withdrawn
record.) Number | Indication | Disease | Setting (N) Period) Design Evaluated | (Lost to F/U) | Comment
study
transplanted
75 patients;
survival data
reported as
<15 yrs of
age and
>=15; only
Oberlin, abstracted
France, 2008 | 46850 malig nh esft newly dxd with mets 1991-1999 | cs <15 yr data
2nd CR n=4
2nd VGPR n=5
1st CR n=5
1st VGPR n=1
(5 pts transplanted
in 1st CR or VGPR
were high-risk- 4
with mets at dx bone
and/or BM and one
ozkaynak, usa had large pelvic
1998 18540 malig nh esft primary) 15 1992-1995 | cs 15 0
CR2n=2
pession, italy,
1999 16120 malig nh esft PR n=1 3 1992-1994 | cs 3 0
"high risk" (large
Prete, italy pelvic mass and/or
1998 17210 malig nh esft metastatic dz) 17 1993-1997 | cs 17 0
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Study Participant
(Investigator, Selection n,
country, Record Therapeutic Group | (Treatment n, Withdrawn
record.) Number | Indication | Disease | Setting (N) Period) Design Evaluated | (Lost to F/U) | Comment
study
included pts
with nonmet
dz- did not
abstract b/c
only survival
report for
high risk pts
Sari, Turkey, was by mets
2010 42790 malig nh esft mets at dx 36 1992-2005 CS 36 0 VS nonmets
PD n=1 one patient
Tanaka, "HSCT 35 y/o not
Japan, 2002 11770 malig NH ESFT CR1 n=5 6 since 1986" | CS 6 abstracted
van winkle,
USA, 2005 43550 malig nh esft recurrent/refractory 22 1992-1996 CS 22 0
"high risk"
mets at dx, poor
response to CT
defined as <90%
necrosis at definitive
surgery,
primary tumor not
resecAppendix
Table 1,
Yaniv, Israel,
2004 9100 malign nh | esft relapsed 11 11 0
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Appendix Table C2: Participant Characteristics Treatment Ewing’s Tumors

Study
(Investigator,
country, Record Group Age Age Gender | Disease Disease Histology/Site
record.) Number | (N) Age (mean) | (median) | (Range) M, F (%) | Stage/category (%) Comment
primary site for relapsed:
long bone n=9 pelvis n=1
scapula n=1 chest wall/rib | entire study
n=1 incl 36 pts;
Burdach, only
Germany and attx 15 primary site for multifocal | abstracted
Austria, 2000 14310 28 yrs (8-21) 50,50 disease: various <21 yrs old
Burdach,
Germany, 2003 | 10030 32 <=17yrs
mets in 4 (lung n=2,
bone BM and liver primary tumor site pelvis
Burke, USA 14 yrs (.5- n=1, bone and lung n=5 scapula n=1 chest
2007 4060 7 17) 71,29 n=1) wall n=1
Costa, USA, 15 yrs at first
2008 1710 1 HSCT NR NR es
pelvis n=3
long bone n=9
vertebra n=1
at HSCT: sternum or clavicle n=3
CR1n=10 scapula n=1
CR2 n=1 rib n=1
PD n=1 skull n=1
Drabko, Poland attx 15
2005 6680 21 yrs (6-21) 52,48 PR n=9 NR n=2
Fazekas, 13 yrs at
Austria, 2008 2720 1 diagnosis 100,0 stage IV pelvis
relapsed n=1
stage 3 n=1 PNET n=2
Hara , japan 5 yrs (2-
1998 17950 3 12) stage 4 n=1 ES n=1
Harimaya, 12yrs and localized to spinal
Japan, 2003 9850 2 14yrs 50,50 column
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Study
(Investigator,
country, Record Group Age Age Gender | Disease Disease Histology/Site
record.) Number | (N) Age (mean) | (median) | (Range) M, F (%) | Stage/category (%) Comment
grp 1 2/9 with mets;
primary tumor site long
bone n=5, axial n=3,
kidney n=1
at HSCT grp 2: 4/7 mets; primary
Hawkins, USA 14.6 yrs tumor site long bone n=2
2000 15360 16 (6-21) axial n=5
Kasper, at HSCT
Germany, 2006 | 2570 5 19 (17-21) mets: lung n=2 bone n=1
Kogawa, Japan, primary cervical spine,
2004 8410 1 7 yrs 0,100 epidural, extra-osseous
15 YEARS
AT TANDEM
X
15yrs +8 initial stage -
Koscielniak mos at disseminated dz with
Germany 2005 7860 1 relapse/allo 0,100 BM mets
primary site of tumor
pelvis n=4 long bone n=3
Kushner, USA, 16.5y (8- chest wall n=1 paraspinal
2001 14240 5 21 yrs) 70,30 mets to bone or BM n=1 perineum n=1
at HSCT
14 yrs
Laws, and 19
Germany, 2003 | 9450 2 yrs 0,100 relapsed primary tumor femur n=2
iliac crest with mets to
BM, multiple vertebrae,
lucas, usa 2008 | 2450 1 4 YRS 0,100 stage IV ribs, bilateral lung
age is
median for all
8.5 yrs (2- 22 patients in
Lucidarme, 17) at 1st this mixed
france, 1998 17610 3 tx 68, 32 mets at HSCT n=3 study
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Study
(Investigator,

country, Record Group Age Age Gender | Disease Disease Histology/Site
record.) Number | (N) Age (mean) | (median) | (Range) M, F (%) | Stage/category (%) Comment
primary site:
pelvis n=12
chest wall n=5
femur n=3
multiple sites n=6
Meyers, USA, 13 yrs (1- metastatic to bone or
2001 13670 32 22) 62,38 BM other n=6
HSCT pubis n=1 kidney
n=1 chest wall n=1 femur
nomets n=3 n=1 rib n=1
14.9 yrs
Navid, US and (11.7-17.4 mets n=6 )5 no HSCT ilium n=1 thorax
Canada, 2006 5930 9 yrs) 67, 33 underwent HSCT n=1 leg n=1 rib n=1
Numata, Japan, 20 years at
2002 12130 1 HSCT 0,100 ES- inguinal area
12.3 yrs
Oberlin, France, (2 m0s-25
2008 46850 yrs)) 59,41
ozkaynak, usa
1998 18540 15 (5-21) 53,47
pession, italy, 6 yrs (3-
1999 16120 3 12) 33,66
metastatic dz at dx
n=14
localized dz at dx
n=3
Prete, italy 1998 | 17210 8 (5-14) 65,35 BM involvement n=3
sternum with pleural
cavity disssem n=1, ilium
"hi risk" incl large n=2 (one with sacral
tumor size, pelvic invasion), spinal cord n=1,
location,lung mets, chest wall with lung
Tanaka, Japan, atdx17.5 pleural cavity involvement n=1 and
2002 11770 6 yrs (8-19) 66,33 involvement humerus n=1
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Study
(Investigator,

country, Record Group Age Age Gender | Disease Disease Histology/Site
record.) Number | (N) Age (mean) | (median) | (Range) M, F (%) | Stage/category (%) Comment
scapula n=1 cranium n=1
ilium n=3
femur n=2
abdomen n=1
radius n=1
Yaniv, Israel, 13 yrs
2004 9100 11 (0.3-19) 64,36 sacrum n=2
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Appendix Table C3: Participant Characteristics Comparator Ewing’s Tumors

Study
(Investigator, Gender
country, Record Age Age M, F Disease Disease
record.) Number | Group (N) | (mean) (median) Race (%) (%) Stage/category Histology/Site (%) Comment
primary site extremity
36% pelvis 29%
spine 5% chest wall
16% other 14%
white 74%
Afr Amer mets site isolated 12% of
6% lung 35% lung + patients
bernstein, Hispanic other 15% isolated between
USA/Canada 14.6 yrs (3.0- | 15% other bone 13% isolated 20-31 yrs
2006 6290 110 27.3) 5% 61,39 BM 7% other 30% old
total cohort
(which
included pts
that rec'd
lesser
intensity
regimens
than the
n=60)
Bhatia,USA, age atdx: 12
2007 43210 60 yrs (0-30) 56,44
nonmets (ESFT and
PNET): primary tumor
site chest wall n=4
long bone n=7
paraspinal n=1 pelvis
n=3 thigh n=1
retroperitoneal n=1
mets: primary tumor
site long bone n=3
non- pelvis n=3 perineum
metastatic nonmet 15 non met n=1
dz n=17 yrs (1.5-21) 76,24
sites of mets lung
Kushner, USA, metastatic mets 17 yrs met only n=3 mult sites
1995 21430 dz n=7 (9-21) 86,14 incl bone or BM n=4
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Study

(Investigator, Gender
country, Record Age Age M, F Disease Disease
record.) Number | Group (N) | (mean) (median) Race (%) (%) Stage/category Histology/Site (%) Comment
pelvis n=9 (5 bone
and 4 soft tissue)
femur n=2
scapula n=2
hip n=2
clavicle n=1
vertebra n=4
humerus n=3
tibia n=3
abdomen n=2
rib n=1
"high risk"- tumor vol fibula n=2
>200 ml or site with
poor px (pelvis, chest chest wall n=4
wall or vertebra) or
pulmonary or BM mets pretibial soft tissue 1
at dx foot soft tissue 1
radius 1
First diagnosis
mets lung n=9
Milano, Italy, 115 mos (20- pts with mets n=16
2006 43290 36 214) (44%) BM mets n=7
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Study

(Investigator, Gender
country, Record Age Age M, F Disease Disease
record.) Number | Group (N) | (mean) (median) Race (%) (%) Stage/category Histology/Site (%) Comment
all pts
<18 yrs
old
for pts
with primary tumor
mets
89% <15 chest wall n=4
Sari, Turkey, and 11% vertebra n=3 pelvis
2010 42790 36 >=15 39,61 n=10 extremity n= 19
14.1 yrs (2.8-
22.5 yrs)
age of all pts
in the study
which
included
other tumor recurrent/refractory sites of recurrence
types lung 28% extremity
van winkle, besides 1 pt with extraosseus 28% pelvis 10% H/N
USA, 2005 43550 22 ESFT 57,43 ESFT 10% other 24%
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Appendix Table C4: Treatment Characteristics Ewing’s Tumors

Study
(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
CT +/-
complete
surgical
resection
+/- full-
dose RT or
lower dose
RT to
microscopi
c residual
dz.Upto 3
metastatic CT: I, E,
bernstein, sites excl vincr,
USA/Cana BM with doxorub,
da 2006 6290 110 RT CPM)
high- doxorubicin,
Bhatia,USA intensity CPM and
, 2007 43210 | 60 CT ifos
MEL, Eto,
Carbo, TBI
n=10
for auto MEL, E,
[n=21] TBI n=15
BM n=2
PB n=17 MEL, E,
BM+ PB carbo n=1
Burdach, n=2
Germany auto MEL, TBI
and for allo n=21 n=1
Austria, [n=7] all
2000 14310 | 28 BM allo n=7 E, TBI n=1
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Study

(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
<+17
yrs
single
single TBI,MEL,E
HSCT +/-
n=18 single carboplatin
auto or
Burdach, tande tandem | all pts recd tandem
Germany, m auto local RT to MEL, E
2003 10030 | n=14 auto met sites times 2
All pts
achv'd
CR after
first
complete HSCT;
surgical only 6
resection went on
n=6 1st: Eto, to 2nd
Carboplatin rec'd for HSCT b/c
no surgery , CPM fever, one pt
single n=1 nutrition progresse
auto 2nd: MEL, and d with
n=1 RT n=2 (one | CPM n=4; hematolo local and
to primary Thio, CPM gic metastatic
tandem | tumor and n=1; MEL indication dz 30
Burke, auto one to an and TBI s prn days after
USA 2007 | 4060 7 pb n=6 orbital met) n=1 (n=7) 1st HSCT
vincristine,
CY,
Costa, doxorubicin,
USA, 2008 | 1710 1 NR auto ifos, VP-16
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Study

(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
BUS, MEL
n=12
MEL, VP-
16, TBI
n=1
MEL,
VP16,
CBCA n=6
Drabko,
Poland Treo, Mel
2005 6680 21 pb auto n=2
Fazekas,
Austria, hemipelvecto
2008 2720 1 auto my BUS, MEL
double-
conditionin
no preHSCT | g regimen
Hara , bm or pb surgery or thio and
japan 1998 | 17950 | 3 or both auto RT MEL TPN, Abx
surgery n=2
(one partially
resected;
one en bloc) | carboplat partial
and E n=1 surgical
Harimaya, RT n=1 (pt resection,
Japan, partially carboplat, multiagent
2003 9850 2 pb auto resected) E, ifos n=1 CT, RT VAIA
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Study

(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
grp 1:
BUS, MEL,
Thio
followed by
HSCT then
auto total
n=14 marrow
myeloablati
syngen ve RT
eic n=1 followed by
a second
allo n=1 HSCT prophylac
(HLA- tic Abx if
pb n=15 matche grp 2: low
Hawkins, d BUS, MEL, granulocy
USA 2000 15360 | 16 bm n=1 sibling) Thio te count
MEL and E
n=2
Kasper,
Germany, BUS and
2006 2570 5 pb auto MEL n=3
Kogawa,
Japan, surgery and
2004 8410 1 pb auto RT NR
tandem auto-
Koscielniak auto
Germany mismatch BUS, Thio,
2005 7860 1 ed related | allo local RT Flu, CPM
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Study

(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
CT CPM,
doxo, VIN,
ifos, E
nonmets:
GTR n=14
inoperable
n=2
amputation
n=1 RT n=7
met dz: GTR
surgery GTR non met dz | n=3 no surg
Kushner, n=1 no surg CT, surg, n=4 RT 71
USA, 1995 | 21430 | 2 auto n=1 MEL, TBI RT % (n=5)
bm and
pb n=3 TBI, MEL induction
Kushner, or thio, CT and in
USA, 2001 | 14240 | 5 bm n=2 auto RT n=4 carboplatin one pt RT
resection of
primary
tumor with
wide margins
n=2 TBI, MEL,
Laws, E n=1
Germany, RT to mets
2003 9450 2 auto n=2 NR n=1
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Study

(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
chemotherap
y leading to
resolution of
disease at
primary
tumor site,
BM, and
lungs and
sAppendix
Table
allo, 1disease in
matche | the vertebrae | BUS, MEL
lucas, usa d and ribs for 6 | thymoglob | cyclosporin and
2008 2450 1 mother months ulin methotrexate
surgery for
primary
tumor n=1 (pt
with PD) and
RT after
autox 1 | HSCT
(n=1)
Lucidarme, thio
france, auto x 2
1998 17610 | 3 bmorpb | (n=2) after RT n=1 TPN Abx
9 patients
were not
transplant
ed b/c did
not
achieve
good
response
local RT of in primary
primary repeated tumor and
Meyers, tumor and TBI, MEL, cycles of all mets
USA, 2001 | 13670 | 23 pb auto mets sites Eto filgrastim | CT sites
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Study

(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
CTn=16
ICE/CAV
conservati | n=18
ve surgery
after CT ICE n=2
n=14
Milano, CECAT
Italy, 2006 | 43290 | 36 RT n=3 n=16
4 patients
did not
undergo
HSCT blc
did not
achieve
Navid, US CPMand E PR or CR
and n=3 CPM, with
Canada, surgery n=6 Topotecan induction
2006 5930 9 auto RT n=7 n=2 CT.
Numata, conventional
Japan, CT and carboplatin
2002 12130 | 1 pb auto regional RT , e, ifo
Oberlin,
France,
2008 46850
bm n=7
MEL,
ozkaynak, bm and Carbopl, E
usa 1998 18540 | 15 pb n=8 auto +/- CPM
one patient
RT to
pession, primary BUS, E,
italy, 1999 16120 | 3 bm auto tumor thio
BUS, E,
Thio
(n=16)
Prete, italy L-PAM
1998 17210 | 17 pb auto (n=1)
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Study

(Investigat | Recor Immunosuppres Comparativ
or, d Stem Conditioni | sive therapy for Comparati | e Treatment
country, Numb | Grou | Cell Type of | Prior ng GVHD Supporti | ve Dose/Regi Commen
record.) er p (N) | Source HSCT Treatment Regimen prophylaxis ve Care Treatment | men t
CT only
8% CT and
RT 55%
CT and CT EVAIA
surgery vincr, ifos,
Sari, 6% CT,RT | mesna, E,
Turkey, and surg adriamy,
2010 42790 | 36 22% actino-D
surgery n=2
Tanaka, RT n=2 both
Japan, surg and RT
2002 11770 | 6 PB auto n=2
van winkle,
USA, 2005 | 43550 | 22 CT ICE
MEL, E,
Yaniv, carbopl or
Israel, pb and BUS and
2004 9100 11 bm auto MEL
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Appendix Table C5: Outcome Assessment Treatment Ewing’s Tumors

Study (Investigator, country, record.) | Record Number | Group (N) | Primary Outcomes
Burdach, Germany and Austria, 2000 14310 28 EFS
Burdach, Germany, 2003 10030 <=17 yrs EFS
DFS
Burke, USA 2007 4060 7 oS
Costa, USA, 2008 1710 1 OS
DFS
Drabko, Poland 2005 6680 21 OS
Fazekas, Austria, 2008 2720 1 DFS
DFS
Hara, japan 1998 17950 3 (O]
Harimaya, Japan, 2003 9850 2 (O]
Hawkins, USA 2000 15360 16 EFS
Kasper, Germany, 2006 2570 5 OS
oS
Kogawa, Japan, 2004 8410 1 DFS
Koscielniak Germany 2005 7860 1 PFS
Kushner, USA, 1995 21430 2 PFS
Kushner, USA, 2001 14240 EFS
Laws, Germany, 2003 9450 2 DFS
lucas, usa 2008 2450 1 oS
Lucidarme, france, 1998 17610 3 0OS
Meyers, USA, 2001 13670 32 and 23 | EFS
EFS
Navid, US and Canada, 2006 5930 9 0oSs
Numata, Japan, 2002 12130 1 DFS OS
EFS
Oberlin, France, 2008 46850 <15yrs oS
EFS
ozkaynak, usa 1998 18540 15 OS (NR)
oS
pession, italy, 1999 16120 3 DFS
EFS
Prete, italy 1998 17210 17 (O]
Sari, Turkey, 2010 42790
DFS
Tanaka, Japan, 2002 11770 6 0oSs
Yaniv, Israel, 2004 9100
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Appendix Table C6: Outcome Assessment Comparator Ewing’s Tumors

Study (Investigator, country, record#) | Record Number | Group (N) | Primary Outcomes | Secondary Outcomes
bernstein, USA/Canada 2006 6290 110 EFS OS

Bhatia,USA, 2007 43210

Kushner, USA, 1995 21430 24 PES

Milano, Italy, 2006 43290 36 (E)FSS

Sari, Turkey, 2010 42790 36 (E)FSS

van winkle, USA, 2005 43550 22 oS
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Appendix Table C7: Time to Event Outcomes Treatment Ewing’s Tumors

Study (Investigator, country, record#) | Record Number Group (N) Outcome Med (mos) 2yr 5yr
Costa, USA, 2008 1710 1 73 + months
HSCT in
Drabko, Poland 2005 6680 21 24 mos (13-69 | CR .68
mos) notin CR
<.10
Fazekas, Austria, 2008 2720 1
DOD 3 mos
Hara , japan 1998 17950 3 A with D 25+ mos
A NED 59+
A without D 67+ months
Harimaya, Japan, 2003 9850 2 DOD from recurrent tumor
at 28 mos
A NED 93+ mos
A NED 70+
Kasper, Germany, 2006 2570 5 A NED 59+
A NED 46+
DOD 30 months
Kogawa, Japan, 2004 8410 1 60 months +
Koscielniak Germany 2005 7860 1
lucas, usa 2008 2450 1 9 months + with disease
1 tx DOD 2 mos (n=1) of PD
2 txs DOD 7 mos after 2nd
Lucidarme, france, 1998 17610 3 tx (?)
2 txs A NED 28+ mos after
first tx
Meyers, USA, 2001 13670
HSCT
DOD n=2 at 27 and 28
Navid, US and Canada, 2006 5930 mos
A NED n=3 at median 67
mos (57-73)
Numata, Japan, 2002 12130 1 50+ months
Oberlin, France, 2008 46850 <15yrs 49%
ozkaynak, usa 1998 18540 15
DOD 7 months
pession, italy, 1999 16120 3 ANED 58+
AwD 53+
Prete, italy 1998 17210 17 15 (1-40 mos) 70%
n=1 DOD 19 mos
Tanaka, Japan, 2002 11770 n=5 A NED median 57 mos

(42-90 mos)
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Appendix Table C7 Time to Event Outcomes Treatment Ewing’s Tumors Continued

Study (Investigator, country, record#) | Record Number | Group (N) | Outcome_2 (m“f)z()j_z yr2_2 3yr 2 yriz Outcome_3 (ml\gz';’_3
32% +/-
11% with
Burdach, Germany, 2003 10030 5'.';80;3 <=1 il(;]%li/_
13% with
tandem
tandem
group
NED n=4
fa/fterfrgezaf)n group single
Burke, USA 2007 4060 y?scz3-1.0 tx DOD at .5
yrs
yrs)
DOD n=2 at
0.3and 3.2
yrs
Costa, USA, 2008 1710 1
in
CR
.63
Drabko, Poland 2005 6680 21 DFS ﬁgf
in
CR
0
relapsed
4 mos
after
HSCT
Fazekas, Austria, 2008 2720 1 DFS (non-
pulm);
died after
palliative
CT
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Study (Investigator, country, record#)

Record Number

Group (N)

Outcome_2

Med
(mos)_2

yr_2

3yr 2

yr_2

Outcome_3

Med
(mos)_3

Hawkins, USA 2000

15360

EFS (n=16)

36%

EFS

grp 1

A NED: 66.7
% median
42 mos (27-
66)

PD 33.3%
median 12
mos (6.3-17)

arp 2:
PD/DOD
28.6 %
median 6.7
mos (0.1-26)
NED/DOC
n=2 (one at
9.6 months
and one 31
mos after a
2nd HSCT
(allo after
auto) for
MDS that
the pt had
prior to the
auto tx

Kasper, Germany, 2006

2570

Kogawa, Japan, 2004

8410

DFS

60+
months

Koscielniak Germany 2005

7860

PFS

after allo
3.5yrs

PFS after
tandem 8
mos

Laws, Germany, 2003

9450

DFS

30 mos
and 6
mos

lucas, usa 2008

2450

=N

Lucidarme, france, 1998

17610

Meyers, USA, 2001

13670

EFS

20%
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Study (Investigator, country, record#) | Record Number | Group (N) | Outcome_2 (ml\gz(;_z yr2_2 3yr 2 yr5_2 Outcome_3 (ml\gi';l_s
HSCT
DOD n=2 no HSCT
at 27 and DOD n=2 @
28 mos 10 and 16
Navid, US and Canada, 2006 5930 A NED months
n=3 at A NED n=2
median 67 | @ 73 and 80
mos (57- months
73)
Numata, Japan, 2002 12130 1 DFS 50 +
’ ’ months
Oberlin, France, 2008 46850 <15 yrs EFS 46%
51% (for
pts in ist
remission
0,
ozkaynak, usa 1998 18540 15 EFS ?g"ﬁ;gr
2nd
remission
37%)
DOD 7
months
L ANED
pession, italy, 1999 16120 3 58+
AwD
53+
Prete, italy 1998 17210 17 EFS 63%
n=4
median
Tanaka, Japan, 2002 11770 DFS ?381.?7%03
n=1 NED
at 79 mos
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Appendix Table C8 Time to Event Outcomes Comparator Ewing’s Tumors

Study (Investigator,
country, record#)

Record
Number

Group (N)

1yr

2yr

3yr

5yr

Outcome_
2

yr_2

yr_2

3yr 2

yr_2

Comme
nt

bernstein, USA/Canada
2006

6290

110

77%
+/-
4%

46% +/-5

EFS

65%
+/-5

24%
+/-
4%

No
statistical
differenc
e was
seenin
EFS or
(O]
between
pts with
isolated
lung
mets and
or those
with
other or
more
than
isolated
lu mets

Milano, Italy, 2006

43290

36

with
ICE/CAV
CT 67%+/-
12%

with other
CT 22%

EFS

with
ICE/CA
V 74%
with
other
CT 27%

Sari, Turkey, 2010

42790

27
%

EFS

18%

van winkle, USA, 2005

43550

22

43 %
(SE
11)

33% (SE

10)
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Appendix Table C9: Adverse Events Treatment Ewing’s Tumors

. Severity or % Severity of Grade F/U a
S(t:zﬂ)r(‘t(:;v?::gzgr, E:;?ofr Group (N) Grade % Engraftment % TRM Secondary (mos) S/Il\'ll Cct>smsn|1v¢|e n
’ Infection Failure Malignancies
Burdach, Germany and
Austria, 2000 14310 28
reported
engr, TRM,
infec compl,
sec malig,
Egg%a"h’ Germany, 10030 and major
organ tox,
but not by
age of < or
> 17 yrs
Burke, USA 2007 4060 7 sepsis n=1 0 0
Costa, USA, 2008 1710 1 0 Qg’;’; gts‘rg’Tm“ths
5% (n=1
day 35 from
Drabko, Poland 2005 | 6680 21 multiorgan
ailure
secondary
to infection)
Hara , japan 1998 17950 3 0ONR
Harimaya, Japan, 2003 | 9850 2 0 0
Kasper, Germany, 2006 | 2570 5 0 0
Koscielniak Germany
2005 7860 0
1 HSCT pt
died at 17
mos after
Kushner, USA, 2001 14240 HSCT with
NED but
pulmonary
failure
lucas, usa 2008 2450 1 0 0
Lucidarme, france, 1998 | 17610 3 0 (NR)
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. Severity or % Severity of Grade F/U o
S(t:l;clilgr(‘t(lnv::::g;;o)r, E:;cl)olgr Group (N) Grade % Engraftment % TRM Secondary (mos) Sf\’ll Cc:smsmwcle n
b Infection Failure Malignancies
4%
n=1
pati
ent
fro
. m
sepsis HS of HSCT
Meyers, USA, 2001 13670 leading to cT group n=23
death n=3 13%
gro
up
(incl
in
TR
M)
Navid, US and Canada,
2006 5930 9 0 0
50
Numata, Japan, 2002 12130 0 0 CML chronic phase rar}toer:ths
HSCT
0 (one patient
not n=2 ATN
ozkaynak, usa 1998 18540 15 assessable | day 0 and
secondary to septic
early toxic shock day 8
death)
pession, italy, 1999 16120 3 ONR
Prete, italy 1998 17210 17 0
not clear
if the 35
14 y/o pt or
Tanaka, Japan, 2002 11770 0 0 CML % one of
° | the6
abstracte
d pts
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Appendix Table C9 Adverse Events Treatment Ewing’s Tumors Continued

T EIEEE BT EE LD Comments Severity of Grade Serious %
Study (Investigator, country, record#) | Record Number disease (Hepatic Sinusoidal hvoD H y . ’
Obstruction) emmorhagic Event SHE
Drabko, Poland 2005 6680 10% moderate to
severe
HSCT pt died from hemorrhagic o
Meyers, USA, 2001 13670 pericarditis (included in TRM) 4%
Appendix Table C10: Adverse Events Comparator Ewing’s Tumors
Study (Investigator, country, Record Group Severity or Grade Severity of Grade F/U (mos) % SM
record#) Number (N) Infection Secondary Malignancies SM o
. at 20 mos 1/110
bernstein, USA/Canada 2006 6290 death 5 of 110 (4.5%) MDS o
after dx 1%
cumulati
ve
incidenc
e of t-
Bhatia,USA, 2007 43210 MDS/A
ML of
11% at
5yrs
from dx
leukemia dead at 10.5
Kushner, USA, 1995 21430 24 mos after HSCT in CR 4
from ESFT
9 11% sepsis
Meyers, USA, 2001 13670 nonHSC during induction
T CT
Sari, Turkey, 2010 42790 36 0%
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Appendix Table C11: Design, Participant Selection and Enrollment Wilm’s Tumor

Study n,

(Investigator, Record Indication | Disease Therapeutic | Group Participant Selection Desig Evarlllzlate Withdrawn | Commen
country, Number Setting (N) (Treatment Period) n d (Lost to t
record#) F/U)

1st

Kremens, malignant . remission Case

G 2002 11240 NH Wilms n=4 23 Apr 1992-Dec 1998 series 23 0

ermany, 1st relapse
p
n=19

Saarinen-

Pihkala, 17940 Malig NH Wilms 1st CR 3 CS 3 0

Finland, 1998

20
patients
enrolled;
relapsed 5 did not
Wilms Con CS receive tx
Spreafico, Italy malig and one high risk consec (3 dueto
2008 ’ | 2380 NH case of (3 relapsed 20 Jan 2001-June 2006 Utive 20 disease
in prior RT .
CCSK fi cases progressi
ield)
onand 2
at
discretion
of M.D.).
ngpggg;‘ 8570 m"g Wims | relapsed 13 1991-2001 cs 13 0
Tucci, Brazil, malig . resistant,
2007 3910 NH Wilms relapsed 1 CR 1 0
relapse s/p
Hempel, malig . 2nd lung
Germany, 1998 18100 NH Wilms metastasect 1 CR 1 0
omy
Termuhlen, malig . CR1 n=1
USA, 2006 4890 NH Wilms CR2 n=1 2 CS 2 0
includes
Kullendorff, 19290 maligNH | Wims | 2nd relapse | 4 1087-1992 cs 4 0 Sgﬁem
Sweden, 1997 with
CCSK
Maurer relapsed
Austri ’ 18670 malign NH Wilms during 1st 1 CR 1 0
ustria, 1997 line CT
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Study n,

(Investigator, Record Indication | Disease Therapeutic | Group Participant Selection Desig Evall1|:|ate Withdrawn | Commen
country, Number Setting (N) (Treatment Period) n d (Lost to t
record#) F/U)

recurrent,
high risk
2nd CR
Pein, France, . . n=16 14 mos
1998 17570 malig NH Wilms 3rd CR n=3 28 Oct 1988-Oct 1994 CS 28 after HSCT
5th CR n=1
2nd PR n=4
3rd CR n=5
Valera, Brazil, . . relapsed,
2004 8620 malig NH Wilms 2nd CR 3 CS 3 0
Goldman relapsed (6
' 13330 malign NH Wilms mos after 1 1994-1998 CR 1 0

USA, 2001 dx)

Dagher, USA, | 47849 malign NH | Wims | Multiply 1 CR 1 0

1998 recurrent

one
. patient
progressive was
disease, 1st, ;
misdxd
Hempel, . . 2nd or . and had
Germany, 1996 20550 malig NH Wilms f.eull;siguent 7 April 1992-May 1995 CS 7 RMS and
pse, is not
metastatic i
included
dz .
in the
analysis

Fazekas, . .

Austria, 2008 2720 malig NH Wilms relapsed 1 CR 1 0

Park, Korea, malign .

2006 5450 NH Wilms recurrent 3 1994-2004 CS 3 0
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Study n,
(Investigator, Record Indication | Disease Therapeutic | Group Participant Selection Desig Evall1|:|ate Withdrawn | Commen
country, Number Setting (N) (Treatment Period) n d (Lost to t
record#) F/U)
9 patients
did not
proceed to
HSCT b/c 4
had
progressive
newly dz, 2
Meyers, USA . dlagnosgd secondary
2001 ’ ’ 13670 malig NH ESFT metastaticto | 32 Feb 1996-Nov 1998 CS 23 to toxicit
bone and/or Y
BM a_nd 3 who
died from
toxicity
during high-
dose phase
of the
therapy.
1992-1999
Abu-Ghosh .
2002 USA 45610 Wilms " 37 N Amer centers and 2 cs " 0
S Amer centers
Vaegeiowkin | 44950 malign NH | Wilms L‘T;pﬁgg 60 1995-2002 cs 60 0
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Appendix Table C12 Participant Characteristics Treatment Wilm’s Tumor

Study (Investigator,
country, record#)

Record
Number

Group
(N)

Age
(mean)

Age
(median)

Age
(Range)

Gender M,
F (%)

Disease
Stage/category

Disease
Histology/Site (%)

Commen
t

Campbell, USA, 2004

8570

13

atdx 4.8
years (1-
15 years)

31%,69

initial
| n=2
Il n=1
Il n=5
IV n=5

FH n=12
UH n=1

Dagher, USA, 1998

17840

7 years at
HSCT

100 F

recurrent

right-sided tumor
bed

pt had a
left-sided
wilms
tumor,
FH, stage
Il at age
9 mos
and
underwe
ntL
nephrect
omy and
CT. At
age 6,
develope
d aright
kidney
wilms
tumor for
which
she
underwe
nt R
nephrect
omy, CT
and RT.
At7 yrs
of age
she had
a right-
sided
recurrenc
e and
HSCT
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Study (Investigator, Record Group Age Age Age Gender M, Disease Disease Commen
country, record#) Number (N) (mean) | (median) | (Range) F (%) Stage/category Histology/Site (%) t
5 vrs at "intermediate risk"
Fazekas, Austria, 2008 2720 1 txy 100 M not further
defined
2 yrs at o relapse in lungs and
Goldman, USA, 2001 13330 1 HSCT 100% M 1 abdomen
attx 7.3 UH n=1
Hempel, Germany, 1996 20550 7 yrs (3.8- 86,14 FH n=6
14.7 yrs)
Hempel, Germany, 1998 18100 1 1 100,0 initial stage 2 medium
months malignancy
:Inn==44 n=14 Intermediate
_ risk
Kremens, Germany, 2002 | 11240 23 fnt:nxﬂz: :n1o'§t1hos 52,48 :{'/ ?1;3;3 n=5 high-risk
(note does not n=1 completely
total 23) necrotic
at dx
median FH n=3
Kullendorff, Sweden, 1997 | 19290 4 67 33,66 | n=2 UH n=1
months Il n=2 site or relapse lung
- n=2 and bone n=
(43-119 2 and b 2
mos)
. atdx 8 .
Maurer, Austria, 1997 18670 1 yIs 100 F IV with lung mets UH
UH n=2
Park, Korea, 2006 5450 3 2yrs (2-3 66,33 initial stage: FH n=1
yrs) Il (n=3) site of relapse lung
n=2, abdomen n=1
at dx:
I n=4
6 yrs (2- IILN + n=5 UH n=6 (3
Pein, France, 1998 17570 29 1g cars) 41,59 Il LN- n=7 anaplastic, 3 CCS)
y Il n=5 FH n=23
IV n=6
V n=2
at dx FH n=2
Saarinen-Pihkala, Finland, 17940 3 46 66%, 33% V (n=3) _ "rhabdomyomatous"
1998 months mets to lung n=1 n=1
(6-60)

C36




Study (Investigator, Record Group Age Age Age Gender M, Disease Disease Commen
country, record#) Number (N) (mean) | (median) | (Range) F (%) Stage/category Histology/Site (%) t
Initial stage
atdx 4.1 I n=1 UH n=1
Spreafico, ltaly, 2008 2380 15 years 30,70 Il n=2 CCSK n=1
(1.1-11.2) Il n=8
IV n=8
40.5 mos
Termuhlen, USA, 2006 4890 2 (21-60 100 F V n=2 FH n=2
mos)
Tucci, Brazil, 2007 3910 1
atdx 7 Il n=1 FH n=1
Valera, Brazil, 2004 8620 3 yrs (3-9 66,33 In=1 not reported n=2
yrs) IV n=1
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Appendix Table C13: Participant Characteristics Comparator Wilm’s Tumor

Study (Investigator,

Record

Group

Age

Age

Gender M, F

Disease

Disease Histology/Site

country, record#) Number (N) (mean) (median) (%) Stage/category (%) Comment
relapsed/recurrent,
high-risk o o
at dx 39 stage at initial dx: FH 82%, UH 18% .
months 1 18% site of relaps'e lung 36%,
Abu-Ghosh 2002 USA 45610 11 (13-192 11 9% pleura 9%, kidney 18%,
o kidney and lung 18% and
mos) 111 36% liver 9%
IV 27%
V 9%
FH n=56
focal anapl n=3
diffuse anapl n=1
at dx site of relapse lung onl
0-23 mos initial stage n=33 P g only
USAS008 44950 60 2447 mos 47,58 1m0 operative bed +/- lung +/-
— _ other n=7
n=21 IV n=20 X _
48+ n=35 liver +/- other n=6
abd or pelvis +/- lung n=6
lung and other n=6
other n=2
initial stage: Although 13 pts in
| n=1 ’ FH n=7 this study did not
7 (2 lost 2 yrs (1- Il n=3 relapse lung n=3, abd undergo HSCT,
Park, Korea, 2006 5450 t 71,29 = n=2, lung and abd n=1, only 9 were high
o f/u) 11yrs) Il n=1 .
IV n=2 abd, lung and bone risk relapse, 2
relapsed, high risk marrow n=1 were lost to f/u so
’ only 7 abstracted.
Recurred in a
mean time of 13.4
+/- 10 months
Tucci, Brazil, 2007 3910 10 2 years relapsed (range 2-36). One

of 10 of the
relapsed pts had
favorable px
factors.
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Appendix Table C14: Treatment Characteristics Wilm’s Tumor

Study (Investigator, | Record | Grou Sé::'r T)g:e leg?r:\e Condit_ionin Supporti | Comparativ C.?:'rel;):xl;aet::e Comment
country, record#) | Number | p(N) | o " HSCT nt g Regimen | ve Care | e Treatment Dose/Regimen
(s Ghosh 2002 45610 | 11 ICE
nephrect | T/CPM n=6
omy T/CPM/C
Campbell, USA, 2004 | 8570 13 | PB auto | N=13 n=2
poetl, ’ reinducti | T/E n=1
on CT C/CPM/Mel
n=12 n=4
bilateral
Dagher, USA, 1998 | 17840 | 1 PB auto nephrect | &/ cpy
omy, CT
and RT
Fazekas, Austria,
2008 2720 1 auto
nephrect
omy VP-
Goldman, USA, 2001 | 13330 1 PB auto Flank 16/T/cytoxan
RT
Hempel, Germany, | 54550 | 7 PB auto MEC
1996
Nephrec
tomy
lung
Hempel, Germany, 18100 1 BM auto metasta CIMIE
1998 sectomy
X2
RT to
lung
. 6 patients
MEC n=19 h}’r‘é{f‘t"’” received RT
M x2 n=1 ’ ’ after HSCT
. prophyla
Kremens, Germany, 11240 23 PB autolog E, thl(z and ctic Abx, (2 Iung .
2002 ous cyc n=1 . . consolidation
. irradiate ) .
mel and ifos ; 4 to palliate
= d blood
n=2 roducts recurrence
P after HSCT
BM n=2
Kullendorff, Sweden, | 19990 | 4 PBand | auto mel\VP-16/C
1997 BM n=2
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Study (Investigator,
country, record#)

Record
Number

Grou
p (N)

Stem
Cell
Source

Type
of
HSCT

Prior
Treatme
nt

Conditionin
g Regimen

Supporti
ve Care

Comparativ
e Treatment

Comparative
Treatment
Dose/Regimen

Comment

Malogolowkin
USA 2008

44950

60

prior
nephrectomy
, Radiation,
CT

CPM,E, C

Maurer, Austria, 1997

18670

PB and
BM

sequen
tial
double
auto

nephrect
omy

RT to
lung
mets
and
surgical
removal
of lung
mets

1st: modified
MEC
2nd: EC

Meyers, USA, 2001

13670

23

PB

auto

local
control
RT to
primary
tumor
and
mets

TBI
MEL

filgrastim

Park, Korea, 2006

5450

PB

auto

nephrect
omy;
prior
first-line
CT

RT after
relapse
n=1

MEC

TPN

CT

RT if stage llI
or IV or UH
(n=3)

In the early group
(treated 1983-1993)
doxorubicin was
added in cases where
patient had initially
received 2 drugs.

In the late grou[
(treated 1983-1993)
pts received
combinations of
CPMIE and C/E.

Groups of
pts were
divided into
two groups
(early and
late)
according to
date of
relapse.

Pein, France, 1998

17570

29

BM n=28
PB n=1

auto

MEC

"standar
dll

Saarinen-Pihkala,
Finland, 1998

17940

BM

auto

bilateral
nephron-
sparing
nephrect
omy

MEL
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Stem

Type

Prior

Comparative

Study (Investigator, | Record | Grou Conditionin | Supporti | Comparativ
country, record#) Number | p (N) el i [EEatus g Regimen | ve Care | e Treatment LLCEL LDl Eomment
’ Source HSCT nt Dose/Regimen
MEC n=7
M/T n=2 M=melphala
E/T/CPM n T=thiotepa
nephrect | n=2 CPM=cyclop
Spreafico, ltaly, 2008 | 2380 14 PB auto omy HD-ICE n=1 CT ICE hosphamide
n=14 HD-ICE, E=etoposide
M/CPM n=1 C=carboplati
MC n=1 n
E/T/ICPM
nephron-
sparing dopamin
Termuhlen, USA, 4 > Eg n=1 nephre_czt Mel/T/vincris | e, anti
2006 890 Foand jao | omy 2 | fing HTN Rx,
n=1 RTto 1 hydration
kidney y
n=1
nephrect
omy; multiagent
lung salvage CT,
Tucci, Brazil, 2007 | 3910 1 PB auto | 1€SIONS 1 E Ml c abdominal | cisplatin, C, CPM, E,
resected RT (n=6), ifo
; RT to and lung RT
lung and (n=3)
liver
hrect C/E/M
Valera, Brazil, 2004 | 8620 3 BM auto NePATECt | C/E/pulm RT
omy
C/E/lfos
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Appendix Table C15: Outcome Assessment Treatment Wilm’s Tumor

Study (Investigator, country, record#) | Record Number | Group (N) | Primary Outcomes | Secondary Outcomes | F/U Frequency/Duration
Campbell, USA, 2004 8570 13 (E)FSS median 30 mos (7-120)
Dagher, USA, 1998 17840 1 0s DFS
Fazekas, Austria, 2008 2720 1 (O]
Goldman, USA, 2001 13330 1 (O]
Hempel, Germany, 1996 20550 7 (D)I;S
Hempel, Germany, 1998 18100 1 DFS
(O]

Kremens, Germany, 2002 11240 23 EFS 58 mos (37-116)
Kullendorff, Sweden, 1997 19290 4 oS
Maurer, Austria, 1997 18670 1 oS
Park, Korea, 2006 5450 3 SFSS

. DFS
Pein, France, 1998 17570 28 oS 37 mos (7-96 mos)
Saarinen-Pihkala, Finland, 1998 17940 3 DFS
Spreafico, Italy, 2008 2380 14 (D)I;S
Termuhlen, USA, 2006 4890 2 (O]
Tucci, Brazil, 2007 3910 1 (D)I;S
Valera, Brazil, 2004 8620 3 DFS
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Appendix Table C16: Outcome Assessment Comparator Wilm’s Tumor

Study (Investigator, country, record#) | Record Number | Group (N) | Primary Outcomes | F/U Frequency/Duration
Abu-Ghosh 2002 USA 45610 11 e median flu 4.3 yrs
Malogolowkin EFS
USA 2008 44950 60 oS
Park, Korea, 2006 5450 7 EFS
(O]

. . DFS

Tucci, Brazil, 2007 3910 10 oS
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Appendix Table C17: Time to Event Outcomes Treatment Wilm’s Tumor

Study (Investigator,
country, record#)

Record
Number

Grou
p (N)

Outc
ome

Med
(mos)

3
yr

4
yr

HR
(95%)
cl

Outco
me_2

Med
(mos)_

4yr
TRM

HR (95%
cl)_2

Outco
me_3

Campbell, USA, 2004

8570

13

73
%

40-
6.86

EFS

60%

.40-6.88

Dagher, USA, 1998

17840

1.8
years

DFS

.5 years

Fazekas, Austria, 2008

2720

NED
at 12
mos

Goldman, USA, 2001

13330

NED
at
16+
mos

Hempel, Germany, 1996

20550

n=6 A
NED
at
medi
an
2.1
yrs
(0.5-
3.7
yrs)
n=1
DOD
19
mos

DFS

n=18
mos
n=6 A
NED at
median
21yrs
(0.5-3.7

yrs)

Hempel, Germany, 1998

18100

DFS

NED
at 32
mos
post
HSC
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Study (Investigator, | Record | Grou | Outc | Med | 3 | 4 (9";'3/) Outco (n':"::) V12| 2| ayr | HR(95% | Outco
country, record#) Number p(N) | ome | (mos) | yr | yr Clo me_2 - yz- yz- yz- TRM Cl)_2 me_3
OS and
EFSin
subgrou
p that
receive
d MEC
omens. o s deton
26%’;‘6”5' ermany. 11240 23 (+/- ke (n=19)
10.2 (- 0s
13.6)
%) 63.2 %
(+/-
11.0%)
EFS
54.1%
(+/-
14.9%)
2A&
W at
17
and
28
mos
Kullendorff, Sweden, 2
1997 19290 4 DOD
33
and 7
mos
after
HSC
T
Malogolowkin 42.
USA 2008 44950 60 3 EFS 48
A&
W at
4
Maurer, Austria, 1997 18670 1 years
in
CR2
yrs
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Study (Investigator,
country, record#)

Record
Number

Grou
p (N)

Outc
ome

Med
(mos)

yr

yr

HR
(95%)
cl

Outco
me_2

Med
(mos)_

yr_
2

yr_
2

4 yr
TRM

HR (95%
cl)_2

Outco
me_3

Meyers, USA, 2001

13670

23

EFS

~40
%

24
%

Park, Korea, 2006

5450

medi
an
53+
mont
hs
(31+-
76+)

EFS

median
53
months
(31-76
mos)

Pein, France, 1998

17570

28

60
%
+/-
18
%

DFS

50
%

+/-
17

Saarinen-Pihkala,
Finland, 1998

17940

DFS

media
n 51
month
s (40-
53
month

Spreafico, ltaly, 2008

2380

20

medi
an f/u
25
mont
hs
(14-
79)

55
%
+/-
13
%

DFS

25 mos
(14-79)

56
%
+/-
12
%

Termuhlen, USA, 2006

4890

NED

year
after
HSC
T n=1
DOD
6y2

after
HSC
T n=1

10
0%

10
0%
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Study (Investigator,
country, record#)

Record
Number

Grou
p (N)

Outc
ome

Med
(mos)

yr

yr

HR
(95%)
cl

Outco
me_2

Med
(mos)_

4 yr
TRM

HR (95%
cl)_2

Outco
me_3

Tucci, Brazil, 2007

3910

WED
84
mos
from
relap
se

DFS A
WED
84 mos
from
relapse

Valera, Brazil, 2004

8620

A&W
at12
mos
and 48
mos
one
patient
relapse
d after
HSCT
then
underw
ent CT
and is
in 3rd
CR for
22 mos
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Appendix Table C18: Time to Event Outcomes Comparator Wilm’s Tumor

Study (Investigator, country,
record#)

Record
Number

Group
(N)

Outcom
e

1yr

2yr

3yr

4yr

5yr

Outcome
2

Med
(mos)_2

yr_2

yr_2

Abu-Ghosh 2002 USA

45610

11

~73
%

63.6
+/-
14.5
%

63.6
+/-
14.5
%

63.6
+/-
14.5
%

63.6
+/-
14.5
%

PFS

63.6
+/-
14.5
%

Malogolowkin
USA 2008

44950

Park, Korea, 2006

5450

DOD
n=5
median
15 mos
(2-30
mos)

A NED
n=1 20+
mos

A with D
n=1
130+
mos

EFS

median 8
months (2-
20 mos)

Tucci, Brazil, 2007

3910

10

83.3
%

42.8
%

DFS

66.6
%

42.8
%
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Appendix Table C19: Adverse Events Treatment Wilm’s Tumor

Study (Investigator, Record Group | Severity or Grade o % Engraftment % Comment Severity of Grade Serious %
country, record#) Number (N) Infection ? Failure TRM TRM Hemmoragic Event SHE

Campbell, USA, 2004 8570 13 0% 0%
Dagher, USA, 1998 17840 1 0
Fazekas, Austria, 2008 2720 1 0
Goldman, USA, 2001 13330 1 0
Hempel, Germany, 1996 20550 7 0
Hempel, Germany, 1998 18100 1 0% 0%
Kremens, Germany, 2002 11240 23 0%
Kullendorff, Sweden, 1997 | 19290 4 0

1

long

term
Maurer, Austria, 1997 18670 renal 0

tubular

dysfun

ction

one for . . .
Meyers, USA, 2001 13670 23 sepsis (died) f,;) 13% | unreporte ?;zd(';rrhaglc pericarditis after RT 4
d reasons
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Study (Investigator, Record Group | Severity or Grade o % Engraftment % Comment Severity of Grade Serious %
country, record#) Number (N) Infection ° Failure TRM TRM Hemmoragic Event SHE
Park, Korea, 2006 5450 3 0
Pein, France, 1998 17570 29 0
?ggglnen-Plhkala, Finland, 17940 3 0% 0%
died of sepsis 4 7
Spreafico, Italy, 2008 2380 months after tx in %
CR n=1 °
Termuhlen, USA, 2006 4890 2 0 0
Tucci, Brazil, 2007 3910 0% 0%
Valera, Brazil, 2004 8620 3 0
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Appendix Table C20: Adverse Events Comparator Wilm’s Tumor

Study (Investigator, country, Record Group Severity or Grade 0 TR % Severity of Grade
record#) Number (N) Infection 4 CEIETS || TRM Secondary
Malignancy
Abu-Ghosh 2002 USA 45610 septic shock 27 reversible -ll\-/IR 0
one patient died of
. infl B virus and

Malogolowkin . - TR _
USA 2008 44950 60 aspergillus infec 2% M MDS n=1 2%

during maintenance
chemo
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Appendix Table C21: Design, Participant Selection and Enrolilment Rhabdomyosarcoma

Study Recor n Witrll1, dra
(Investigator, d Indication Disease Therap_eutl Group Participant Selef:tlon Design | Evaluat wn Comment
country, Numb c Setting (N) (Treatment Period) ed (Lost to
record#) er FIU)
prospe
Bisogno, Italy, Malignant Rhabdomyo | Metastatic HSCT : ctive
2009 75340 solid tumor scarcoma RMS (70) 1999-2006 single 70 0
arm
Breneman, Malignant Rhabdomyo | Metastatic Compara ) Case
USA, 2003 75360 Solid Tumor | scarcoma RMS tor (127) 1991-1997 series 127
52 transplanted
HSCT single and 44 failed to
Carli, Italy, Malignant Rhabdomyo | Metastatic (52) 9 meet transplant
16010 - 1989- arm 96 :
1999 Solid Tumor | scarcoma RMS Compara requirements
study
tor (44) and served as
comparators.
Doelken, .
Germany, 6570 I\S/Ial'lgnant Rhabdomyo Relapsed HSCT Case 2 0
2005 olid Tumor | scarcoma (2) reports
Donker, . Alveolar
Netherlands, 1420 Mal'lgnant Rhabdomyo Stage IV HSCT case 1 0 Allo transplant
Solid tumor RMS (1) study
2009 sarcoma
This report also
details three
other children
who died by 3
. Rhabdomyo . months of age.
Grundy, UK, 14200 Ma'llgnant scarcoma Congenital HSCT case 1 The paper also
2001 solid Tumor . RMS 1) report ;
congenital details all other
known cases
(7). In these
cases all
patients died
Stage Il or abstracted
Hara, Japan, malignant rhabdomyos | IV or HSCT ) Case from a astudy
1998 17950 Solid tumor carcoma relapsed (7) 1993-1997 series / 0 of multiple solid
RMS tumors
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Study Recor n With, dra
(Investigator, d Indication Disease Therap_eutl Group Participant Selef:tlon Design | Evaluat wn Comment
country, Numb ¢ Setting (N) (Treatment Period) ed (Lost to
record#) er FIU)
This paper
contains both
retrosp Allo and Auto
Koscielniak, . Metastatic . transplants.
Germany, 19800 | Malignant | Rhabdomyo | HSCT | 4986-1904 ective | 35 0 The data are
Solid Tumor | scarcoma (36) case
1997 recurrent . reported
series
together as
they cannot be
seperated.
Kuroiwa, 390 Malignant Rhabdomyo | Blueberry HSCT case 1 0
Japan, 2009 Solid Tumor | scarcoma Muffin (1) report
Kwan, Hong 20800 Malignant Rhabdomyo | Metastatic HSCT Case 1 0
Kong, 1996 Solid Tumor | scarcoma RMS 1) Report
Lucidarme Malignant Rhabdomyo Refractory HSCT :Irr'lgle HSCT
y 17610 - or relapsed 1987-1995 0
France, 1998 Solid Tumor | scarcoma RMS (8) phase (8)
Il
There is one
patient who is
22 years old.
He is included
in these
results. His
. . . survival is
Matsubara, 10810 Mal'lgnant Rhabdomyo | High-risk HSCT 1990-1999 Ca§e 29 0 similar when
Japan, 2003 Solid Tumor | scarcoma RMS (22) series
compared to a
16 and a 20
year old with a
similar site of
relapse and
status at
transplant
This is not a
HSCT .
HSCT comparative
. . Two (101)
McDowell, Malignant Rhabdomyo | Metastatic (101) ) . study but two
UK, 2010 75350 Solid Tumor | scarcoma RMS Compara 1998-2005 single Compar single arms
arms ator e
tor (45) (45) within the
same study
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Study
(Investigator,
country,
record#)

Recor

Numb
er

Indication

Disease

Therapeuti
c Setting

Group
(N)

Participant Selection
(Treatment Period)

Design

Evaluat
ed

n,
Withdra
wn
(Lost to
F/U)

Comment

Misawa,
Japan, 2003

11040

Malignant
Solid Tumor

Alveolar
RMS

Refractory
RMS

HSCT
(1)

1997

Case
Study

0

Allogeneic
transplant

Moritake,
Japan, 1998

18280

Malignant
Solid Tumor

Rhabdomyo
scarcoma

relapsed

HSCT
(1)

1994

Case
report

0

Navid, USA,
2006

5930

Malignant
Solid tumor

Rhabdomyo
scarcoma

Metastatic
RMS

HSCT
(8)

1996-2000

case
series

1 LFU at
78
months
post
transpla
nt

2 people
were
removed
from the
protocol
(one
due to
fungal
infection
, one
due to
delayed
hem.
Recover
y)

1 patient
was
non-
complia
nt

only two were
transplanted as
they achieved
CR, one other
achieved CR
but was the
LFU

Oue, Japan,
2003

10950

Malignant
solid Tumor

Rhabdomyo
scarcoma

Metastatic
RMS

HSCT
M

1991-2001

case
series

one
patient
died
prior to
surgery
due to
progress
ive
disease
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Study Recor n With, dra
(Investigator, d Indication Disease Therap_eutl Group Participant Selef:tlon Design | Evaluat wn Comment
country, Numb c Setting (N) (Treatment Period) ed (Lost to
record#) er F/U
)
retrosp
ective
analysi
Pappo, USA, Malignant Rhabdomyo | relapsed Compara s of
1999 48020 Solid Tumor | scarcoma RMS tor (605) 1984-1997 three 605 0
single
arm
studies
Pappo, USA, Malignant Rhabdomyo | Metastatic Compara Case
2001 47860 Solid Tumor | scarcoma RMS tor (48) 1994-1996 series 48
Raney, USA, Malignant Rhabdomyo | Metastatic Compara case
2008 2440 Solid Tumor | scarcoma RMS tor (91) 1978-1997 series 91
Sandler, USA, Malignant Rhabdomyo | Metastatic Comapra Case
2001 12810 Solid Tumor | scarcoma RMS tor (152) 1986-1991 series 152
only abstracted
treatment arm
as comparator
Sato, Japan, 48070 Malignant Rhabdomyo | Stage Il or HSCT 1993-1998 case HSCT HSCT treatment was
1998 Solid Tumor | scarcoma IV RMS (5) series (5) (5) not specified
for two
historical
controls
Scully, USA, 14580 Malignant Rhabdomyo | Recurrent HSCT Case 1 0
2000 Solid Tumor | scarcoma RMS (1) report
prospe this was a
Shaw, Israel, 20050 Malignant Rhabdomyo | Stage IV HSCT ctive 9 0 study with
1996 solid Tumor | scarcoma RMS 9) case mixed solid
series tumors
these patients
were enrolled
. . Recurrent/r in three
ﬁg’;\v‘g(’;g'{f 43550 g"a'.'gna”t Rhabdomyo | ococtory | COMPAM™ | 1995 1996 Case | 57 0 freatment
, olid tumor scarcoma RMS tor(27) series tocols but
protocols bu
will be reported
together
Walterhouse, Malignant Rhabdomyo | Metastatic HSCT case
USA, 1999 17240 Solid Tumor | scarcoma RMS (8) 1992-1994 series 8 0

C55




13

13

- . trosp | (compa
Williams, Malignant Rhabdomyo i Compar ect
Canada, 2004 9010 Solid Tumor | scarcoma Metastatic ator) 19691999 revior .
4 review | 4
(HSCT) (HSCT)
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Appendix Table C22: Participant Characteristics Treatment Rhabdomyosarcoma

Study (Investigator, Record Group Age Age Age Race | Gender M, Disease His?c:ls:asleSite Comm
country, record#) Number (N) (mean) | (median) | (Range) | (%) F (%) Stage/category (%g)y ent
(<11) year metastatic most
o common primary | 63% Alveolar RMS
. HSCT <10 470/° Male sites include 36% Embryonal
Bisogno, Italy, 2009 75340 years 53% N -
(70) (38) Female head and neck, 1% not otherwise
>=10 limbs and spec
(32) abdomen/pelvis
Alveolar (44%)
Embryonal/NOS
(56%)
Primary site
31 pts. < 4
Carli, ltaly, 1999 16010 HSCT 10 21 metastatic Extremity,
(52) Pis. > 10 parameningeal ,
’ other (75%),
Genitourinary tract
and Head and
Neck (25%)
Pt 1-Stage IV
with mets to
Pt 1- gjnn(?}ﬁ:r?g\:veas Both Alvelolar
HSCT s RMS with varrious
Doelken, Germany, 2005 6570 ) 115 2 males Pt2-initial stage metastatic sites at
Pt 2-13 T1b NOMO, transplant
metastatic
disease at
transplant
extensive local,
HSCT abdominal and
Donker, Netherlands, 2009 | 1420 8 years White | Female Stage IV RMS thoracic lymph

node metastases,
no BM invasion.
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Disease

Study (Investigator, Record Group Age Age Age Race | Gender M, Disease Histology/Site Comm
country, record#) Number (N) (mean) | (median) | (Range) (%) F (%) Stage/category (%g)y ent
diagnos congential alveolar
Grundy, UK, 2001 14200 HSCT | oqat Male RMS/right thigh
(1 birth and multiple skin
nodules
6.8 at } stage Il (2), o
Hara, Japan, 1998 17950 S?CT diagnos | 3 16133 stage IV (3), g%" ’é'r:’go';:al
is Y replased (2) o ENDry
Patient
popula
tion
contai
ns at
least
one
patient
RMS alveolar over
(61%) tahgee of
Koscielniak, Germany, HSCT 6 at RMS embryonal
1997 19800 (36) diagnosis (<1-22) (36%) Z;ﬁgt
Undifferentiated P
(3%) s had
metast
atic
diseas
e and
9 had
relaps
ed
diseas
e.
HSCT <1 at Alveolar
Kuroiwa, Japan, 2009 390 A1) transplan RMS/priamry skin
t lesions
Alveolar
RMS/primary site
Kwan, Hong Kong, 1996 20800 H?CT ;gars Female ﬁ}age IV/ Group left thenar

region/metastatic
to the breast
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Disease

Study (Investigator, Record Group Age Age Age Race | Gender M, Disease Histology/Site Comm
country, record#) Number (N) (mean) | (median) | (Range) (%) F (%) Stage/category (%g)y ent
2-17 for ﬂztgs’gtic
Lucidarme, France, 1998 17610 whole .
study disease at
transplant
Alveolar 7 (32%)
and Embryonal 15
14 males (68%)
8.5 at } o group Ill (14) or . .
Matsubara, Japan, 2003 10810 HSCT transplan 2-22 (64%) IV at transplant vgrrled primary
(22) t years 8 Females ®) sites
(36%) parameningeal
was the most
common (7)
17.6 A 16 20% Mal
HscT | months | onths 0% Male, . .
Matsubara, Japan, 2005 7580 (5) at at 3-41 80% distant metastasis
diagnos diagnosis Female
is
HR' 21% Embryonal,
HR' 17175 HR' 64% Alveolar, 8%
' . . 0, 0,
McDowell, UK, 2010 75350 HSCT 106 SR’ 6% Male | \otastatic unspecfied, 6%
(101) SR 0.52- SR unknown
4.28 9'93 60% Male primary sites
’ include 28% Orbit,
17 at Stage |, Clinical
Misawa, Japan, 2003 11040 HSCT present Female Grogp . . Alveolar RMS
(1) ation undifferentiated
RMS
HSCT 10 at Unspecified
Moritake, Japan, 1998 18280 (1) diagnos male metastatic to BM | subtype/ primary
is nasal tumor
HSCT (1.6- 38% Male Alveolar
Navid, USA, 2006 5930 ®8) 15.5 13.1 18’ 7) 62% metastatic/ RMS/varrious
’ Female primary sites
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Disease

Study (Investigator, Record Group Age Age Age Race | Gender M, Disease Histology/Site Comm
country, record#) Number (N) (mean) | (median) | (Range) (%) F (%) Stage/category (%g)y ent
primary site Lt.
ue, Japan, ) emale metastatic uttock metastatic
Oue, Japan, 2003 10950 H?CT - femal tastat buttock metastati
y to the Lt. femur
60% Embryonal,
40%
HSCT 5.34 at 7:10 60% Male undifferentiated
Sato, Japan, 1998 48070 (5) diagnos | 7 : ears 40% Stage IIl RMS retroperitoneum
is y female (2), parameningeal
(1), Femur (1),
Orbit (1)
~5at Local recurrence
HSCT of embryonal
Scully, USA, 2000 14580 (1) ;rtanspla Female local recurrence RMS/upper arm
priamry site
HSCT | 85 Stage |V various
Shaw, Israel, 1996 20050 ©) years 4-15 primary sites
. HSCT . maxilla and
Taguchi, Japan, 2005 7430 (1) 4 M metastatic mandible
63% Alveolar, 25%
63% Stage IV/group 4 o
Walterhouse, USA, 1999 | 17240 HSCT 144 12.5 3-17 Female RMS various Embryonal, 12%
(8) years o . . unknown various
37% Male primary sites L
metastatic sites
™
0,
TX. <10 Izgr/r:ale Embryonal RMS/
' o , primary head and
Williams, Canada, 2004 | 9010 Z?CT Comp éi ﬁ’] Male Etﬁge Vmetsto | oo
7<10' 54% Fl)\/lale' 9 parameningeal,
6>10 470/2 bladder/prostate
Female
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Appendix Table C23: Participant Characteristics Comparator Rhabdomyosarcoma

Study (Investigator, Record Group Age (mAe%?an Age Race | Gender M, Disease Disease Com
country, record#) Number (N) (mean) ) (Range) | (%) F (%) Stage/category | Histology/Site (%) ment
36% embryonal,
46% alveolar, 3%
undiff
most common
primary sites
c t 56% male o extremity (28°/c;),
ompara o age parameningea
Breneman, USA, 2003 75360 or (127) 7 0-19 é4 % IV/Catagory IV (20%) and Trunk
emale o
(20%)
Lung was the most
common metastatic
site, folowed by
bone marrow, and
lymph nodes
Alveolar (30%)
Embryonal/NOS
3 Pts. (70%)
<1,27 Primary site
. Comparat Pts. Extremity,
Carli, ltaly, 1999 16010 or (44) <10, 14 parameningeal ,
Pts other (80%),
>=10 Genitourinary tract
and Head and Neck
(20%)
This is
the
No bone or :t:\jnd
bone marrow 57% Embryonal risk
60% Male mets . 33% alygqlar 9% group
McDowell, UK, 2010 75350 Comparat 4.28 0.52- 40% pargmenlngeal unspecificied or in this
or (45) 9.93 Female (22%) and unknown wo
pelvis (31%) 71% had mets to the arm
most common lung risk
primary sites stratifi
ed
study.
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Age

Study (Investigator, Record Group Age (median Age Race | Gender M, Disease Disease Com
country, record#) Number (N) (mean) ) (Range) (%) F (%) Stage/category | Histology/Site (%) ment
stage | 17%, .
stage I 8%0 botryoid (3%),
Stage Il 36,% embryonal (53%),
Stage IV 36%, alveolar or undiffer
’ 0,
Comparat 2tyears 73% 57 % Male | unknown 3% (iisn:;)rmtzfrzgr(') g?trg;) "
Pappo, USA, 1999 48020 P : 0-20 ° | 43% 9% clinical primary 5
or (605) diagnos White Female group I, 9% extremities (26%)
is o Parameningeal
clinical group Il, (19%) and
45% clinical ; ° it
group lll, 37% r?£3perl oneum
clinical group IV (13%)
29% Embryonal,
48% alveolar, 4%
70% Undifferentiated,
White 19% Unspecified
10 at o 52% Male, . - o
Pappo, USA, 2001 47860 Comparat diagnosi | 0-19  15% | 489, Metastatic Primary sites 43%
or (48) s Black, Female retroperitoneum/peri
15% neum/trunk, 23%
Other extremities, 15%
GU/bladder/prostate
, 19% other
48% Embryonal,
37% alveolar, 15%
Other
priamry sites include
58% Male, o . o
Sandler, USA, 2001 12810 Comaprat 8.5 (0-19) 42% metastatic 31% extremity, 18%
or (152) HN (including orbit
Female .
and parameningeal),
18%
retroperitoneum,
34% other
, ZE/:eS(;:geeTcg 37ZA) alveolar
. Comparat 48% stage Il, 11% 410A’ Embryonal
Van Winkle, USA, 2005 43550 or(27) 11.3 2.1-20.5 Female stage Il 63% 11%
52% Male ge i, 0o 7% Undifferentiated

Stage IV, 22%
Unknown

11% unknown
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Age

Study (Investigator, Record Group Age (median Age Race | Gender M, Disease Disease Com
country, record#) Number (N) (mean) (Range) | (%) F (%) Stage/category | Histology/Site (%) ment
)
7 9 patients Alveolar,
patients 54% Mal 3fem(tj)ryqnal,1 it
o Male mixed-primary site
Williams, Canada, 2004 | 9010 gf?;g)arat ST 47% itzfﬂesi't\é?em Trunk(B),
atients Female bladder.prostate (2),
510 extremity (4)

Gennitourinary (1)
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Appendix Table C24: Treatment Characteristics Rhabdomyosarcoma

Study Recor Cond | Immunosup
(Investigator d Group Stem Type Prior itioni pressive Supp Comparativ Comparative
country ’ Numb (N) Cell of Treatment ng therapy for | ortive e Treatment Treatment Comment
record #i er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
those with at
least a
surgery + partial
chemo response
including thiote moved onto
ifosfamide, pa HD with
Bisogno, Italy, HSCT vincristine, ’ stem cell
2009 75340 (70) PBSC Auto actinomycin, rr;elph support.
CY, g$n’ Patients
carboplatin, received
vincristine, three rounds
etoposide of HDC and
stem cell
infusion.
melphalan-
vincristine +
Comp vincristine,
E(r)%réeman, USA. | 75360 | arator (thllemo *h- dactinomycin and
(127) CY (VAC) or VAC
+ ifosfamide +
etoposide
HSCT epirubiciq, epirubicin',
(52) cgrbgpl_atln, c_arbc_;p!atln,
Carli, Italy, 1999 | 16010 | Comp | "BSC | auto | Vincristin, Melph vineristin,
arator or BM _actlnorqy0|n, alan gctlnomycm,
(44) ifosfamide, ifosfamide,
etoposide etoposide
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Stud Recor Cond | Immunosup
(Investig);tor d Group Stem Type Prior itioni pressive Supp Comparativ Comparative
count ’ Numb (N) Cell of Treatment ng therapy for | ortive e Treatment Treatment Comment
recor: drzi er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
pt1-CWS-96 p
t1-
Arm B TBI,
protocol ctono
including sidg
Pt1- ifosfamide, cy ’
PBSC vincristine, Pto-
from carboplatin, immu | Pt 1-
HLA- epirubicin and .
. . Pt1- . . nosup | cyclosporin
identica actinomycin .
S Alloge : pressi | Aand MTX
| sibling neic D, etoposidem on and
Doelken, 570 | ISCT | Pt2 pt2- | andRT with | prednisolone
Germany, 2005 (2) PBSC A Pt2- CWS-91 P CellC
from uto protocol treosu | and CellCept
then Ifane after
HLA- chemo+ RT
. . Allo ’ and AGVHD
identica relapsed +2 flud develobed
| years, Auto E ar evelope
fraterna transplant abine
. W/O
| twin after HD w/ HD
thiotepa and chem
CY, resection o (for
and RT lung
mets Alllo)
SIOP MMT-98
protocol;
including etopo
Donker vincristine, sidg
Netherlands, 1420 HSCT | Bone AII_oge .dactmo_mycm, cy QSA was
) Marrow | neic ifosfamide, given
2009 and
carboplatin,
R TBI
epirubicin,

etoposide and
CY.
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Study Recor 9.0'"! Immum_)sup .
(Investigator d Group Stem Type Prior itioni pressive Supp Comparativ Comparative
country, ’ Numb (N) Cell of Treatment ng therapy for | ortive e Treatment Treatment Comment
record #i er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
chemo
including
vincristine,
actinomycin transplant
Grundy, UK, 14200 HSCT D. CY melph was followed
2001 (1) AT alan by more
doxorubicin,
etoposide + chemo
amputation of
the right leg
Chemo
containing lamin
cisplatin, CY, ar air
vincristine. flow,
Ifosfamide, Thiote total 6 patients
dactinomycin, | pa, paren were
Hara, Japan, \7050 | HSCT |PBSC |, = | Sioposde. | melph teral. transplanted
1998 7) or BM ety o on in CR one
pirarubicin busulf and vc\:/aRs notin
were an antibi
administerd in otics,
some patients G-
+/- surgery CSF
and LRT
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Stud Recor Cond | Immunosup
7y Stem Type . itioni pressive Supp . Comparative
(Investigator d Group Prior Comparativ
count ’ Numb (N) Cell of Treatment ng therapy for | ortive e Treatment Treatment Comment
recor: drzi er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
CWs-81,
CWS-86,
CWS-91, (23
patients),
MMT stage IV 14
B;\fiéi?s (12) CWS meloh receiv
EBSC- relapse (1), alanp ed G-
- Auto- | treatment p CSF
Koscielniak, HSCT | 5 h VP16,
19800 . 31 included or
Germany, 1997 (36) patients T carbo
Allo-5 | vincristine, . GM-
Allogen . . platin
. dactinomycin, CSF
eic-5 +/- RT
patients Cv, SUppo
doxorubicin, rt
ifosfamide,
VP16,
carboplatin,
epiadriamycin
Chemo ifosfa
) . mide-
. including .
Kuroiwa, Japan, 390 HSCT Auto vincristine, qlspla
2009 (1) . ’ tin-
actinomycin etopo
D, CY side
Vincri
stine,
ifosfa
mide,
actino
adriamycin mycin
and CY + D
ﬁ‘(’)"r?” 1'*9%%9 20800 :?CT PBSC | Auto | Surgeryand | HDC it;agg"a”ted
9 post-operative | with
radiation carbo
platin,
etopo
side,
melph
alan
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Study
(Investigator,
country,
record#)

Recor

Numb
er

Group
(N)

Stem
Cell
Source

Type
of
HSCT

Prior
Treatment

Cond
itioni
ng
Regi
men

Immunosup
pressive
therapy for
GVHD
prophylaxis

Supp
ortive

Care

Comparativ
e Treatment

Comparative
Treatment
Dose/Regimen

Comment

Lucidarme,
France, 1998

17610

HSCT
(8)

PBSC
or BM

Auto

chemo
including CY
or ifosfamide
+/- sugery +/-
RT

Thiote
pa

lamin
ar air-
flow,
right
atrial
cathet
ers,
paren
teral
nuitriti
on,
broad
spectr
um
anti-
biotic
S,
blood
produ
cts
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Study Recor Stem Type ﬁ::::lcll In;)T:SZ?:: : Supp Comparative
(Investigator, d Group Prior : Comparativ
count Numb (N) Cell of Treatment ng therapy for | ortive e Treatment Treatment Comment
recordr;i er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
includ
ed Hi-
treatment MEC .
varried and (et.op intrav
included VAC | °Sid®: enous
M carbo hyper
(vincristine, latin alime
dactinomycin Enelpﬁ ntatio
?—:&CY) VAC- alan), N or
(pirarubicin + I\H/III-EC bloc()jd
VAC), VCA( | | ptro u
vincristine, iraru ﬁese?ise
Matsubara, 10810 hsct PBSC Auto dactinomycine Eicin d. G-
Japan, 2003 (22) and BM , CY, eto c’) C'SF
docorubicin, op
VA side + was
(vincristine, melph ysed
g . alan + in 14
dactinomycin, ifosf "
ifosfamind) +/- 'mc?z: tpsa len
cisplatin, ’
: etopo transp
etoposide or .
side + lanted
methotrexate :
and +/- thiote after
surgery & RT pa, 1993
Melph
alan
alone
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Stud Recor Cond | Immunosup
(Investi );tor d Grou Stem Type Prior itioni pressive Supp Comparativ Comparative
coun? ’ Numb (N)p Cell of Treatment ng therapy for | ortive e Treztment Treatment Comment
recor: drzi er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
seque
ntial
high ifosfamide,
dose vincristine, sequential
thera chemo and actinomycin D, HIZ():Ithera
HSCT py surgery +/- carboplatin, was iver?};t
(101) contai radiotherapy | etoposide, and 14 dg
McDowell, UK, 75350 Com Auto PBSC doxorubicin or | ning followed by epirubicin intervgls
2010 aratopr carboplatin cyclo maintenance | (induction) after reqardless of
(45) phosp therapy 9 local therapy blgod count
hamid courses of patients received Four does )
e, VAC 9 cources of VAC :
. were given
etopo (maintenance
side, therapy)
carbo
platin
vincristine, piraru
Alloge | oy, bicin,
neic . . )
from p:{arub;cm et(cj;po Cyglosporlne
Misawa, Japan, HSCT alternating side, an
2003 11040 (1) PBSC ::Iilt_a':n\{ic with carbo | methylperdni
al etoposide, platin, | solone
- ifosfamide, melph
sibling . .
and cisplatin alan
VCR, etopo
. . side,
actinomycin
. D, CY carbo
Moritake, Japan, 18280 HSCT BM Alloge i’rarul’)icin platin, | methotrexat
1998 (1 neic gnd piraru | e
. . bicin,
ifosfamide + meloh
RT P
alan
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Study Recor Cond | Immunosup
e d Group Stem Type Prior itioni pressive Supp Comparativ Comparative
e ) s (N) Cell of Treatment ng therapy for | ortive e Treatment Treatment Comment
record #i or Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
Ifosfa
mide
and
melph
alan G-
(first) CSF, thisis a
20615'3’ Japan, 10050 | HSCT Auto- | emo + RT | Busulf blood tandem
(1 Auto
an produ transplant
and cts
thiote
pa
(seco
nd)
vincristine-
Actinomycin
(14%), vincristine-
Actinomycin-CY or
Comp similar (37%),
Ijgggo, USA, 48020 | arator ;q_emo *- vincristine,

(605) doxorubicin,
actinomycin, CY
+/- other agents
(25%), window +
other (24%)
Topotecan + VAC

Comp alternating with

5885)0, USA, 47860 | arator %‘_emo *- vincristine,

(48) topotecan, CY or
topotecan + VAC
vincristin,
actinomycin D, CY

compa +/-doxorubicin,

zRggsey’ USA, 2440 rator ;q_emo - cisplatin,

(91) dacarbazine,
etoposide and/or
ifosfamide

Comp ifosfamide,

ggg$ler, USA, 12810 arator g¥emo *h- doxorubicin and

(152) VAC
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Stud Recor Cond | Immunosup
(Investig);tor d Group Stem Type Prior itioni pressive Supp Comparativ Comparative
country, Numb (N) el e Treatment ng | therapyfor | ortive | ' oent Treatment Comment
recordr;i er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
Hydro
Xyzin
Hi- e and
Chemo +/- MEC hydro
1885%’ Japan, 48070 '{é?CT PBSC Auto surgery and or | +/- cortis
RT pyrar one
ubicin and
G-
CSF
prior chemo
Lo,; él’;lél:l HDC tumor was
ch emor,for with excised after
Scully, USA, 14580 | 1SCT | pgsc | Auto | recurrence cY SC rescue
2000 (1) included and and radiation
ifosfamidem clartp 0 \(’jva|s g
carboplatin, platin elivere
etoposide
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Study
(Investigator,
country,
record#)

Recor

Numb
er

Group
(N)

Stem
Cell
Source

Type
of
HSCT

Prior
Treatment

Cond
itioni
ng
Regi
men

Immunosup
pressive
therapy for
GVHD
prophylaxis

Supp
ortive
Care

Comparativ
e Treatment

Comparative
Treatment
Dose/Regimen

Comment

Shaw, Israel,
1996

20050

HSCT
(©)

PBSC
and BM

Auto

Chemo +/-
surgery and or
radiation
therapy
chemo
included
vincristine,
adriamycin,
CY etoposide,
ifosfamide

carbo
platin,
melph
alan,

paren
teral
nutriti
on,
antibi
otics
and
anti-
fungal
thera
py
was
prove
ded
based
on the
patien
t
status
. G-
CSF
or
GM-
CSF
was
used
in
some
patien
ts

Taguchi, Japan,
2005

7430

HSCT
(1)

carboplatin
and etoposid

Van Winkle,
USA, 2005

43550

Comp
arator(
27)

chemo

Ifosfamide and
etoposide
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Stud Recor Cond | Immunosup
(Investi );tor d Grou Stem Type Prior itioni pressive Supp Comparativ Comparative
coun? ’ Numb (N) P Cell of Treatment ng therapy for | ortive e Treztment Treatment Comment
recor: drzi er Source | HSCT Regi GVHD Care Dose/Regimen
men | prophylaxis
G-
CSF,
flucon
azole
Chemo and proph
radiation +/- ylaxis,
surgical broad
resection spectr atients
chemo um gchievin a
regemis thiote antibi completeg
included pa, otics
Walterhouse, 17240 | MSCT 1 pesc | Auto | vincristine, cv, for resonse
USA, 1999 (8) . . were offered
dactinomycin, | carbo fever, HDC with
CY, platin paren
stem cell
melphalan, teral rescue
etoposide, nutriti
ifosfamide on
and and
doxorubicin blood
produ
ct
suppo
rt
ifosfamide .
and etoposide eltopo 13 pgtlents
alternating side, ifosfamide and received
HSCT L cY . radiation with
) vincristine,CY, with Chemo +/- etoposide curitive intent
Williams, doxorubicin radiation and | alternating
9010 Coma Auto or . s of these 4
Canada, 2004 and/or . surgical vincristine,CY, .
prator actinomycin witho resection doxorubicin and/or received
(13) e ut ) . HDC with
+/- radiation melph actinomycin Stem cell
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Appendix Table C25: Outcome Assessment Treatment Rhabdomyosarcoma

Study
(Inxglsjt':?rayt,or, 53;‘%";_ Group (N) Primary Outcomes %T::gg;a‘g F/U Frequency/Duration Comment
record#)
Children less that 10 had
significantly better outcomes
Bisogno, Italy . . that pldgr children _54.3%. Under
2009 ’ ’ 75340 HSCT (70) Survival Toxicity multivariate modeling RR of
2.59 (1.3-5.1) for children over
10 for the role of age as a
prognostic factor for survival
who was transplanted ended up
Carli, Italy, 1999 | 16010 HSCT (52) Overall Survival Event Free being center based not
response based
Pt 1- died of progressive
disease 146 days post
transplant due to disease
progression
Doelken Pt 2- recurred three years Transplants were not perfomed
G ’ 6570 HSCT (1) after Auto transplant, five on patients in complete
ermany, 2005 S
years after Auto transplant remission
he received an Allo he
died 379 days post Allo
transplant due to disease
progression.
Patient had severe ifosfamide
tubulopathy that evolved into
Donker, Patient was followed and chronic renal insufficiency but is
Netherlands, 1420 HSCT (1) Survival has survived 4 yearspost- sAppendix Table 3with
2009 transplant conservative therapy.
Transplant was completed on a
patient in complete remission.
. 100% of patients were alive
ZD(‘)‘(')‘(')“"" USA, 14610 HSCT (4) Survival :“e%;“rfggr harms | .+ 2 median FU of 57
months (46-80)
Grundy, UK, . Patient recurred and died at
2001 14200 HSCT (1) Survival 2 years 3 months of age.
4 alive NED median 26.5
Hara, Japan . months (15-32)
1998, ’ 17950 HSCT (7) Survival Harms 3 DOD median 6 months (3-

6)
1 TRM 1 month
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Study

(In:ﬁlsjt':?ra;t,or, l?:r(:\?)fr Group (N) Primary Outcomes %zc:gg;zrg F/U Frequency/Duration Comment
record#)
estimated Event
Free Survival at | 9 alive NED median FU of
2 years after 57 (32-108) months after
Koscielniak, . HDC 36 +/- 7% | diagnosis, 27 (20-100)
Germany, 1997 19800 HSCT (36) Survival 2 years after months after HDC.
diagnosis 55 +/- | 1 alive in 2nd CR after
8%' additional loal treatment
Harms
and Patient is alive with Patient suvived transplant and
Kuroiwa, Japan, 390 ifosfamide- Survival controlled disease at age 3 recurred with metastatic disease
2009 cisplatin- years 11 months, 46 months | after transplant was treated with
etoposide after diagnosis Chemo
Kwan, Hong . Alive NED 3 months post
Kong, 1996 20800 HSCT (1) survival transplant
One patient was in complete
remission at 33 months all patients two patients were
Lucidarme, . post-transplant transplanted in partial remission
France, 1998 17610 HSCT (8) Survival Harms 7 were DOD median 7 and 6 had progressive diease at
months (2-38) post the time of transplant.
transplant
60% alive at a median of the two patients who died
Matsubara, . 107 months FU developed CNS involvement
Japan, 2005 7580 HSCT (5) Survival harms 40% died at a median of 26 the three others remained non
months FU CNS
perowel UK. 75350 | HSCT (101) | Survival Harms 16.56 (0.76-101.39) 8 SAE were reported but not
. Survival- Paient died of . .
g/I(;%%wa, Japan, 11040 HSCT (1) progressive disease 165 ;atlent was NOT in CR when
e transplant was completed
days after transplant
Survival ~21 months after . .
Moritake transplant the patient dies Patlgnt received donor lukocyte
Ja 1’998 18280 HSCT (1) due t - infusion 12 months after
pan, ue to progressive

disease

transplant as salvage
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Study

(In:ﬁlsjt':?ra;t,or, E:;‘%Tr Group (N) Primary Outcomes %euciggizrg F/U Frequency/Duration Comment
record#)
2 alive NED median 79 Only two patients were
months (65-92) post transplanted as they reached
enroliment CR and stayed on study. One
Navid. USA HSCT (8), 2 . 1 LFU at 78 months who achieved CR was LFU.
2006 ’ ’ 5930 transplanted 6 | Survival harms 3 DOD 12 months (9-16) In a cox model for all those who
were not post enroliment were transplanted (more than
2 Toxic Death median 6.5 just RMS) there was no
(5-8) months post evidence that transplantation
enroliment had an effect on survival
Oue, Japan . patient was alive 19 months har_ms were fqr non RMS.
, ’ 10950 HSCT (1) Survial Harms . patients as this was a mixed
2003 after disease onset
tumor study
Sato, Japan . a!ive without evidence of Transplanted in Complete
1998, ’ 48070 HSCT (5) Event Free Survival disease (EFS) of 23.4 remission
months post-transplant
Alive with secondary
Scully, USA, . malignancy approxamatly 3
2000 14580 HSCT() Survival Harms years after transplant for
RMS
44% DOD median 286 days
Shaw, Israel . follow-up .
1996 ’ ’ 20050 HSCT (9) Survival Harms IA;‘EJ% NED median 745 days
11% AWD 350 days FU
Taguchi, Japan . Dead at 19 months after
2005 ’ ’ | 7430 HSCT (1) Survival NR 19 months transplant
Non CNS group
38% DOD at median of 15
months after diagnosis (not
transplanted)
75% of those transplanted
are DOD median 12 months | Five patients achieved a
Walterhouse, . post transplant or 20 months | complete resonse and were
USA, 1999 17240 HSCT (8) Survival Harms post diagnosis elligible for transplant, one

25% alive NED at 53
months post trans

patient who declined
transplant DOD 30 m from
diag

refused
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Study

(Investigator, Record . Secondary .
country, Number Group (N) Primary Outcomes Outcomes F/U Frequency/Duration Comment
record#)
patients with embryonal
Williams Event Free histology, metastasis confined
’ H 0,
Canada, 2004 9010 HSCT (4) Survival Surival to the lung, and < 10 had 100%

survival at 3 years compared to
0% for the remaining patients
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Appendix Table C26: Outcome Assessment Comparator Rhabdomyosarcoma

Study Second
(Investigator, | Record Primary ary .
country, Number Group (N) Outcomes | Outcom F/U Frequency/Duration Comment
record#) es
Breneman, Comparator .
USA, 2003 75360 (127) Survival
. Event
Carli, ltaly, Overall
1999 16010 Comparator Survival Freg
survival
Grundy, UK,
2001 14200
McDowell, Comparator .
UK, 2010 75350 (45) Survival Harms 30.16 months (0.69-105.40)
Paopo. USA Comparator five year survival botroid 64% histologic subtype at initial diagnosis associated with
1988 ’ ’ 48020 (605)p survival (40-88), embryonal 26% (21- survival after recurrence, but survival not affected by site
31), alveolar/undiff 5% (2-8) of recurrence.
;’gg$o, USA, 47860 Survival Harms Egmber of metastatic sites influenced survival 1 or 2 vs.
Patients who are < 10 or with embryonal RMS, or a GU
Sandler, USA, 12810 Comparator Survival Harms primary site, or no nodal disease at presentation and
2001 (152) patients lacking bone or bone amrrow involvement at
presentation fared significantly better.
. Male gender (p=.015), Embryonal histology at recurrence
Van Winkle, 43550 Comparator Survival Harms (p=.005), and CR (p=.014) were associated in univerate
USA, 2005 (27) P .
analysis with improved survival
- Event
Williams, Comparator .
Canada, 2004 9010 (13) Survival Free.
Survival

Appendix Table C27: Time to Event Outcomes Treatment Rhabdomyosarcoma

Study (Investigator, Record Med 1 2 4 o
country, record#) Number S () eniEE (mos) | yr | yr 3yr yr I P L
0, -
Bisogno, ltaly, 2009 75340 HSCT (70) g2'3 % (30.5-53.6)
year survival
. 3 year 40.0(25.5- ~8 | ~4 | 40.025.5 | ~4 | ~40 | 0.2 for three year
Carli, ltaly, 1999 16010 HSCT (52) 54.7) 6% | 6% | -54.7) 0% | % versus comparator
Matsubara, Japan, 2003 | 10810 HSCT (22) | 45% at 5 years
HSCT o 17.9 2.46 (1.51-
McDowell, UK, 2010 75350 (101) 23.70% 39, <0.001 4.03)
. All 17 35% (13-58)
Williams, Canada, 2004 9010 together FFS 29.4% (18-40) 3yrs
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Appendix Table C27: Time to Event Outcomes Treatment Rhabdomyosarcoma Continued

HR
Study (Investigator, country, record#) | Record Number Group (N) Outcome_2 2 3yr 2 4 yr Syr 2 p_2 (95%
yr 2 | yr 2 TRM Cl) 2
Progression
free survival
Bisogno, Italy, 2009 75340 HSCT (70) at 3 years
35.3 (24.3-
46.5)
29.7 0.3 for 3
Carli, Italy, 1999 16010 HsCT (52) | EFS297 | _agoy | ~30% | (15.6- | ~20% | ~20% | Ye@'s
(15.6-43.8) 43.8) versus
) comparator
Matsubara, Japan, 2003 10810 HSCT (22) DFS 36%
Event Free 2.68
McDowell, UK, 2010 75350 HSCT (101) Survi 16.53% 14.88% | <0.001 (1.64-
urvial 4.37)
Overall
Williams, Canada, 2004 9010 All 17 together a‘gg% 100%
only
Appendix Table C27: Time to Event Outcomes Treatment Rhabdomyosarcoma Continued
Study (Investigator, country, record#) | Record Number Group (N) Outcome_3 yr3 3 yr5 3 p_3 Comment
70%
OS (CR) vs. VS. no
OS (PR) 0% difference
OS Embryonal 75% reported
Matsubara, Japan, 2003 10810 HSCT (22) vs. OS Alveolar VS. 0.015
OS >8 years 0% no
vs. OS <8 18% difference
years VS. reported
75%
This study also reported
survival differences by
McDowell, UK, 2010 75350 HSCT (101) induction treatment, however
this is beyond the scope of the
review.
Failure Free 75%
Williams, Canada, 2004 9010 All 17 together Survi (33-
urvival 107)
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Appendix Table C28: Time to Event Outcomes Comparator Rhabdomyosarcoma

Study (Investigator, country, record#) | Record Number Group (N) Outcome Med (mos) 1yr 2yr 3yr 4yr 5yr
9 -
Breneman, USA, 2003 75360 s ~85% | ~50% 22)/° (30- | ~2595 | ~25%
27.7
Carli, ltaly, 1999 16010 Comparator | 27.7 (13.3- ~66% | ~35% | (13.3- | ~26% | ~26%
(44) 42.1) 3 year 42.1)
McDowell, UK, 2010 75350 &%Tparatm 62.14% 47.68%
Comparator o ) 4.7 years (.8-
Pappo, USA, 1999 48020 (605) 17% (14-21) 12.6)
Comparator 46%
Pappo, USA, 2001 47860 (48) (31-60)
Sandler, USA, 2001 12810 8%”2“)"““” ~75% | ~43% | ~40% ~34% | ~37.5%
Van Winkle, USA, 2005 43550 Comparator(27) ?160) 26 (8)
Williams, Canada, 2004 9010 E%Tparamr 15% (-4-35) | 3 year
Appendix Table C28 Time to Event Outcomes Comparator Rhabdomyosarcoma Continued
Study (Investigator, Record 2 4 yr
country, record#) Number Group (N) Outcome_2 1yr 2 yr 2 3yr 2 TRM 5yr 2 Comment
FFS influenced
by distant
259 metastasis in
Breneman, USA, 2003 75360 comparator (127) FFS ~69% ~33% (17_°33) ~20% | ~20% lymph nodes. OS
influenced by
number of
metastatic sites
19.2
Carli, Italy, 1999 16010 Comparator (44) EFS ~53% ~30% | (6.8- ~20% | ~20%
31.6)
McDowell, UK, 2010 75350 Comparator (45) Event free survival 54.92% 51.00%
Pappo, USA, 1999 48020 Comparator (605)
24%
Pappo, USA, 2001 47860 Comparator (48) failure Free ~57% (13- ~21% ~21%
36)
Sandler, USA, 2001 12810 Comparator (152) FFS ~63% ~36% | ~28% ~28% | ~27%
Van Winkle, USA, 2005 43550 Comparator(27)
- o
Williams, Canada, 2004 9010 Comparator (13) | - ailure Free 15% (
survival 4-35)
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Appendix Table C29: Adverse Events Treatment Rhabdomyosarcoma

Study
(Investigator,
country,
record#)

Record
Number

Group
(N)

%

Infection

Comme
nt

Group
(N) TRM

Severity or
Grade TRM

F/U
(mos)
TRM

%
TR

Comment
TRM

% Secondary
Malignancy

Commen
ts SM

Bisogno, Italy,
2009

75340

12.7

4.3

Carli, Italy, 1999

16010

HSCT
(52)

1.9
%
TR

(1/5

Sepsis
related
death

Hara, Japan,
1998

17950

14%

A17)

sepsis

1 month

14%
(1/7)

on
additional
non rms
patient
experience
d TRM so
in all 2/28
(7.1%)

Koscielniak,
Germany, 1997

19800

2.8

one patient
dies due to
sepsis

McDowell, UK,
2010

75350

5.0

Itis
unclear
from the
authors
description
if any of
these are
within the
first 100
days.

Navid, USA,
2006

5930

HSCT
(8)

25%
(2/8)

two
patients
experience
d TRM
(radiation
pneumoniti
s and
disseminat
ed alveolar
infection)
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Study

0,

(Investigator, Record Group % Comme Group Severity or (nI:IOUs) T/Io? Comment | % Secondary | Commen
country, Number (N) Infection nt (N) TRM Grade TRM TRM M TRM Malignancy ts SM
record#)

Patients
from a
mixed
Oue, Japan, 10950 8.3 tumor
2003 3| study.
Neither of
these
patients
had RMS
develope
d
precursor
T-
lymphobl
astic
Scully, USA, HSCT . lymphom
2000 14580 1) one patient aand
early
myeloid
dysplasti
c
syndrom
e
Patients
from a
mixed
Shaw, Israel, tumor
1996 20050 66 | study.
Neither
patient had
RMS
Sepsis in
4
Walterhouse,
USA, 1999 17240 fungall
infection
in 1
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Appendix Table C30: Adverse Events Comparator Rhabdomyosarcoma

Study
(Investigator,
country, Record Group (N)
record.) Number | Group (N) % Infection Comment TRM % TRM | Comment TRM
2.3%
Comparator | TRM due to anthracycline related
Carli, Italy, 1999 | 16010 (44) (1/44) cardiotoxicity
McDowell, UK, Comparator 4.4%
2010 75350 (45) 2% (1/45) (2/45)
died of tracheobronchitis and interstitial
pneumonitis. One other patient died on
8.3% treatment of adult respiratory distress
Pappo, USA, Comparator | Bacterima at various doses of 4.2% but the authors said this could not with
2001 47860 (48) (4/48) Topotecan (2/48) certianty be related to Topotecan.
28.3% (43/152) Grade IV
infection, and 4.6%(7/152) seven infection related and two
30.9% Grade V infection 2.6% (thrombocytopenia and hemorrhage
Grade IV, (4/152) catheter infection and one to pulmonary toxicity) It is
Sandler, USA, and 5.2%) Grade IV, .7 % (1/152) 5.9% unclear if these are all within the first
2001 12810 Grade V catheter infection Grade V (9/152) | 100 days
Van Winkle, TRM from infection among 336
USA, 2005 43550 0.6 courses of ICE
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Appendix Table C31: Design, Participant Selection and Enrollment Retinoblastoma

Study (Investigator, Record | Indic . Therapeutic Participant Selection . ’ n, Withdrawn
country, record#) Number | ation M2z Setting L (L) (Treatment Period) PR EvaLuate (Lost to F/U)
malig
. . nant retinoblast Comparator 1987-1991 period 1 case o
Antoneli, Brazil, 2003 48830 solid oma extraocular (83) 19922000 period 2 series 83 8 LFU (9.6%)
tumor
retrospe
malig ctive
Chang, Taiwan, 2006 | 48660 | Na@nt | Retinoblas | g ciiar | GOMPArator( | 4985 5004 analysis | 45 0
solid toma 15) of
tumor medical
records
Malig
Chantada, Argentina, 16020 napt retinoblast Extraocular Comparator 1995-1998 Cage 10 0
1999 solid oma (10) Series
tumor
nmaar:Itg retinoblast metastatic HSCT (3) retrospe
Cozza, Italy, 2009 70 solid oma retinoblastom | Comparator 1988-2007 ctive 6 0
a (3) review
tumor
nmaar:Itg retinoblast Trilateral Case
Dai, Canada, 2008 1410 . retinoblastom | HSCT (1) 1 1
solid oma a report
tumor
malig
Dunkel, USA, 2000 14610 | fant | retinoblast | o actatic | HSCT (4) | 1993-1996 Case |4 0
solid oma series
tumor
nmaar:Itg trilateral trilateral Case
Dunkel, USA, 2010 71500 . retinoblast | retinoblastom | HSCT (13) 1997-2005 . 13 0
solid Series
oma a
tumor
nmaan“tg retinoblast metastatic Comparator ::?it\?;Spe
Gunduz, Turkey, 2006 5310 . retinoblastom P 1999-2005 18 0
solid oma a (18) case
tumor series
Malig
Hertzberg et al nant Retinoblas Case
9 5 13810 Solid Metastatic HSCT (1) NR 1 0
Germany, 2001 Tumo toma Report

s
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Study (Investigator, Record | Indic Disease Therapeutic Group (N) Participant Selection Desian Evallzlate n, Withdrawn
country, record#) Number | ation Setting P (Treatment Period) 9 d (Lost to F/U)
malig HSCT (4)
nant retinoblast Comparator retrospe
Jubran, USA, 2004 9480 . metastatic 1991-1999 ctive 10 0
solid oma (3) review
tumor untreated (3)
malig
Kremens, Germany, | oggg | NANt | retinoblast | oiastatic | HSCT (5) | 1992-2001 Case |5 0
2003 solid oma series
tumor
mali metastic
nantg retinoblast retinoblastom Case
Matsubara, Japan, 2005 | 7580 . a without HSCT (5) 1986-2000 . 5 0
solid oma CNS Series
tumor .
involvement
malig
Moshfeghi et al, USA, nant Retinoblas . Case
2002 12230 solid toma Metastatic HSCT (1) NR Report 1 0
tumor
25,
. . received
Malig Metastatic or HSCT'
nant Retinoblas relapse or Case 9
Namouni, France, 1997 | 18090 Solid invasion of HSCT (34) 1989-1994 .
T toma Series progresse
umo the cut end of )
r optic nerve d/died
P before
treatment
malig
Rodriguez-Galindo, nant retinoblast . case
USA. 2003 10420 solid oma metastatic HSCT (4) series 4 0
tumor
prospec
malig Comparator tive
. (41) single
Schvartzman, 49250 | Mant | retinoblast | o oocular | Stage 1129) | 1987-1993 arm 41 0
Argentina, 1996 solid oma
tumor Stage Il (6) non-
Stage Iv (6) randomi
zed
malig
Taguchi, Japan, 2005 | 7430 | Mant | retinoblast | i ctatic HSCT (1) Case |, 0
solid oma Report
tumor
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Appendix Table C32: Participant Characteristics Treatment Retinoblastoma

Study .
p . Disease
(Investigator, Record Age Age 0 Gender M, F Disease . .
country, Number e L) Sl ) (median) (Range) SEED (%) Stage/category Hlstol(?/g)yISNe
record#) .
440months
Cozza. Ital (diagnosis of | 18-110 50% male, CSF, Pineal,
2009 - ay, 70 HSCT (3) metastasis months 50% female orbit, bone and
whole group | (n=6) (n=6) bone marrow
n=6)
Dai, Canada, trilateral with CSF
2008 1410 HSCT (1) 12 months Female retinoblastoma involvement
distant
metastasis
50% Male, .
Dunkel, USA, 14610 HSCT (4) 30.5 months 30.5 months 17-44 50 % (.BM, Orbit,
2000 at diagnosis | at diagnosis liver, bone) no
Female
CNS
envolvement
Hertzberg et metastic lymph nodes,
al, Germany, 13810 HSCT (1) 7 F . bones and
retinoblastoma
2001 bone marrow
distant no
Jubran, USA, 9480 HSCT (4) 12.3 mo_nth 11.5 months 204 CNS
2004 at diagniosis | at diagnosis )
involvement
Kremens, 51.8 months bone marrow,
Germany, 10860 HSCT (5) (tréatment) 34 months 20-110 extraoccular
2003 tumor
Matsubara, 17.6 months | 16 months at 20% Male, distant
Japan, 2005 7580 HSCT (5) at diagnosis | diagnosis 3-41 80% Female metastasis
bone marrow,
righ humerus,
2”.°E'§7;g'}io%t2 12230 HSCT (1) 5 White F metastatic lsjt?glaorbital
’ ’ bones, and
both tibias,
ovary
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Study .
p . Disease
(Investigator, Record Age Age 0 Gender M, F Disease . .
country, Number e L) Sl ) (median) (Range) SEED (%) Stage/category Hlstol(i}g)yISNe
record#) .
cut end of
optic nerve (5)
disruption of
ocular globe(1)
Namouni, (9-125) 76% Male extraocular isolated orbital
France, 1997 18090 HSCT (25) 34 months months 14% Female | retinoblastoma relapse (7)
bone or bone
marrow (8)
CNS/spinal
axis (4)

. . distant
Rodriguez- 75% white o .
Galindo, 10420 HSCT(4) | 20:5a0eat | 505 17-36 25% ;gof’ pate Tetastis no
USA, 2003 9 hispanic o .

involvement
Taguchi, . maxilla and
Japan, 2005 7430 HSCT (1) 4 M metastatic mandible
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Appendix Table C33

: Participant Characteristics Comparator Retinoblastoma

Study Reco Ade Age | Rac Gen
(Investigato rd Grou Age (meg dia (Rgn e der Disease Disease Histology/Site Comment
r, country, Num | p (N) | (mean) n) e) (%) M, F Stage/category (%)
record#) ber 9 7 (%)
Com 62.
Antoneli, 4883 | parat | 32.9 7% | 53% extraocular 69 CI§§S V.”I ccG .
. 2-145 . . classification Class IV CNS involvement
Brazil, 2003 0 or months Whi | Male | retinoblastoma
14 Class IVIV
(83) te
1.7- all stages of
?giivnagr; 4866 ggsnit 89 extraocular most common sites Orbit
’ 0 ‘ag mont retinoblastoma were | (7) and CNS (7)
2006 sis
hs reported together
Chantada Com 40% Varrious sites including 3
L 1602 | parat M, patients with bone marrow
Argentina, 0 2vyears | 1-7 o extraocular ; . .
1999 or 60% involvement at diagnosis
(10) F (30%)
50%
Cozza. Ital Com 415 at 2;110 male'
a1 70 parat diagno | & 50% CSF (3)
2009 . diagn
or (3) sis . femal
osis
e
Com 45
Gunduz arat months distant and CNS (5)
T ' 5310 | P at 13-86 CNS (9)
urkey, 2006 or h .
diagno distant ony (4)
(18) sis
31.3 .
Com | months 75 ]tcwo”[:a'tlentts wereI nodt'treated
Jubran, . . or their extraocular disease,
USA, 2004 9480 | parat a.t months 1-96 distant no CNS one received no treatment at
or (6) | diagnos all
is
Orbital (29)
Schvartzman Com intracranial (6) these
A . 4925 | parat Extraocular patients had CNS mets
, Argentina, . )
1996 0 or retinoblastoma hematogenous metastass
(41) (6) three of these patients
also had CNS mets
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Appendix Table C34: Treatment Characteristics Retinoblastoma

I Stutgly t Re:‘:or Stem Ty;f)e s i c ti Comparative
(r?‘(’:ifnl'g?y? Numbe Group (N) sCeII H%C Prior Treatment | Conditioning Regimen upcpac:e ive '?:zgfr:laell'n‘t’e Treatme_nt
record#) r ource T Dose/Regimen
Cisplatin,
teniposide,
vincristine,
doxorubicin,
cyclophosphamid
Antoneli, 48830 Comparat Chemo +/- e (period 1)
Brazil, 2003 or (83) radiation Cisplatin and
teniopside with
alternating
ifosfamide and
etoposide (period
2)
cyclophosphamid
e, vincristine,
?giivnagr; 48660 Comparat Chgmp +/- gdriamycin,
2006 ’ or (15) radiation intrathecal
methotrexate +/-
radiation
Chantada, Comparat GCSF, platelet
Argentina, 16020 and RBC Idarubicin 10mg/m2/d
1999 or (10) transfusions
ifosfmide,
ifosfmide, carboplatin,
carboplgtin, etoposide,
etoposide, vincristine,
Cozza, ltaly HSCT (3) vincristine, etoposide, thiotepa, doxorubicin
2009 ’ "1 70 comparato | PBSC auto | doxorubicin cyclophamide +/- cyclophosphami
r(3) cyclophosphami | radiation de, thiotepa with
de (some methotrexate
combination of (some

these)

combination of
these)
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Study

Recor

Type

(Investigato d G N Sée:r of Prior T Conditioning Redqi Supportive Comparative C_cl:_)mparative
r, country, | Numbe roup (N) s e HSC rior Treatment onditioning Regimen Care Treatment reatmgnt
record#) r ource T Dose/Regimen

cyclosporine-
modulated

Dai vincrist.ine, . .

Car;ada, 1410 HSCT (1) PBSC Auto etop05|de_, . carboplatin, etoposmem

2008 parboplat!n with cyclophosphamide

intraventricular
topocan/cytarabi
ne

vincristine,
doxorubicin,

Dunkel BM (3) ™ | ot d carboplati
unkel, e, cisplatin, iotepa and carboplatin

USA, 2000 14610 HSCT 4) Z?SC Auto etoposide, + radiation

carboplatin
(some
combination)
vincristine,
cicplatin,
ZSSC cyclophosphami
Marrow ne and stoposide
(1) E;th))oplatin thiotepa based (6)
Dunkel, 71500 HSCT PBSC Auto | etoposide ’ cyclophosphamide and
USA, 2010 (13) and ’ .| melphalan (2)
Marrow cyclophospha'ml both (one tandem)
de, doxorubicin
(1) 1 |
Unknow (1)

n(1)

single agen
cyclophosphami
de (1)
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Stugly BT Stem [HEE . . Comparative
UGN ¢ Group (N) Cell 2 Prior Treatment | Conditioning Regimen EUPESLIS (SERETE T Treatment
r, country, | Numbe Source HSC Care Treatment Dose/Redimen
record#) r T g
Treatment A
cyclophosphami
de, doxorubicin,
vincristine,
carboplatin,
Gunduz, GCSF was fetop03|de with
Comparat . intrathecal
Turkey, 5310 or (18) given to those chemo +/-
2006 on treatment B o
radiation(4)
Teatment B-
ifosfamide,
carboplatin,
etoposide +/-
radiation (14)
:Ie“Zberg et ‘é'“c‘l’(r)'sﬂgz' harmis | HDC Thiotepa by Platelet and
: 13810 | HSCT (1) | PBSC | Auto | &YC'OPNosP etoposide and Red Blood cell
Germany, e, etoposide, and g .
. carboplatin transfusion
2001 carboplatin
three received
no treatment for
Chemo +/- extraocular cyclophosphamid
Jubran HSCT (4) radiation cvelophosphamide disease e, etoposide,
y 9480 Comparat | BM Auto | one patient yclophosp L) one radiation vincristine,
USA, 2004 : etoposide and thiotepa :
or (6) received no alone, one carboplatin,
treatment chemo alone, thiotepa
one chemo+
radiation
. . barrier nursing,
cisplatin,
. oral
etoposide, L
. . . . decontaminatio
vindesinem thiotepa, etoposide, n oral
vincristine, DTIC, | carboplatin (4) +/- T
Kremens, ifosfamine radiation antifungal,
Germany, 10860 | HSCT (5) | PBSC Auto L pneumocystis
doxorubicin or BCNU, o
2003 . . carinii
cyclophosphami | cyclophosphamide, and .
X : propholaxis,
de, etoposide, etoposide (1)
; parenteral
carboplatin, "
N nutritional
vincristine
support
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Study Recor Type .

(DT G Group (N) Sé‘ea:? i1 Prior Treatment | Conditioning Regimen SEPROIENE SO ETEN T c'?:::tar:lztrll‘;e

r, country, | Numbe P s HSC g Reg Care Treatment Dose/Redi

record#) r ource T ose/Regimen
vincristine,
cyclophospha_ml melphalan with some
de, doxorubicin, binati f
PBSC cisplatin combination o .
Matsubara, L cisplatin,cyclophosphami
7580 HSCT (5) | (1) Auto | etoposide, f GCSF

Japan, 2005 BM (4) carboplatin de, etoposide,

(somep carboplatin, thiotepa +/-
combination) +/- radiation
radiation

. six courses of

Moshfeghi chemotherapy

et al, USA, 12230 HSCT (1) Auto local orbital ’

2002 radiation

etoposide, parenteral
carboplatin, antibiotics,

Namouni, HSCT cyclophosphami | Carboplatin,Etoposide, antifungal

France, 18090 (25) Marrow | Auto | de, vincristine, cyclophosphamide +/- therapy,

1997 doxorubicin, 8 radiation platelet and

patients had RBC
irradiation transfusions
carboplatin,

etoposide, carboplatin and

Rodriguez- cyclophosphami | etoposide or antifungal

Galindo, 10420 HSCT (4) | BM Auto | de, doxorubicin cyclophosphamide with thera 9

USA, 2003 and carboplatin busulfan and melphalan Py

or cisplatin + or etoposide or topocan
radiation
Cyclophosphami

Schvartzma d.e’ D.ox'yorublcm,

n Comparat Chemo +/- Vincristine

A, . 49250 ; Stage lll and IV

rgentina, or (41) radiotherapy -

1996 also received
cisplatin and
etoposide

Taguchi, carboplatin and

Japan, 2005 7430 HSCT (1) etoposid
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Appendix Table C35: Outcome Assessment Treatment Retinoblastoma

Study Recor . Secondar
(Investigator, d LEL) y
country ’ Numb Group (N) Outcom Outcome F/U Frequency/Duration Comment
record#) er es s

Cozza, ltaly, . 66% alive at median FU of 61.5 months

2009 70 HSCT (3) Survival | NR 33% dead at 16 months

Dai, Canada, . .

2008 1410 HSCT (1) Survival | NR death at 32 months follow-up she had CNS involvement

No major o . . .
Dunkel, USA, 14610 HSCT (4) Survival | harms 100% of patients were alive at a median FU of 57 months
2000 (46-80)
reported
gz:trigi? gggz 13810 |1 Survival | Harms Alive 4 years+ post transplant
No major
%‘(‘)gf‘”' USA, 9480 | HSCT (4) Survival | harms 100% dead at median of 25 months FU
reported
Kremens No major
German ’ 2003 10860 | HSCT (5) Survival | harms 100% alive median 57 months (8-107)
Y, reported
the two patients who died
. . developed CNS

Matsubara, . 60% alive at a median of 107 months FU )

Japan, 2005 7580 | HSCT (5) Survival | harms 40% died at a median of 26 months FU involvement .
the three others remained
non CNS

B/Ig;hfzegglzet al, 12230 |1 Survival | NR 16 months dead at 16 months

cut end of optic
”Eﬁg’&%“'ar Cut end/globe-83% (NED) at median 33 (8-55) 20%
iqsolated orbital (DOD) 9 months Isolated orbital-86% (NED) at median all numbers are months
Namouni, 18090 | (7) Overall Harms 51.5 (25-74), 14% (PD) 5 the 37% DOD with bone
France, 1997 Various Survival bone or bone marrow-63% (NED) at median 37 (11-70), mets developed CNS after
metastasis (8) 37% (DOD) 13(10-20) transplant
CNS/spinal axis CNS-75% (DOD) at median 10 (7-26), 25% (NED) 63
(4)
Rodriguez- . . 2 who are deceased
. . 50% alive at median FU of 6.5 years (6-7)

Galindo, USA, 10420 | HSCT (4) Survival | Harms 50% dead at median FU of 66 months (44-88) Fieveloped CNS

2003 involvement

Taquchi. Jaban Dead at 19 months after

guchl, Japan, | 7430 | HSCT (1) Survival | NR 19 months transplant

2005

Non CNS group
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Appendix Table C36: Outcome Assessment Comparator Retinoblastoma

Study

. . Independent
(Investigator, Record Primary Secondary .
country, Number Group (N) Outcomes Outcomes R:ssgsosn;e F/U Frequency/Duration Comment
record#)
Antoneli, Brazil, Comparator .
2003 48830 (83) Survival Harms
. No major
Chang, Taiwan, 48660 Comparator Survival harms
2006 (15)
reported
toxicity was 60% (NED) 16 months (4-30) in document 1 DOD at 3
Harms (no evalugted using the 20% (DOD) 7.5 months (5-10) mon CNS, NON-CNS
Chantada, Comparator . . e >INg , 10% (dead of parental abuse) 8 75% NED, 25% DOD.
. 16020 Survival majors modified Children's -
Argentina, 1999 (10) reported) cancer arou months The one patient dead of
P ncer group 10% DOD with CNS involvement | parental abuse was not
criteria. ;
at 3 months included.
Cozza, ltaly, Comparator . 100% dead at median of 8
2009 70 (3) Survival NR months FU
100% of patients with CNS
involvement were dead at mean
24 months fu(4-62), this is 9 with
Gunduz, Turkey, 5310 Comparator Survival No majors CNS only and 5 with CNS and
2006 (18) reported distant metastasis.
100% with distant metastasis only
were alive at a median FU of 28.5
months (9-62)
. 100% of those treateated(3) were .
Jubran, USA, Comparator . No major dead at median 7 month FU 4 patients had CNS
9480 Survival harms o involvement (3 were
2004 (6) reported 100% of those not treated(3) were untreated)
P dead at median 2 months FU
No major
Schvar.tzman, 49250 Comparator Survival Harms 50 months
Argentina, 1996 (41)
reported
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Appendix Table C37: Time to Event Outcomes Treatment Retinoblastoma

Study (Investigator, country, record#) | Record Number | Group (N) Outcome Med (mos) 1yr 2yr 3yr 4 yr 5yr
Namouni, France, 1997 18090 HSCT (25) | ~70% 22 months ~97% ~70% ~70% ~70% ~70%
Appendix Table C37: Time to Event Outcomes Treatment Retinoblastoma Continued
Study (Investigator, Record Group | Outcom y: yl: y:: ﬁ.‘g yf Outcom (I:nnids y: yl: y:: y‘: yf Comme
country, record#) Number (N) e 2 'y Py Py M 'y e 3 )3 3 3 3 3 3 nt
Intentio 8 of 9
nto Event exclude
Free 37 d died
. HSCT | treat ~88 | ~60 | ~57 | ~62 | ~52 | . . ~88 | ~62 | ~57 | ~53 | ~53
Namouni, France, 1997 18090 (25) overall % % % % % intention | mont % % o % % due to
; to treat hs CNS
survival ~ .
n=34 n=34 involve
ment
Appendix Table C38: Time to Event Outcomes Comparator Retinoblastoma
Study
(Investigator, Record
country, Number Group (N) Outcome Med (mos) 1yr 2yr 3yr 4 yr Comment
record#)
Period 1 no
Class I/11l differences
Comparator 65.3% Class in survival
Antoneli, period 1(43) V-V 0%
Brazil, 2003 48830 Comparator Period 2 between
. treatment
period 2(40) Class /111 i
75.5% class ?e”%ds was
IV/V 20% oun
Chang, 39.2 +/-14.7
Taiwan, 2006 48660 Comparator (15) at 5 years
Stage Il
85% (75-97)
29 pts 39 months Stage Il Stage I Stage Il Stage Il
f\fhgﬁtritnzg‘a“' 49250 Comparator (41) | St2ge 10 | (12-84)of | 85% 85% 85% 85%
19%6 ’ P (CNS) 6 pts | surviving stage lll and | stage lll and | stage Ill and | stage Ill and
Stage IV patients IV ~50% IV ~25% IV ~25% IV ~25%
50% (11-89)
6 pts
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Appendix Table C39: Adverse Events Treatment Retinoblastoma

Study
(Investigator, Record . - Q Q Comment
country, Number Group (N) Infectious Severity or Grade %o Comment TRM % TRM TRM
record#)
Death due
to
septicemia
Dunkel, USA, | 74500 HSCT (13) | Infectious TRM 7.7% (1/13) | and multi-
2010 organ failure
during
induction
chemo
Rodriguez- candida albican sucessfully
Galindo, 10420 HSCT (4) Infectious sepsis 25% (1/4) treated with | TRM
USA, 2003 P antifungals
Appendix Table C40: Adverse Events Comparator Retinoblastoma
Study (Investigator, Record % Secondary
country, record.) Number Group (N) TRM | TRM Malignancies % SM Comments SM
Comparator Secondary 3.6 % two osteogenic sarcoma and one
Antoneli, Brazil, 2003 48830 (83) TRM | 4.2 Malignancies (3/83) nonlymphocytic leukemia
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Appendix Table C41: Design, Participant Selection and Enrollment Neuroblastoma

Study n,
(Investigator, | Record Therapeutic | Group | Participant Selection n, Withdrawn

country, Number Setting (N) (Treatment Period) S (Lost to Eoment

Indication Disease Design

record#)

ted

FIU)

Berthold,
Germany,
2005

6760

Malignant Non-
Hematopoetic

Neuroblast
oma

Consolidate
high-risk

295

1997-2002

RCT

212

83

George, USA,
2006

5440

Malignant Non-
Hematopoetic

Neuroblast
oma

Consolidate
high-risk

97

1994-2002

case
series

82

6 (of 97) pts
developed
progressive
disease
during
induction; 2
did not
receive
HSCT
because of
parental
wishes; 82
(of 89)
patients
underwent
tandem
HSCT

Hobbie, USA,
2008

1690

Malignant Non-
Hematopoetic

Neuroblast
oma

Consolidate
high-risk

35

1997-2001

case
series

13

22

Lost to F/U:
18 pts died
of
progressive
disease; 4
pts alive
with no
disease
with no
follow-up at
centre This
study is a
sub-group
analysis
(from
Georg,
2006,
#5440) of
late effects

C98




Study n,
(Investigator, | Record Indication Disease Therapeutic | Group | Participant Selection Desian Ev';iua Withdrawn Comment
country, Number Setting (N) (Treatment Period) 9 ted (Lost to
record#) F/U)
retrosp
Kim, South Malignant Non- | Neuroblast Consolidate ective
Korea, 2007 2870 Hematopoetic | oma high-risk 36 1996-2004 analysi 36 0
s
(221 for 80%,
Consolidate 3421 outcomes consolidate
. . : X 3350 given high-risk;
Ladenstein, Malignant Non- | Neuroblast | high-risk } case ( o
EGBMT, 2008 1610 Hematopoetic | oma Relapse Not 3571 1978-2006 series fort a'utollogm:js 10|/°’ .
specified outcom | single an relapse;
es) tandem 10%,
HSCT) specified
Matthay, US, Malignant Non- | Neuroblast | Consolidate
2009; 1999 6210 Hematopoetic | oma high-risk 560 1991-1996 RCT 539 21
Pritchard,
Uplted 8030 Malignant an- Neuroblast Cpnsqhdate 90 1982-1985 RCT 65 35
Kingdom, Hematopoetic oma high-risk
2005
Sung, South Malignant Non- | Neuroblast | Consolidate case
Korea, 2007 3950 Hematopoetic | oma high-risk 52 1997-2005 series 52
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Appendix Table C42: Participant Characteristics Treatment Neuroblastoma

Study (Investigator, country, Record Group Age Age Age Gender M, F Disease Disease
record#) Number (N) (mean) (median) (Range) (%) Stage/category Histology/Site (%)
6 mos-18 Abdomen, 37;
George, USA, 2006 5440 97 35 mos, at | o "ot IV, 90%:; Ill, 10% | Adrenal, 54 =
diagnosis . . Cervicallparaspinal, 7;
diagnosis Unknown. 2
. 13 mos- M, 85%; F,
Hobbie, USA, 2008 1690 13 22 mos 72 mos 15% \%
. 3-yr, at 7 mos- M, 69%; F, o . o Abdomen, 89%;
Kim, South Korea, 2007 2870 36 diagnosis 121 mos 319% I, 6%; IV, 94% Other, 11%
- 0, 0,
Ladenstein, EGBMT, 2008 1610 3350 47 months 4-744 59% M, 41% IV, 89% (n=1,681)
months F
Shimada
IV, 100%; MYCN- | Siassiication:
) e o , 215
Sung, South Korea, 2007 3950 52 3.6 mos, at | 13 mos amp]lfled, 56 /°_ unfavorable, 71;
diagnosis 129 mos multi-organ (>=3) undetermined. 2 Site:
metastasis, 38% Abdomen 81" Other.
19

Appendix Table C43: Participant Characteristics Comparator Neuroblastoma

S;l;?jﬁt(:;v:::gzgr, ,53:1%'3 G'(';l)’p Age (Range) Disease Stage/category Disease Histology/Site (%)
o . o I, 1%:; I, 1%; lll, 5%; IVS,
Berthold, Germany, 2005 6760 149 (< 1 year, 8%; > 1 year, 92%) 3%: IV, 90%
. (< 1yr, 3%; 1-2 yr, 23%; > 2 yr, 74%, o . o Favorable, 3%; Unfavorable,
Matthay, US, 2009; 1999 6210 189 at diagnosis) I, 11%; 1V, 89% 63%: Unknown, 33%
: : - _ o/ - _ o/ -
ggg;hard’ United Kingdom, | 534 32 (2(1 ﬁngéf/’o /"ét1§’i:g4ng”§; 25%:> | i1 19%: 1V, 81% Abdominal, 88%; Other, 12%
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Appendix Table C44: Treatment Characteristics Neuroblastoma

Study Recor . o . Comparat | Comparativ
(Investigator Disea d Gro | Stem Type Prior Conditio | Immunosuppressive | Suppo ive e Treatment | Comme
count ’ se Numb | UP Cell of Treatm ning therapy for GVHD rtive Treatmen | Dose/Regi nt
"y, (N) | Source | HSCT ent Regimen prophylaxis Care 9
record#) er t men
3 cycles
of
chemo
(cisplati
n and
. drugs
etoposi iven
de); melphala tgo
vindesin | n; control
e; 3 etoposide ain
N cycles ; himeri lonal p d maintanen |
Berthold euro single | of carboplati chimeric monocional and | ce ora
’ blasto | 6760 149 | PBSC L . antibody; retinoic acid | allergic cyclophosph
Germany, 2005 auto vincristi | n; (dose d chemothe :
ma ne and and drug after Nov 2002 reactio rapy amide
dacarba | adjustme gs .
S . uring
zine; nts in 6 immun
infosfa patients)
mide: othera
doxrubi Py
cin;
radiothe
rapy;
surgery
5 cycles high-dose
chemo
of (etoposid
chemo P
(multi- e,
Neuro tande agents): cyclophos
George, USA, blasto | 5440 82 PBSC m surgery phamlde,. 13-cis-retinoic acid
2006 auto carboplati
ma after 4th
auto n,
or 5th
cycle: melphala
! n); total
radiothe
ra body
i irradiation
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Study Recor q - . Comparat | Comparativ
. . Gro | Stem Type Prior Conditio | Immunosuppressive | Suppo .
(Inzgls‘tl:?ator, Dlsseea Nuc:nb up Cell of Treatm ning therapy for GVHD rtive Trela‘?renen eD-I:se:Itlr?ne er;t Co:\tme
ry (N) | Source | HSCT ent Regimen prophylaxis Care 9
record#) er t men
high-dose
5 cycles chemo
of Y (etoposid
chemo; | &
' Neuro tande surger)’/ cyclophos
Hobbie, USA, | plasto | 1600 |13 | PBSC | T after 4th | PNAMIde, | 43 i retinoic acid
2008 ma auto or 5th carboplati
auto . n,
cycle; lohal
radiothe | MoPnad
rapy n) and
total body
irradiation
4-5 single-
cycles auto
g;:emo MEC gcr)%l;?ste
(cisplati (melphala d of
tande P n,
n, VP- . CD34+
m 16 etoposide non-
Kim, South E;l;{g 2870 36 PBSC :3:8, S}?:OFUb ’carboplati interleukin-2; 13-cis- :?:cted
Korea, 2007 ma 25%; c cio h n), 65% retinoic acid (n=13
single ogph;’m (N=46 36%)
auto, ide): procedur and
75% sur ’e . | es); no CD4+
rad?otﬁg total body selected
irradiation
rapy arm
and (n=14,
chemo 39%)
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Study Recor q - . Comparat | Comparativ
(Investigator, Disea d Gro | Stem Type Prior COI:IdItIO Immunosuppressive Su_ppo ive e Treatment | Comme
up Cell of Treatm ning therapy for GVHD rtive .
country, se Numb N s HSCT t Reai hvlaxi c Treatmen | Dose/Regi nt
record#) er (N) ource en egimen prophylaxis are t men
busulpha
n;
not melphala
specifie | n;
d cyclophos
1-4 phamide;
BM, cycles thiotepa;
41%; tmande of total body
3%, auto chemo irradiation
Ladenstein Neuro 335 BM+PB auto (various | (14%, auto-
! blasto | 1610 SC; o, . | agents); | n=2,333) transpla
EGBMT, 2008 0 14%; !
ma PBSC, single surgery; | 1-4 nt group
56% auto radiothe | cycles of
(n=329 86%’ rapy; chemo
5) total (various
body agents);
irradiati | melphala
on n (81%);
(33%) total body
irradation
(34%)
5 cycles
of
chemo
Ef'Splat' carboplati
’ n; 3 cycles of
doxorub id isolatin-
Neuro . icin; etoposide conventio cisp atlp,
Matthay, US, single T ; . . _ growth etoposide;
. blasto | 6210 189 | BM etoposi retinoic acid (n=50) nal o
2009; 1999 auto ] melphala factors doxorubicin;
ma de; . therapy . o
n; total ifosfamide;
cycloph
body mesna
ospham | . "
ide): irradiation
radiothe
rapy;
surgery
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Study Recor q - . Comparat | Comparativ
(Investigator, Disea d Gro | Stem Type Prior Coqdltlo Immunosuppressive Su_ppo ive e Treatment | Comme
up Cell of Treatm ning therapy for GVHD rtive .
G, se R (N) | Source | HSCT ent Regimen rophylaxis Care UCEEMITE || 2EERIE]| gt
record#) er g prophy t men
vincristi
ne;
cycloph
ospham
ide; "
Neuro cisplatin nutritio
Pritchard, United blasto | 8030 32 BM single | . P melphala nal no further
Kingdom, 2005 auto L. . n supple | therapy
ma teniposi
. ments
de;
surgery
(no
radiothe
rapy)
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Study
(Investigator,
country,
record#)

Disea
se

Recor

Numb
er

Gro
up
(N)

Stem
Cell
Source

Type
of
HSCT

Prior
Treatm
ent

Conditio
ning
Regimen

Immunosuppressive
therapy for GVHD
prophylaxis

Suppo
rtive
Care

Comparat
ive
Treatmen
t

Comparativ
e Treatment
Dose/Regi
men

Comme
nt

Sung, South
Korea, 2007

Neuro
blasto
ma

3950

52

PBSC

tande

auto
auto,
88%;
single
auto,
12%

1997-
2003: 5-
7 cycles
of
chemot
herapy;
surgery;
radiothe
rapy (if
tumor
remaine
d post-
surgery)
;0 1-3
cycles
of
chemot
herapy
if no
tumor or
3-5
cycles
of
chemo
if tumor
evident
2004-
2005: 6
cycles
of
chemo;
surgery;
cycles
of
chemo

1997-
2003:
high-dose
chemo
2004-
2005:
chemo
and total
body
irradiation

13-cis-retinoic acid
and interleukin-2
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Appendix Table C45: Outcome Assessment Treatment Neuroblastoma

Study (Investigator, Record . Secondary .
country, record#) Number Group (N) Primary Outcomes Outcomes F/U Frequency/Duration Comment
George, USA, 2006 | 5440 82 0S; PFS secondary 5.6-yr (15.1 m0s-9.9-yr)
malignancies
Endocrine; Sensory; Musculoskeletal;
Hobbie, USA, 2008 1690 13 Pulmonary; Gl; Dental; Renal; 9-yr since diagnosis
Cardiovascular; Secondary malignancies

Kim, South Korea, 9 (tandem . 27 mos (1-93) from transplant;
2007 2870 auto auto) OS; DFS 42 mos (11-103) from diagnosis
Ladenstein, EGBMT, . tandem
2008 1610 455 OS; EFS 5-yr auto auto
Sung, South Korea, . SM; TRM;
2007 3950 50 OS; EFS Other 53 mos (19 mos-117 mos)
Appendix Table C46: Outcome Assessment Comparator Neuroblastoma
Study (Investigator, country, record#) Record Number Group (N) Primary Outcomes Secondary Outcomes
bernstein, USA/Canada 2006 6290 110 EFS oS
Kushner, USA, 1995 21430 24 PFS
Milano, Italy, 2006 43290 36 EFS

oS
Sari, Turkey, 2010 42790 36 EFS

(05}
van winkle, USA, 2005 43550 22 oS
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Appendix Table C47: Time to Event Outcomes Treatment Neuroblastoma

Study (Investigator, country, Record Group Outco 3yr 4 5vr | Test Outcome 3 5 Test_ 2
record#) Number (N) me y yr y P _2 yr 2 | yr 2 2 P_
PFS, time
from date
64 of 1st 54
time of (52- transplant (42-
1st 74 74); | Kapla to 61 64); Kapla
George, USA, 2006 5440 82 transpla (62- 7-yr, | n- progressi | (50- 7-yr, | n-
Pla | g2) 54 | Meier on or 71) |52 | Meier
nt to
death (38- re!apse of (40-
67) primary 63)
tumor or
death
NS p =0.50
compar (NS)
ed to compar
66.7 Kapla | CD34+ 50 Kapla | 800
Kim, South Korea, 2007 2870 9 os (19. n- selecte DFS (20.4 n- selecte
3) Meier | d ) Meier d
single- .
auto single-
auto
arm arm
. 33 27
Ladenstein, EGBMT, 2008 1610 455 (O] 3) 0.10 EFS ) 0.19
Kapla
64.3 | n- 62.1 Kapla
Sung, South Korea, 2007 3950 52 0S (14. | Meier EFS (13.7 | n-
3) (log- ) Meier
rank)
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Appendix Table C48: Time to Event Outcomes Comparator Neuroblastoma

HR

Study (Investigator, Record Group | Outco 5 o Outco Test HR (95%
country, record#) Number (N) me 3yr yr UG P (9(5:(’) me_2 y;_ y;_ 2 p_2 Cl)_2
EFS;
time
until
disease
death progres
from sion or
any Kapl relapse, Kapl
g?tﬁ?il 62 :/Ine:ie 1.329 ﬁezonpc:as ar ;c\]/lnc-,:ie 1.404
Berthold, Germany, 2005 6760 149 | (54- 0.09 (0.958- . (38- 0.02 (1.048-
ast r tic r
.| 70) 1.843) : 55) 1.881)
exam if (log- disease, (log-
patient rank) or death rank)
survive from
d any
cause
or until
last
exam
55.1 40.6
% Kapl % Kapl
Kim, South Korea, 2007 2870 14 0s | (+- yii DFS (+1- an
13.9 eie 14.7 Meie
. r . r
) )
. 38 33
Ladenstein, EGBMT, 2008 1610 2895 os 1) EFS )
definiti 0.39 0.04
on not 39 log- (comp 30 log- (comp
Matthay, US, 2009; 1999 | 6210 189 . @ 9" | ared to EFS 9" | ared to
mentio o rank | (4) rank |
ned 0) contro contro
s) s)
time to 47
Pritchard, United Kingdom death (30 | o 38 | log-
' gdom. | 8030 32 from 9 101 EFS 21- |99 | 0.08
2005 - rank rank
any 54)
64)
cause
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Appendix Table C49: Time to Event Outcomes Regression Modeling Neuroblastoma

Candidate Selected
Study predictors Univaraiat Predictors/ Proportional Hazards Multivariat
(Investigato ﬁﬁf:br: Design/Outcome/Mod J Mi::?“ e Results, Me::::)ds Assumption ;e“ngél Discrimination/Validati
r, country, el e - Variable . Assessed?/Interactio . ; on Methods/Results
record#) r Identifying (p value) Selecting ns Considere Variable (p
Candidate predictors Value)
s Multivar
Hazards
Ladenstein OS: age at Ratio (95% | significantly better OS
EGBMT ’ 1610 Cox proportional transplant Cl, p- rates in patients less
2008 ’ hazards (<2yrvs. value): 1.6 | than 2 years of age at
> 2-yr) (1.4-1.9; < | diagnosis
0.0001)
application gaiardgsgy
of TBI, Cf g’_( °
2?%?::“0” value): EFS, application of TBI
radiotherap EFS, 9.66, and local radiotherapy,
Sung, South 3950 Cox proportional EFS EFS (< lonaer Yes 7.17,5.73; and longer interval
Korea, 2007 hazards 0.05) iyr;tervgl (>= 1.31-71.26, | between transplants
12 weeks) 1.69-30.38, | being favorable
b 1.32-24.88; | predictors.
etween 1st
and 2nd 0.026,
transplant 0.007,
) 0.020
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Appendix Table C50: Adverse Events Treatment Neuroblastoma

o,
Study (Investigator, Record Grou Severity or o En ra?tment % Severity of Grade (rl:‘l:s) % | Commen
country, record#) Number p (N) | Grade Infection ° lg=ailure TRM Secondary Malignancies SM SM ts SM
Burdach, Germany and
Austria, 2000 14310 28
report
ed
engr,
TRM,
infec
compl
, sec
Burdach, Germany, malig,
2003 10030 anq
major
organ
tox,
but
not by
age of
<or>
17 yrs
Burke, USA 2007 4060 7 sepsis n=1 0 0
Costa, USA, 2008 1710 1 0 0 ﬁ'\s"é?t 53 months post
5%
(n=1
day
35
from
multio
Drabko, Poland 2005 6680 21 rgan
failure
secon
dary
to
infecti
on)
Hara , japan 1998 17950 3 0ONR
Harimaya, Japan, 2003 9850 2 0 0
Kasper, Germany, 2006 | 2570 5 0 0
Koscielniak Germany 7860 0 0

2005

C110




%

F/U

Study (Investigator, Record Grou Severity or o Engraftment % Severity of Grade (mos) % | Commen
country, record#) Number p (N) Grade Infection ¢ gailure TRM Secondary Malignancies SM ts SM
1
HSCT
pt
died
at 17
mos
after
Kushner, USA, 2001 14240 HSCT
with
NED
but
pulmo
nary
failure
lucas, usa 2008 2450 1 0 0
Lucidarme, france, 1998 | 17610 3 ?NR)
4%
n=1
pati
ent
fro of
m HSCT
Meyers, USA, 2001 13670 z‘zzfr'f leading to (Hﬁ gr:ozusp
gro n=3
up 13%
(incl
in
TR
M)
Navid, US and Canada,
2006 5930 9 0 0
50
Numata, Japan, 2002 12130 0 0 CML chronic phase rar}toer:ths
HSCT
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%

F/U

Study (Investigator, Record Grou Severity or o Engraftment % Severity of Grade (mos) % | Commen
country, record#) Number p (N) | Grade Infection 0 gailure TRM Secondary Malignancies SM ts SM
. n=2
0 (one patient ATN
not
assessable day 0
ozkaynak, usa 1998 18540 15 and
secondary to .
. septic
early toxic shock
death) d
ay 8
pession, italy, 1999 16120 3 0 NR
Prete, italy 1998 17210 17 0
not clear
if the 35
y/o pt or
Tanaka, Japan, 2002 11770 0 0 CML 24 one of
Yo
the 6
abstracte
d pts
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Appendix Table C50: Adverse Events Treatment Neuroblastoma Continued

. % Hepatic veno-occulusive disease Comments . %
Study (Investigator, country, record#) | Record Number (Hepatic Sinusoidal Obstruction) hvOD Severity of Grade SHE SHE
Drabko, Poland 2005 6680 10% moderate to
severe
HSCT pt died from hemorrhagic o
Meyers, USA, 2001 13670 pericarditis (included in TRM) | 4%
Appendix Table C51: Adverse Events Comparator Neuroblastoma
Study (Investigator, country, Record Group Severity or Grade o Sevse;:)é:;a(;rade F/U (mos) % SM
record#) Number (N) Infection ° . ry SM o
Malignancies
bernstein, USA/Canada 2006 | 6290 death 50f 110 (4.5%) | MDS Z]Eé?g‘fs 1110 1%
cumulative
incidence of t-
Bhatia,USA, 2007 43210 MDS/AML of
11% at 5 yrs
from dx
leukemia dead at
10.5 mos after
Kushner, USA, 1995 21430 24 HSCT in CR from 4
ESFT
9 11% sepsis
Meyers, USA, 2001 13670 nonHSC during induction
T CT
Sari, Turkey, 2010 42790 36 0%
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Appendix Table C52: Design, Participant Selection and Enrollment Germ Cell Tumor

Study
. . . . . . n n
(Investigator, Record S Disea | Therapeutic | Grou Participant Selection ; ’ et
country, Number Loy se Setting p (N) (Treatment Period) Resign Ev::juat (rg:t“:;al‘:;lr}) S elment
record#)
Malignant Germ
Agarwal, USA, | 75940 Non- cell |Relapsed |37 | 1995-2005 case 137 0
2009 Hematopo series
: tumor
etic
20
tandem;
retrospe 12 single;
Malignant Germ ctive based on
Lazarus, USA, | 75950 Non- cell | Relapsed |32 | 1989-2001 analysis | 35 0 data from
2007 Hematopo tumor of the
etic CIBMT CIBMTR
R data on
childhood
cohort
Malignant Germ
De Giorgi, UK, non- cell
2005 77240 hematopoe | tumor Relapsed 18 1987-2003 cohort 18
tic S
Malignant Germ Pediatric
Einhorn, USA, non- cell Case data from
2007 77230 hematopoe | tumor Relapsed 17 1996-2004 series 17 0 author;
tic S N=184
Appendix Table C53: Participant Characteristics Treatment Germ Cell Tumor
Study (Investigator, country, Record Group Age Age Age Gender M, F Disease Disease
record#) Number (N) (mean) (median) (Range) (%) Stage/category Histology/Site (%)
3 NS (67); SM (0); CC
Lazarus, USA, 2007 72950 20 20 17-20 Testes (100) (0): EB (33); Other (0)
Einhorn, USA, 2007 77230 17 20 17-21 NS (81); SM (19) Testes
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Appendix Table C54: Participant Characteristics Comparator Germ Cell Tumor

Study

p . Disease
(Investigator, Record Age Gender M, F Disease . .
country, Number Group (N) (median) Age (Range) (%) Stagelcategory Hlstol(c";v/g)ylsne Comment
record#) °
_ 4 (11%)
Testes (65); o
Agarwal, USA, | 75949 37 28 9-59 M (92) Chest/Neck/RP NS (84); SM (16) | Pediatric
2009 ; patients (0-19
(27); CNS (8)
yrs)
. NS (53); SM (21);
Lazarus, USA | 72950 12 19 15-20 -lE—?(tSrtae;o(r?aoc}al (o) | CC (16): EB (5)
Other (5)
N CNS (39); Sacr
Sonotorgh UK 1 77240 18 6.5 1-18 M (56) (39); Retro (17); NG (94); GM (6)

Med (6)
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Appendix Table C55: Treatment Characteristics Germ Cell Tumor

Stem Type DT ESIT IS Comparative
Study (Investigator, | Record | Grou . Conditionin ive therapy for Comparativ
Cell of Prior Treatment " Treatment
country, record#) Number | p (N) s d Regimen GVHD e Treatment .
ource HSCT prophylaxis Dose/Regimen
4 cycles of
cisplatin-based
single chemotherapy etoposide; )
Agarwal, USA, 2009 | 72940 37 PBSC auto (n=29): additional | caboplatin (G-CSF)
chemotherapy
(n=8)
(n=100) BEP,
66%; EP, 14%;
PVB, 5%; VAB, Prior treatment:
0o/ - o/ . .
0%; Other, 5%; (n=196) BEP, 60%;
EP, 15%; PVB, 9%;
BM, Tande | chemotherapy, . : ’ A
149 ot | 10% - (n=10p2); 3 drugs single auto: | VAB, 1%; Other, 7%;
PBC’ auto surgery, 89% 53%; 2’ BM, 30%; no chemotherapy,
Lazarus, USA, 2007 | 72950 32 74%_’ vs (n=102)’ 1-5 drug’s 45%: PBSC, 61%; | 8% - surgery, 87%
BM+PBS | single cycles of 1.drug, 2% B(I,VHPBSC’ (n=197) 1-5 cycles;o'f
C,12% | auto chemotherapy, 9% chemotherapy, 023 %]
32%; 6-10 cycles 6-10 cycles, 62%; >=
56% >= 11 ’ 11 cycles, 12%; no
cyclia,s 7% no chemotherapy, 1%
chemotherapy,
1%
CarboPEC;
N . single standard-dose CE; TE;
De Giorgi, UK, 2005 | 77240 18 PB; BM HSCT chemotherapy CarboPETM:
Other
2 cycles of
. tandem | standard-dose carboplatin
Einhorn, USA, 2007 | 77230 17 PB HSCT chemotherapy plus
etoposide
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Appendix Table C56: Outcome Assessment Treatment Germ Cell Tumor

Study (Investigator, country. Record Secondary e e e i
’ ’ Group (N) Primary Outcomes Response F/U Frequency/Duration
record#) Number Outcomes A
sessor
Lazarus, USA, 2007 72950 20 OS; EFS TRM; other No 1-yr; 3-yr; 5-yr
Einhorn, USA, 2007 77230 17 OS; DFS 4 years
Appendix Table C57: Outcome Assessment Comparator Germ Cell Tumor
Study . Independent
(Investigator, Record Number Group (N) Oz:?:)?ans %el;ggdmaerg Response F/U Frequency/Duration
country, record#) Asessor
TRM; 2nd
Agarwal, USA, 72940 4 EFS; OS malignancies; other 3-yr
2009
effects
Lazarus, USA, 2007 | 72950 12 OS; PFS TRM; other effects No 1-yr; 3-yr; 5-yr
De Giorgi, UK, 2005 | 77240 18 OS; EFS TRM; other 1-3-5 yr
Appendix Table C58: Time to Event Outcomes Treatment Germ Cell Tumor
Study (Investigator, country, record#) Record Number | Group (N) | Outcome | 1yr | 2yr | 3yr | 4yr | 5yr | Outcome_2 | 3yr 2 | S5yr 2
67 42 36 49
Lazarus, USA, 2007 72950 20 oS (34- (15- (10- | EFS (27-
86) 67) 59) 72)
76.5 63 63 52
Einhorn, USA, 2007 77230 17 oS (59- (43- (43- | EFS (1)
99.5) 92) 92)
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Appendix Table C59: Time to Event Outcomes Comparator Germ Cell Tumor

Study (Investigator, country, record#) | Record Number | Group (N) | Outcome | 1yr | 3yr | 5yr | Outcome_2 | 1yr 2 | 3yr 2 | 5yr 2 | Test 2
50
Agarwal, USA, 2009 72940 4 (0-19 0s (7- EFS 50 (7- log-
yrs) 93) 93) rank
PFS,
survival
without
recurrence
. or cancer
interval rogression
between gs 9 ’
transplant | 65 | 49 49 60 49 49
measured
Lazarus, USA, 2007 72950 12 and (40- | (24- | (24- by exam (36- (26- (26-
death 82) | 68) 68) Y ’ 78) 69) 69)
f radiographs,
rom any
and/or an
cause ; .
increase in
serum
cancer
markers
(n=195)
67 56 49 50 50 50
De Giorgi, UK, 2005 77240 18 0s (45- | (33- | (25- | DFS (26- (26- (26-
88) | 78.5) | 72) 74.5) | 745) | 74.5)
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Appendix Table C60: Adverse Events Treatment Germ Cell Tumor

. Severity or 0
s:‘;ﬂ{}g;"f::‘(ﬂ%;")” Record Number Group (N) Grade % s e % TRM
’ Infection
Burdach, Germany and
Austria, 2000 14310 28
reported engr, TRM,
infec compl, sec malig,
Burdach, Germany, 2003 10030 and major organ tox,
but not by age of < or >
17 yrs
Burke, USA 2007 4060 7 sepsis n=1 0 0
Costa, USA, 2008 1710 1 0 0
5% (n=1 day 35 from
Drabko, Poland 2005 6680 21 multiorgan failure
secondary to
infection)
Hara , japan 1998 17950 3 0NR
Harimaya, Japan, 2003 9850 2 0 0
Kasper, Germany, 2006 2570 5 0 0
Koscielniak Germany 2005 7860 0 0
1 HSCT pt died at 17
Kushner, USA, 2001 14240 mggfh‘irp'jﬁnﬂé‘:’&h
failure
lucas, usa 2008 2450 1 0 0
Lucidarme, france, 1998 17610 3 0 (NR)
. . 4% n=1 patient from
Meyers, USA, 2001 13670 sepsis leading | pscr aroup (indl in of HSCT group n=23
o death TRM) n=3 13%
Navid, US and Canada,
2006 5930 9 0
Numata, Japan, 2002 12130 0
0 (one patient
not assessable
ozkaynak, usa 1998 18540 15 secondary to n—ZtATl: dakydO ar;d
early toxic seplic shock day
death)
pession, italy, 1999 16120 3 0 NR
Prete, italy 1998 17210 17 0
Tanaka, Japan, 2002 11770 0 0
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Appendix Table C60: Adverse Events Treatment Germ Cell Tumor Continued

% Hepatic
veno-
Severit FlU Grou occulusive o
Study (Investigator, country, Record y of (mos) % Comment disease Comment | Severity of SI(:I
recor: umber rade s epatic s rade
d# Numb Grad SM SM SM (N')) 7 Hepati hVOD Grade SHE E
SM - Sinusoidal
Obstruction
)
AML at
53
Costa, USA, 2008 1710 months
post
HSCT
Drabko, Poland 2005 6680 10% moderate
to severe
HSCT pt
died from
hemorrhagi
Meyers, USA, 2001 13670 c 4%
pericarditis
(included in
TRM)
CML :snoonth
Numata, Japan, 2002 12130 chronic fi
hase s after
P HSCT
not clear if
the 35 y/o
14 pt or one
Tanaka, Japan, 2002 11770 CML % of the 6 1of 7
abstracted
pts
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Appendix Table C61: Adverse Events Comparator Germ Cell Tumor

Study (Investigator, country, Record Group Severity or Grade o Severity of Grade Secondary F/U (mos) % SM
record#) Number (N) Infection ¢ Malignancy SM ¢
5 of
bernstein, USA/Canada 2006 | 6290 death 110 | MDS at20mos | 1/110
o after dx 1%
(4.5%)
cumulati
ve
incidenc
e of t-
Bhatia,USA, 2007 43210 MDS/A
ML of
11% at
5yrs
from dx
leukemia dead at 10.5 mos after
Kushner, USA, 1995 21430 24 HSCT in CR from ESFT 4
11%
9 sepsis
Meyers, USA, 2001 13670 nonHSC during
T inducti
on CT
Milano, Italy, 2006 43290
Sari, Turkey, 2010 42790 36 0%
van winkle, USA, 2005 43550
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Appendix Table C70: Design, Participant Selection and Enrolilment Embryonal Tumors

. . - . n .
Study (Investigator, | Record S . Therapeutic | Group | Participant Selection . ’ n, Withdrawn
country, record#) | Number IrelEziio M2z Setting (N) (Treatment Period) PR Eva:’uate (Lost to F/U)
lr\]/loarl]l_gnant CNS Case
Chi, USA, 2004 7900 hematopo Embryonal | Initial therapy | 21 1997-2003 series 21 0
etic P Tumors
Dhall, Malignant | cns Case
USA/Australia/Argen | 52130 Embryonal | Initial therapy | 21 1991-2002 . 21 0
. hematopo series
tina, 2008 etic Tumors
Malignant CNS
Fangusaro, USA, 3420 | o™ Embryonal | Initial therapy | 43 1991-2002 Case 43 0
2008 hematopo T series
atic umors
Malignant CNS
Gardner, 71930 | 'o™ Embryonal | Initial therapy | 13 1992-2002 Case 13 0
USA/Australia, 2008 hematopo T series
atic umors
rl\]/loarl]l_gnant CNS
Geyer, USA, 2005 Embryonal | Initial therapy | 299 1993-1997 RCT 284 15
hematopo Tumors
73920 etic
:\1/|oaril-gnant CNS Case
Gidwani, USA, 2008 | 71940 hematopo Embryonal | Initial therapy | 1 report 1 0
etic P Tumors P
rl\]/loarl]l_gnant CNS
Packer, USA, 2006 77250 hematono Embryonal | Initial therapy | 421 1996-2000 RCT 379 42
etic P Tumors
Malignant CNS
Perez-Martinez, non- " Case
Spain. 2005 70470 hematono Embryonal | Initial therapy | 13 1995-2002 series 13 0
pain, etic P Tumors
Malignant 14 (11
non- CNS tande Case
Sung, Korea, 2007 4770 hematopo Embryonal Initial therapy m- 3 1999-2005 series 14
X P Tumors .
etic single)
rl\]/loarl]l_gnant CNS Case
Taylor, UK, 2005 52760 hematopo Embryonal | Initial therapy | 68 1992-2000 series 68 0
. Tumors
etic
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Appendix Table C71: Participant Characteristics Treatment Embryonal Tumors

Study (Investigator, country, Record Group Age Age Age Gender M, F Disease Disease
record#) Number (N) (mean) (median) (Range) (%) Stage/category Histology/Site (%)

Chi, USA, 2004 7900 21 38 months | 7-119 76% M N, E;?g M2(9.5) | ws
Dhall, USA/Australia/Argentina, 52130 21 21 months 5-35 50% M MO MB
2008 months
Fangusaro, USA, 2008 3420 43 37 months | 0120 51% M MO (82); M1-M3 PNET

months (18)
Gardner, USA/Australia, 2008 | 71930 13 35 months | 4722 54% M MO (77); MT (8 M3 | Ar/rT

months (15)
Gidwani, USA, 2008 71940 1 (4 100% M MO AT/RT

months)
Perez-Martinez, Spain, 2005 70470 13 3 months :r;clﬁths 61.5% M M1-M4 (NR) MB (69); PNET (31)
51.5 17-198 o MO (64); M1 (7); M3 .

Sung, Korea, 2007 4770 14 months months 50% M (29) MB (79); PNET (21)
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Appendix Table C72: Participant Characteristics Comparator Embryonal Tumors

Study

p . Disease
(Investigator, . 0 Disease . .
country, Record Number Group (N) Age (median) Age (Range) Gender M, F (%) Stagelcategory Hlstol(?/g)yISNe
record#) °
MB (32); PNET
Geyer, USA, 73920 284 0-36 months 57% M MO (75); M1+ (25) | (16); AT/RT (10);
2005
Other (41)
;gg'ger’ USA, 77250 379 36-252 months | 59% M MO MB
Taylor, UK, 2005 | 52760 68 94 months 34-197 months 29% M M2 (19); M3 (81) MB

C124




Appendix Table C73: Treatment Characteristics Embryonal Tumors

Study (Investigator, country, Record Group Stem Cell Type of Prior Conditioning Supportive
record#) Number (N) Source HSCT Treatment Regimen Care
) s .| IV antibiotics;
Chi, USA, 2004 7900 21 PB single surgery; carboplatin; thiotepa; | e nqal
’ ’ chemotherapy | etoposide agents
Dhall, USA/Australia/Argentina, . . surgery; carboplatin; thiotepa;
2008 52130 21 BM; PB single chemotherapy | etoposide
radiotherapy
Fangusaro, USA, 2008 3420 43 BM: PB single surgery; carboplatin; thiotepa; | for greater/= 6
’ ’ ’ chemotherapy | etoposide years of age
(37%)
Gardner, USA/Australia, 2008 71930 13 single surgery; carboplatin; thiotepa; | 319, 4 iation
chemotherapy | etoposide
suraery- carboplatin-thiotepa-
Gidwani, USA, 2008 71940 1 PB tandem gery, etoposide; busulfan-
chemotherapy .
melphaln-thiotepa
surgery: clonazepam;
Perez-Martinez, Spain, 2005 70470 13 PB single chemotherapy; busulfan-melphalan; ant'l.)'.Ot'CS;
- busulphan-thiotepa nutritional
radiation
support
surgery cyclophosphamide;
. Tandem : ’ melphalan; 43% post-
0,
Sung, Korea, 2007 4770 14 I(:;I?;/(;)Z %), BM (79%); ;a:](g;);?erapy carboplatin-tiotepa- radiotherapy
° Single (21% etoposide for 2nd prior to HSCT
chemotherapy

transplant
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Appendix Table C74: Outcome Assessment Treatment Embryonal Tumors

SO 2L G, Record Number Group (N) Primary Outcomes SECHEL F/U Frequency/Duration
record#) Outcomes
Chi, USA, 2004 7900 21 OS; EFS TRM 40-48 months
Sggg USA/Australia/Argentina, 52130 21 0S: EFS QOL: TRM
Fangusaro, USA, 2008 3420 43 OS; EFS TRM; SM; Other 5 years
Gardner, USA/Australia, 2008 71930 13 OS; EFS TRM; Other 54 months
Gidwani, USA, 2008 71940 1 OS; DFS SM; Other 2 years
Perez-Martinez, Spain, 2005 70470 13 EFS TRM; SM; Other 34 months (5-93)
Sung, Korea, 2007 4770 14 OS; EFS TRM; SM; Other up to 5 years

Appendix Table C75: Outcome Assessment Comparator Embryonal Tumors

Study (Investigator,
country, record#)

Record Number

Group (N)

Primary Outcomes

Secondary Outcomes

F/U Frequency/Duration

Geyer, USA, 2005 73920 284 OS; EFS TRM; SM; Other 6.6 years
Packer, USA, 2006 77250 379 OS; EFS TRM; SM; Other 5 years
Taylor, UK, 2005 52760 68 OS; EFS TRM; Other 7.2 years
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Appendix Table C76: Time to Event Outcomes Treatment Embryonal Tumors

Study (Investigator, country, record#) | Record Number | Group (N) | Outcome | 2yr | 3yr |4yr | 5yr | Outcome_2 | 2yr 2 |3yr 2 | 5yr 2
60 49
Chi, USA, 2004 7900 21 (O] (36- EFS (27-
84) 72)
. . 70 52
Dhall, USA/Australia/Argentina, 2008 52130 21 (05} (10) EFS 1)
49 39
Fangusaro, USA, 2008 3420 43 (O] (33- EFS (24-
62) 53)
. 23 23
Gardner, USA/Australia, 2008 71930 13 0S A1) EFS (1)
Gidwani, USA, 2008 71940 1 0s Alive DFS pisease-
Perez-Martinez, Spain, 2005 70470 13 (O] EFS 57 (15)
82 82 73 (46- 73 58
Sung, Korea, 2007 4770 11 (O] (59- (59- | EFS 99) (46- (25-
100) 100) 99) 91)
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Appendix Table C77: Time to Event Outcomes Comparator Embryonal Tumors

Study (Investigator, country, record#) | Record Number | Group (N) | Qutcome_1 | 3 yr 3yr 5yr | Outcome 2 | 2yr 2 | 3yr 2 | 5yr 2
0Ss
Geyer, USA, 2005 73920 284 43 (3) | EFS 27 (3)
(O]
Packer, USA, 2006 77250 379 86 (9) | EFS 81 (2)
oS 67
Sung, Korea, 2007 4770 3 (13- EFS 67 (13-
100)
100)
0os 50 44
Taylor, UK, 2005 52760 68 (38- (32- EFS 451?)(28- ?1(55)(23-
62) 56)
Appendix Table C78: Quality of Life Embryonal Tumors
Study (Investigator, country, Record Group . L
record#) Number (N) Scale Domain F/U Group [ n mn+/-sd
Dhall, USA/Australia/Argentina, 52130 21 Parent Form of the Child mean intellectual 70 months; single | 4 \;v\i/trir; e
2008 Health Questionnaire function and QOL 124 months 9 rangeg
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Appendix Table C79: Adverse Events Treatment Embryonal Tumors

Study Severity or o ; F/U o
(Investigator, E:r(r:\?ofr Group (N) Grade % - E:g:ﬁj f:;nent % TRM ?&T‘éf: (mos) S/I‘\,II Cosmsmn: i
country, record#) Infection SM
Burdach, Germany
and Austria, 2000 14310 28
reported engr,
TRM, infec
compl, sec
Burdach, malig, and
Germany, 2003 10030 major organ
tox, but not by
age of < or >
17 yrs
Burke, USA 2007 4060 7 sepsis n=1 0 0
AML at 53
Costa, USA, 2008 | 1710 1 0 0 months post
HSCT
5% (n=1
day 35
from
Drabko, Poland multiorga
2005 6680 21 n failure
secondar
y to
infection)
Hara, japan 1998 | 17950 3 0 NR
Harimaya, Japan,
2003 9850 0 0
Kasper, Germany,
2006 2570 5 0 0
Koscielniak
Germany 2005 7860 0 0
1 HSCT pt died
at 17 mos after
Kushner, USA, HSCT with
2001 14240 NED but
pulmonary
failure
lucas, usa 2008 2450 1 0 0
Lucidarme, france, 17610 3 0 (NR)

1998
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Study Severity or o . F/U o
(Investigator, E:::‘%'Zr Group (N) Grade % % E:g:ﬁj f:;nent % TRM sGe;Z:tg:nf (mos) S/I‘\,II Cosmsmn: il
country, record#) Infection
4%
n=1
patient of HSCT
Meyers, USA, 13670 sepsis leading | from group
2001 to death HSCT n=23
group n=3 13%
(incl in
TRM)
Navid, US and
Canada, 2006 5930 9 0 0
50
Numata, Japan, CML chronic months
2002 12130 0 0 phase after
HSCT
0 (one patient 3:2 éTN
ozkavnak. usa not assessable ang
ynak, 18540 15 secondary to .
1998 . septic
early toxic shock
death) d
ay 8
pession, italy,
1999 16120 3 O NR
Prete, italy 1998 17210 17 0
not clear if
the 35 y/o
Tanaka, Japan, 14 pt or one
2002 1770 0 0 CML % | ofthe 6
abstracted
pts
Appendix Table C79: Adverse Events Treatment Embryonal Tumors Continued:
% Hepatic veno-occulusive . .
. . el p Comments Severity of Grade Serious %
Study (Investigator, country, record#) | Record Number disease éﬂ:ﬂitéfi frl‘r)lusmdal hvOoD Hemorrhagic Event SHE
Drabko, Poland 2005 6680 10% moderate to
severe
HSCT pt died from hemorrhagic o
Meyers, USA, 2001 13670 pericarditis (included in TRM) 4%

C130




Appendix Table C80: Adverse Events Comparator Embryonal Tumors

Study (Investigator, country,

Record

Group

Severity or

Severity of Grade econdary

F/U (mos)

0, o,
record#) Number (N) Grade Infection % Malignancies SM % SM
. 50f 110 at 20 mos 1/110
bernstein, USA/Canada 2006 6290 death (4.5%) MDS after dx 1%
cumulati
ve
incidenc
e of t-
Bhatia,USA, 2007 43210 MDS/A
ML of
11% at
5yrs
from dx
leukemia dead at 10.5 mos after
Kushner, USA, 1995 21430 24 HSCT in CR from ESFT 4
9 11% sepsis
during
Meyers, USA, 2001 13670 nonHSC . .
T induction
CT
Milano, Italy, 2006 43290
Sari, Turkey, 2010 42790 36 0%
van winkle, USA, 2005 43550
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Appendix Table C81: Design, Participant Selection and Enrollment Glial Tumors

Participa
Study Recor nt n n,
(Investigato d S Diseas Therapeutic Selection . ’ Withdrawn
r, country, Numb Indication e Setting Group (N) (Treatme Design Ev:lduat (Lost to Comment
record#) er nt F/U)
Period)
1 patient
lost to
Ayan Malignant January follow up at
Turkey, 74690 Eg;;topoeti Glial t’:'igm’isdk'ag“osed’ ngr‘]’c',ﬁgma 4 | 1990-" | Caseseries |4 > months,
1995 May 1991
c response
to
treatment
HSCT Choroid
Sl P
France, 75380 . glial Newly Diagnosed Case series | 22 0
hematopoiet Therapy 1995
1998 . )
ic Choroid plexus
tumor (20)
4 patients were
excluded due
Patients with no Loafr:];zgius
. previous CHM or Randomized diagnosis, 1
Malignant RT who had been . . X . )
Bertolone, Non- histopathologicall April trial with non juvenile
United 10380 Glial P gically | 18 1985 - randomized | 18 0 pilocytic
Hematopoet confirmed to have .
States, 2003 ic a high-arade May 1990 | infant astrocytoma 2
9n-g component low-grade
astrocytoma after
! . astrocytoma
surgical resection and 1

meduloblastom
a
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Participa

Study Recor nt n n,
(Investigato d S Diseas Therapeutic Selection . ’ Withdrawn
r, country, Numb Indication e Setting Group (N) (Treatme Design Ev::juat (Lost to Comment
record#) er nt F/U)
Period)
13 children with
high grade
glioma were
Malianant enrolled in this
Bouffet, Non? study. 8 were
France, 78760 Glial Recurrent 5 NR Case Series | 5 0 newly
Hematopoet )

1997 ic diagnosed and
exclude while 5
were recurrent
after induction
chemotherapy

Malignant

Bouffet, .

France, 78770 | Non- | gliai | Newly diagnosed | 44 March | Case series | 24 12

2000 hematopmet pontine glioma 1990-7

ic
Preliminary
results of the
present study
Epizgyggt?; a indicate that
Malignant Malignant ’ P children with
Astroctytoma 1, | May 1991
Busca, ltaly, Non- . recurrent or . . both recurrent
73190 .| Glial . Glioblastoma - August Case series | 6 0
1997 hematopoeti progressive CNS - and newly
Multiforme 2, 1996 ;
[ tumor - . diagnosed
Oligodendroglio brai
ma 1 rain tumors
may benefit
from high-dose
chemotherapy
Malignant Novembe .
Conter, Retrospectiv
France, 73540 | Non- | Glial | Varied Ependymoma | r1996- | ce 24 0
hematopoeti 24 Decembe -
2009 series
c r 2002

Doireau, lr\\lllgl:?nant Recurrent or May 1992 1 dead of

France, 55990 Hematoooet Glial unresecAppendix 8 -January | Case series | 8 disease

1998 - P Table 8tumors 1998
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Study
(Investigato
r, country,
record#)

Recor

Numb
er

Indication

Diseas

Therapeutic
Setting

Group (N)

Participa
nt
Selection
(Treatme
nt
Period)

Design

n,
Evaluat
ed

n,
Withdrawn
(Lost to
F/U)

Comment

Dunkel,
United
States, 1998

78780

Malignant
Non-
Hematopoet
ic

Glial

Recurrent

10

NR

Case Series

10

16 patients
were enrolled
in this study, 6
were excluded
based on newl
diagnosed
pontine tumors
with no
previous
therapy

Finlay,
United
States

1300

Malignant
Non-
Hematopoet
ic

Glial

Recurrent
Malignant
Astrocytoma

27

NR

Quasi-
Experimenta
| Study w/
prosective
cohort
compared to
CCG-945
controls

27, 56
control

Grill, France,
1996

73240

Malignant
Non-
Hematopoie
tic

Glial

Recurrent

Ependymoma
16

1988 -
1994

Case Series

16

authors
suggest the
high-dose
busulfan-
thiotepa
combination
had little if any
activity in
refracotry or
relapsed
ependymoma
of children.
New
therapeutic
approaches
must be
evaluated
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Participa

Study Recor nt n n,
(Investigato d S Diseas Therapeutic Selection . ’ Withdrawn
r, country, Numb Indication e Setting Group (N) (Treatme Design Ev::juat (Lost to Comment
record#) er nt F/U)
Period)
Malignant . June
. Newly Diagnosed,
Grill, France, | 74360 | Non- | Glial | high grade 73 1990 - Case Series | 73 0
2001 hematopoeti ependvmoma Decembe
c pendy r 1998
Grovas Malignant '
United 16600 | MO | Glial | Now Diagnosed g hose Case series | 11 0
States, 1999 i P 9
Grundy, Malignant
United non- . Newly Diagnosed, | Ependymoma 1992 - eart
Kingdom, 73750 hematopoeti Glial 9 pts metastatic 89 2003 case-series 89 0
2007 c
Grundy, l’\\l/lca)rl::qnant No prior adjuvant March
United 51800 Hematopoet Glial drug or 45 1993 - Case series | 41 4
States, 2010 ic P radiotherapy July 2003
N=7,1
ependymoma, 4
Gururangan, Malignant glioblastoma 1989-
United 18000 | non- Glial recurrent multiforme, 1 1996 Cohort n=7 0
States, 1998 hemtopoetic anaplastic
astrocytoma, 1
CPC
Malignant Retrospectiv
Horn, Untied non- . . Ependymoma 1987- 11 center
States, 1999 74470 hematopoeti Glial Varied 83 1991 ze(:'iaesse 83 0 retrospective
c
Hurwitz, lr\\l/lc?:::qnant Recurrent or ‘,]j;gg ) 75 enrolled 45
United 53330 Glial Progressive brain 45 Case Series | 45 0 eligible based
Hematopoet March ;
States, 2001 ic tumors 1998 on histology
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Participa

Study Recor nt n n,
(Investigato d S Diseas Therapeutic Selection . ’ Withdrawn
r, country, Numb Indication e Setting Group (N) (Treatme Design Ev:;uat (Lost to Comment
record#) er nt F/U)
Period)
3 excluded
due to one
death in
immediate
. Malignant Newly diagnosed postoperau
Jaing, Non- high and low Ependymoma ve period
Taiwan, 74030 .. | Glial 43 and 2
hematopoeit grade 46 .
2004 . spinal cord
ic ependymomas
tumors. 2
patients
were also
lost to
follow up
Study
enrollment
stopped early
due to
concerns about
i ; radio-
Jakacki, lr\]/I:rl]l_gnant High-dose ',?‘gg; ) pootentiating
United 15920 . glial 9 11 Case series | 11 0 effects of
hematopoiet chemotherapy June
States, 1999 . chemotherapy
ic 1998 .
given
concurrently
with radiation 1
pt excluded
due to age
above 21 years
. 99 patients
Kobrinsky, ’l\\lﬂgl:?nant Recurrent or rD‘Ieggg]Pe enrolled, 42
United 53560 Glial . 42 Case Series | 42 0 eligible based
Hematopoet unresponsive February ;
States, 1999 . on histology
ic 1992 .
glioma
Malignant June . 2 patients
Ko_rones, Non- . 2002 - Retrospectiv excluded due
United 52670 Glial Recurrent 9 e case 9 0 .
Hematopoet October - to being above
States, 2006 . series
ic 2003 age 21

C136




Participa

Study Recor nt n n,
(Investigato d S Diseas Therapeutic Selection . ’ Withdrawn
r, country, Numb Indication e Setting Group (N) (Treatme Design Ev:;uat (Lost to Comment
record#) er nt F/U)
Period)
Kuhl, lr\\lllgl:?nant Untreated, newly 1987 -
Germany, 17700 .. | Glial diagnosed 21 Phase Il trial | 10 11
hematopoeit 1991
1998 ic ependymoma
26 patients
Malianant 11 pts did excluded after
Macdonald, Non? Newly Diagnosed 1993- Randomized not central
United 55000 Hematoooet Glial Hi h-yGrad% 102 1998 Trial 76 complete neuroradiograp
States, 2005 - P 9 HDCT due | hic review or
to toxicities | pathological
review
Mahone Malignant Decembe 7 of 19 patients
. Y, Non- . Recurrent or r 1990 - . included based
United 73250 .. | Glial . 7 case series 7 0
hematopoeit Progressive Septemb on tumor
States, 1996 . ! :
ic er 1993 diagnosis
Given the
dismal
performance of
this regimeni n
controlling
recurrent
intracranial
ependymoma
Mason Malignant Decembe in children we
United 73180 | Nom- | Glial | Recurrent Ependymoma | r1986- | oy 15 0 cannot
hematopoeti 15 Novembe recommend
States, 1998 h
[ r 1993 this approach
of infasive
chemotherapy
with this
regimen as an
effective
strategy for
recurrent
disease.
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Participa

Study Recor nt n n,
(I:‘éiit;%?;? Nuc:nb Indication Dlseeas Thg;?gﬁ;t'c Group (N) ?1?:::::::2 Design EvaLuat V\I(ltl;csht'at\:)vn Comment
record#) er nt e F/U)
Period)
Malignant August “Was in
:\t/Iassmlno, 55220 Non- Glial Consolidate high- 21 1996- Case series | 21 0 comparator
aly, 2005 Hematopoet risk March
. search
ic 2003
Merchant, Malignant Epend J
United 74280 EO”' tonoeit | Glidl | Varied 62’3“ ymoma 1;’;‘; PIl trial 64 0
States, 2002 icema opoel -
Malignant Tandem
Ozkaynak, Non- Relapsed/Progres 1995- Treatment, not
United 7850 Hematopoie Glial sive : Tandem 6 2002 Case Series | 6 0 on initial
States, 2004 tic Treatment indications for
abstraction
High degree of
discordance
Robertson, o=+ 20, anaplasts | May 1986 intiutonal
United 74630 hematopoet Glial High-risk ep'endymoma - June RCT 32 0 diagnoses and
States, 1998 1992 )
c 12 centralized
review (31%
concordance)
Malignant . Of .27 initial
Shih, United ) Non- . 1989- Retrospectiv _patlen_ts 5 met
530 Glial Recurrent 5 e case 5 0 inclusion
States, 2008 Hematopoet 2004 . o .
ic series criteria fgr this
abstraction (19)
52 total
Malignant April Case series patients, 38
Sio, Italy, Non- . 1998 - (off-label excluded
2006 6950 Hematopoet Glial Relapsed 14 April compassion 14 based on
ic 2004 ate use) histology or
age > 21
Thorarinsdot l’\\l/lca)rl::qnant 1998 - 6 of 15 patients
tir, United 73050 h .| Glial Malignant CNS 6 Case series | 6 0 included based
States, 2007 ematopoeti 2005 on tumor type
; c yp
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Participa

Study Recor nt n n,
(Investigato d S Diseas Therapeutic Selection . ’ Withdrawn
r, country, Numb Indication e Setting Group (N) (Treatme Design Ev:lduat (Lost to Comment
record#) er nt F/U)
Period)
Wrede, Nen 2000-
Germany, 75590 h t " Glial Newly Diagnosed 34 CPC 2008 Case series | 29CPC | 5
2009 ematopoeti
c
Yule, United vangnant High-Risk and 1995 S patients
Kingdom, 18960 . | Glial Recurrent Tandem | 5 Case Series | 5 0
hematopoeti 1995 based on tumor
1997 (?) .
c histology
1991-
1997
i e
United 73020 . | Glial ’ 29 ’ Cohort study | 29 0
hematopoeti confirmed 1997 -
States, 2007
c ependymoma 2002
(Head
Start 2)
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Appendix Table C82: Participant Characteristics Treatment Glial Tumors

Study

(Investiga R?:o Age Aeg Ra Gender M. F Disease Disease
tor, Num Group (N) (mea | Age (median) | Age (Range) (S ce (%) ’ Stage/cate | Histology/Site Comment
country, ber n) D) (%) . gory (%)
record#)
Berger hoande sppai‘::zlnt Both CPC
’ 7538 Choroid Plexus 24 and 33 located
France, . 0, 2 (0, 100) metastases .
0 Carcinoma (2) months supratentorially
1998 at
di . (100)
iagnosis
1 parieto-
Bouffet, . -
France, | /87° |5 7 6 3-14 nr | 3,2(60,40) | Alhigh- 1} occipital, 3
0 grade brain stem, 1
1997
thalamus
these patient
characteristic
s were
. At least 2/3rd reported for
Bouffet, 7877 D|ffu.se of pts tumor the whole
France, 24 7 years 3-17 years NR | 15, 21 pontine ; .
0 had to be in patient
2000 tumor .
the pons population
and not those
evaluated by
HDC
Ependymoma Ependymoma
2, Anaplastic 2, Anaplastic
Astroctytoma Astroctytoma
ousca, | 7319 | 1 e | voar o 5,6 46 54%) )
Italy, 1997 | 0 Glioblastoma 11 agtientz 1 a?tientz for total group Glioblastoma
Multiforme 2, P ’ P Multiforme 2,
Oligodendrogli Oligodendrogli
oma 1 oma 1
Dunkel, 10 High-
United 878 | 4o 789 | 7.9 3.5-14.9 nr | 7,3(70,30) | 9radeglial g0
States, 0 malignanci
1998 es
Glioblastoma
Finlay, 1512 Multiform 17
United 1300 | 27 NR 8.5 .2-20.0 NR | NR o NR (63%) Aplastic
(55,45%)
States Astrocytoma
10 (37%)
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Study

(Investiga ngo Age Aeg Ra Gender M. F Disease Disease
tor, Num Group (N) (mea | Age (median) | Age (Range) (S ce (%) ’ Stage/cate | Histology/Site Comment
country, ber n) D) (%) . gory (%)
record#)
2 patients
had tumor
cells in
Gril CSF. 3 6
France, | ;224 | Ependymoma 3 years 5to 15 years 8,8(50,50) | WHOlow- | Supratentorial,
1996 9 .
tumors, 13 Infratentorial
WHO high-
grade
tumors
one patient's
Ones | 1660 1 GBM arose
11 12years 5-18years ne 7,4 (63) Glioblastoma from pilocytic
States, 0 .
multiform (100) | xanthoastroc
1999
ytoma
Ependymoma Ependymoma
N=7, 1 cpc, 1 /lir:ol’astic 0,1 (0, 100), 1
Gururanga ependymoma, Astrgc toma anaplstic ependymoma,
n, United 1800 | 4 glioblastoma Y astrocytoma 0, | All patients | 4 glioblastoma
States 0 multiforme, 1 23mo, no 1 (0,100) recurrent multiforme, 1
1998 ’ anaplastic, Glioblastoma Glibiastor’na anaplastic’
astrocytoma multiforme .24, multiforme 2,2 astrocytoma
3.6, 10.8, and (50, 50) ’
57.6mo ’
. High grade
AL 7.2 glial tumor | 3 GBM (27), 2
States 0 11 year | 7.2 years 3.1-12.6 years NR | 4,7 (36, 64) or a diffuse | AA (18), 6
’ s pontine Pons (55)
1999
tumor
Anaplastic Anaplastic
Anaplastic Astrocytoma Astrocytoma 2
Astrocytoma 2, 12, (29),
Mahoney, Ependymoma Ependymoma ) AA 2,0 (100, 0) Ependymoma
United 7325 |3 5 AA (8-16), EP EP 1,2 (33, 3(43)
s o (3-7.5), GBM 67), GBM 1,0 oD
States, 0 Glioblastoma Glioblastoma Glioblastoma
. - 15.5,BSG 5 (100, 0), BSG :
1996 multiforme 1, multiforme 0,1 (0, 100) multiforme 1
Brainstem 15.5, T (14),
glioma 1 Brainstem Brainstem
Glioma 5 glioma 1 (14)
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Study
(Investiga ngo Age Aeg Ra Gender M. F Disease Disease
tor, Num Group (N) (mea | Age (median) | Age (Range) (S ce (%) ’ Stage/cate | Histology/Site Comment
country, ber n) D) (%) gory (%)
record#)
9 low-grade
Mason, 45 ependymo 13 posterior
1 o, 0,
gtmted 7318 | Ependymoma mont | 22 months 5 months - 12 8,7 (53, 47) ma (60%), fossa (87 A)), 2
ates, 0 15 hs years 6 supratentorial
1998 anaplastic (13%)
(40%)
GBM 10 (48),
Anaplastic
AST 9 (42),
Anaplastic
Massimino oligodendroglio
,ltaly, 8522 21 NR |10 3.5-19 NR | NR 2'72/4) (33, EiR’h'-O\(gra s | ma2(10)
2005 o 9 spine 2 (10),
Posterior fossa
2 (10),
Supratentorial
17 (80)
Ozkaynak, Progressiv AA 2 (33),
United e 3 (50) GBM 1 (17),
States 7850 | 6 115 | 11 4.5-18 nr 3,3 (50, 50) Recurre’nt 3 BSG 2 (33),
’ Ependymoma
2004 (50) 1(17)
Shih,
gg}zg 2530 |5 ;S 7.4 yrs 4-16.6 yrs NR | nr NR (135,5"3’ 2AA2
2008
Oligodendrogli
Oligodendrogli | Oligodendrogli Oligodendrogli moma right
Oligodendrogli moma 27 moma 27 moma 1 male, frontal,
Thorarinsd moma 1 months, months, Ganglioma 1 Ganglioma
otir Ganglior,na 1 Ganglioma 25 Ganglioma 25 male, temporal,
U . 7305 o months, months, Anaplastic All WHO Anaplastic
nited 0 Anaplastic Anaplasti Anaplasti lioma 2 mal de II lioma 1 c-
States glioma 3 naplastic naplastic glioma 2 male, | grade glioma 1 ¢
2007 ’ Ependyn’wma glioma 18 glioma (9-29) 1 female (67, spine 1
1 months, months, 33), brainstem and
Ependymoma Ependymoma Ependymoma one parietal,
6 months 6 months 1 female Ependymoma
IV ventricle
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Study

. Reco . .
(Investiga rd Age e Ra Gender M. F Disease Disease
tor, Num Group (N) (mea | Age (median) | Age (Range) (S ce (%) ’ Stage/cate | Histology/Site Comment
country, ber n) D) (%) gory (%)
record#)
1 analpastic
ependymoma
Yule, (25%), 1
United 1896 5- recurrent GBM
Kingdom, | 0 5 15 1025 14 | NR o (25), 1 GBM
1997 (25),1
suprasellar
gbm (25)
Zacharouli | 7445 | Epend 23 1 ?4(35?3)' 55 S(t7esri)or foss2
pendymoma , ,
20878 0 29 ;/ear 2.1 years .7-8.9 years NR | 18, 11 (62, 38) M2 0, M3 4 | supratentorial
(14) 7 (24)
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Appendix Table C83: Participant Characteristics Comparator Glial Tumors

In ?sl:fiyator ST Age Age Age Age Gender Disease Disease
( ,‘::ourl'gry, Numbe Group (N) (mean | (median | (Range | (SD Race (%) M, F (%) Stagel leatagory HistolggylSite Comment
record#) r ) ) ) (%)
frontal lobe 1
(25),
teporoparieto-
occipital lobe 1
(25%), Multiple
Ayan, Anaplastic 12.5 5-15 3,1 (75, | Anaplastic 4 paranchimal
Turkey, 1995 74690 ependymom years years 25%) (100%) menengial
' a4 lesions 1 (25%),
Temporoparietal
lobe 1 (25%).
CSF cytology
positive in one
patient (25%)
3 patients had
metastases at
diagnosis (2 12
Choroid spinal/bifocal, 1 supratentorial
Berger, plexus 4-111 9, 1 bifocal) 4
France, 1998 75380 carincoma 31mo mo (35, 55) | patients had no .(6f0)’t8 torial
(22) metastases and I(TlOr? entoria
13 patients had
unknown
metastates
11 Anaplastic
Astrocytoma
(61),3
Ependymoma
(17), 2
Bertolone, <1 year !
United 10380 | 18 4 -16 NR 1,8 Glioblastoma
States, 2003 years (58v 42) multiforme (1 1),

1 Anaplastic
mixed glioma
(6), 1 anaplastic
ganglioglioma

(6)
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(Investigator ﬁecol:d G N Age A%? RAge Asgg R o Gender Disease Hi ItJilseasles_t c t
, country, ur:l e roup (N) (m()ean (me) ian | ( a)nge ( ) ace (%) M, F (%) | Stagelcategory is og/og)y ite ommen
record#)

Supratentorial 4
Conter, 73540 Ependymom 8.6 5-17 16, 8 Grade 2 13 (57), | (17),
France, 2009 az24 years years (67, 33) | Grade 3 10 (43) | Infratentorial 20
(83)
Six patients had
low-grade
tumors while
two had grade 5
astrocytoma
Doireau 3 mo - lll tumors. Al (63), 3 Ages at
’ 55990 8 4.6 3.8 nr tumors were ot ) .
France, 1998 4.5 . oligoastrocytom | diagnosis
progressive and a (37)
three had
metastases
before
chemotherapy.
Glioblastoma
Finlay 29,27 Multiform 27.
United States 1300 56 nr 11.1 1-19.3 | nr nr (52,48% | NR (48%) Aplastic
) Astrocytoma 29
(52%)
56 (82%) of .
73 patients had a svgraetlﬁgts
Grill, France, 74360 Ependymom 27 5-62 40, 33 Ependymoma high grade assigned a
2001 a’73 months months (55, 45) 100% y tumor, 12 (18%) histological
° had a low-grade 9
grade
tumor
Infratentorial 69
(86),
Supratentorial
Metastatic 54 (67.5 11 (14)

Grundy, ependymom (.05- o ) Non-metastatic Infratentorial 7

United 73750 a9, non- 1.93, 3.16), rr:ale) 4 80 (90), (78),

Kingdom, metastatic 1.36 (.24- (44 %’ Metastatic 9 Supratentorial 2

2007 ependymom 2.25) male) (10) (22) WHO 11 54

a 80 (68), WHO Il 26
(32)WHO 11 5
(56), WHOIlI
(44)
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Study

(Investigator ﬁecol:d G N Age A%? RAge Asgg R o Gender Disease Hi ItJllseasles_t c t
, country, umbe roup (N) (mean | (median | (Range | ( ace (%) M, F (%) | Stagelcategory is o?/gy ite ommen
record#) r ) ) ) ) e

Er?a?)iastic High Grade
High Glioma 19 (73),
High Grade Astrocytoma 7, Brain Stem
Grade Glioma Astroblastoma Tumor 7 (27)
Glioma 33- 1, Anaplastic HGG metastatic
1.8 509 oliodendrogliom in posterior

Grundy, éars éars 18, 8 az, fossa 2 (11)

United 51800 | 41 Boain | Beain 69) Glioblastoma 5, | 2°% ¢ &

States, 2010 Stem Stem unknown 3 supratentorial

Glioma | Glioma Diffuse pontine | 47" gy Brain
2.52 68- glioma: diffuse | g4 Glioma
éars 3 01 astrocytoma 1, metastatic in
y ) glioblastoma 1, Brainstem 7
years unclassified 1, 1rgéns 1e5m
inoperable 4 (100), 15 cpe
WHO Il grade 2
51 (61), WHO Il
. 8mo - grade 331 (37) | Age=<329
porm, Ut | 74470 | Shendymom 515mo |20 ?gd 35’0) o o E?g; M1- | nfratentorial 64 | *=(35), Age
’ years ’ (77), >3 54 (65)
Supratentorial
19 (23)
Astrocytoma 4 Age and
(9), Malignant Gender

Hurwitz, 4mos- Recurrent or Glioma 13 (29), | reported for

United 53330 45 7.7 19yr NR 56, 44% | progressive Brain Stem entire 75

States, 2001 disease Glioma 15(33), enrolled pts,

Ependymoma not available
13 (29) by histology
8 Grade 11 20 (47) Supratentorial
Jaing, 74030 Ependymom 6.6 months 25,18 Grade Il " | 15 (35),
Taiwan, 2004 a43 years to 18 (58, 42) [anaplastic] (53) Infratentorial
years (65)

. \é\llgglf ‘?S High grade Raqe gnd sex
Kobrinsky, Hispanic, Male 54, astrocytoma 20 statistics
United 53560 42 NR NR NR NR 19. Asian 3 Female | NR 48). Brai reported for
States, 1999  Asian 3, | (48), Brain stem | ' im total

’ Other/Mixe glioma 22 (52) :
99 patients
d3
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(Investigator AEEE Age Age Age Age Gender Disease Dz
- o . .
, country, Numbe Group (N) (mean | (median | (Range | (SD Race (%) M, F (%) | Stagelcategory Hlstolggylsue Comment
r ) ) ) ) (%)
record#)
5 Glioblastoma,
Korones, 7,2 2 anaplastic
United 52670 9 12.2 9 5-21 NR (77,23% astrocytoma 2
States, 2006 ) brainstem
glioma
19 anaplastic
(90), 14
infratentorial
Kuhl, (67). 29% of 21
Germany, 17700 21 3-16 atients had ependymoma
1998 pa : (100%)
microscopic
tumor cells in
CSF
4 patients not
evaluable
GMB/GV 40 because
0,
69.7% . (53), AA 30 imaging
white, All patients had
p - . (39), Other 6 reports
Macdonald, 14.5% 36, 40 histologic (8)supratentorial | demonstratin
United 55000 76 11.95yrs | 3-20yrs Hispanics, (47. verification of P o X
o o - tumor 86.8%, g residual
States, 2005 10.5% 53%) high-grade . . .
five patients had | disease were
Blacks, and astrocytoma . .
metastatic not available
5.3% other .
disase before
chemotherap
y
45 differentiated
ependymoma
Merchant, 1.1 - 32,32
United 74280 aE%i”dymom 3years | 22.9 (50, gg) I;Ztic
States, 2002 years 50%) P
ependymoma
(30)
Caucasian
22 (69),
Robertson African posterior fossa
United 74630 32 7 2.17.3 Aémerlcan 3 1573 1457 /-})’réaplastlc 12 21 (6€t3), ol
States, 1998 @ 5347 | (8 supratentoria
’ Hispanic 4 11 (34)
(13), Other
3(9)
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("‘Vitsl:;::.il{“or Record Age Age Age | Age o Gender Disease bl
, country, Numbe Group (N) (mean | (median | (Range | (SD Race (%) M, F (%) | Stagelcategory Hlstolggylsne Comment
record#) / ) ) ) ) (%)
Ependymoma 2
(14), Anaplastic
i Astrocytoma 3
S aly. 6950 | 14 96 |84 12 nr 2’6;5 (64, (21), Brain Stem
' Glioma 8 (57),
Glioblastoma
Multiforme 1 (7)
Lateral Ventricle
Wrede 17,17 .
’ 2.3 3-17.1 ! Metastatic 7 30 (88%),
S(;e(;rgnany, 75590 34 CPC years years 2-)509,/) (21%) Fourth ventricle
° 4 (12%)
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Appendix Table C84: Treatment Characteristics Glial Tumors

Study
(Investi
gator,
country

record#

)

Recor
d
Numbe
r

Group
(N)

Stem
Cell
Sour
ce

Type of
HSCT

Prior
Treatment

Conditioning
Regimen

Immunosu
ppressive
therapy
for GVHD
prophylaxi
s

Supportive Care

Comparat
ive
Treatmen
t

Comparati
ve
Treatment
Dose/Regi
men

Comment

Ayan,
Turkey,
1995

74690

Anapla
stic
Ependy
moma

II8 in 1 n
chemother
apy

methylpred
nisolone,
vincristine,
lomustine,
procarbazi
ne,
hydroxyure
a, cisplatin,
cytosine
arabinosi