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3. Quality, Nelarabine Injection, 5Smg/mL
GlaxoSmithKline

fgrt [oM+ERA ~20l 5 A ]

F 48 GEERKREBREMES)

VO

4.2.1.1.1 Growth Inhibition of Human Leukemic Cell Lines by 506U78 and 155U70
Burroughs Wellcome Co.

g T4 A ]

4.2.1.1.2/ref PHARMACOLOGIC PURGING OF MALIGNANT T CELLS FROM HUMAN
BONE MARROW USING 9--D-ARABINOFURANOSYLGUANINE
Duke University Medical Center
Transplantation 1991;52:634-40

KT

42.1.13 Ara-G and 506U78 Inhibited the Growth of CEM Cells in Beige Nude Xid Mice
Burroughs Wellcome Co.

tpvigrt 194 A w5 Qo+ Il A UG ]

4.2.1.1.4/ref Efficacy and Toxicity of 9-B-D-Arabinofuranosylguanine (araG) as an Agent to
Purge Malignant T Cells from Murine Bone Marrow: Application to an /n Vivo T-
Leukemia Model
Duke University Medical Center
Leukemia 1993;7:1261-7

INF 3L

4.2.1.1.5/ref 2-Amino-6-methoxypurine Arabinoside: An Agent for T-Cell Malignancies
Wellcome Research Laboratories
Cancer Res 1995;55:3352-6

INFET L
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4.2.1.1.6

42.1.1.7/ref

4.2.1.1.8/ref

4.2.1.1.9/ref

4.2.1.2.1/ref

4.2.1.2.2/ref

4.2.1.2.3/ref

1.12.

Anabolism of Guanosine Arabinoside [155U70, ara-G] and 2-Amino-6-
Methoxypurine Arabinoside [S06U78] in CEM Cells
Burroughs Wellcome Co.

EE (1904 WA B ]

Metabolism and Selectivity of Arabinonucleoside in Human Lymphoid Cells
(42123)
St. Jude Children's Research Hospital
Proc Soc Exp Biol Med 1985;179:456-62

INF 3L

Arabinosylguanine Is Phosphorylated by Both Cytoplasmic Deoxycytidine Kinase
and Mitochondrial Deoxyguanosine Kinase
The University of Texas M. D. Anderson Cancer Center
Cancer Res 2002;62:3100-5

Arabinosylguanine-induced Apoptosis of T-Lymphoblastic Cells: Incorporation into
DNA Is a Necessary Step
The University of Texas M. D. Anderson Cancer Center
Cancer Res 1999;59:4937-43

INFR R L

The effects of nucleoside analogs on telomerase and telomeres in Tetrahymena
The University of California
Nucleic Acids Res 1994;22:893-900

6-Methoxypurine Arabinoside as a Selective and Potent Inhibitor of Varicella-Zoster
Virus

Wellcome Research Laboratories

Antimicrob Agents Chemother 1991;35:851-7

INFET L
In vitro |2 3317 A8 LW HLA L R K| D HLsifF 52
Y= N
H IR 456 1982;86:303-11
INFE T
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4.2.1.2.4/ref

4.2.1.2.5/ref

4.2.1.4.1/ref

42211

42235
42251

4.2.2.2.2/ref

1.12.

Anti-cowpox Virus Activities of Certain Adenosine Analogs, Arabinofuranosyl
Nucleosides, and 2'-Fluoro-arabinofuranosyl Nucleosides
Utah State University
Nucleosides Nucleotides Nucleic Acids 2004;23:375-83

INFET

BIOLOGICAL ACTIVITIES OF SOME PURINE ARABINOSIDES
Wellcome Research Laboratories
Ann N'Y Acad Sci 1975;255:468-80

I F 3L

Pharmacological and Biochemical Strategies to Increase the Accumulation of
Arabinofuranosylguanine Triphosphate in Primary Human Leukemia Cells
The University of Texas M. D. Anderson Cancer Center
Clin Cancer Res 1997;3:2107-13

IR

Method validation: Analysis of 506U78, Fludarabine des-Phosphate, and Ara-G in
Cynomolgus Monkey, New Zealand White Rabbit, and Han Wistar Rat Plasma,
using HPLC with UV and Fluorescence Detection
RD1997/02506/00
Glaxo Wellcome Inc.

gk [1oMls A #s ]

Elimination of Radioactivity Following a Single Intravenous (100 mg/kg)
Administration of ['*C]506U78 (GI262250) to Male and Female Intact and Male
Bile Duct-Cannulated Mice
7274-478
|
g 2o+l ~m]

Pharmacokinetics of guanine arabinoside (ara-G) and 1493U89 (5'-O-acetyl-2-
amino-6-methoxypurine arabinoside) given orally to B¢D, Mice
P144
Burroughs Wellcome Co.

#RER (Ol +mH ~1)]
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42223

42224

42225

4.2.2.2.6
4.2.2.3.6
42252

42227

42228

1.12.

Pharmacokinetics of 506U78 and Ara-G in Female Rats Following Intravenous
Administration of 506U78 at 62.5mg/kg. (Study Number: 97/APK/0114)
97/APK/0114
Glaxo Wellcome Inc.

s (oM Il 5]

Pharmacokinetics of 506U78 and Ara-G in New Zealand White Rabbits Following a
1 Hour Intravenous Infusion of 506U78 at 20mg/kg. (Study Number: 97/APK/0009)
97/APK/0009
Glaxo Wellcome Inc.

gt T4 Il ]

Pharmacokinetics of 2-amino-6-methoxypurine arabinoside (506U78) given
intravenously to dogs
P219
Burroughs Wellcome Co.

e [l ~1)]

Elimination of Radioactivity Following a Single Intravenous (100 mg/kg)
Administration of ['*C]506U78 (GI262250) to Male and Female Intact and Male
Bile Duct-Cannulated Cynomolgus Monkeys
7274-512
I
gkt ROMFER ~7]

Plasma levels of 506U78 and Ara-G in Cynomolgus Monkeys on Days 1 and 5 of a
Five-Day Toxicity Study (ACU 515)
ACU 515
Burroughs Wellcome Co.

st [oMF ] #s Qolls Il gGD ]

Plasma Levels of 506U78 and ara-G in Cynomolgus Monkeys on Days 3 and 28 of a
30-day Toxicity Study (TOX740)

TOX740

Burroughs Wellcome Co.

ek [oMERA #s olE RG]
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42231

42232

42233

42234

4.2.2.41

4.2.2.4.2

1.12.

(**C)-506U78: Quantitative Tissue Distribution of Test Substance-Related Material

Using Whole-Body Autoradiography Following Single intravenous Administration

of ("*C)-506U78 (100 mg/kg) to Male and Female B6C3F1 (Pigmented) Mice
1990/436

]
e oM Al ~l )

In Vitro Protein Binding of 506U78 and GI186898 (ara-G) to Human Plasma
Proteins(98/AVT/0013)
98/AVT/0013
Glaxo Wellcome Inc.

gkt (1ol mA ~ 1ol RA Qo4 B H Gl ]

In Vitro Investigation of the Potential for 506U78 (GI1262250) and ara-G (GI186898)
to Inhibit Human P-glycoprotein Heterologously Expressed in MDCKII Cells

04DMRO020

GlaxoSmithKline

wizee 2ol ~1A ColERH g

In Vitro Investigation of Both the Transport via Heterologously Expressed Human P-
glycoprotein and the Passive Membrane Permeability of 506U78 (GI1262250) and
ara-G (GI186898) in MDCKII-MDR1 Cells
04DMRO13
GlaxoSmithKline

AR 2ol ~i)]

An in vitro Study to Investigate the Metabolism of [14C]-506U78
(Nelarabine/GI1262250) and ['*C]-ara-G (G1186898) in Mouse, Rabbit, Monkey and
Human Hepatocytes
04DMRO037
GlaxoSmithKline

ks 2ol 1~ ]

Quantitative Metabolic Profiling and Metabolite Identification of 506U78
(GI262250/Nelarabine) in Male and Female Intact and Male Bile Duct-Cannulated
Mice after a Single Intravenous Administration of ['*C]-506U78 at 100 mg/kg
04DMRO038
GlaxoSmithKline

fvEst oM ~14 Coll+ 2G|
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42243

4.2.2.44

4.2.24.5

4.2.2.4.6

42247

423.1.1

1.12.

Collection of Plasma and Excreta Samples for the Determination of the Metabolite
Profiles of ['*C]506U78 (G1262250) Following a Single Intravenous Administration
to a Male Cynomolgus Monkey
7274-540
|
FEPER [20M 4F I 05

Quantitative Metabolic Profiling and Metabolite Identification of 506U78
(Nelarabine/GI1262250) in a Male Cynomolgus Monkey after a Single Intravenous
Administration of ['*C]-506U78 at 2 mg/kg
04DMRO030
GlaxoSmithKline

wget RolIER 7]

Quantitative Metabolic Profiling and Metabolite Identification of 506U78
(GI262250/Nelarabine) in Male and Female Intact and Male Bile Duct-Cannulated
Cynomolgus Monkeys after a Single Intravenous Administration of ['*C]-506U78 at
100 mg/kg
04DMRO052
GlaxoSmithKline

Es 2ol ~liA ]

An In Vitro Investigation into the Inhibition of Human Cytochrome P450 Enzymes
by 506U78 (GI1262250X) and GI1186898X
04DMMO14
GlaxoSmithKline

#EER R2oFRH ~17]

An In Vitro Evaluation of 506U78 (GI1262250X) and ara-G (GI186898X) as an
Inducer of Cytochrome P450 Expression in Cultured Human Hepatocytes
05DMR049
GlaxoSmithKline

HNER oM ~1 A ]

An Acute Single Dose Intravenous Toxicity Study in the Mouse with 506U78
ACUS507
Burroughs Wellcome Co.

tEE 917 ~ R F1 )
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42322

42323

4.2.32.4/ref

4.2.3.2.5/ref

4.2.3.2.6/ref

4.2.3.2.7/ref

1.12.

An Acute 5 Day Intravenous Toxicity Study in the Mouse with 506U78
ACUS509
Burroughs Wellcome Co.

tEE [+ 1A ~ 1951 A ]

An Acute Five Day Intravenous Toxicity Study in Cynomolgus Monkeys with
506U78
ACUSI1S

I
ekt D9l D1~ 19 R ]

A 30-Day Intravenous Toxicity Study in Cynomolgus Monkeys with 506U78 (with
Recovery Period)
TOX740

I
gk [lERS ~ 19517 ]

An Intravenous Dose Range Finding Study with 506U78 in Cynomolgus Monkeys
DRF593

.
vt Dol A~ A

An Acute Five Day Intravenous Toxicity and Pharmacokinetinetic Study in a
Cynomolgus Monkey with 506U78
DRF600
I
#rgek (14 IR

An Intravenous Toxicity Study in A Cynomolgus Monkey with 506U78
DRF601

I
R (1992 4 5~ ]

Evaluation of Mitochondrial DNA Levels in Formalin Fixed and Paraffin-Embedded
Nelarabine (506U78)-Treated Cynomolgus Monkey Brain Tissues Using TagMan
Real-Time PCR.
V25781
GlaxoSmithKline

v R2ollT Il ~2o0 <= Il
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4233.1.1

4.2.3.3.1.2/ref

423521

4.2.3.5.2.2/ref
4.2.229/ref

4.2.3.5.2.3/ref

4.2.3.5.2.4/ref

4.2.3.52.5/ref

1.12.

506U78: L5178Y/tk"” Mouse Lymphoma Mutagenesis Study (Glaxo Wellcome
Study Number V40408)
V40408
Glaxo Wellcome Inc.

sk (1o 1A ~20 51 ]

506U78: Non-GLP Mammalian cell mutation test using L5178Ytk"™ -3.7.2C mouse
lymphoma cells
V40346
Glaxo Wellcome Inc.

g (oM~

506U78: Intravenous Infusion Embryo-Fetal Development Study in Rabbits
G03324

|
s oM EA ~E ]

506U78: Pilot Developmental Toxicity Study in Nonpregnant Rabbits

140321
L
FEE (1M 1A ~ 194 1A

506U78: AN INTRAVENOUS DOSE TOXICITY STUDY IN NON-PREGNANT
NEW ZEALAND WHITE RABBITS (GLAXOSMITHKLINE STUDY
REFERENCE NO. D03323)

D03323

vk 2000 4= Il ~20 =l A ]

506U78: Intravenous Dose Toxicity and Toxicokinetic Study in Non-Pregnant New
Zealand White Rabbits
D04089

e 2o 1] ~l ]

506U78: Intravenous Infusion Embryo-Fetal Development Dose-Range Study in
Rabbits
D03408

fEs 2ol +1A ~ A ]
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HEE 5
4.2.3.7.7.1 506U78: An Intravenous Toxicity Study in Cynomolgus Monkeys Given 506U78
4.2.2.2.10 and Fludarabine (Study No. P40243 Contract Lab Study Number 6169-201)
4.2.2.6.1
P40243
I
g [1OM4R10 ~ 1m0 QoM+ Ml ET) ]

423.7.72 An In Vitro Hemolysis and Protein Flocculation Study With 506U78

TOX590
Burroughs Wellcome Co.

st oM~ ]

FE5E (BRKRSEBRBESE)
VORHE B
53.14.1 Documentation of an HPLC Assay for 2-Amino-6-Methoxypurine Arabinoside
(506U78) and Guanine Arabinoside (155U70, Ara-G) in Human Plasma
GlaxoSmithKline
AR (1940 i)

53.142 VALIDATION : Analysis of G1262250 (506U78) and G1186898 (Ara-G) in Human
Plasma, using HPLC with Ultraviolet Detection
GlaxoSmithKline

AR 2000 40 ]

53.143 The Validation of a Solid Phase Extraction and HPLC Analysis with UV Detection
Method (RBMT-MET-107.00) for the Determination of 506U78 (GI262250X) and
ara-G (GI186898X) in Human Urine

99AVS0064
GlaxoSmithKline

R (1m0~ ]

53.144 The Abbreviated Validation of an HPLC with Ultraviolet Detection Method (RBMT-
MET-103.00) for the Determination of 506U78 (GI1262250X) and ara-G
(GI186898X) in Human Cerebral Spinal Fluid
98AVS0012
GlaxoSmithKline

R (om0 A~ 19851 A ]
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53.145

53.14.6

53.3.2.1

53322

53323

53324

5.3.5.21

1.12.

The Validation of a Method for the Determination of GI1262250 (506U78) and
GI186898 (ara-G) in Stabilized Human Plasma (range 5 to 5000 ng/mL and 10 to
10000 ng/mL, respectively) using HPLC-MS/MS

GlaxoSmithKline

&R 2050 A ]

HPLC Assay Validation : Determination and Quantitation of Arabinosylguanine
Triphosphate and Fludarabine Triphosphate in Human Cells (Study PGA)
PGA
University of Texas M.D. Anderson Cancer Center

HAEE (198 4 B #E ]

A Phase I Study of 2-Amino-9--D-Arabinofuranosyl-6-Methoxy-9H-Purine
(Compound 506) in Children and Adults with Refractory Hematologic Malignancies
PGAA1001
GlaxoSmithKline

HNEE [1994 4E 4 F ~1997 4E 6 A ]

A Phase I Study of 506U78 Administered as a Two Hour Infusion Daily for 3
Consecutive Days in Adult Patients and as a Two Hour Infusion Daily Over 5
Consecutive Days in Pediatric Patients with Refractory Hematologic Malignancies
PGAA1002
GlaxoSmithKline

R (1941 A ~19M 1 A ]

Phase I Study of 506U78 Administered as a Two Hour Infusion on a Day 1, 3, and 5
Schedule in Patients with Refractory Hematologic Malignancies
PGAA1003
GlaxoSmithKline

g Rt [1om 41 A ~1om 41 A ]

Pilot Study of Pharmacodynamic Investigation of Treatment with 506U78 Combined
with Fludarabine in Refractory Leukemics

PGAA1005

GlaxoSmithKline

HNEE [1997 4 4 H ~1998 4E 8 A ]

A Phase II Study of 506U78 in Patients with Refractory T-Cell malignancies -
POG/CCG Intergroup Study
PGAA2001
GlaxoSmithKline

HNEEE [1997 4 6 H ~20024-7 A ]
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53.5.2.2

5.3.5.2.3/ref

5.3.5.3.1

5.3.5.3.2/ref

5.3.5.4. 1/ref

5.3.5.4.2/ref

5.3.5.4.3/ref

1.12.

A Phase II Study of Nelarabine (506U78) in Patients with Refractory or Relapsed T-
Lineage Acute Lymphoblastic Leukemia (ALL) or Lymphoblastic Lymphoma
(LBL)
PGAA2002
GlaxoSmithKline

&R (1998 4 10 H ~2002 4 6 A ]

A Multicenter Study to Assess the Efficacy of 506U78 in Subjects with Chronic
Lymphocytic Leukemia Who are Refractory to Fludarabine and Alkylator Therapy
PGAA2003
GlaxoSmithKline

RN [1oM 1A ~20M 4 1A ]

Pharmacokinetic/Pharmacodynamic Cross-Study analysis of Four Nelarabine
(506U78) Phase I Studies
GlaxoSmithKline

HNEE [1omE1 A ~1om 1 A ]

Exploratory Analyses of Potential Risk Factors Associated with Neurologic Events
GlaxoSmithKline

g er (1o 41 A ~208 50 A ]

Additional Nelarabine Clinical Studies: Study Summaries and Status Reports
CALGB 69803, S0010, CALGB 59901, MDACC 86, AALLOOP2, MDACC 430,
TRC 9701, SPECIAL EXCEPTIONS
GlaxoSmithKline, National Cancer Institute

AR (2000 4B

Relapsed and Refractory T-cell Acute Lymphoblastic Leukemia and T-Cell
Lymphoblastic Lymphoma: Current Treatment and Clinical Outcome in Adult and
Pediatric Patients

GlaxoSmithKline

FEPNERE (2000 4B H HE ]

Neurologic Adverse Event Case Review
GlaxoSmithKline

PR
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4.2.13
4.2.2.7
42332
4234
42351
42353
42354
4.23.6
4.2.3.7.1
42372
42373
42374
4.2.3.75
4.2.3.7.6
53.1.1
53.1.2
53.13
532
53.3.1
5333
5334
53.3.5
534
5.3.5.1
5.3.6
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