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151 BEXEIEROEE

B PHENE Y NOMBICHIEFRFERH S 2 L NN TBY ., ZOKEN L-7 R
NTHF—EBTHDZ &M 1963 42 BroomeD D2 L Y RNFE &S, BT F U 7TEnG
L-T7ANRT X —BRHEEES L, 1964 FICKBEHRD L-7 287 £ —VICHIEED R
DHER S T2 Y, £ Dk, 1968 I Wade 2LV, Erwinia chrysanthemi 6 X0 L-7 A/
TXT—ERNSEEEI N Y,

BRESTHD7 VY Z A8 (BUF, REK) 13 Erwinia chrysanthemi 7> 6 FEA S
D L-T ARG T I RNKGIREESR T 327 BT I JBEENSREY Ty b 44y
FOLHEEENDZ I ETHY, OP-01 (BAT, AF) 13ARFKE 134 7 /%471 10,000
U STl RN AICh 5,

1.5.2 BARORZE
1.5.2.1 JEBRERBASE

AHOGUDEERMTIL, BIRMIS T 28T X 2 AR T BREANR RN LTS
WCWD5, BMFEMILIET 287 X A BEREER R+ ThH Y, %@a/nygﬁﬁ
EEFENRMEDT AT X AUEFE L TWD, L-T7 A5 ¥ —P 1L, kD fEses b
Tm¢7XA7%/%m¢%%#é;e_$Damrﬂ%%m%ﬁ%_bfﬁgﬁgbw\
—F. TANRG R % denovo TAALTE ZIEFMIICIIREL RISV EEZ T
Do

L-7 AT X7 —BRANL, BEIC ALL OEHER IR L L CENSNT 40 ELL EIC
VRS TRY ., BRI Téﬁmﬁ&0£ﬂ7n774»im<ﬂ6n1méoML
T OEBER L OARMIETRINTNDEZ b, 2HEEMT IR, B8
B FEHERER I OB F R BEEFRBRIC DWW Tk, B2 IS FERR PR Bk % 06 L 722 >
2Tz, EMERBRRIZ OV TIE, FAIBASA AERZTHDZ L 2EE 2 CHXKEUEER
HiFfmERSE (ICH) T4 R4 86 R ESWE (X435 27 ) uP—SHE
i DOIEMRRIT BT 2 ZEMERHIE) 122V T GEAEER 0323 % 15, Tk 2443 A 23
H) #2812, FiclEMRREDBNERBR 2 i Uleh o Tz, BB OV TR, BE
R EBERR, ERGEERR, AMBAFERR, RPTRIIERR L OF O o3k
B X0 BRI 2 B U e BRI O A RMERBRIZ ICH T4 F5 A > S6(R1)
EBEIWT L, EfLR»oT, £, AFNKET 2011 € 11 HIZAR ST\ 5, KEA
mERMF (FDA) 13, T OAEMBFARHAFE BLA) [ZBWCEMOHERRRRIIAE
ThdEL, RBEED D VIZATRTE UTBIH LRI TRER 2T OIEH A Y AT
T L &BR U7z (Pre BLA B8k, June 2006), D1, FDA 1A AETETR AR
EEHTHIEEERLE (BLA approval letter, Nov. 18, 2011),
LIedio T, AAIORERFARBFERHT, HKETOARBEFICH W IEERRBRIC
M T, Fres v mmwamémééﬂrﬁ% azp) roEss
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AR 1R ZEMML, 62, AFOEEAEIGRANRG THEZ L LV U XDR
PrlEE 2 3B ZiBinL., FEEROBERFAREFER L LTRY B, Zh

HIBMRBRIT & CESRM ORI BT 2 IR O RO IYE (GLP) I[ZYERL L CEiE
L7,

ZEMEFERERIZIB T, 2,000 KT 5,000 Ukg 5 ANE54% 24 BRI C0E, ME
(DA, PEEG R O ME) . DERI ST A—4% (PR FFE. QRS B, QT RIMEK
QTc [l &, AHOFEGICHRET S B2 SNIEENIRD bRhoTz, BRARED
25 5% (5000 Ukg) £THRELTCHYVAOLMLERICEEL RIFE RNV EHE SN,

HEREFMERBRIZBW T, F o W T ORI 512 L B8 0 3FEE1T 200,000 Ulkg
Thole, VIXFTORIRNKRE CIHMEAECTHRTHANA DN, BIREIC L DEMED
EVWORREIIRHATH B,

FAE#REFEERBRICB VT, YL OEEEET 2,000 Ukg/HTHY, /NEERE (KEK
20kg LABFE) DRRRARIT 1,000 Ukg/HICFHN T2 L L0, Zefid 2 Thot,

AFEFABERRICBWVT, 7y MEAVWEZBEEOERE COMBRRAEICETS
AR CIIMERE L B1T 2,000 Ukg/B £ T—MEER OZBREICEEIIA LN, HARED
HIZAERR DI AN UM RHADOHERRIZ B3 2 BRIV Th, 2,400 Ulkg/ B £ CREMI K OHAE
RIZHT 2B LA BRI o T,

JRETRIBHERBRIC BT, AFIOFHANE LIBT3 BETHEEE, AHEAHEK LV
i<, 0.106 vol%ErEE (FIEXTIR) & FRE ORMER A B, HEEMREIRE T
HMBEERNZONTZZE XY, AR ELTH D Z LIRS,

B, AR OENMID—2>ThH 27 R UFEKMPIIFHEMDIE LT 5, AFNTRRIC
7 R OB & N LR U7 B i LB S B, 5 RICITEBRREK 1~2
LICHEMET 52 &0 b, BWRFCIXT NUBEKfi s 7 ok (BAY) 2RBI452 &
B TERV, 7 FUFEOHANESICB T A6 AT 1 BRAREGEITZ528mg THY,
FHNOT RUFEAKIMO 1 HEKEREE 20.625mg 2 k&< E@3,

IO LD, KEDOEMYTH DT FUREKIMYOREMEIELRNEEX B,

1.6.2.2 BRERBASR (E4)

A% Public Health England  (337E, Porton Biopharma Limited) THIFHWL S, 7285
X OMBRTIERESRE b T B2 ONIEEEE, $72bb ALL, AMEREES
MK OFERTF Y S EEE & LC, 1985 45 7 AICEETH O TAR Sz, UL
B, WV TN, A=A NI T FT U FRODFF%22 5 EHT, EIZALL ZERES L
THARB SNz, KETIZ, AALLO7P2 3B (%Al 25,000 U/m?, 3 3 [8] 2 @M. #HEN#LS)
oy compassionate use ToH D EMTP RER (ARH 25,000 Um? i 20,000 U/m?2, EIZHHAN
BE) BPEFBICHAVWDON, BRMICBEBEOH DT AT X OMBIZ 3 uMUTTHY .
;@é&uﬁgﬁm%LTXA7%%~f%ﬁﬁﬁ&Hmmutf%é:&&%i%ﬂf
BY 8 AALLO7P2 R CIIAFIE 5% 48 REfEIS0E 72 FR O Mg L-7 A /%5 ¥ —+F

KIFEN T ¥EHAS4 3 CONFIDENTIAL




1.5 BRXIEEROEREUVHRORE VAR Y YAt

TEPEMEDS 0.1 UmL PAECoh o 7o iBE DOEIA1E 100.0% Th o7z, HEESIL 37.9 % THREL
L. AFIE ORBEBEEN S DA EFSRIT 345 %TRE L, AFIE OREBERHIHE
FLOO b, NREUE) [EfbE | RENF 12.0 %RE L, £, BoM %3 L7 EMTP
RERTIE, AEFRIL362 %IIHBL L, FA & OREBEN D D HEESLIT 18.1 %ICFKE
Lz, AAIE ORRBERDR H 2 FEFROT TR ORBBBEE R E» - - HL1T HHEUE)
Thole, b 2 RBROFAEZ ZIZ, 2010 45 9 HIZ EUSA Pharma 1 & ¥ FDA (oxt LA
R DAEGRHFEN IS4, 2011 4F 11 AR Sz,

1.6.2.3 ERERBAR (EA)

EINTIE, 2009 FIZ HA/NRRAFES, BA/NRIMES A TR ek U BRI
EENRH S, 2010 4F 12 A TEE LM i@.%mkﬁmﬁ BN ERR R |
T, FRBAICBATE 2E  2 REFANCE Y T2 Ll S v, JEAESEE D OB RER
%D‘VCEE:‘ FH (KRR TERRSH) PERAEL RoT,

B, 20.’51573% UNR R OBEERA ALL BE XX ERIREOH D U o/ SFRIE Y
//\gg%a%@ 2h, KIFEHE L-7 AT X F—ERF OB GICERT 57 LLE—RK
DEAED & 2 B O BE #x5 L Lz OP-01-001 3RBR (55 1/IAERER) | ZBA LT,

AL, I HERBRCREIRILEEE LTHRAL L iR=yar, €y 7V RF Uk
CEITNVEey O RREEZEZET SBROARIOHREAROREL FEFMERE & L, A
EffREM (Dose Limiting Toxicity : DLT) D[RIE & N &M 2 BIREIFHEER & LT,
5 TAHRER Tl 2 eEmT i, EWBRBORTNE &0 = AMEORRE, RUBERES L LT
DIFZEHER O CGEMBIRERRR) 21752 THV, BAANR ALL BE TOHEA
FIEICBIT AR OB, Aok, ZEMERAICEMELE, B, AFERE
BRO%REHiE (R 25,000 Um?, 3 [E 2 @, FIEANERE) 13 AALLO7P2 35k & [Fl—
L L7,

IR TIIADMER R T — & s L. BN TORFIOFMmZ L v 3EcH
A D7D, AALLOTP2 R & 2382 L CHW B BRI % FFFIC SR U 7o, BB <
O EEFHEE B 13AK 1 BB #RE 48 B D b 7 7 LUV DM L-7 235 ) — P
B L, BWRESFHEEE & L CHET 235 5 L3R B kL8 b E74f L7z,

2 1 FERUBR CAAI 25,000 Um? %345 L DLT OFBMNR2 < & 1/ IAERROLHIZAK]
25,000 U/m? Z38 3 [E, 2 @[ (Gt 6 E) SHANEE L, F 1/IHERBRICBW\T, A4 1
[B] B &5 48 FEEI# OIMYE L-7 AT £ —PIEMEAED 0.1 U/mL PLE %8R L gERE o
FA13100.0%TH Y | MIET 28T FREEIIAFK] 1 B B #5548 BFEIEIC 3 u M AT ICH,
V8 L7l BB 95.7% Th o7z, AHK & DRRBEROH 5 HEESIT 100.0%DHER
FHIHBE LD, BERAEEFRZIIA N0,

op-01-001 #8320l WA s T UL Ao BRI ALL B (—im. BhEE
ﬁvm U r_ZFEREY R EBE R ET) COREMEFDEPHRE T 0T, JER

BHEFFETDICE ST,
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1.5.3 BEXH

D

2)

3)

4)

5)

6)

Broome JD. Evidence that the L-asparaginase of guinea pig serum is responsible for its
antilymphoma effects. 1. Properties of the L-asparaginase of guinea pig serum in relation to
those of the antilymphoma substance. J Exp Med. 1963;118:99-120.

Broome JD. Evidence that the L-asparaginase of guinea pig serum is responsible for its
antilymphoma effects. II. Lymphoma 6C3HED cells cultured in a medium devoid of
L-asparagine lose their susceptibility to the effects of guinea pig serum in vivo. J Exp Med.
1963;118:121-48.

Broome JD. L-Asparaginase: discovery and development as a tumor-inhibitory agent. Cancer
Treat Rep. 1981;65 Suppl 4:111-4.

Wade HE, Elsworth R, Herbert D, Keppie J, Sargeant K. A new L-asparaginase with antitumour
activity. Lancet. 1968;2(7571):776-7.

Avramis VI, Panosyan EH. Pharmacokinetic/pharmacodynamic relationships of asparaginase
formulations: The past, the present and recommendations for the future. Clin Pharmacokinet.
2005;44(4):367-93.

Panosyan EH, Seibel NL, Martin-Aragon S, Gaynon PS, Avramis IA, Sather H, et al.
Asparaginase antibody and asparaginase activity in children with higher-risk acute
lymphoblastic leukemia: Children's Cancer Group Study CCG-1961. J Pediatr Hematol Oncol.
2004;26(4):217-26.
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7)  Jarrar M, Gaynon PS, Periclou AP, Fu C, Harris RE, Stram D, et al. Asparagine depletion after
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(CCG-1941). Pediatr Blood Cancer. 2006; 47(2):141-6.

8) Panosyan EH, Grigoryan RS, Avramis IA, Seibel NL, Gaynon PS, Siegel SE, et al.
Deamination of glutamine is a prerequisite for optimal asparagine deamination by

asparaginases in vivo (CCG-1961). Anticancer Res 2004;24(2C):1121-5.
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VERD D,

e

Jishes
Erwinase IR IE. FARNTEST. FIAWNES 72130 FTHEFIC L > TR S
F5IENTED,

B K N | 245  Erwinase O EIC L AT T T 4 TX —RIENBE I TS
fEH EoFEE | BT, B5FPICT T 7 0 7 e LIS A JﬁaﬁZT\
TFT7 47— KT AMENTE A L)L TEBMERD
éo

KRGS TEKASH 2 CONFIDENTIAL




1.6 NEICHITHERARREFICRETLIER

DY RIN—F

R Z BT (FI2E, EAREN D HEOFIEDOM) L7 A/37 %5

L SO
HEorxE

O

—BEBKEGETLET T 74 TF SRR T DY X7 BHKRT S
=, TORBEPLETH D,

BRI LR OG- ROMERE=F YV IPRETHD

< S M OVESERER D ATREVEZ R E T D 7212, g7 < 7 —Bff, M
B AN—BEEOMES A AMEELIZEONTUNEE=FY T
TOMENRS DL, LETHIL, A AU TR IRET 5,

AR AT RIS, V—F VOB A V= T EFEmRLTH X

VY, BERZREGEME OREFE R E SRS SN A GEIIE, BETLETLT
ARG XS —EBOHEGEEPEZ T, FELTHLT 1 ha—LiiE-> Tk
TACRESR

BRI T E SR R A T =2 ) VT O RENR D D,

fE B #F A

2014 4F 7 H

oy

K

Jazz Pharmaceuticals, Inc.

s D |
B
=

H
N

ERWINAZE®
WA R « 134 7 L3720 10,000 IU

o m =
A |t

~h L&k
%) BB °

ERWINAZE (asparaginase Erwinia chrysanthemi, LU AZE” )L, 7 AR
TXUNFRABER TH Y . RIBEHKRT A7 FF—BITk L CQREUE
B UMY o ME R (ALL) B OIS, A0 L RE
LA OREHZD—o L LTHERT %,

MiE - H

e

ML A&

s NI T ARG HF T =RBOREGEZUIEZ 556 TESNLTWERTT
ARG FF =B ORI HRT HHERE A &I, 25,000 1U/M? 238 3 [ (A
W2 - KIE - &0E) . 56 BIFNNE 2ITFIRNE 53 5,

- REFUKIGHE R 285 X F— P ORE4 YR 5548« PESH
TWE KRR KIGHEB KT AT X —BOKKEICH L, #EEHET,
25,000 1U/m? % i AN & 72 13 ERIRIN B -9 5

EH EorE

- FREAFEBL LRI AR E P 5 H
T T 4 T F T — G e B IR BUE UG
HED L < ITHmrERESR)
- 7 RUBEARTPERRE SN TEY . —HOREH CTIIAR W TH 5]
REMEDN D %, EHIHNTHIE 21TV, @ MFE ISR L TR EITE L TA
2V RREERITD 2 &
- lfAedE, Wi FIET S E CAREEFIET Sk

RIFFE M TREHRASH 3

CONFIDENTIAL




1.6 NEICHITHERARREFICRETLIER

DY RIN—F

Bl #F A

2014 4£ 12 J

RIFFE M TREHRASH

CONFIDENTIAL




1.6 NEICHTHERARREICRETIEH L)Y URRIN—F

1.6.2 SEOFHAXE
AHFERIFNOHENCIB T HERASCE E L PEETIRGE STV D ERWINASE® K UK [E
THRFE SN TV D ERWINAZERD Z N Z N OWRA 0 (R R OFER) 2R,

1.6.21 SNEORMNXE (EH)
BEETIRGE SN TV D ERWINASE®R DI At SCE D JF L M OVFRER 2 2 2R B TRAT
%o

NIFE S T ERA S 5 CONFIDENTIAL



ERWINASE®

SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Lactation: it is not known whether Crisantaspase (Erwinia
L-asparaginase) is excreted in human breast mik. The
excretion of Crisantaspase (Erwinia L-asparaginase) has not
been studied in animals. Because potential serious adverse
reactions may occur in nursing infants, breast-feeding is

ERWINASE®, 10,000 Units/vial, Lyophilisate for solution for
injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

4.7 Effects on ability to drive and use machines
None known.

4.8 i effects

c from Erwinia chry ;
Erwinia L-asparaginase), 10,000 Units/vial.
For a fulllist of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Lyophilisate for solution for injection.
White lyophilised powder in a vial.

4. CLINICAL PARTICULARS

Adverse effects reported spontaneously and in the literature,

from patients treated with L-asparaginase as part of their

chemotherapy regime, are listed in the table below. Adverse

effects are categorised by system organ class and frequency.

The two most frequent adverse reactions are

- Hypersensitivity, including urticaria, laryngeal oedema,

ion or even ic shock

In case of systemic hypersensitivity reaction, treatment
should be discontinued \mmediale\y and withdrawn.

4.1 Therapeutic indications
Erwinase is used in combination with other anti-neoplastic
agents to treat acute lymphoblastic leukaemia. It may also be
used in other neoplastic conditions where depletion of aspara-
gine might be expected to have a useful effect. Patients
receiving treatment with L-asparaginase from Escherichia coll,
and who develop hypersensitivity to that enzyme may be able
to continue treatment with Erwinase as the enzymes are
immunologically distinct

4.2 Posology and method of administration
Posology
For all patients the usual dose is 6,000 Units/m? body surface
area (200 Units/kg of body weight), three times a week for
three weeks.

Therapy may be further intensified according to protocol
Reference to current Medical Research Council protocols on
leukaemia therapy should be made for information on dose,
route and frequency of treatment.

Method of administration

Erwinase solution can be given by intravenous injection or by
intramuscular or subcutaneous injection

4.3 Contraindications
Previous allergic reaction to Erwinia asparaginase.
Previous episode of acute pancreatitis
L-asparaginase therapy.

Breast-feeding (see section 4.6).

4.4 Special warnings and precautions for use
Warnings: Anaphylactic reactions have been observed after
the use of Erwinase. Facilities should be made available for
management of an anaphylactic reaction, should it ocour,
during administration
Careful observation is required on P to

related to

- (eg due to
protein synthesis impairment, are the second most
frequent class of adverse reactions. Thromboses of
peripheral, pulmonary or central nervous system blood
vessels have been reported, potentially fatal or with
residual delayed affects dependent upon the location of
the occlusion. Other risk factors contributing to
coagulation abnormalities include the disease itself,
concomitant steroid therapy and central venous catheters.

Pancreatic disorders — acute pancreatitis occurs in <10% of
cases. There have been isolated reports of pseudocyst
formation up to four months after last treatment, so appropriate
testing (e.g. ultrasound) may need to be considered beyond
last treatment. In very rare cases, haemorrhagic or necrotising
pancreatitis occurs, with fatal consequences. L-asparaginase
can affect endocrine pancreatic function. Hyperglycaemia is
the most commonly reported undesired effect and is readily
controlled with administration of insulin. Isolated cases of
diabetic ketoacidosis have been reported.

Nervous system and cardiac disorders are often secondary to

other adverse effects (e.g. thrombo-embolism) or synergistic to

the effects of other chemotherapy drugs (e.g. delayed
methotrexate clearance).

Undesirable effects are generally reversible.

Frequency definitions: very common (21/10), common (21/100

to <1/10), uncommon (21/1000 to <1/100), rare (21/10000 to

<1/1000) and very rare (<1/10000).

When no valid estimate of the incidence rate for an adverse

event from available data can be calculated, the frequency of

such ADR has been classified as “Not known’.

Isolated cases reported in the Illera(ure or spuntaneous\y have

been classified as "Rare” or “Very Rar

ERWINASE®

Package leaflet: Information for the patient

10,000 Units

Powder for solution for injection Ci

Read all of this leaflet carefully before you
start receiving this medicine because it
contains important information for you.
Keep this leaflet. You may need to read it
again.

- If you have any further questions, ask your
doctor or your pharmacist.

- This medicine has been prescribed for you.
Do not pass it on to others. It may harm
them, even if their symptoms are the same
as yours.

- Ifany of the side effects get serious, or if you
notice any side effects not listed in this leaflet,
please tell your doctor or your pharmacist.

What is in this leaflet:

1. What ERWINASE is and what it is used for
2. What you need to know before you receive
ERWINASE

How ERWINASE is given

Possible side effects

How to store ERWINASE

Contents of the pack and other information

oo s w

-

. What ERWINASE is and what it
used for

How does Erwinase work

Erwinase is an anti-blood-cell-cancer treatment. It
works by lowering the levels of asparagine in your
body, a substance the cancer cells need to survive.

What this medicine is used for
Erwinase is used for the treatment of a cancer of
the whlle blood cells called Acute Lymphoblastic

L-asparaginase after any time interval (e.g. between induction
and consolidation), which may increase the risk of anaphylactic
reactions occurring.

Careful monitoring before and during therapy is necessary.

«  Serum amylase, lipase and/or insulin levels should be
monitored to exclude hyperglycaemia and severe pancrea-
titi. Hyperglycaemia may be treated with insulin, if needed.

« Routine clotiing screening may be performed before
treatment initiation. If significant symptomatic coagulopathy
oceurs withhold L-asparaginase treatment unti resolved
then continue according to protocol

©  Hepatic function tests should be monitored regularly
during therapy.

4.5 Interaction with other medicinal products and
other forms of interaction

Asparaginase must not be mixed with any other drugs prior to

administration.

Concomitant use of L-asparaginase and drugs affecting liver

function may increase the risk of a change in liver parameters

Infections and infestations:
Very rare: Infections and life-threatening sepsis.

Blood and Iymphatic system disorders:
Very Common:

\evels of clotting factor, antithrombin i
protein C, protein S and fibrinogen (1.

Common: Coagulaﬂun abnormalities associated with
bleeding or  thrombotic complications,
coagulopathy.

VeryRare:  Neutropenia, febrile neutropenia and
thrombocytopenia.

Not known:  Haemorrhage

Immune system disorders:

Common: Hypersensitivity or  systemic  allergic
reactions.
Uncommon:  Anaphylaxis.

Metabolic and nutrition disorders:

(e.g. increase of ASAT, ALAT, bilirubin) ?ommcn: Elevation o!serurr)v amylases and lipase.
L-asparaginase may diminish or abolish 's effect
on malignant cells; this effect persists as long as plasma | Rare: Diabetic KS‘DEC“’OS‘(;
levels are Not known: Hyperammonaemia!

with, or following L-asparaginase, while asparagine levels are | Nervous system disorders:
below normal Common: Lethargy, ~ somnolence,  confusion,
C: use of and L may dizziness,  neurotoxicity,  convulsions
increase the risk of a change in clotting parameters (e.g. a (grand mal, partial seizures)®), headache.
decrease in fibrinogen and AT levels). Rare: Dysphasia, dysphagia, paresis and

of vincristine with or encephalopathy®, CNS depression and
before treatment with L-asparaginase may be associated with coma.
increased toxicity and increased risk of anaphylaxis. Cardiac disorders:

4.6 Fertility, pregnancy and lactation Rare: Myocardla\ infarction — secondary to other
Pregnancy: there are no adequate data from the use of adve events (e.g. thrombosis,
Crisantaspase (Ewinia L-asparaginase) in pregnant women. pancreamus)

Limited reports in humans of the use. of E.coli in Vascular disorders:
with other during p did ! . .
not provide suffiient data (o conciude ommon. Thrombosis of peripheral, pulmonary or
central nervous system blood vessels and
However, based on effects on embryonalffoetal development pallor.
shown in pre-clinical studies (see section 5.3), Enwinase | ot known: | flushing®and

should not be used during pregnancy unless clearly necessary.

DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT

It may also be used to treat other
cancers where lower levels of asparagine might
have a useful effect.

Erwinase may be used alone or with other
treatments.

2. What you need to know before you
receive ERWINASE

You should not receive Erwinase if :

B you are allergic (hypersensitive) to the active
substance (Erwinia L-asparaginase) or any of
the other ingredients of Erwinase (see section
6. Further information).

B you have had a bad reaction to treatment with
Erwinase on a previous occasion.

B you have history of pancreas problems (acute
pancreatitis).

B you are pregnant or trying to get pregnant.

B you are breast-feeding.

Take special care with ERWINASE

Your body may become sensitive to the active
substance after repeated treatments. It could be the
cause of allergic reactions (see section 4. Possible
side effects).

Blood and urine tests

Treatment with Erwinase can sometimes affect the
results of certain blood or urine tests. Your doctor
will be aware of this and may carry out routine blood
tests before and during your treatment to check for
any changes.

from Erwinia chry j Erwinia L

Taking other medicines

Please tell your doctor or your pharmacist if you are
taking or have recently taken any other medicines,
including medicines obtained without a prescription.
Your doctor or your nurse will not mix Erwinase with
other medicines in the same infusion.

However you will probably be given other medicines
before, during or after Erwinase treatment as part of
your course of therapy.

Pregnancy and breast feeding
You must not use this medicine if you are
pregnant. Tell your doctor straightaway if you are
pregnant, become pregnant during treatment
with this medicine, or plan to become pregnant
in the near future.

B You must not breast-feed your baby during your
treatment with Erwinase.

Ask your doctor or pharmacist for advice before
taking any medicine.

Driving and using machines

Erwinase is not known to affect your ability to drive
or operate machines. However, as in all cases, you
should not drive if you feel unwell or if your doctor
has advised you not to drive.

Important information about some of the

ingredients of Erwinase

Erwinase contains the following ingredients :

B sodium (less than 23 mg per dose). You can
consider this medicine as essentially sodium
free if you are on a salt-free or low-salt diet.

B glucose. If you are diabetic, please note that
each bottle of Erwinase contains 5 mg glucose

3. How ERWINASE is given

Dosage

Your doctor will decide what dose to administer,
how often you will be given Erwinase and for how
long. It varies according to your body weight, your
specific condition being treated, and your response
to therapy.

Method of administration

Erwinase can be given to you in one of the following
ways:

a) Into a vein (intravenous use).

b) Into a muscle (intramuscular use).

c) Just under the skin (subcutaneous use).

Erwinase should be injected by your doctor or your
nurse.

Your treatment will normally be given without
interruption. If your dose is large, it may be given at
two different sites.

If you receive more Erwinase than you should

If you are concerned that you have been given too

much Erwinase, contact your doctor or another
ional i I

If you don’t receive Erwinase

If you are concerned that you have missed a
dose, contact your doctor or another healthcare
professional immediately.

If you have any further questions on this product,
ask your doctor or pharmacist.




5.3 Pre-clinical safety data

Embryotoxicity studies with Erwinia L-asparaginase have given

evidence of teratogenic potential in rabbits. In addition,
I ience with other i

potential in rats, mice and rabbits with

doses in the therapeutic ranges.

6. ITICAL PARTICULARS

6.1 List of excipients

6.2 Incompatibilities
See section 4.5 "Interactions with other medicinal products and

Shelf-lfe of product as packed for sale: 3 years.
Shelf-life following reconstitution according to directions:
15 minutes in the original container, 8 hours in a glass or

syringe. (See section 6.6 "Special precautions
for disposal and other handling").

4. Possible side effects 5. How to store ERWINASE 1m ¥, thoracic and

|5 | Common: " Dyspnoea®

9 |t Laryngeal oedemal), respiratory ~ arrest, i
Like all medicines, Erwinase can cause side effects, Keep out of the reach and sight of children. |: hypoxia, rhinitis and bronchospasm(®). has shown
although not everybody gets them. Erwinase will be Erwi ill be stored i i tor (2°C to 8°C Ir£ Gastrointestinal system disorders:
given under strict medical supervision and your rwinase will be stored in a refrigerator (2°C to 8°C)  §@ ommon:  Diarrhoea and acute pancreatitis.
doctor may give you other medicines to treat these by the hospital and must not be used after the expiry  |» | very rare:
side effects. Most of the side effects will stop once date which is stated on the label. The expiry date |§ Not known:  Nausea, vomiting and abdominal pain.
you stop taking Erwinase. refers to the last day of the month. 1Q  [Hepato-biliary disorders: Sodium Chioride

IR |Common:  Elevation of biirubin, ALT, AST. alkaline [ cfi/oC G 0Rl,
Th? Tolst c‘canm%? Eside effects experienced by 6. Contents of the pack and other 1S ft:(c‘;x;atase and cholesterol levels, liver

atients treated wi rwinase are: . : [Z}
leer ic reactions: You may develop the followin information 13 |ree Hepatic failure.
9 : Y develop > 9 12 |Notknown: Hepatomegaly, jaundice  (cholestatic), |  other forms of interaction”.
symptoms: redness or inflammation of the skin, 15 increased BSP retention.
decrease in blood pressure, swelling of the face What Erwinase contains g Skin and subcutaneous fissue disorders: 6.3 Shelf-life
and/ﬁ_)r the throat and difficulty breathing. You may The actl\{e subs(an.ce is Erwinia L-a.sparag\na§g. 12 [Common:  Rashes, urticaria, prurits, erythema, facial
require emergency treatment and should seek Each vial contains 10,000 Units Erwinia |"* oedema and swelling lips(®).
medical advice jately. Erwinase L- inase. It nd v—
should be discontinued. The other ingredients are sodium chloride and Ig Very rare:  Myalgia and reactive arthritis.
= | Not known: Pain in extremities.

Coagulation disorders: Asparaginase can increase glucose monohydrate. &

the risk of your blood clotting, which may block major
blood vessels in the brain or heart, or may cause
bleeding.

Common (may affect up to 1 in 10 people) side

effects include:

- Fits (convulsions), drowsiness,
dizziness, tiredness or headache.

- Pancreas disorders with increase of the blood
glucose level or other changes in blood tests.

- Diarrhoea.

- Pale skin.

- Unusual blood test results in liver enzymes.

- High temperature, chills, generalised pain,
swelling of legs and injection site reactions (pain,
redness, bruising, swelling)

confusion,

Uncommon (may affect up to 1 in 100 people) side

effects include:

- Difficulty breathing or stopping breathing.

- Increase in blood levels of sugars and lipids
(fats).

- Runny nose.

Rare (may affect up to 1 in 1,000 people) side

effects include:

- Liver failure.

- Complication of diabetes.

- Depressed level of consciousness or coma.

- Difficulty speaking, difficulty swallowing,
impaired movement.

- Heart attack, usually secondary to other adverse
effects.

Very rare (may affect upto 1 in 10,000 people) side

effects include:

- Severe inflammation of the pancreas.

- Muscle pain, joint pain.

- Low white blood cells as manifested by
increased susceptibility to infection.

Other side effects with unknown frequency include:
- High blood levels of ammonia.

- High or low blood pressure, flushing.

- Nausea, vomiting, abdominal pain.

- Liver disorders.

- Paininarms and legs.

Reporting of side effects

If you get any side effects, talk to your doctor
or,pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report
side effects directly via the national reporting system
listed (see the details below)*.

By reporting side effects you can help provide more
information on the safety of this medicine.

United Kingdom
Yellow Card Scheme
Website: www.mhra.gov.uk/yellowcard

What Erwinase looks like and contents of the
pack

Erwinase comes as a white powder in a glass bottle.
Each pack contains 5 glass bottles of powder.

Marketing Authorisation Holder
Secretary of State for Health,
Department of Health

Trading as: Public Health England,
Manor Farm Road,

Porton Down, Salisbury, SP4 0JG
United Kingdom

Manufacturer

AndersonBrecon (UK) Ltd

Hay on Wye, Hereford, HR3 5PG,
United Kingdom

For any information about this medicine, please
contact the local representative of the Marketing
Authorisation Holder:

Local representative

EUSA Pharma (Europe) Limited

Pharmacovigilance and medical information

Tel: +44(0)1438740720

Fax: + 44(0)1438735740

e-mail: medinfo-uk@eusapharma.com

This Patient Information Leaflet was last revised
in July 2014

Erwinase is a registered trademark of Public
Health England.

RCP-NOT/ERW/EN/072/07

EUSAPharma

General disorders:

Common:  Pyrexia, chills, swelling of limbs and injection
site reactions (including pain, erythema,
purpura and swelling at injection site),
generalised pain.

6.4 Special precautions for storage
Store in a refrigerator (+2°C to +8°C).

6.5 Nature and contents of container
Type 1 clear neutral glass vials of 3 ml nominal capacity, closed
with 13 mm halobutyl freeze-drying stoppers and aluminium

1 As a consequence of inhibition of protein
synthesis.
2 Convulsions may be associated with cases of
is or metabolic
As a consequence of excessive ammonia
production induced by the action of
L on

and glutamine.
4 These symptoms are commonly associated
with hypersensitivity reactions

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the
medicinal product is important. It allows continued monitoring of
the benefitisk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse
reactions via the national reporting system listed (see below*).
United Kingdom

Yellow Card Scheme

Website: www.mhra.gov.uklyellowcard
4.9 Overdose

No specific measures are recommended.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
ic group: other

agents
ATC code: LOTXX02

Asparagine is found incorporated into most proteins, and
protein synthesis is halted in its absence, thereby inhibiting RNA
and DNA synthesis with a resulting halt to cellular proliferation.
with Acute L Leukae-

overseals, taining a white solid.
Pack size: 5 vials.

6.6 Special precautions for disposal and other handling
The contents of each vial should be reconstituted in 1 ml to
2 ml of sodium chloride (0.9%) solution for injection. Slowly add
the reconstitution solution against the inner vial wall, do not
squirt directly onto or into the powder. Allow the contents to
dissolve by gentle mixing or swirling maintaining the vial in an
upright position. Avoid froth formation due to excessive or
vigorous shaking
The solution should be clear without any visible particles. Fine
crystalline or thread-like wisps of protein aggregates may be
visible if shaking is excessive. If there are any visible particles
o protein aggregates present the reconstituted solution should
be rejected.

The solution should be administered within 15 minutes of

reconstitution. If a delay of more than 15 minutes between
ion and administration is the solution

should be withdrawn into a glass or polypropylene syringe for

the period of the delay. The solution should be used within

8 hours.

Erwinase is not a cytotoxic drug (such as vincristine or

methotrexate) and does not require the special precautions

needed for manipulating such agents.

It should be handled in the same way as other therapeutic

enzymes such as hyaluronidase.

Any unused product or waste material should be disposed of in

accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Secretary of State for Health,
o

cells
mia (ALL), Acute Myeloid Leukaemia (AML) and
Non-Hodgkin's Lymphoma (especially the lymphoblastic form)
are lacking i activity and are

upon exogenous asparagine.

The anti-tumour activity of L-asparaginase is a result of the
sustained depletion of exogenous asparagine. L-asparaginase
catalyses the deamination of asparagine to aspartic acid with
the release of ammonia. The biochemical reaction may be
depicted schematically as follows:

Erwinia L-asparaginase
Asparagine —————————p Aspartate + NHz

It has also been noted that asparaginase, in addition to its

asparaginase activity, has significant glutaminase activity. It

catalyses the deamination of glutamine in glutamic acid with

the release of ammonia as follows:

Erwinia L-asparaginase
Glutamine Glutamate + NHy

Glutamine may lead to alternative asparagine synthesis and
therefore glutamine depletion may complement asparagine

of Health
Trading as: Public Health England,
Manor Farm Road,

Porton Down, Salisbury, SP4 0JG
United Kingdom

8. MARKETING AUTHORISATION NUMBER

PL/01511/0272

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

First authorisation:
Latest renewal:

19 July 1985
May 2006

10. DATE OF REVISION OF THE SPC

July 2014

Local representative:
EUSA Pharma (Europe) Limited

depletion. However, exact potential of this activity
remains unknown.

5.2 Pharmacokinetic properties
Peak levels of Erwinase are achieved in blood in 1 to 2 hours.
The fall in enzyme levels follows first order kinetics with a
half-ife of 7 to 13 hours.

Following administration at a dose of 25,000 IU/m? for the first
course, serum asparaginase activity is maintained above 0.1
1U/mL at 48 hours post-dose in 92.5% of patients, and at least
at 0.1 1U/mL after 72 hours in 88.5% of the patients.

and medical i
Tel: +44 (0)14 38 740 720
Fax: +44 (0)14 38 735 740
e-mail: medinfo-uk@eusapharma.com

Erwinase is a registered trademark of Public Health England.
RCP-NOT/ERW/EN/072/07

EUSAPharma
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ERWINAZE® safely and effectively. See full prescribing information for
ERWINAZE.

ERWINAZE (asparaginase Erwinia chrysanthemi)
for injection, intramuscular (IM) or intravenous (1V) use
Initial U.S. Approval: 2011

RECENT MAJOR CHANGES-------mrcememmecenecs

Dosage and Administration (2.1) 12/2014
Warnings and Precautions (5) 12/2014
Warnings and Precautions (5.1) 03/2014
Warnings and Precautions (5.3) 03/2014

INDICATIONS AND USAGE--------------=------------
ERWINAZE (asparaginase Erwinia chrysanthemi) is an asparagine specific
enzyme indicated as a component of a multi-agent chemotherapeutic regimen
for the treatment of patients with acute lymphoblastic leukemia (ALL) who
have developed hypersensitivity to E. coli-derived asparaginase. (1)

e To substitute for a dose of pegaspargase: The recommended dose for each
planned dose of pegaspargase is 25,000 International Units/m’
administered intramuscularly or intravenously 3 times a week
(Monday/Wednesday/Friday) for 6 doses. (2.1)

e To substitute for a dose of native E. coli asparaginase: The recommended
dose is 25,000 International Units/m? administered intramuscularly or
intravenously for each scheduled dose of native E. coli asparaginase. (2.1)

e 10,000 International Units lyophilized powder per vial.

CONTRAINDICATIONS

e History of serious hypersensitivity reactions to ERWINAZE, including
anaphylaxis (4)

e History of serious pancreatitis with prior L-asparaginase therapy (4)

e History of serious thrombosis with prior L-asparaginase therapy (4)

e History of serious hemorrhagic events with prior L-asparaginase therapy

4

e Ifthe following occur, discontinue ERWINAZE:

Serious hypersensitivity reactions, including anaphylaxis (5.1)
Severe or hemorrhagic pancreatitis (5.2)

e Glucose intolerance can occur and, in some cases, may be irreversible.
Perform appropriate monitoring and treat hyperglycemia with insulin, as
necessary (5.3)

e Thrombosis, hemorrhage: discontinue ERWINAZE until resolved (5.4)

ADVERSE REACTIONS
Most common adverse reactions (incidence 1% or greater) are: systemic
hypersensitivity, hyperglycemia, transaminases abnormal, fever, pancreatitis,
local reactions, vomiting, nausea, thrombosis, hyperbilirubinemia, abdominal
pain/discomfort, and diarrhea.

To report SUSPECTED ADVERSE REACTIONS, contact Jazz
Pharmaceuticals, Inc. at 1-800-520-5568 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 12/2014
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FULL PRESCRIBING INFORMATION

1

INDICATIONS AND USAGE

ERWINAZE (asparaginase Erwinia chrysanthemi) is indicated as a component of a multi-agent chemotherapeutic
regimen for the treatment of patients with acute lymphoblastic leukemia (ALL) who have developed
hypersensitivity to E. coli-derived asparaginase.

2

DOSAGE AND ADMINISTRATION

2.1 Recommended Dose
To substitute for a dose of pegaspargase:

The recommended dose for each planned dose of pegaspargase is 25,000 International Units/m” administered
intramuscularly or intravenously three times a week (Monday/Wednesday/Friday) for six doses.

To substitute for a dose of native E. coli asparaginase:

The recommended dose is 25,000 International Units/m” administered intramuscularly or intravenously for
each scheduled dose of native E. coli asparaginase within a treatment.

When administering ERWINAZE intravenously, consider monitoring nadir (pre-dose) serum asparaginase
activity (NSAA) levels and switching to intramuscular administration if desired NSAA levels are not
achieved [see Clinical Pharmacology (12.3)].

2.2 Preparation and Handling Instructions
1. Visually inspect the ERWINAZE powder for foreign particulate matter and discoloration prior to
reconstitution. Discard vial if present.

2. Reconstitute the contents of each vial by slowly injecting 1 or 2 mL of preservative free sterile
sodium chloride (0.9%) injection (USP) against the inner vial wall.

3. Do not forcefully inject solution for reconstitution directly onto or into the powder. When
reconstituted with 1 mL the resultant concentration is 10,000 International Units per mL. When
reconstituted with 2 mL the resultant concentration is 5,000 International Units per mL.

4. Dissolve contents by gentle mixing or swirling. Do not shake or invert vial.

5. When reconstituted, ERWINAZE should be a clear, colorless solution. Inspect the solution after
reconstitution and discard if any visible particles or protein aggregates are present.

6. Calculate the dose needed and the volume needed to obtain the calculated dose.

7. Withdraw the volume containing the calculated dose from the vial into a polypropylene syringe
within 15 minutes of reconstitution. For intravenous use, slowly inject the reconstituted
ERWINAZE into an IV infusion bag containing 100 mL of normal saline acclimatized to room
temperature. Do not shake or squeeze the IV bag.

8.  If apartial vial is used, do not save or reuse the unused drug for later administration. Discard
unused portions.

9. Do not freeze or refrigerate reconstituted solution and administer within 4 hours or discard [see
How Supplied/Storage and Handling (16)].

2.3 Administration Instructions
ERWINAZE solution can be administered by intramuscular injection or by intravenous infusion.

e For intramuscular use, limit the volume of reconstituted ERWINAZE at a single injection site
to 2 mL; if reconstituted dose to be administered is greater than 2 mL, use multiple injection
sites.

e For intravenous use, infuse ERWINAZE in 100 mL of normal saline over 1 hour. Do not
infuse other intravenous drugs through the same intravenous line while infusing ERWINAZE.
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3 DOSAGE FORMS AND STRENGTHS
Lyophilized powder 10,000 International Units per vial.

4  CONTRAINDICATIONS

e History of serious hypersensitivity reactions to ERWINAZE, including anaphylaxis
e History of serious pancreatitis with prior L-asparaginase therapy

e History of serious thrombosis with prior L-asparaginase therapy

e History of serious hemorrhagic events with prior L-asparaginase therapy

5  WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions
Grade 3 and 4 hypersensitivity reactions after the use of ERWINAZE have occurred in 5% of patients in clinical
trials [see Adverse Reactions (6.1)].

Administer this product in a setting with resuscitation equipment and other agents necessary to treat anaphylaxis. If
a serious hypersensitivity reaction occurs, discontinue ERWINAZE and initiate appropriate therapy.

5.2 Pancreatitis
Pancreatitis has been reported in 4% of patients in clinical trials [See Adverse Reactions (6.1)].
Evaluate patients with symptoms compatible with pancreatitis to establish a diagnosis. Discontinue ERWINAZE for
severe or hemorrhagic pancreatitis manifested by abdominal pain > 72 hours and amylase elevation > 2.0 x ULN.
Severe pancreatitis is a contraindication to additional asparaginase administration. In the case of mild pancreatitis,

hold ERWINAZE until the signs and symptoms subside and amylase levels return to normal. After resolution,
treatment with ERWINAZE may be resumed.

5.3  Glucose Intolerance

Glucose intolerance has been reported in 5% of patients receiving ERWINAZE in clinical trials [See Adverse
Reactions (6.1)]. In some cases glucose intolerance may be irreversible. Monitor glucose levels in patients at
baseline and periodically during treatment. Administer insulin therapy as necessary in patients with hyperglycemia.

5.4  Thrombosis and Hemorrhage

Serious thrombotic events, including sagittal sinus thrombosis and pulmonary embolism have been reported with
both E. coli and Erwinia-derived L-asparaginase therapy. The following coagulation proteins were decreased in the
majority of patients after a 2-week course of ERWINAZE by intramuscular administration: fibrinogen, protein C
activity, protein S activity, and anti-thrombin III. Discontinue ERWINAZE for a thrombotic or hemorrhagic event
until symptoms resolve; after resolution, treatment with ERWINAZE may be resumed.

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the label:
e Hypersensitivity reactions [see Warnings and Precautions (5.1)]
e  Pancreatitis [see Warnings and Precautions (5.2)]
e  Glucose intolerance [see Warnings and Precautions (5.3)]
e Thrombosis and hemorrhage [see Warnings and Precautions (5.4)]
The most common adverse reactions (incidence 1% or greater) with ERWINAZE treatment are systemic

hypersensitivity, hyperglycemia, transaminases abnormal, fever, pancreatitis, local reactions, vomiting, nausea,
thrombosis, hyperbilirubinemia, abdominal pain/discomfort, and diarrhea.
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6.1 Clinical Studies

Because clinical trials are conducted under controlled, but widely varying conditions, adverse reaction rates
observed in clinical trials of ERWINAZE cannot be directly compared to rates in the clinical trials of other drugs
and may not reflect the rates observed in practice.

The data presented below are based on information collected from Study 1, a single-arm, multi-center, open-label,
safety and clinical pharmacology trial (intramuscular administration), the ERWINAZE Master Treatment Protocol
(EMTP), an expanded access program (both intramuscular, intravenous, and other or unknown administration), and
Study 2, a single-arm, multi-center, open-label, pharmacokinetic (PK) study trial of intravenous administration of
ERWINAZE.

Study 1 enrolled 58 patients treated on National Cancer Institute (NCI)-sponsored cooperative group ALL protocols
who were unable to continue to receive pegaspargase due to hypersensitivity reactions. Patients received 6 doses of
ERWINAZE 25,000 International Units/m” intramuscularly on a Monday, Wednesday, and Friday schedule as a
replacement for each scheduled dose of pegaspargase remaining on their original treatment protocol. The Study 1
population included patients with a median age of 11 years (2 to 18 years); 59% were male, 78% were White, 10%
were Black/African American, 5% were Asian, and 7% were other or unknown. A total of 35% were Hispanic or
Latino. In Study 1, the number of ERWINAZE courses ranged from 1 to 9. In this study, 76% (44 of 58) completed
all planned therapy. Fourteen (24%) patients stopped therapy prior to completion; seven due to allergic reactions,
five due to physician or patient choice, one due to disease progression, and one due to discontinuation during
frontline protocol. All other chemotherapy was continued according to the patient’s prescribed treatment regimen
[see Clinical Studies (14)].

Study 2 enrolled 30 patients [29 were being treated for ALL and one for lymphoblastic lymphoma (LBL)] following
allergy to native E. coli asparaginase or pegaspargase. Patients received ERWINAZE 25,000 International
Units/m*/dose, administered by intravenous infusion on a Monday, Wednesday, and Friday schedule (6 doses) as a
replacement for doses remaining on their original treatment plan. The Study 2 population included patients with a
median age of 7 years (1 to 17 years); 63% were male, 27% were Hispanic or Latino, 83% were White, 3% were
Black/African American, 7% were Asian, and 7% were other (American Indian, Alaska Native or Indian) [See
Clinical Studies (14)].

The EMTP trial enrolled 1368 patients with ALL or lymphoblastic lymphoma who received ERWINAZE after
developing systemic hypersensitivity to an E. coli-derived asparaginase. Of these 1368 patients, safety data were
received for 940 patients with a median age of 9 years (0 to 76 years), 63% were male, 91% with leukemia, 3% with
lymphoma, and 6% with unknown disease information. Patients received ERWINAZE according to several
schedules, and treatment center specifications with doses that ranged from 20,000 to 25,000 International Units/m”.
The route of administration was intramuscular n=852, intravenous n=29, other or unknown n= 59. In the EMTP
trial, the planned number of doses of ERWINAZE ranged from 3 to 48 doses. Seventy-eight percent of patients (693
of 893) were able to receive all planned doses to complete their prescribed treatment regimen.

In Study 1 and Study 2, safety information was prospectively and systematically collected. In Study 1, all Grades of
adverse events were reported for the following adverse events of special interest: allergy, pancreatitis, coagulopathy
(hemorrhage, thrombosis or infarct), hyperbilirubinemia, hyperglycemia, hyperlipidemia, ketoacidosis, and CNS
events (hemorrhage, thrombosis or infarction, and cerebral venous thrombosis) and only Grade 3 and 4 events were
reported for other adverse events. In Study 2 all adverse events of all Grades were prospectively collected. In the
EMTP trial, safety data were derived from case report forms that collected adverse event information. The forms
specifically requested information on occurrence of allergic reactions, thrombotic events, hemorrhagic events,
hepatobiliary disorders, pancreatic disorders, and hyperglycemia.

The incidence of non-hematologic, non-infectious, adverse events (all Grades) in Study 1, Study 2, and the EMTP
trial is provided in Table 1.
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Table 1: Per Patient Incidence of Non-Hematologic and Non-Infectious* Adverse Events**

Type of Event De(sc(::cr)i“p;tigg _?_1; llx(;nt Stuc‘,’i\i/:tJ 8(I M) StudNy=:23 O(IV) EMT,Z ééz/é&l\/)
Allergic Reactions Total 8 (14%) 11 (37%) 149 (16%)
Hypersensitivity (systemic) 8 (14%) 11 (37%) 128 (14%)
Local Reactions 0 0 31 (3%)
Liver Abnormalities Total 7 (12%) 4 (13%) 42 (4%)
Elevated transaminase 6 (10%) 4 (13%) 33 (4%)
Hyperbilirubinemia 6 (10%) 0 8 (<1%)
Hyperammonemia 0 0 7 (<1%)
Hyperglycemia Hyperglycemia 7 (12%) 5 (17%) 35 (4%)
Gastrointestinal Symptoms Not Total 3 (5%) 6 (20%) 39 (4%)
Associated with Pancreatitis Nausea 2 (3%) 6 (20%) 23 (2%)
Vomiting 3 (5%) 5(17%) 28 (3%)
Abdominal Pain/Discomfort 1 (2%) 0 13 (1%)
Pancreatitis Pancreatitis 1 (2%) 2 (7%) 37 (4%)
Fever Fever 2 (3%) 3 (10%) 36 (4%)
Clinical Coagulation Abnormalities |Total 1 (2%) 2 (7%) 27 (3%)
Thrombosis*** 1 (2%) 2 (7%) 20 (2%)
Hemorrhagic Disorder 0 0 9 (1%)
Mucositis Mucositis 0 2 (7%) 11 (1%)
Diarrhea Diarrhea 0 1 (3%) 10 (1%)

*Hematologic and infectious adverse events observed in these studies are not included in this table. Patients were
enrolled in uncontrolled trials and were receiving multi-agent myelosuppressive chemotherapy making causality

unclear.

** Type of Event reported in more than 1% in EMTP trial
***Including pulmonary embolism and cerebrovascular accident

The incidence of Grade 3 or greater non-hematologic, non-infectious adverse reactions occurring with ERWINAZE
in Study 1, Study 2 and EMTP trial is provided in Table 2.

Table 2: Incidence of Non-Hematologic, Non-Infectious, Grade 3 and 4 Adverse Reactions

Description of Event Study 1 (IM) Study 2 (1V) EMTP (IM&IV)
-Collated Term N=58 N=30 N=940
Allergic Reactions 5 (9%) 1 (3%) 42 (4%)
-Hypersensitivity (systemic, Grade 3) 5 (9%) 1 (3%) 34 (4%)
-Anaphylactic Reaction (Grade 4) 0 0 8 (<1%)
Hyperglycemia 1 (2%) 1 (3%) 33 (4%)
Liver Abnormalities 3 (5%) 0 7 (<1%)
-Transaminases Abnormal 3 (5%) 0 6 (<1%)
-Hyperbilirubinemia 0 0 1 (<1%)
Pancreatitis 0 2 (7%) 8 (<1%)
Clinical Coagulation Abnormalities 0 0 9 (<1%)
-Thrombosis* 0 0 8 (<1%)
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Table 2: Incidence of Non-Hematologic, Non-Infectious, Grade 3 and 4 Adverse Reactions

Description of Event Study 1 (IM) Study 2 (1V) EMTP (IM&IV)
-Collated Term N=58 N=30 N=940
-Hemorrhagic Disorder 0 0 1 (<1%)

Gastrointestinal Symptoms Not Associated with 1 (2%) 2 (7%) 6 (<1%)

Pancreatitis
-Abdominal Pain/Discomfort 1 (2%) 1 (3%) 3 (<1%)
-Nausea 1 (2%) 1 (3%) 3 (<1%)
-Vomiting 1 (2%) 1 (3%) 3 (<1%)

*Including pulmonary embolism and cerebrovascular accident

6.2 Immunogenicity
As with most therapeutic proteins, patients may develop anti-drug antibodies (ADA) to ERWINAZE.
In a study with ERWINAZE treatment by intramuscular administration (Study 1), 6 of 56 (11%) patients treated

with ERWINAZE developed antibodies to ERWINAZE. Of these 6 ADA positive patients, one experienced a
hypersensitivity reaction during Study 1 (2%, 1 of 56). None of these 6 patients had neutralizing antibodies.

In a study with ERWINAZE treatment by intravenous administration (Study 2), 4 of 30 (13.3%) patients treated
with ERWINAZE developed anti-ERWINAZE antibodies. Of these 4 patients who developed anti-ERWINAZE
antibodies, 3 experienced hypersensitivity reactions (10%, 3 of 30) during the study. None of these 4 patients had
neutralizing antibodies.

The presence of ADA to ERWINAZE is associated with a higher risk of hypersensitivity reactions in patients who
received ERWINAZE through intravenous infusion compared to intramuscular administration of ERWINAZE.

Immunogenicity assays are highly dependent on the sensitivity and specificity of the assay and may be influenced by
several factors such as: assay methodology, sample handling, timing of sample collection, concomitant medications,
and underlying disease. For these reasons, comparison of the incidence of antibodies to ERWINAZE with the
incidence of antibodies to other products may be misleading.

7 DRUG INTERACTIONS
No formal drug interaction studies between ERWINAZE and other drugs have been performed.

8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C

Risk Summary

There are no adequate and well-controlled studies of ERWINAZE in pregnant women. In embryofetal development
studies in rats and rabbits, asparaginase Erwinia chrysanthemi produced embryofetal toxicities and fetal abnormalities.
ERWINAZE should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Animal Data

In embryofetal development studies, asparaginase Erwinia chrysanthemi was administered intramuscularly every
other day during the period of organogenesis to pregnant rats (at 500, 1000, or 2000 IU/kg) and rabbits (at 10, 25,
and 40 IU/kg). In rats given 2000 IU/kg (approximately 50% of the recommended human dose, adjusted for body
surface area), maternal toxicity of decreased body weight gain was observed, as well as a fetal finding of increased
incidence of partially undescended thymic tissue.
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In rabbits, maternal toxicity consisting of decreased body weight was observed at 40 1U/kg (approximately 2% of
the recommended human dose, adjusted for body surface area). Increased post-implantation loss, a decrease in the
number of live fetuses, and gross abnormalities (e.g., absent kidney, absent accessory lung lobe, additional
subclavian artery, and delayed ossification) were observed at doses of >10 IU/kg (approximately 0.5% of the
recommended human dose, adjusted for body surface area).

8.3  Nursing Mothers

It is not known whether ERWINAZE is secreted in human milk. Because many drugs are secreted in human milk,
and because of the potential for serious adverse reactions in nursing infants from ERWINAZE, a decision should be
made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to
the mother.

8.4  Pediatric Use
[see Clinical Studies (14)]

8.5 Geriatric Use
The safety and efficacy of ERWINAZE has not been studied in geriatric patients.

10 OVERDOSAGE
There are no known cases of overdose with ERWINAZE.

11 DESCRIPTION

ERWINAZE (asparaginase Erwinia chrysanthemi) contains an asparagine specific enzyme derived from Erwinia
chrysanthemi. L-asparaginase is a tetrameric enzyme consisting of four identical subunits, each having a molecular
weight of about 35 kDa. The activity of ERWINAZE is expressed in terms of International Units.

ERWINAZE is supplied as a sterile, lyophilized, white powder in vials. Each vial contains 10,000 International
Units of asparaginase Erwinia chrysanthemi, and the following inactive ingredients: glucose monohydrate (5.0 mg),
sodium chloride (0.5 mg).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Asparaginase Erwinia chrysanthemi catalyzes the deamidation of asparagine to aspartic acid and ammonia, resulting
in a reduction in circulating levels of asparagine. The mechanism of action of ERWINAZE is thought to be based on
the inability of leukemic cells to synthesize asparagine due to lack of asparagine synthetase activity, resulting in
cytotoxicity specific for leukemic cells that depend on an exogenous source of amino acid asparagine for their
protein metabolism and survival.

12.3 Pharmacokinetics

Based on a population PK model, the mean (%CV) half-life of intravenous ERWINAZE was 7.51 (23.9%) hours in
contrast to a mean (%CV) half-life of 15.6 (20%) hours reported for intramuscular ERWINAZE. These differences
in PK between intravenous and intramuscular ERWINAZE are reflected in the proportion of patients with 2-day and
3-day nadir serum asparaginase activity (NSAA) levels of asparaginase Erwinia chrysanthemi > 0.1 or 0.4 TU/mL
[see Clinical Studies (14)].

Following administration of ERWINAZE 25,000 International Units/m* intramuscularly to 48 ALL patients aged >
2 years to < 18 years in Study 1 on a Monday, Wednesday, and Friday schedule for 6 doses, 100% of patients who
completed Course 1 achieved NSAA levels > 0.1 International Units/mL at either 48 hours (n=35) or 72 hours
(n=13) post dose 3. Eighty percent (28/35) of those evaluated at 48 hours and 38% (5/13) evaluated at 72 hours had
nadir serum asparaginase activity levels > 0.4 International Units/mL [see Clinical Studies (14)].
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Following intravenous administration of ERWINAZE 25,000 International Units/m” to 24 evaluable patients (aged >
1 year to < 17 years) in Study 2 on a Monday, Wednesday, and Friday schedule, 83% (20/24) and 43% (9/21) of
patients who completed Course 1 achieved NSAA levels > 0.1 International Units/mL at 48 hours post-dose 5 and
72 hours post dose 6, respectively. Twenty-nine percent (7/24) of those evaluated at 48 hours and no patients (0/21)
evaluated at 72 hours had nadir serum asparaginase activity levels > 0.4 International Units/mL [see Clinical Studies

(14)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No long-term carcinogenicity studies in animals have been performed with asparaginase Erwinia chrysanthemi. No
studies that assess the mutagenic potential of asparaginase Erwinia chrysanthemi have been conducted.

In a fertility and early embryonic development study in rats, asparaginase Erwinia chrysanthemi had no effect on
male or female fertility when administered intramuscularly at doses of up to 2000 IU/kg (approximately 50% of the
recommended human dose, when adjusted for total body surface area) every other day for a total of 35 doses.
Findings in males included decreased sperm count at doses of more than 500 [U/kg (approximately 12% of the
recommended human dose).

14 CLINICAL STUDIES

The safety and efficacy of ERWINAZE was established in Study 1, a single-arm, multi-center, open-label, safety and
clinical pharmacology trial. Additional safety data were obtained in the ERWINAZE Master Treatment Protocol
(EMTP), an expanded access program [see Adverse Reactions (6)]. Study 1 enrolled patients treated on National
Cancer Institute (NCI)-sponsored cooperative group ALL protocols who were unable to continue to receive
pegaspargase due to hypersensitivity reactions. The main outcome measure was determination of the proportion of
patients who achieved a serum trough asparaginase level greater than or equal to 0.1 International Units/ mL. Serum
trough asparaginase activity > 0.1 International Units/ mL has been demonstrated to correlate with asparagine depletion
(asparagine < 0.4 mcg/mL or 3 uM) and to serum levels that predict clinical efficacy. Patients received ERWINAZE
25,000 International Units/m?* intramuscularly for two weeks (total 6 doses) as a replacement for each scheduled
dose of pegaspargase remaining on their original treatment protocol.

Fifty-eight patients were enrolled in Study 1, of these 48 were evaluable for the main outcome measure based on
availability of pharmacokinetic samples in Course 1. The median age was 11 years (2 to 18 years); 59% were male,
78% were White, 10% were Black/African American, 5% were Asian, and 7% were other or unknown. A total of
35% were Hispanic or Latino.

Study 1 met its main outcome measure of demonstrating that greater than 50% of the patients achieved the pre-
specified trough asparaginase activity level of > 0.1 International Units/ mL at 48 or 72 hours following the third
dose. Results for the main outcome measure and for an exploratory analysis using a higher cut-off (trough serum
asparaginase activity levels > 0.4 International Units/mL are presented in Table 3 [see Clinical Pharmacology
(12.3)].

The safety and efficacy of intravenous administration were determined in Study 2 by characterizing the PK of a
25,000 International Units/m* ERWINAZE dose given 3 days per week on a Monday, Wednesday, and Friday
schedule for up to 30 weeks. This open-label, single-arm, multicenter PK study enrolled 30 patients. The main
outcome measure was determination of the proportion of patients with 2-day NSAA levels (48-hour levels taken
after the fifth dose) > 0.1 International Units/mL in the first 2 weeks of ERWINAZE treatment.

Of the thirty patients enrolled, 24 were evaluable for the main outcome measure based on the pharmacokinetic
samples in Course 1. The median age was 7 years (1-17 years), 63% were male, 27% were Hispanic or Latino, 83%
were White, 3% were Black/African American, 7% were Asian, and 7% were other (American Indian, Alaska
Native, or Indian).
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In Study 2, serum asparaginase activity of asparaginase Erwinia chrysanthemi was determined in 24 evaluable
patients (aged > 1 year to < 17 years) following intravenous administration of ERWINAZE 25,000 International
Units/m’. Five minutes after the 60-minute infusion in Course 1, the mean asparaginase activity level was 12.65 +
3.16 International Units/mL post-dose 1 and 12.11 + 3.11 International Units/mL post dose 4. The main study
objective was met with an asparaginase activity level of > 0.1 International Units/mL 48 hours after the fifth dose
observed in 83% of patients. The 72-hour post dose 6 asparaginase activity level of > 0.1 International Units/mL
was the secondary endpoint, with 43% of patients achieving this endpoint. Results are presented in Table 3 [see
Clinical Pharmacology (12.3)].

Table 3: Proportion of Patients with Sustained Asparaginase Activity in Study 1 (IM) and Study 2 (1V)

- 5 ;
Propgrtlon (n{N) and 95% CI Wl.th Proportion (n/N) and 95% CI with asparaginase
Trough asparaginase activity > 0.1 International . . .
S . activity > 0.4 International Units/mL
sampling time Units/mL
Study 1 (IM) * Study 2 (IV) * Study 1 (IM) * Study 2 (IV) °
48-hour 100% (35/35) 83% (20/24) 80% (28/35) 29% (7/24)
[90, 100] [63,95] [64,90] [13,51]
79-hour 100% (13/13) 43% (9/21) 38% (5/13) 0% (0/21)
[77,100] [22, 66] [18, 65] [0, 16]

a. Trough sampling time is post-dose 3 at 48 and 72
b. Trough sampling time is post-dose 5 at 48 hours and post-dose 6 for 72 hours

16 HOW SUPPLIED / STORAGE AND HANDLING

ERWINAZE is a sterile, white lyophilized powder supplied in a clear 3 mL glass vial. Each carton of ERWINAZE
(NDC 57902-249-05) contains 5 vials. Each single vial (NDC 57902-249-01) contains 10,000 International Units
asparaginase Erwinia chrysanthemi.

Store unused or unopened vials and cartons at 36°F to 46°F (2°C to 8°C). Protect from light. Do not use
ERWINAZE after the expiration date on the vial.

17 PATIENT COUNSELING INFORMATION

e Instruct patients on the risk of allergic reactions, including anaphylaxis. Describe the symptoms of allergic
reactions, including anaphylaxis, and instruct the patient to seek medical advice immediately if they
experience such symptoms.

e Instruct patients on the risk of pancreatitis and to seek medical advice immediately if they experience
abdominal pain.

e Instruct patients on the risk of hyperglycemia and glucose intolerance. Advise patients to seek medical
advice if they experience excessive thirst or any increase in the volume or frequency of urination.

e Instruct patients on the risk of thrombosis and hemorrhage and to seek medical advice immediately if they
experience headache, arm or leg swelling, shortness of breath, and chest pain.

Manufactured by:

Jazz Pharmaceuticals, Inc.
Palo Alto, CA 94304

U.S. License No. 1901

Erwinaze” is a registered trademark of Public Health England.
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WA e EAg
PUF OMEELX Erwinaze® & ZE2DPOIRINER T 572D DE2TOFEHRE E A TRV, Erwinaze
W XEEXESRTHEH,

ERWINAZE (asparaginase Erwinia chrysanthemi)
A SR IR 5 R N A
KERIEAFBA : 2011 £F

BRI D ERKET & AT

Mg - HE (2.1) 2014 /12 H
gLy OB EoEE (5) 2014 45 12 A
EROMEH EoEE (5.1) 2014 43 A
EROEH EOER (5.3) 201443 A

Zhee - R

ERWINAZE(asparaginase Erwinia chrysanthemi, DL F AL, 7 AT X U RRABERTH Y |
KRIGEHRT A/37 FF—BIZx U CEREUEZ BB LMY o MEA MR (ALL) BHE ORI
2. ZAIGFIEFREL DA OBRERO—> L LTERT 2 (1),

A&
cRIT ARG X —BOEEEUEZDH5E TESN TWERT T ARG X —EOEH 5
X9 HHERE I Eid, 25,000 IU/m? %38 3 [B] (A RE - KBE - &08) . & 6 BIFAN E 72 I3f RN B 59
%, (2.1)
c R RIGE R T AT X —RBOEE 2R 2 256 0 TE I T2 RERAIRIG H k7
ANRT X =B OKZEGITHR L, HESEHE X, 25,000 [U/mM? & f AN £ 72135 IRN&E 535, (2.1)

FIR R OVE &
< 1A T ILHT2 0 10,000 TU O BHE ELEEY R

%

E

c AFKICK U CEERBBUEN G (T 74 7% —7 ) OBENRHHHBE (4)
cL-7 ANRT XS —BIZ L DANERIC L CEERMBEROBEEN & 5 8HE (4)

c LT ART XS —BIZ LA AR L CEE R MRIEOBEEN S 5 B (4)
cL-7 ARG X F =PI L DRTAMICK L CEERHMMEEROBEEND 5 BE (4)

Z2EROMER EOEER

TREAFH LB IIAEKEZ P I+ 55

TFT7 47X — B UEEBBUERS (5.1)

HED L ITHmERER (5.2)

« 7 R UBERMITES A S TR Y . —EROIEF TIER AR TH 5 aTREMEN & 5, EHIRICHIE
ATV SIS LTS U TA A Y VEEEITY 2 8 (5.3)
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- MARAE, Hf : FIE TS ETAEEZRIETL 2L (5.4)

BITEA

b ZVEIEN GEER 1%L 1) - S EEUE, i, b7 27 I —BRE BB Bk,
JRPFTECS, WE, B, MARE, & E VLV EVIE, R - EEARE, KONRITH D,

BIYE B ERSE 1T Jazz Pharmaceuticals, Inc. 1-800-520-5568 X i FDA 1-800-FDA-1088.
www.fda.gov/medwatch.
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B
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5.4 IAedE & OV
6 BIYEH
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6.2 SR
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BEDEMIZBIT A6 H
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13 FEERIRFEME
13.1 FEME, BRI, MOVEMEE (ZREDORE)
14 ERREER
16 A MREFERUEHEW
17 BEIBIDINEEH

T XFEXCEENTWRWEERE RCEIEB RS S THin

O

1 % - 2R

ERWINAZE (/L7 4 —%_ Erwinia chrysanthemi 37 237 £ —+1) (LLF, [ARAl) 13,
KRIGEHRT A/37 FF—8IZx U CREEZ BB LMY - MER MR (ALL) B OIRRIC,
AR FRIEL VA O EZD—D L LTHEMT 2,

2 HE-HE

2.1 SRR

RIT ARG EF—BOEELUEZ D54

TEIINTNWZAAT T AT X —EOHEH TR 2 HELEH &1E, 25,000 TU/m? %23 3 [B] (A #E -
KM - 08 . B 6 IR AN E I IEEARN G35,

FARBIRIGH KT AT X F =V ORE 22 54 ¢
FEINTWERARKRIGEE KT AT XF —B OG5k L, HESEH I, 1aEHAIIC
25,000 TU/m? % AN F 72 I3 RN BE G35,

AFNE RN T 2585, GEERTID) MiET A/8T7 £ —PIEHREME (NSAA) OF=F 1 >
ZEE L, IS5 NSAA NER SNARWEAITHHRAKE~DOY ) B2 2 HBad 52 &
(M2.3  EERIEH ] /),

22 AL TRV 2R

1. BT 2R, AFRITR RO BYSOE ARV BRI CHGET 5, BYSBANGED L
TS T IVTREET S 2 L,

2. RAFAIZE E20 0.9% ME (LT MY ¥ AESHE (USP) 1~2mL Z /31 7 /LONEEIZ IR - T
RIRIZIEA L, XA TIVONEMERGST D2 L,

3. WA ORI RIZET TEER NI SEALRWT & IR 1| mL TR L7-5HA ORE
1310, 000 IU/mL Td 5, K 2 mL TR L 72356 ORI 5,000 [U/mL TH D,

L REODITIRVIBE CNEME RIS 5, NA TN EB LBV I LY LignZ &,
. RFNIERT D L EOEOWIR E 725, WRZRICEERZHER L, WIRTRX R0 3
7 EDORENRBD DN GEIIEET DL L,

6. MERFEHGEAFEL, AHLZEEREZG-OICHERIKRESRHET 5,

7. W% 15 pLINIC, BH LIRS EZ /(L T-OICHEREDIRRE NSA T ANLRY 7 a

4
5
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Ly By ) U THRERD, RN G O%A . BIROAFERIEIK 100mL 2 & A 72 IV s N v
TV LT AR EARRICEAT D, IV ZI3R> 720 LSS L7720 Lz &,

8. IR DI IR > T- %t RMEHOEIKRAZRE E7ITHFH L TEOHROEGITHEH Ly
&, RMEHOIRIIFEETHZ L,

9. TR OIILITIH IR « WIEE T, 4 BERELINICR G450, FEHET 5 2 & (a8 /A5 K O
W) 16 THAE B,

23 BEIZET 546

AFNL, FRNEE I3 IRNE SN TEETH D,

- NGOG, WEIRE OABIOSRIFEITESFHINL 1 » T & 2 mL 2[RE LT 5, HKikE
28 2mL Z#E R DA I IEE OISR T 52 &,

c FRAIRINAR G- OB G ARHIZ ST 100 mL ISR L, 1 FEf2NT TR D 2 &, AFIRS
IR CERAIRINAE 57 A v s DM OFERER 2 &5 vz b,

3 FEEROEE
WA R, 1 XA 7L 729 10,000 U

4 2a

o AFNHK L CEHEERBEUENIS (T 7 4 7% —7 ) OMEND L HBE
o L-TANTGXF—RIZXDANREICK L TEERFEROBENH 5 BE

o L-7 ANRTGXF =PIk BEHAERICK L CHEE QR MARIEDBEREN H 5 B

o L-TANTG XS —VIZ X DANEHEICK L TEEZRHNMEESZOAENS 5 BE

5 EETOER LR

51 @BEERG
EEARFRBR I B W T, AR GZIC 7 L — R 3 RO 4 OBBERIES 5% D HEFETHRE L (161 Fl
B &80),

ieial

AHNOEGIE, TF 7 4 7% —OIRFRIC L ERRAN & FRERM O H DEREETITH 2 &, HEH
BOERG I LIZH A3, AR O ZPIE L, @ RmREZHeT 5 2 L,

52 &R
FERFRBRICIB VT, 4% DBE CTHEENHRESI TS (T61 BIER] &8R),

FERICHJE LIRWER DA DI D BFE ORI 21T\ 22 ET 5 2 & 72 RERILL e < MR &
FLMEME EIRD 2.0 52L LT I 7 —F EFHNA B BEEDOFERCHMAEDPFER BHEL L 7= 5613,
ARIOFHERITHZ L, BEOHRIT., 7TANRNTFTXF—FPOBNKEEORLTH S, REDP

DAL, MIECIERBIEEHE L, 7 7B L EFMEICR S £ T, AFOEHAEZF I35, [
WHhE, RRICE2EEAZFRLTH Ju,
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53 7 FUBERMmHE
BRARTERIZ W T AR G- R OBF D 5% T RUBEATHESRE S TnD (Te.l  RIFEHIZH),
—HOBETILT RUBERMPES AR /W56 10 5, HG- BRI OG- FIXE I BE O
PEHEZNET D 2 &, @mBEORFITIIMNEIN UTA VA UHEEITH 2 L,

54  [ARfE KR OH M
KIGHEH K L-7 A/87 £ —E ¥k, Erwinia chrysanthemi FISET A37 ¥ —B#ik L b2, K
REFNRIR AR AE K& OV ZERRIE % & Te S 7o AR MEFR A ME STV 5, AHFI%E 2 B AN S
%, REHOBECERE Y N IE (T4 7V 270, TarAr CiatE, 7u7 A2 STEERD
TryF harer ) OKFRED SN, MAeMEE XMt OFEG B L2541, JERE
WETAAOFENZHIET 5 Z &, TEREIEZRIIAFOKRE 2L TH Ku,

6 RBIfEA

TROBEARBWEMICOVWTIEL, FRTVLOMOIEIZ, LVELLEHSIATWD,
o RMUELUS (M55 R OMER LR 5.1 HAE S )
o Lk (ML OMA EOEE 52 HASMR)
o T RUBEAMIE (M5O A EOEE 53 HEZSH)
o ARE K OV (MEE L OMERH EOFERE ) 5.4 HEZSH)

A2 HONTIRRICB TR B ZVEIER GEHE 1%L 1) 13, S Mh@suE, &bk, 7>
AT IR RE, B R RS, i, GEL, IARE, &Y Ve mE, B - 18
HAPRIE L PR TH 5,

6.1  ERIRABR
BARRERIL, FE T CIEH 2B EEERGME TTIThL b 7o, AFIO KRR TR b= IfEM
DIHR L O AN ORFHRRBRICBIT 2HBREOBEBEOHBITITE /2, 72, BEIE TR
IV FEBRZ ML TV WR[EEMEN & D,

PLNICRT 7 — &1, sk LR AL IE E M O 22 M & O AR SRR Ch 235k 1| (AN E5)
L WERT Vv AT a7 T A CToh D Erwinaze Master Treatment Protocol (EMTP ; RN EE 5., §Fk
NG, £ DO GREE E 72T GRIEAH]) . R OEROEIRN G2 X 5 2 ik e F B E
ERroEyERE (PK) B TH 53R 2 TIE SN ZFRICHE S,

R 1 Tlx. KEESNZ ARFZEFT (National Cancer Institute ; NCI) 23& &4t U= 3E 7 v —7F 0
SYEY oMERMIE (ALL) %15 & U7 iRBREM T X 2 8 5% % T 7 03 @ SR o 7= 8
RTT ARG X T =B OGN REETH -T2 HBH 58 FInBikS iz, BEICx L, YHDiE
BRIEMFEE T T ESN TN T AT R F—POREM S DK EHEG ORI L LT, AH
25,000 TU/m? % H i, KIEK NGOG A /7Y 2 —/L Tt 6 B NNEE L=, Bk 1| Oxt5E:
LT, FPIE 11 5% Q~187%) . B 59% T, HAT8% . BA T 7 UBRT AU I AN 10%.
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TIUT %R 5%, TOMETNIARY 7% ThHoT2, 35% N ARy I REILTT VR TH-T,
AR 1 Tl AANO 1~9 a—20&E R Tbi, 72, 76% (58 il 44 ) AT E ST
BeH5 AT XTET Lz, 146] 24%) TR THENZEG AT IS, FUEoBEEIL, 7 L —Kik
7, BERNE 72 I3EE ORI 5 B, BRAEETT 1 ], SeimiadR 2 O T IR BR S F A o T
HHMFOFIE 14 Th oo, OILFHEIET, BEIZLT SNIIER L ¥ A e TT X THE
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ABR 2 Tld, R KIGHE A KT AT X T =B 713X T ARG XS =B TT LAF—% R
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AF 25,000 IU/mM? % HIE, KEROEROEEAr V2 — LT Grel) #iRNEE L7, 3Bk 2
OXGHRHEERNT, Flp Rl 7 5% (1~17 ) . BHE63% T, e ANR= v 7 RELIXTT %R 27%.
FA83%., BN T T7UVHRT AV I AN3%, TVTHRT%. LOZOM (7 AV DRER, 77

ANTEREITA U RR) 7% Thotz (114 KRB &),

EMTP Bk Cld, RIFEHKT A7 ¥ —BI2k U CTaHMEREUE 2 BEZ ICAKI OB G 25 1
7o ALL R £ 7203 ) L 38 Bk M ) o SRS 1,368 Bl Bk S Uiz, 1,368 B 940 il T2t
— A2 NS5, FERTPRAE 9 5 (0~76 %) . BPE 63% T, HIMLFE 91%., U > 3E 3%, AN H
R 6% ThoTe FBD AT ¥ a— N KOG & —OIRAEIT e - T BFITR LAAIZ 20,000
~25,000 IU/m* O fH EHiPH CTE G- U7, #GRRBIE, NS 852 5, ¥R 5 29 i, Z ot
F IR 59 i TH - 72, EMTP iR CTE SNV TW AR ORI 3~48 B TH - 7=, A
FD 78% (893 filH 693 fiil) DTV EINI-HKEZT XTI, WHSNTIERL I AT T TE
77

FRER 1 K OVRER 2 Tl LaVEEEA RN & 2 DUCSRANIINEE L7o, 3R 1 Tk, FRERICE
LDHEFER (T L — k. REEEE (M, mAAE, 828, me UL e s miE, @mifE, &
RMLAE, 7 BT 3 F—3 A, PR (i, MARGE £ 72 13828, MFRIRIILAESE) ) 122\ T
TR L — FORERRPRE SN, MOFAFFRRIZONWTUIZ L— R 3 KO 4 DFEZROLPRE SN
Tzo RER2 TIE, 27— FOFT_NTOAEFEFRELHNNE ITIELTZ, EMTP REBRTIE, AFFL
Tz I LI SEGI S F s D Zett T — 2 21572, EFIREETIE, 7 VWL X =S, ettt
%, Mg, IFIEREE, BIRESE L O & IEORBU BT 2 FRoii#z iz ko7,
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AR 1,
RaR1IITT,

AR 2 2 OV EMTP

ARBRIC I T 2 MK AR R OFRRME DA EHER (&7 L—K) DOFE

¢ 11 JEIMIE AR S OFERGYIE A 5 SR+ D g Bl =

. \ FEER Study 1 (IM) | Study 2 (IV) | EMTP (IM&IV)
RS (Fe— M58 N=58 N=30 N=940
TUAX—KiE | BFf 8 (14%) 11 (37%) 149 (16%)
WHUE (25HE) 8 (14%) 11 (37%) 128 (14%)
JRI T RO 0 0 31 (3%)
JHF R 7 7 (12%) 4 (13%) 42 (4%)
N AT IS —F LR 6 (10%) 4 (13%) 33 (4%)
& E UL E S LE 6 (10%) 0 8 (<1%)
7' =T IME 0 0 7 (<1%)
2 I 2 I 7 (12%) 5 (17%) 35 (4%)
Wk ZBrnT-H | &7 3 (5%) 6 (20%) 39 (4%)
B LD 2 (3%) 6 (20%) 23 (2%)
Mg - 3 (5%) 5 (17%) 28 (3%)
HEERYRE - AN PR 1 (2%) 0 13 (1%)
ek [/ 1 2%) 2 (7%) 37 (4%)
FEEL FEEN 2 (3%) 3 (10%) 36 (4%)
U5 [ P 77 1 (2%) 2 (T%) 27 (3%)
I A4 S * %% 1 (2%) 2 (7%) 20 (2%)
HH I e PR 0 0 9 (1%)
FEIESE FEIES 0 2 (7%) 11 (1%)
T T 0 1 (3%) 10 (1%)

*Z 5 ORER THRO b IMEFAEFR L OEEEREERIIZORICE TN TR, &

BIRIER RBERI OB GR S v, ZAIOFHNC & 2 B RIS RIE 2 T TOIZ 2 O KERBIRIIAIA T

b5,

**EMTP 3RBRIZIBV T 1%L ETHE SN -FR0fEE
o i SEARIE M OV I A P 38 & & e
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AR 1, BUBR 2 K OVEMTP BBRICI 1T D2 AFI DK HIZ L VB L7 L — 3 DLEOIRMmE ) K&
OHEEGMED A HEFROFEHRR LR 21T (PR SRA & 572 2 DR FERAICHERR LEATIEL72),

£2: 7L —R3KOT b— N4 OIFMIRTFHI R OFEEYE*F FEF L * DI B
BEFERSE Study 1 (IM) | Study 2 (IV) | EMTP (IM&IV)
A FE (collated term) N=58 N=30 N=940
7 LIV F — 5(9%) 1 (3%) 42 (4%)
ABEUE (M, 71— R 3) 5(9%) 1 (3%) 34 (4%)
TFT74TFRI—S (FL— R 4) 0 0 8 (<1%)
e I 1 (2%) 1 (3%) 33 (4%)
JiThEE 3 (5%) 0 7 (<1%)
- URAT I B ERE 3 (5%) 0 6 (<1%)
-l B Y LV E S IE 0 0 1 (<1%)
ek 0 2 (7%) 8 (<1%)
5 [ Pt 55 0 0 9 (<1%)
- A fiE * 0 0 8 (<1%)
- FH o e e 0 0 1 (<1%)
e 2 BN T ke 1 (2%) 2 (7%) 6 (<1%)
-REERIR - M AR 1 (2%) 1 (3%) 3 (<1%)
-HEL) 1 (2%) 1 (3%) 3 (<1%)
- Mg i 1 (2%) 1 (3%) 3 (<1%)

* i ZEARAE Ko OV . A e 22 5

6.2 RN
% < OIFHA X > 37 GRIAF & RERIC, BEIIARBNC T 2 FEMPTA (ADA) Z3B13 2% alfert
N D,

AHNDOFHRNEZE G- 21T - 728k GRBR 1) 128\ T, ARG 2515 7-83F 56 BF 6 51 (11%)
DAFNC T HHUREZ I LT, 245 6 il ADA BtEfEZE D 5 6. 1 F233 8 1 o FIziE
WMER S 2R LT 2%, S6 Fd 14, Zhnd 6 BN FPARZES>E 1T WA o7,

KA DOFFNRNIE G- 217 o 7ol GRER 2) ([2BW T AR 0525217 72 /54 30 T 4 451 (13.3%)
INAANHT T DHUR 2RI LTz, 26 4 BIORANIK T 29K 2RI LIZEEZ D S B 3 45
BRI IS BIEROS 2R LTz (10%, 30 B 3 6), Zh b 4 Bl PRk 2R o& 37

ST,

AHNZHKS D ADA DFFEIZ LD | AFIOEIRNEKR G- 2% T 1 BE TIIHARNEKE 22 T2 BE &
D BIREIESUSD Y 27 3@ o T,
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G IFME D HTIT W DIREE S ORI R & <Fef S, o7k, slBt o ERY #o FURHRHR
DIA I T PEHEER OCEBEIRE L VDo Tt BB ORFICBE SN HE N b5, Z OV o B
B ARFNZHT DHURDOFEBLR 2 MO RAN G DHUROIETLAR & ey 2 & B EC 57
REMED B %6

7 EYHEBEIEA

AF & A D EF & DA BAENZ B 2 IEA 7R3 BRITAT - TWh7Ruy,
8 FEOCEHIZKITHEM

81 HEm~OHE
W7 72U —C

U X2 DL

AN, dThs % %t 5 & Uizl 2o+ e st BB M ThiL TRy, 7y RERO T35 -
IR - JRVEFEAEFRBRIZIV T, Erwinia chrysanthemi 3T A 3T £ —Viz L - T, IR - IR EME L
feREFE D HBL LT, IRTICAKZ AT 25613, IRIBICHT 2EER Y X 71276 5 IBTERY
RSN HLGEICRLERETHD

YD 7 — %

IR« BB Vs A3 R 12 F5 1 T, Erwinia chrysanthemi ISR T 237 ¥ —8 % AHRF O 7 > M2 500,
1000, F721% 2000 1U/kg D HET, R O 7 ¥ 12 10, 25, 401Ukg DHET, B RAMMH
I~ HBEICHANEE Lz, 7 v FTiE, 2000 UKg (REHEECHRE L, b MR HHELE
DK 50%) F 58T, (REBINMGEI ORHAEME & & Iz, RIRICBW TR OS50 7 T
BE AR R DFEAREINAGRD BTz,

UHXTIE, 401Ukg (RERHEBCTHIE L, & MCBIT 2 HERAREDOR 2%) #E5#ET, (KERD
OFRHEFMENGR® bz, 10TU/kg (KREECHE L, & MIBT 2R EOK 0.5%) KO
ZNLL EOEGRET, BRBBILOHEMN, EFIE IR ORD WIRAI R (BhRK K, BIEEXR K,
Ry 8E TEIIR, BLIBIE) 23580 b,

83 #BIWE~DOES5
AFNE NORLFICDWMENDNE I DIEIARHTH D, Z< OEFP LTSN d 2 &
&L ABHIOEEICEY | AP OARICEEREWERAN R T LR 5 Z L b, ZHE P
IET20E I, HDWVEABIOER G2 FIET 5008 9 o0 T, BARICRT 2 AF| O EE
HEZBE L TRETILERD D,
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84 /IRE~OEE
(M4, BERRER 258),

85 BEmE~DOESL
EERE xR L LT ARI D22 M OFZMEOREBRIZI T TR,

10 BERE

AFN Ot B G OIEFNTHR A STV,

11 R

AF| (Erwinia chrysanthemi 137 2 %F ¥ —+¥) 1%, Erwiniachrysanthemi D7 A /3T F 4
REBEHRETH D, L-T ARG X F—BIL, A—DF7a=y b (4FEIK35kDa) 415725
WERDOEER CTh D, AFIOIEMIZERREA IU) TRRT D,

KENT, XA TNV AT ABOBATEBRERE R KA CH L, &34 711X, Erwinia
chrysanthemi H12l 7 2 /3Z 5 —1 10,0001U &, RIEHERKST O 7V a—2—KFfY (5.0mg) KO
Ak U A (05mg) NEEND,

12 BEREEH

121 {ERF
Erwinia chrysanthemi 127 AX7 X —BI1X, TANRT XU RN T ANRT X UVBET VE=T127 3
ROMET DO &M 5 2 L 12k 5T, 7 AT X0 OFFBREEE 2K F S5, AKIOVERBEFI,
TANG R T Z—BIEEO RN LY | AMIFEMIR T ZANT F 2B TE T £ ORER.
SR T Z/RT F N2 H X7 B ORE & AF 2 AR LT D B M (e 25 72 00 e 74 7
ETLDHZ EITESN TS EEZLND,

123  FEYEhRE

FHER PK &7 /WIS E | RAIOFAIRNE 512 X 57 (%CV) FEIE 7.51 KF#E (23.9%) T
HoTeDIZH L, RN GIZ X 51 (%CV) T 15.6 FifE] (20%) THho7o, AFIOF:
ARNF G- & AN EIC 31T 5 2 6 0 PK OEWE, 2 A& O3 H & o Erwinia chrysanthemi H
KT ARG XF—EDIMIET AT FF—BIEHERIKIE (NSAA) 73 0.1 TU/mL % 721% 0.4 TU/mL LA
ETHoT-BEOEAEEZKM LTS (M4 FEERBR 28H),

B 1123V T 2 5% LA B 18 5L F D ALL JBF 48 il LA 25,000 TU/m? % H I, 7KIEE K& OV
WO G A Y 22— /L Cit 6 BIffANEG#%, 1 a—AHZ%ET LTZEED 100%23 3 [B1H 05
% A8 B (35 M) FE71X 72 BER] (13 §)) DWW AT NSAA20.1 TU/mL % ERL L 7o, 48 B4
(R L 72 B D 80% (35 51l 28 1)) . Je T8 72 R[4 (SR FAth L 7= 8835 0> 38% (13 il 5 f31]) C.
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MG 7 28T FF—BIEMEIEED 04 IU/mML UL ETH-7- (T4 KRB &8R).

RER 2 ICBWTCEMI AT REZR R 24 4] (1 kA B 17 BRUAT) 126 LASH 25,000 TU/m? & H I, 7K
K OEBROBEG A7 Y 2 — L CRIRNEG%, 1 2 —XBZ5%E T LEBEDH B 5 [EIH O 5% 48
R CIE 83% (24 il 20 1)) | 6 [B] H D514 72 FERE T 43% (21 6171 9 1)) 75 NSAA=0.1 IU/mL
ZIERR LT, 48 R IZFEAM L7283 D 29% (24 firf 7 4i) e O 72 IRsfEI A2 ISR FA L 72 838 D 0%
Q1 i 0 ) THIET A/XT X F—BIEMRIKIEDS 0.4 ITUmML UL ETH -7 (114 ERREER
).,

13 FEERPREME

131 BAMRME, REEE, RUOAHEENE (RBEOEE)
Erwinia chrysanthemi 1387 2 /%5 £ —F 2o\ T, B4 HV - REIREERBRII T TR
W, F7-. Erwiniachrysanthemi 1357 285 ) —¥ 02 BIFME A 3T 5 72D OB H 1T T
1,\7‘@1, N,

Z v N &AW T2 BREE M ORISR £ 5 BR (2 35\ C, Erwinia chrysanthemi 1387 287 X —E %
K 2000 1Ukg (RAAREAECTHIE L2, B MBI AHEAEDK 50%) OB T BB EIZEH
35ME, MRS Lo, MEfEE SIS RRBIC TGO bl o7z, HETIE, 5001UKkg (& K
BT AHERFAREOK 12%) LV WHET, BAEHED BB bz,

14 BERFABR

ARFNDZZNE & AT, 3R 1 O sk LRI EIEE M O 22 K ORI SEEE R 12 3 TRz
INTW5b, KT 7 A7a /5 A THD Erwinaze Master Treatment Protocol (EMTP) 72>5 1%,
BINOZEET—2BmonTngd (6. RITEAI #ZM), 3Bk 1 (21X, National Cancer Institute
CKEENL S AMFTERT, NCD) BNEEERME LR 7 V—T7 0 ALL 7' b a2 — W X DR E2%
T WBUERIS DT DITRT T ARG X F—BORGEE CE oo T BE 28k LT, R
JHIE, TART XS =B OMmE b7 7EREN 0.1 TU/mL UL EICELZREOEIE L Lz, 7T AT
X —BIEMEIZ OV T, 0.1 TU/mL VL EolE b7 ZIREX, 7T AT XS (T AT IR
FER 0.4 g/mL (3uM) Aji) (B L. ERIRAADINEZ PRI 2 MHREICHHEET 2 2 L 2VR
INTWD, BFIZIE, TOBEET e ha— BN\ TS 72X T T AT X —EBOKEW &K
HoRERE LT, 2 MICHZ0 56 [H, AHl 25,000 UM OFFRNE G 217> 7,

S84 DBELEHBR L ICBREL, £D 9B A8LITHONT, a—X 11TBIT 5y O %M
(RS < EEERIFAIETE H OFHmAS FTRE T - 7=, FElv 0 H T 11 55% FEEEaPE 2~18 %) T,
59% 3 BYE, 18% MEAN, 10%NEN T T7VBRT AVAIN, 5%BT7 T N, T%0NEOM « R
BHCTHoTe BIKD3S%INE AR IR TTUHRT AV IANTHST

B 11X, 3B O 5% 48~72 BEl T, FRIZED =T AT XF—BIEED F 7 7RE (0.1
IU/mL LA E) I LIZEEN 50% 22, FEIRIGOREEL - Lz, TERFOREHE L. X
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DEWT Y NATZHE (7T AN X —BIEROMIE N7 7E 0.4 1U/mL VL E) 2 H W72 BRE 5
Mrofs a3 313 (THRHEE) 123 HE22R),

R 2 TIE. A 25,000 TU/m? 23 3 [E H IR, KL OEIBOEE A ¥ 2 —/LC 30 £ THE
L7284 O PK FPEORHli 24T\, §RNER 5O R 2V E R OGP EERET Lz, 2 O hask dFH
BEIEE M PR GRBRICITEE 30 IS B Gk S iz, FEEIFEHME B IX, AFBGORpIO 2 EHFIZ
BIF5 2 HED NSAA fE (5 [BIH O 5% 48 FIOME) 7% 0.1 TU/mL LA ETh - 7 BEZF OEIG D
HHTH-oT-,

BEk ST 30 B0 5B, 24 T 1 22— 2 B OFEWEHRE MRS < FERRIF AR B O FHfh23
AR CH o7, TRl 7 5 (1~17 %) . B 63% T, B ANR=w 7 RELIXT T % 27%.
HA8%, BA-TT7UHRTAVHIAN3%, TVTHT%, KOZOM (7 AU BEER, 77
ANTAFERFEZITA  FR) 7% TH o7,

R 2 Tk, AAI 25,000 TU/mM? % FEIRNE 5% IZFHIATRE Cd o 72 24 B (1 slh B 17 3% F) 12
1T % Erwiniachrysanthemi K7 A7 X F—BOMiETH 7 AT X F—EBIEEZHE Lz, 1 =
—ZH®D 60 RGO 5 5HOVHET AT X F—BIEMEIL, 1 [BH O % TIE 12.65+3.16
IU/mL, 4[5 HOBE#% TIiE 12.11£3.11 [UmML THo7z, 83%DHEE T, 5[EIH O 5% 48 FEf D
T ART XS —BEMEN 0.1 TU/mL L ET, REBOFEEHMA- Sz, E-RIKEEHEEE T 6
[\ H OB H% 72 FEf O 7 A 37 ¥ —LIEMEN 0.1 IUMmL LA ET, 43%OBEN A2 ER LT,
FERAEFR I IORT (1123 FERKRHE) 28),

# 3 : Study 1 (IM) & Study 2 IVIZEBWTT ART ¥ F—BiEM & ikt S B2 BE 0E 4

Kooy T ANTXF—BIEME > 0.1 IU/mL | 7 A7 ¥ F—FiEME > 04 TU/mL
o 7 HS DOEIE (/N) KON 95% FHEMEXHE | OFIE /N) KO 95% [FHEMEXH
R Study 1 (IM) ? Study 2 (IV) ® Study 1 (IM) ? Study 2 (IV)
100% (35/35) 83% (20/24) 80% (28/35) 29% (7/24)
48
[90 , 100] (63, 95] (64, 90] [13,51]
72 W 100% (13/13) 43% (9/21) 38% (5/13) 0% (0/21)
[77 , 100] [22,66] [18,65] [0, 16]

a. N7 7RRIRERIG AT 3 [BIH OF5-1% 48 e K OF 72 I fH]

b. N7 7RI AL 5 B H 08 5-1% 48 FEE L TN 6 [B1 H O 5% 72 KRRt

16 o/ RERUREY

AENEX, B D3 mL DH T AL T I A-Te AEEDOBEEIREED KA TH 5, AKFIOH— K
> (NDC 57902-249-05) 1 fHIZ/NA TIVIRS KA TUWB, 234 T/ (NDC 57902-249-01) 1 Az
Erwinia chrysanthemi H13k 7 A /3Z ¥ —+E 73 10,000 TU A>T\ 5,

REEF « REAE O A T AN — k% 36~46°F 2~8C) TRIFTHZ L, T L, A
TG OA IR 2 X - AKX, A LRV L,
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BEILZDREER

TFT747F =7 EDT VAR —EBRI DV A7 ZRBEFEICMOELZ &, 77 4
TXL=REDT LIV R —=EOERICOWTIEA L, 25 DIERNE Z » 7 H813E
BIZERIOBEREZ 5 X5 fRT52 L,

JER DV ZAZIZONWTRFICHI L, RS/ EZ s HEEDICEMOZREEZZIT 5 &
FFETRT L&,

i HE K OV R O BERTHPED U A 712 OWCABRFEICHAT 2 Z &, BEO DB REDH
IMSATBER DL Z > T2 551F, BEHIZERMOREEZ T X5 RT52 L,

MARSE & O LD U ZA 7 IZOWCEFIZIEI L, B8, B - THoOER, S89)ihv., W
DEZ TG ARITEBICERMOZELZZITH L2 ERTHZ &,

&R TE T

Jazz Pharmaceuticals, Inc.
Palo Alto, CA 94304

U.S. License No. 1901

Erwinase®(%, S[EHEFEA#T (Health Protection Agency) DX¥ERMEIECTH 5,

ERW-0045(1)
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1.7 AERMA—BER VAR 2 W ATk 4

BX

L R R A — 2
E&EHRX
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1.7 AERMA—BER VAR 2 W ATk 4

1.7 RERMR—EE
AH| (77— 4 F—EHER 10000) & OEFREFERLS (2 A F—B®7EH 5000 & O 10000)
DO—EHFL1T-1LITR LT,
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1.7 RERMA—ER

AR A VAT

# 1.7-1 RERM&R—ER

> COEZR )

7 VY B AR—E

L-7 AT X —F

W74

7 —7 ¢ F—E®FEE A 10000

A J—¥®3: 4 5000, 10000

=t

RIFHE i TR A+

WRFsEER ) bkt

HEBEEA B

2005 4£9 H 15 H
(rAF—PEELLTL1971 £6 H 25 H)

MBHFEAFEH H
FFRFmAEH H

AR

AL Xy

(RIE) -+ JT7

IR A AVSE S

feA g

RNITEDOT X VBRI NGR DY T 2=y b 4 5F bRk S
NnN>EAE

ADKLPNIVIL ATGGTIAGSA ATGTQTTGYK AGALGVDTLI NAVPEVEKKLA
NVKGEQFSNM ASENMTGDVV LELSQRVNEL LARDDVDGVYV ITHGTDTVEE
SAYFLHLTVK SDKPVVEVAA MRPATAISAD GPMNLLEAVR VAGDKQSRGR
GVMVVLNDRI GSARYITKTN ASTLDTFEKAN EEGYLGVIIG NRIYYQNRID
KLHTTRSVFD VRGLTSLPKV DILYGYQDDP EYLYDAATIQH GVKGIVYAGM
GAGSVSVRGI AGMRKAMEKG VVVIRSTRTG NGIVPPDEEL PGLVSDSLNP
AHARILLMLA LTRTSDPEVI QEYFHTY

RIDOT I BN LRAIY T 2=y M4 O THERINSEARE

1 H
Leu=Pro=Asn=I[le=Thr=Ile=Leu=Ala=Thr-G

Iy=Gly=Thr=1Ile=Ala=Gly=Gly=Gly=Asp=Ser-Ala—

aw
al=Gly—Val-CGlu—Asn—Leu—Val-Asn-Ala—Val -Fro—

Thr—Lys—Ser—Asn—Tyr—Thr—Ala—Gly
i i
In=fsp=

Ile=Asn=Thr=Asp=C

hr=Leu=Ala=Lys=Lys =Asp=Lys -Thll*—

Val-Ile-Thr-His—G I:,'—'I'hr—.‘-‘-.lt:'.;—'l hr—Met—-Glu—Glu—-Thr—Ala-Tyr—Phe-Leu—Asp—

cr=Thr=Ser=M :‘:‘l-

130
yr=Asn=Ala=Val=Thr=Ala=Ala=Asp-Lys=Ala=Ser=Ala—

1
p—Thr=Val-Leu-Asp—Gly—Arg—Asp—Val-Thr

%0
—Arg—Val-

yr—Gly—FPhe—Val —Gly—Thr-Leu—Asn—Fra—Gln-1

e=fsn=Cln=

313
In=Ala=Leu=Thr=Gln=Thr=Lys=Asp=Fro=Cln=Clo=Ile=Gln=Cln=11

PNEE STHIE ) Sy 3
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1.7 RERZ&R—ER L) ERI—E

B - & | S TEEERA (10,0000, 234 7 L) BRG] (5000K.U. /. 10000K.U.,JR)

AMEEI (B A RO AL E 2 S ), Bk Y L oSIE | AMEE I (B A s oS MELE 2 ST, Bk SR
72 Ly L7 28T R —CRANCBEGE & 5% LT A1 IR S,

IHE - R
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1.7 AERMA—RER

DVHERI—F

& - &

L DHLEEMEEEA] & OPFHICIB VT, @mHE . 1 B 1 ERE R L
md7= v 25000 U Z¥E 3 [E., HENEET 5,

(FRARNEE ) 1@, 1 B EIRE 1kg H7- 9 50~200K.U. % 3# H
F 721 B AT CRIRNICEAT 5,
4, BEIREEIC L 0 EEHERT S,
(FWNEEE) @%, 1 B 1 BERERRERR 1m? $7- 0 10000K.U.
Z 3], £/2i3 1 A 1 EHAREFE Im? & 72 ¥ 25000K.U. Z # 1
B, FIENICEAT D, 7o, BEOREBIZEVEERT 5,

(TEWERERLE)
THE - HEICEET A FEH EOEE] OESM

(A - AEICEETAFERALOER)
1.1 XA T7H=0 HREREER 1~2 mL I[ZBEET 52

ko

2. KRNOBRGHRELOCEHEOREZ BE L LT, BEITE
U CHEEEFT~DE&REGT 25 2 &

(T8 @M EoyERE ] OEER)

(R - AECEET AR LOER)

1. BARNEEEF X, BN 2~5mL @ B RES K L 0 i
it L. & ORI % FIAHE T 200~500mL (2 A8 L C Al H
T5HZ L,

2. AN ERL, AH| 5000K.U.85 720 B JRB7ESH FAK X
5%~ KRR 0.5~1.0mL ([ZIEfiEd 5 2 &,

3. ARABAMR CEBEEMT 5 LT 0D HET 5 2
ENRHDHDOT, AREBBHIER CORMITEET 52 &,

RIFEE M TRHRSH
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1.7 AERMA—RER

DVHERI—F

RIS D

AFNE, T—F > RN FHRIE K OB TR BERS C K [E
PED TV DUMEE OB 2 W CilEIN -0 TH D, ¥
VHRMYEFRETRICERL TR, AHNC X 2 EEEER
RIGEE (TSE) (REED U R 7 ZREIIHBE LBRVOT, KEH
DIRIE EOLEM A+ it o B AR ER ST 2 L, (T2
B IARWEE@B)) DESH)

FHNL, BRI TG TE SERERICIE VT, EaE
PERESE DISRIC L T2k - BBREZFOEMDY LT,
AHF DL HEY EHET SN DEFIZONTOARRET D Z
Lo Flo, FRNC X DIBEBALRICEN D, BEIIE DFIEIC
FoER MaREZ H2CBiA L. AEZE TrLRE 2B
THZ &,

AFNL, BRRFC TG TE 5 ERERICBN T, EMaEE
PERESE OISR L T4k - BREZFOEMD S & T,
AF DL HEY & HET SN DEFIZONTORRET D Z
Lo Flo, FRNC L DBERBRICESL D, BEIILDOFIEIC
R MaREEZ H2ICHAL, REEZ/ TroREZ MKk
THZ &,

P
el

1. RANOZ 3 UERE AR BUE OBEERE O & 5 B

2. L-7 ANRT XS —VRANC & 5 EE R OBEREDH 5
B

3. W SR LT B ARt D & 2 &tE (15, I, pEd,
BIWE~OHEE(1)] OHEEMR)

AFNORESI5E UEEE 2B BUE OBEEE D & %

RIFEE M TRHRSH 6
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1.7 AERMA—RER

DVHERI—F

£ o
EE

1. EHERE ROBHEICRERICRETEZ L)

(DR L2 OB D B 5 BE (RPN EASUIHERT D
BENRH D]

(2)RE F % UL 2 OREERE D & 2 B3 [ERE S 03 B X
HRTIEBEINND D, ]

QFERFOBRE HERFEIET 2 8ETNNH D, ]

(OITFHEREREE O b 5 BE [ITHRRERENE(L T 2 B2 b
%]

G EHmElO® 5 BE [F
%]

O)YEYIEL GO L TV D BE [RMERBLT 2B Zhnd
%]

R lRs = D e g AT S Rap g WA 5

2. EEREANEER

Q)T F 74 TFRV—EOBBIER D LDONDZERHDHD
T, ARANOEGIL, BERHI 07230 T & 2 W& 1T
ol ECRMT D 2 & Fio, AAIERG L BEORE
I BET L L,

QERDBH LoD Z ENd DO T, AREIEG IXEIC
WFR 2 E0RELITV., BEOREL FICBET L2
L,

@)ifAesE, MZERSE, SHZEA ML, APTT LR % DR S5
DHOLOLNDZ ENHDHDT, KA HITERMICT ¢
TV Ta hr e Uk AT, APTT Z &0k
BEITV, BEOREBE+2ICBIET 52 L,

1. BERE ROBEFCIIERCEEFTDZZ L)

1) BERSUTHER OBEED & 2 BE [HERDEIH Lz BT
DEENDED D, ]

2) fEEDHHHBE (BT VBT IENRD B LT, ]

3) BEEDOHLHBEHE [REXRMENHOONDLZ LD D, ]

4) BREFEREMSI O H 2 BE [BREMEEL L0 R IHT 5%
ENnbdH b, ]

5) EYEA GOF L TV 2 BE [EBEHGEMGIIC K BYYE %
BlxErsBENLEH D, ]

6) KiEEH [(Bumie B ERSLLNLIBENNH D, ]

2. EEREANEER

1) W, feEZE, ML EO0EBREEAE N E-52 L
NHLHOT, ERIHEENC 747 )=, TTAI )
— . AT, a7 4 v CEORELEITV, BENED
SN A ITIIRIEUTE G- A2 LT 2 7p Sl ) 72 L& &
1952 &,

2) EERAMHANEZ D2 08D DD T, AFIEL FILA
FOWREA /0B L, IR, EiE, 7 T — B KRS
FOEFAEOIEIRN S S b A& bG 2k L, @)
TRAE AT T &,

Fo. BEERERBNEZ S Z L8 H DD T, AAFEG I
BHEROREZ 0B L, REK. ZREIREDIERDH

RIFEE M TRHRSH 7
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1.7 AERMA—RER

DVHERI—F

DEIMBER D S d Z EBNH DD T, AFIEEE HILERY
IMHEE OE 21TV B OIRIEE + 0Bl D 2 &,
(G)aF R EREBA | i/ INRER A S8BT R BRI E S O
BERIHIN S Do d Z ER3d DD T, AFIEEFILER
IR A 21TV, BEOREE 21Tl T 52 &,

(6)FF R4, AST(GOT)., ALT(GPT), BV Lt %%D 57 &4
IHEEEEENH LN D Z ENHDHDOT, AFEEHIL
EHPNIFEREERE 21TV, BEOREL +2IBET 5
zk,

(MIEEICHAEWESEOFHANESIC LD . AiffEESFE L
72 E OFEFINPHEE SN TNDOT, FANEFIIEEL TX
WHEOEEZSFY., tolciEETA22E, (HE-- HE
BT M EoERE) KO T8 H EoER @) »HE
ZR)

Vg

NG A IR TG A2 Ik U, i) 72 i & 17

22 &,

3) BREMEEMHIFEOEERBWENNE 220 H LD T,
BEENCERR A (MRRRAT, IFRERE - BB AS) %2179
REBEOREEZHDTBET L L, RENRO LN

SR, KREEOBEYIRAEEZITH 2 &, EEANE
WFC 75 L RIER AT & bbby, BIEEICHERER T2 2
ERHDHOT, BHITEEIZIT) 2 &,

4) YL, HE [ OR B OISR T 5 2 L

5) MR TIFRIER ORBUCFFCERE L, EEICEFTHZ L,

6) /NI VAT AT RE 7R R D B I G- T 2 BN B D56
iR, RIS T O REEBETH 2 L,

7) W ECHIAEMESEOHANEFIC L0 . AHREES R EL L
72 DFEFANRE SN TWHDLOT, FHRANEFICEL T
WH EOEEESFY  HocEE T2 &, (A EoiEE ]
DIEZR)

8) Ak [ LY K ONEEME U o _IE IS AH O 5 A NP - 24T 9 B
ik, BEESCHER (TR Lo W BE 0 i O AR RGRER - S b
HIFTRE AHBFESORLIEI RO REE LT AT
X —8 (BE A M & OENE Y > SR fh A NSRBI
Mk - HEOBM) ) %) 2R T25 2 &,

N~

>

RIFEE M TRHRSH
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1.7 AERMA—RER

DVHERI—F

R o
EE

@VAKNT, T—F 2 VA v s OFR O LRI
T KREDFERIRMAE(BSE) A 7 O T & ZEICRRE
D LARMNCER I S AV K E PE 7 2 Uit K OVE 4% ) H 3k
oy RN L T, 2o HEEMRIE. BEER
FAEPR N OB S, KERBBEICLVERETHD Lk
RINTIRY | AR AMIE (TSE) B3 D 72 & DRK N H
HEVEEIZES L TWD, AAIOREICLD TSEAE b
\AGHE L7z & O IE v, 2o Z &b AANC XD TSE
BRED Y A7 3D TRV D EE X LD, VAT T
SERICHE LGV, TOE%E LioZeIclEd 5
KRE L BIBE~HHT L E2BET L L,

3. BIfEA

APEY LR AR ST Y o SERERME ) VSl 2 kS
ELZENE T/ TR DI T, AR E L S 24
Bl 24 B (100%) (ZREITEH 2RO Biviz, ERRIERIL,
=7 ¢ 7V 27 20 451(83.3%), 7 v =T HiMN 16
#1(66.7%). ALT(GPT) L5 15 #1(62.5%). AST(GOT) L5 14
#1(58.3%). AT-TIJE 13 6i(54.2%), M+ 77 2 > 11
%1(45.8%), M+ ~Y 27 Uk U REEMN 10 f51(41.7%). HifnEREL
B 10 1(41.7%). 4FHHERECRAD 9 151(37.5%), Iy vE
>N 8 f41(33.3%). /MR EED 7 1511(29.2%), =T E =
7 IfE 7 451(29.2%), CRP #4116 $41(25.0%), Y > SERHEED
6 1(25.0%) T > 7=, (KFREF)

BHWER OBEEEIZOW TR, BEWNE T/IAERBRO R RS
MLz, E72. ENE /IR THE Sh-F

3. BIfEA

ERARPN A 5D KGRI 188 BIIZ 35 1T 2 BIEF R OV PR A A1l 2
WORBBIT 128 ] GEHLR 68.1%) Th o7z, F =R
HOAGER LN 1976 £ 5 A 1 H £ CORWEABETNE % &
A kIG5 302 5l o> e BIVE A TS 103 14 (34.1%) . M-
89 1 (29.5%) . FAKAIE 63 14 (20.9%) ., FEEN 43 {4 (14.2%) .
7 =T MAE 12/96 (125%) . v 3 v 7 614 (2.0%) ZT
Holz,

RIFEE M TRHRSH 9

CONFIDENTIAL



1.7 AERMA—RER

DVHERI—F

YERICOWCIIBEEE AR & LT,

(LHERZBIEA
D)@BOE BEERH) : 7+ 7 4 F%— (BEETRH)
BUER S LD Z ENHDLDOT, BEOREZ /I8
L. BEPRRDLNIGEITE, AFlo&L A2 FIE L, #Y)
TRAVE AT O T &,
QWER BEEARH)  ERPHOLDLNDZ ERHDHDOT, BHE
DIRFEE H3 B L, BERRD SN HAIE, AFIO
B HHRIESEOMEERNEEZITO 2L, £, EERERRS
LONBEEITIT, AREHRE LN &,
)R FH (95.8%) : (MARSE(SHEEARNHT), i ZEARE (B AT,
SHZEAN M BEE AR, 1~ « 7V 7 L 3i(83.3%). AT-
MR (54.2%), APTT #E&(20.8%), K7 « 7'V / 47 > i
(12.5%), M~ ¢ 7V 7 47 L HI(8.3%) 55 DEEE S 2 5 5
b ENHLOT, BEOREZ FoICEE L, BEN
B BN AT, AHN ORI T G- 1155 D B 7 4L
BEITH Z &
4yB-BEHNH(58.3%) : AF TP ERHEH (37.5%). i/ MR
(29.2%)., FEEMELT FRERIMIE (12.5%) 55 OB BN & 5
NHZENHHDOT, BEDREEZ B L, B
DR BT AL, ABIOREE ST 5 H 1R s Y] 72
WEHITH Z &

D
52

A

=

1) EXRZEIER

(1) YavZ, TF72453F—RbbbdZENRHDHD
T, B %207V, ERE, B TRIE, EE IR,
RO R, EARIRE, R, IMEIR T EOERAH S b
S AITELICES 2RI L, EmYRAEEITY 2L,

(2) WiHm, REZE, MHOLEOEREREBRRE (77
=R, T ke e B TTAI T
DoAT-N A, 7aT A2 CHEDE) RbbbhbZ e
W H0DT, HENIMAEZAT S 72 EBEE 3 T, B
WD AT GEIIIRIE IR G2 1T 5 72 K]
TRAVE AT O T &,

Q) EBRBEHANHLDLNDLZ BB LD T BEE 5

ATV IR, M, 7R T —BEOMEERE O LHFOLE
N SASF oY dWiak - wod Nl e €5 oA s wl | ol AP 1) R U = R W)
ek,
Flo. BADWBRERSE B I ZABR) 285
BERFENHOONDZ ENHDHDOT, BIEEHTITIT,
N8R, S IREDIERN H Lo - HA IR X
BehapI L, WU RAEEIT) Z &,

(4) BBEEZEIBT VETIENHSDOND Z 0D
DT, EWHNIHREZIT O 72 EBIE A +01ITATV, BE
R BTG AR D D TG 2 Ik 57 Ll

RIFF G TRRAS 10
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DVHERI—F

£ o
EE

S)FFHSREREE (66.7%) : AST(GOT) L4(62.5%). ALT(GPT)
(58.3%) . IiLHE U /L& L HENN(33.3%) %% % 1 5 ATHEREFE AN
HobhDdZENbHDHOT, BEORELHyICBEEL, 2
WNRD BB AT, AR ORFE T F G- 1L 5 O )
IRAIVE AT 2 &,

6)RMLE (BHEARH)  mibERH oo DZ ENHDHDT,
BEDOIREZ FoI2BZ L. BENRBO ONTHBEITIT. A
B OREE T G- IS DY) A2 LB 1T H Z &,
TYRRBWE (8.3%) : filide (BHEEAH]) . WUE (BEEAH) &
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ARANORIE T G- IEFE O E) 2@ 21T 2 L,

4) B BEINHI(58.3%) : AF FHERELIRID (37.5%). 1L/ MREKIB (29.2%),  FE B AT ER TR
DIE(12.5%) 5 DB REIIHI A H Hb b D Z ERH D DT, BEOIREE - ICE
BL, BENROONZHACIE, AFIOKRETE G F IS O Y) 2 40L& 21T
Iz L,

5) FFHEREREE(66.7%) : ALT(GPT) 5-(62.5%). AST(GOT) L5H-(58.3%), MLt U v
E U HN(33.3%)E A 1 O I REREN S Db Z LR LD T, BFORIEL
TANCBIER L, BERRD SN EAIIE, AEIORIE TG IR O ) 7
WEZATH Z &,

6) mIMEECHEEARI) : BIFEN S Db d Z ERH LD T, BEDREE /3128
BL, BENROLNEHACIE, AR OKRETE G F IS O Y) 7 0L E 21T
Iz L,

7) JRYLIE (8.3%) : g (LA, HUMAE (BHEE AR, B MLIE (4.2%)., R XK (4.2%).
MHEE 2% (4.2%) 5 DEGGEN H L Db Z ENH DD T, BEDIRIEE /08122
L. BENZZD SNTEAITIE. ABIORE TP 51 IEZ W) 72 L@ 517 5
&,

8) RME(BHEE AT : HEMEBHE RN EOMIENH L DLONDZ ENHLHDT, K
HORREE B L, BEIED ONEHAITIE, AFIOWREIE S H Ik
HEOMU)RILEEITH Z L,
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1.8 HAXEEE) DY RRN—E

(2) ZDfDOBIVER
ROE I ZREERR S LoD ZERHDHDT, BlEE 71TV, BRENRD L
NI B IR E DO R EZ1T D 2 &,

10%LA b 10% A ik N
AR | o .
" % * 9EYR KM= 2 —a NF—
PEER A e IfL BER, AR, AT
WHILER | &M TR L, S, E E K
I 2 S, _ERGEORIE 12 dSE - A T
s BAE, & 5 FEiE, REMERE | S5, 392, HEEIER

B L AT o—/VILGE, & b
V27U %Y RMUE, @RI
JE, 7T UImE, Bk
Pkl

e, R

KRR [ &7 '=7 ME

i+ F S

}}({*

7= TN T v
TR R R 2
£ U NEEAD, CRP A0, | A~ Koo m, md =
FRRRRA | 7 I TR REAR | AT e —ain, iy | U os—EHhn
Do 7 R B I | T A, L ALP B8N
o LDH #800, ifn AR SE 1Y
n

a0

FETE, B, TESTEROCAE. | 5. WdE. St B

2 &3 s
oRE e K, AdEE AL

1.8.4.7.2 EIfEADEREIRHL
(1) BER7Z2EMWEH
[E NTRER Je OIS O BR IR B AS A B £ 2 Fedli L7z, 7ods. ERZREIEMICEE T HEWNE 1/
IR BRI C 45 S AU R AR 2 R L 2% VAR OO B ER BB TS S =R AT >\ T
VAR AR CREEIL T,
1) - ARIOFETOKRETRNM CE 17 BE B D _RESHROBS, [7FT7 4 TH—
REDT VAR —IEHEZ DY A7 ZBEFIZHAOELZ L, T F 70 TF—7R
EDOT LAF—FUSDIERIZOW TR L, 26 DR Z > 72358 X E HIZ
ERIOZEEZZ T DL 9frT 228, LitficshTnd,
c AR TOEIEDOTAGE 1) ERZEWEM OIS, Q) vav s, 7F747%
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1.8 HAXEEE) DY RRN—E

2)

3)

4)

5)

6)

7)

T=RHLDLND ZERDHLOT, BIEL THITATV, HME, MAETHE, EIE
WERL, PROR N, R, R, MEERTHFEOERN D ObNEAITITED
(G ZPIE L, WURLEEZTT) Z &, LREBSh TS,

* AR DEF OKETATE 17 BEIURZ D XS HFEHROEIT, RO Y 27125

WCRBZICHA L EENE Z oG B ITEDICEMOZEEZ T 5 LT 5
L) I TWD,

c A TOFEFEORMLE 1) ERREWEMOEIZ, 1(3) EELRAMER1H LD
NDZENDHLOT, BELTHTATV, @M, Eik, 7 7 —BF0OMRER O
FAFEOIERYR & b oNIGEICIT AR L, @URLELIT) 2. &

RSV a,

« AR O EFT OKETATE 5 BE KO LR 5.4 MAeE & OH i IH

2, I TVD,

« RFN O EF OKETATE 17 BE IR A DS EROEIC, THARE K OV i oo

UAZIZOWTHEFIZHA L, 8. Lk - TR, B8, fEiks -7~
GARFELICEMOBELYZ T X OBrT22 8, LitfianTnd,

- R TOFILOIWRACE 1) ERARIEROEIZ, [(2) MHif, MEZE, it i
HOBEERBERE (T 47V /=7 b, e kar e @l 7RI
— 7 W AT-IED, a7 A v CHDE)RS LD ZERHDHDT,
BEENZIRAE 21T 5 72 EBE 2 H0124T\V, BE DR DTG AR T
B i3 272 EM R EEIT) 2 &) SRS Tn 5,

* AT ORI DTS CE 1) HRZREWEHOEIZ, 1(8) BHMtINH bbb D Z

ENHDHOT, MENZMBERAEZIT 5 72 B2 71TV, RENBO LN
ek, BE, REFEOMERLEZIT) 2L, RSN TVD,

* A TOFEOUNLE 1) ERZEIEHOEIC, [(6) 2SO HE LT

WHLONDZLRHLHDOT, FHEEMRAELIT O 2 EEFOIREEL H0ITBIZE L,
RENBEOONILGEIITHRGEZPIE L, BWERLEZIT) 2L, LRMINT
W5,

« AR OEF OKETATE 17 BEIURRZ DS HEHROMC, [mMELR T F Y

PEARTHED U 2 7 IZOWTHBEICHIIT 5 2 & O N80 IR & ISUIBHR 2
oG AE, BELICEMOBREZTDEHERTDH L, LT
Do

- RITOFIEOIRMNLE 1) ERREWEMOBEIZ, 1(3) HENFILBEREIREE (7

YNNG ABIRNC K DHERFER S 5o ZERHDHDT, BIEE ST

WV DB, ZEREIREDIEIRD H b -GS IRIE I E G2k L,
PIRE AT Z L) LRI TV D,

* AT OREDOUMSCE 1) HRZRRWEH OIS, 1(9) Mgk, Wl iESs o EREE D

RISENH HDOIDHZ ERHDHDT, BEE 2TV, BENPRD NG
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1.8 HAXEEE) DY RRN—E

WITEY B EITH Z L, ) LS TV D,
8) - #EH T, MEDWMEND D, A TOMEROURA CE 1) ERARFNWEROHEIZ,
(5. B, EAkfEE, RUEESOERNP O b LNHLDT, BlEx+
AT, BE RS ONTGEITIIRED 2 0 3G 2 T 5 70 Sl el iE %
7292 &1 17 RERIMOMERIREE LR L, JEC LIERRH D, ) Litd SN
|7

~A
O

o

(2) = O DEIEH]
EIPES 1/ IARRRIRRBRERE & 62, ERRIMER OIH & B L2V EIEH 2455 LTz,
FoFEERIZ, ENORGE L BE L2 WS ORREERIZ VT 2 BILL EFEL L 72RITER
ZOWTHIEEMENLE L B2 HERHOEIZIEH LT,

1.8.48 BERE~DEE
1.8.48.1 BEE~NDEE(E)

4. ElE~ORE

B CITABRENME T LTS 2 ERZNDO T, BEOREZ HICBIEZ LR D
HEEICELETDLZ L,

1.8.4.8.2 GEEEBEB~DEEDREIEN
FEE CIHAEBEENMET L TWA Z ENZWN Enn, —RIREEMRE & L TR
L7z,

1.8.4.9 iR, ElR. RILFBFAOEE
1.8.4.9.1 iR, ElR. BIFE~OHRE(E)
5. fbfm. PER. BHLRE~ORE
(1) Wb SUTEIR L T D AR D & 5 TG L2 &, £, HiRvTHREZ:
MR UL AR G- R O BT % — I @ O 70 B 217 5 K O feigd
HZ L, [EMSEER(T ) TR « [T R OVYEREGENAHE ST\ 5, ]
Q) BHRIBRET 2EGICE. BLEhiEsw5 2L,
(AP OREGITET DL RMEITHMEL L TR, ]

1.8.4.9.2 WiF, Elf. BRIFFAOEEOH TR
1) EEBR(T NIRRT T R OMEFEERARE STV D Z b,
I SAFIER L CW D ATREME O H 5 IR &5 & L bic, AHIZBWTY
FOE LI SR L7,
- KT OFIEOWAT CHE 5480w, My, RAWFE~ORLEOEIZ, 1) X%
BEHE L CW D RTREMED & D8 AT G- LW 2 EREFE L, (I ER(~ Y
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1.8 HAXEEE) DY RRN—E

AR OT > R)Y TR~V =7 BHER OWiE 2, (LB IES 23 S 41T
5.)1 LildiEh T,

@ @O T—2R7 EEAIIRT A HEARERA R B ORI S
DM E D MFRIATH D 7=tk Lz,
- BRI TOFIEDOIRTCE 6. i, Pelm, RAWBE~ORLOHIZ, [2) #HMmIC
BHETH5EIE, B2 FIESE L2 8, BATOERGITET 2 2T
LTV )] ERtsshTnd,

1.8.4.10 INEREADEE
1.8.4.10.1 /MNREADEE(E)
6. NRFE~DEE
ARV HrAE R UL 2 2RI L TV 7Ruy,

1.8.4.10.2 INREADESORTER
INRBEEADEG-DIEIZOWT, KHAKRER, HrAaR OIS 22 aMiamr L
TWRWZ Enn, RN & L CRtaE L7,

1.8.411 BEREERICREIZTEE
1.8.4.11.1 BEKBREHSRICRIETEZERE)

7. BERRERRICRITTE
MiGFuexv o feE 7 a7 ) A(TBG)REZZHE L KT =&, HURIREEERAE O RIZH
B HZ 0B D,

1.8.4.11.2 BEKRBREFZRICRIETZEORERNL

KRNDEF O F 5 & T X ORMCE MEH LR THRKRRAEMAIER] oEic
[L-7 ART X7 —B1E, FlaEE#% 2 BURNIZ, Tuxd Ufa 7 a7 ) oG
AP OFELIETEED Z &Ik Y, FRIRERRER ROMREZIT 5 L@EIn
TW5, FrXv UEaru7 ) U OMERTREIZ L7 A7 X7 —BORKEE51 4
WELANICER G-RTOMEICR D, | Lfisn T3,

1.8.4.12 BRALEDIEE
1.8.4.12.1 BERALOFEE(E)
8. WA EOER
(1) FANESRORBSGE
1) HREBEER 1~2mL 231 7 )VORNEEZIRh > T o < VIl L, NEWY) % ViR
THZ L, BRICEFEB NS DT RN L, ST AEES 72D ST LN
e AT NENETIRBOE FBIEST 20, IR #2L TAED 2
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1.8 HAXEEE) DY RRN—E

T2 L, BEIZIIMLSIRVIEE D Z L TRIEBHAELRNE TS

&o
2) BRI DEIRE T2 O B THERE T 2 Z Lo NE B0 o N he
R L2z &,

3) JFAIE LTI 15 AN 535 2 &,

4) Rt 15 Ll BB L T bR GH S5 252056, W £ ToM, Wik % K
I ECERERY 7oLy Y U DICl > TR E % 4 B LIS &
Bk, iRtk 4 REREILINICEER LW A IRIKE REET 5 2 &,

5) L OFEH LIRE Lisn T L,

(2) &5

AN T2 2 &,

(3) &Gk

AN ST > Tid, Mk - iR E~ORBEE BT D720, FridSICER

THZ L,

1) F—AL~OKEEFITATORN D &, FRRHEAERER, FrAalk, LR, SR,
NRITIFEET 5 Z &,

2) MRRAEATERNLZHET 5 Z &

3) EHEHERIA L & X, WIREFALY MOV E &2 L7eGEITiE, BHbHIZ
Staths, WMANEZEZ THENTLHZ &

4) KENOPFGIRE R VBE ORIEE BB Lz LT, LB U CEEEFT~ 815
THI L,

1.8.4.12.2 HERALDOIEDHREIE
(1)

1) ARFNDFH O KEIRR CE 2.2 FHRLE T FZBT D HEROIEIC, 12, RIFA%
EERV09%MEELT B Y U ATERK(USP)L~2 mL % /34 TIOLOWNEEIZIHR - T
FEIRITIEA L, A T VONEM IS D2 Lo, [3. WM OBRITH R
JCEZBRVCESEALRN D & IR L mL TR L 7= 8554 O 13 10, 000 1U/mL
Th D, B 2mL CHEMELT-SE ORREIX 5,000 IUML TH S, 1, T4 FEONITHE
VIR CNEMERIRT D, NA TV EBMLBEST- VST L) LisnZ by
LRI TN D,

2) RANDEHT O KERASCE 2.2 FRR & B BB T 2 R0EIC, 15, AFNTE
i3 % L IBEFEHOWEIR L 705, IR AR L, AR TR DR 04 v
NRIBORFEPRRD ONTHAITFEET L2 L, EiEfichTna,

3) AHKI DT O KE RS S 2.2 AL E B0 BT B HoROIRIC, (7. IfR#% 15
FUNIC, B LR GEZGOT-OICHLEREOREEZNA T ANLARY Fr e
LUB ) U UTHRERS Z &, ) LS TT0W D,
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1.8 HAXEEE) DY RRN—E

4) RENDFA O KERM CE 2.2 8 LB WOICET 2 Romic, 17, BifE 1
SUNIZ, BH LB EEZF57-DIC0NE R EOIREENA T ANLARY Fa e
VB ) O THREMRD 2 &), 19, BRE OFWRITm IR - e, 4 LA
BT 50, BEETDHL, ) LRI TV,

5) ARAIBMOFEHR LIRA S, HHENDZEDRVWE S I LT,

(2) REDFHHENE G LN OELGRETHEA SIS Z LDV E S ICFHE LTz,

() AFTOHEEDOIWRMLE 7. WH EoEZEOEIZ 1) #5658 (3) fHIANEFICH-
S TIE, FRE - R DB ABT D20, FRROMICEERTD L, ) s
nTWn5,
OF—EAL~DOREEFHI TN &, BRI AREE, HAR, 3L,

WMNRIZITEET D Z &,

O MR EITEHM ZRET H Z &,

@SS ERIA LIz & & RIS Y -T2 Bbh s L )RR 2R 2 - 8813E D
AR E, W AAE A CTHERNTAZ L,

OEFEFEIFONF B OE, MIEDFFENR /2N & ZfENPDTHERTLZ L,
OAFN DB 578K OEE OIRREZEE B L2 £ T, MBS U CTHEEE T~ 1% 5
THI L,

- RANOEHT O KERFMSCE 2.3 H5ICET L HEROEIZ, LT X ) ICifishTn

%o
2.3 HHICHET SR
HANE G OEA | TR OARE O SR BITTEFHBAL L FFTC DX 2 mL & [REE &

T 5, HIRED 2mL ZE 2 2 HE TR OMAIIER] T2 2 L,

NS
\8—
(il

1.8.4.13 ZFDHDZEE
1.8.4.13.1 ZFDHOIEE)

8. ZDMOEE
S OEERABRIZ BN T AANK T D HURDOEAENHRE STV D, 2

1.8.4.13.2 FODFEDRTEIEMN
WAL DEFRFRERIC BN T, AANCKT A HUROEENHRE SN TND Z L bitd L7,
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1.9 —BMBTRICRLINE

VAR L VAt 4

EP/d
1.9 —WRMATRCERD SCE 2
191 —MROALFMARD SCE 2
() JAN 2
() INN 2
1.9.2 EEFOWRPLHRL®@H 3
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1.9 —BMBTRICRLINE

VAR L VAt 4

1.9
191

(1) JAN
(AARAL) : 7 VY FAR—E
(#44) : Crisantaspase

72 REA

(2) INN

ADKLPNIVIL
NVKGEQFSNM
SAYFLHLTVK
GVMVVLNDRI
KLHTTRSVFD
GAGSVSVRGI
AHARILLMLA

—REZTHIZREIXE
—REBLERICREIXE

ATGGTIAGSA
ASENMTGDVV
SDKPVVFVAA
GSARYITKTN
VRGLTSLPKV
AGMRKAMEKG
LTRTSDPKVI

(r-INN) crisantaspase

ADFLPNIVIL
NVEGEQF3NM
SAYFLHLTVE
GVMVVLNDRI
FELHTTR3VFED
GRGIVIVRGEI
AHARTLLMLZ

ATGGTIAGSL
AIENMTGDVV
SDEPVVEVADL
GIARYITETN
VEGLT3LFPEWV
AGMEFAMERG
LTRETSDPEVI

ATGTQTTGYK
LKLSQRVNEL
MRPATAISAD
ASTLDTFKAN
DILYGYQDDP
VVWIRSTRTG
QEYFHTY

ATGTOQTTGEYR
LEL3QRVNEL
MEFATRAT3IAD
ASTLDTFFAEN
DILYGEYQDDP
VWWVIRSTRTG

QEYFHTY

AGALGVDTLI
LARDDVDGVV
GPMNLLEAVR VAGDKQSRGR
EEGYLGVIIG NRIYYQNRID
EYLYDAAIQH GVKGIVYAGM
NGIVPPDEEL PGLVSDSLNP

AGRALGVDTLI
LARDDWVDGVV
GPMNLLELVE
EEGYLGVIIG
EYLYDALRTQH
NGIVEPDEEL

NAVPEVKKLA
ITHGTDTVEE

AVPEVEFL

ITHGTDTVEE
VAGDEQSEGR
NEIYYQNRID
GVERGIVIAGM
PELV3D3LNE

s<recommended INN : List 69, page 51, WHO Drug Information, Vol.27, No.1, 2013
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1.9 —RMBFRICRAIXE 2UBBRNR—E

192 EERHO—BNERICERIEN
WLEIE G O— AT R DB TH D TEELO—REAFRZHOWNT ) CEEEAI
0109 %5 1 5. Wk 264E1 H 9 H) A WREIZHRINT 5,
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A EA I 0109 F 1 &
YRk 26 4 1 H 9 H

FHENREAETER (R) & B

JEAE T B SR b SR R A B
( &~ H A

fe={lll
PH

&

=

= H 5 O — R FRZ DN T

TRCIZOWTIE, TEHES O —KAAFROBR NI OV T CFak 18 42 3 H 31 A3
A5 0331001 B /EAFBE EHRENREBRM) FECLVROFE->TWnWHEZATH

LN, A, BOAEICEBIT A EEL LT (LT DAN] &0 9H,) 1220V T,
HIZZHRO E BV EDHT=OT, #HTHO L, &% FEMREEICEMIT LA L <
JEFAVNTZ U,

(ZH)

H ARESE S — %4 7 — Z ~<X—Z : URL http://jpdb.nihs.go.jp/jan/Default.aspx

BIROE WD 5 B JAN DA OEFTOEWIT, ¥i%ZT —F X—ADIFHR THHIST 5
ZLELTWVET)



R

BIFE 1 INN & OEESMERK LD A REEDOH 5 D
(CERk 18 4F 3 H 31 A HARAIE 0331001 5 /24 F7 A P3R4 5 Ja s A PR R m A
RTRIE 1)

BERTE T 24-2-A1
JAN (HARZ%) : 775 7~—Himth
JAN (3% 4) : Glatiramer Acetate

TIF T —FRIEIL, VA IV, LT 7= LFevr LU bl
% &5 4B 5000~9000 DR Y ST F REEM TH D, L-7 V4 I e, L-
To=r LFuavy LY v roRT X BEEOTE VT, 0.129~0.153, 0.392
~0.462, 0.086~0.100 }. ) 0.300~0.374 T 5,

Glatiramer Acetate is a mixture of polypeptides consisting of L-glutamic acid,
L-alanine, L-tyrosine and L-lysine. The average molecular weight is 5000-9000.
The molar fractions of L-glutamic acid, L-alanine, L-tyrosine and L-lysine

residues are 0.129-0.153, 0.392-0.462, 0.086-0.100 and 0.300-0.374, respectively.
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BEkFE s 24-3-Al
JAN (BEAR%L) 7 V%o ZAN—F
JAN (3£ 4) : Crisantaspase

72 A

ADKLPNIVIL ATGGTIAGSA ATGTQTTGYK AGALGVDTLI NAVPEVKKLA
NVKGEQFSNM ASENMTGDVV LKLSQRVNEL LARDDVDGVV ITHGTDTVEE
SAYFLHLTVK SDKPVVFVAA MRPATAISAD GPMNLLEAVR VAGDKQSRGR
GVMVVLNDRI GSARYITKTN ASTLDTFKAN EEGYLGVIIG NRIYYQNRID
KLHTTRSVFD VRGLTSLPKV DILYGYQDDP EYLYDAAIQH GVKGIVYAGM
GAGSVSVRGI AGMRKAMEKG VVVIRSTRTG NGIVPPDEEL PGLVSDSLNP
AHARILLMLA LTRTSDPKVI QEYFHTY

C1546H2510N 432047659

7)Yk ZAX—F L, Erwinia chrysanthemi ) GREESIND L7 AT X7 2
RIAKSREESRZ CH 5. 7 U H o B 28—V, 32T O T 2 BN S 597
2=y M GTNPOERINDLZ NI ETHS.

Crisantaspase is L-asparagine amidohydrolase, which is produced in Erwinia

chrysanthemi. Crisantaspase is a protein composed of 4 subunit molecules
consisting of 327 amino acid residues each.
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B1FE 2 INNICUE S 7=t H O EIC I T 5 EEK S — R i4 Fr
(CErk 18 4F 3 H 31 A HARAIE 0331001 5 /24 F7 A P3R5 Ja e A B R m i
TR 2)

BEFE s 24-2-Bl

JAN (BA%) :&Xr ha=v a5ty
JAN (& 4) : Sepantronium Bromide

o)
N//\O/CHB
| >—on, Br~

N

C20H19BrN4Os3

BHAL 1-(2- A FF T mF)N)-2- A F)L-4,9-PAF V-3-[(E'F P -2-A4 L) XA F)L]-4,9-V b
KFe-1H-F7 M2,3-dlA &%V —1-3-1 7 A

1-(2-Methoxyethyl)-2-methyl-4,9-dioxo-3-[(pyrazin-2-yl)methyl]-4,9-dihydro-
1H-naphtho[2,3-dlimidazol-3-ium bromide
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BEE s 24-2-Bl1
JAN (BA%) : RLFA4xvF o BirkEmE
JAN (& 4) : Vortioxetine Hydrobromide

C1s8H22N2S * HBr

L2 QAVAFAT ==V AN T 7 =) 7 2 =M ERT VY — R

1-[2-(2,4-Dimethylphenylsulfanyl)phenyllpiperazine monohydrobromide
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Bk 24-2-B13
JAN (ABA%L) V7437
JAN (3% 4) : Carfilzomib

o H
H /. H
N N

N
H
o)

0

CH,
" H ' HOo
¥CH3 >70H3

CHj CHj

Qi

o)

C40H57N507
NA@2S)-2-[(FNKRY - a-ANTEF V)T I 4T x= VT E ) AN L-a A -1
7 2= VT T = -NAQ2S)-4- A FN-1-[2QR)-2- A F VA ¥ T L -2-A V] 1-FF

5247 IR

N-1(29-2-[(Morpholin-4-ylacetyl)aminol-4-phenylbutanoyl}-L-leucyl-L-phenylalanin-
N-1(29-4-methyl-1-[(2R)-2-methyloxiran-2-yl]-1-oxopentan-2-yl}amide
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BHikdE s 24-3-Bb
JAN (AAR4) : AFVF Vb L¥ Y By
JAN (3% 4) : Methylnaltrexone Bromide

C21H26BrNO4

BALBGR1TR)-17T-( 7 a7 a )L XA F)L)-4,5- TR F-3,14- b R -17- X F)L-
6-4XVENLLF L1714 T A

(5R,17R)-17-(Cyclopropylmethyl)-4,5-epoxy-3,14-dihydroxy-17-methyl-

6-oxomorphinan-17-ium bromide
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BHikdE S 24-3-B6
JAN (HAR%) : ¥aIF=7/Kny
JAN (¥% 4) : Dacomitinib Hydrate

T
N

(0]
o T
N V\)J\ _N * H0

\ N
H

HN : jCI

F

C24H25C1FN502° H20

QE)-N-4-[3-7ou-4-7 A a7 =2=)V)7 I )]-T- A X FF VY -6-1 /L}-4-(F°
NRY 1AW T H-2-m T IR — K

(2 E)- N-{4-[(3-Chloro-4-fluorophenyl)amino]-7-methoxyquinazolin-6-yl}-4-(piperidin-
1-yDbut-2-enamide monohydrate
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Bk 24-3-BS8
JAN (AA&R%) : NU 7P
JAN (3% 4) : Trifluridine

C10H11F3N205

P-FAF 5 (N TAFr AT )T Y D

2’-Deoxy-5-(trifluoromethyl)uridine
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Bixdr 24-3-Bll
JAN (HA%A) : T7AF7TLEen
JAN (& 4) : Asunaprevir

\Y
0=5
Os__NH
X0
' Y N™ O\CH
3
HE-T N Ml
H _ Os _N o)
HsC CH3 O
CHs
H,c” S0~ DN ‘]LCHQ,
H H Cl
CHs
C35H46CIN509S

129-1-[2S4R)-4- (7-7 o a-4- A "F¥ oA VX ) 1A N4 F2)-2-((1R,29)-1-
(7 aTa/0 2R W) NREA L] - F =)L 7 a7 LT A L)
B Y1 ANV]3,3- VAT TR 2 TN N R 1,1-V AT
F v

1,1-Dimethylethyl {(25)-1-[(2S,4 R)-4-({7-chloro-4-methoxyisoquinolin-1-yl}oxy)-
2-({(1R,29)-1-[(cyclopropanesulfonyl)carbamoyl]-
2-ethenylcyclopropylicarbamoyl)pyrrolidin-1-yl]-3,3-dimethyl-1-oxobutan-

2-yl}carbamate

9/18



ek 24-3-B12
JAN (HAR%) : X7 7% A NIERIE
JAN (3% 4) : Daclatasvir Hydrochloride

=% BV

< _NH N7\ jH
H

o oA St

CHs
C10H50NgOs*2HCI

NN-([1,1" 7 ==L ]-4,4-C A NV EZ{1HA I XZ ) —)1-52-0 A L-[(29)-v'a ) 2o -
2.1-CANA8)-3-AFN-1-FF VT EZL-12- AN HANRI VR AF L ik
Fitt

Dimethyl N,N*([1,1-biphenyl]-4,4’-diylbis{1 H-imidazole-5,2-diyl-[(2.9)-pyrrolidine-
2,1-diyl][(1.9)-3-methyl-1-oxobutane-1,2-diyll})dicarbamate dihydrochloride
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Bekd 5 24-3-B13
JAN (AAR%) 77V =vis84iM
JAN (3% 4) : Aclidinium Bromide

C26H30BrNO4S2

BALBR)-3-[2-E RuXi-22-(FA 7 =24 W) T EFLAFFI]1-(8-7 = =/LA4F
T EN)1-T =T ey ul2224 7 2

(3R)-3-[2-Hydroxy-2,2-di(thiophen-2-yl)acetyloxyl-1-(3-phenyloxypropyl)-

1-azoniabicyclo[2.2.2]octane bromide
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Bexds 24-3-Bl4
JAN (AAR4) VL Ry~ Xu 2Ky
JAN (& 4) : Zoledronic Acid Hemipentahydrate

CsH10N207P2* 21/oH20

[1-b Faxs-2-QHA I & — -1 A NV H L -11- DA NP RAR AR ~I 2
2 KT

[1-Hydroxy-2-(1 H-imidazol-1-yl)ethane-1,1-diylldiphosphonic acid
hemipentahydrate
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JAN (HAA4) =71 ENL
JAN (& 4) : Vaniprevir

C3sH55N509S

(6R,758,109-10-(1,1-¥ A F L= F L)-NA(1R2R)-1-IN-(3 7 v F /R A )Lk =)L) 7
NWNFEA )] 2-2F )7 a7 v E)-1515-2 A F/1-83,9,12- F U A% /-
2,3,5,6,7,8,9,10,11,12,14,15,16,17,18,19-~F %5 & K 1-2,23:58- T A ¥ / -1H-X
V'[nll1,10,3,6,12] A FH U TH T a~ A a v T-HVRFH IR

(5R,7S5,109-10-(1,1-Dimethylethyl)- N-{(1R,2R)-
1-[N-(cyclopropanesulfonyl)carbamoyll-2-ethylcyclopropyl}-15,15-dimethyl-
3,9,12-triox0-2,3,5,6,7,8,9,10,11,12,14,15,16,17,18,19-hexadecahydro-
2,23:5,8-dimethano-1H-benzo[nl[1,10,3,6,12]dioxatriazacyclohenicosine-

7-carboxamide
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JAN (AAR%) :AnrTrxL
JAN (@& 4) : Orteronel

C1sH17N302

6-[(79-7-t ku¥+-67-Pt Fu-5H-v'unr[1,2-dA I ¥V —L-T-A4 L]-N- 2 F /L)
THEL2-TIVIRFY IR

6-[(7.9-7-Hydroxy-6,7-dihydro-5 H-pyrrolo[1,2-climidazol-7-yl]- N-methylnaphthalene-
2-carboxamide
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JAN (HAR%) 7V e7r7y—nKiw
JAN (& 4) : Aripiprazole Hydrate

H
O N O

Cl
Cl

C23H27C1aN302- H2O

7-44-[4-2,3- /7 7 2= )V)ERT 1A V] T FF-84-C Fax /) -
20H)-4>v —KF¥

7-14-[4-(2,3-Dichlorophenyl)piperazin-1-yllbutoxy}-3,4-dihydroquinolin-2(1 H)-one

monohydrate
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BERFE S 24-3-B20
JAN (HA%Z) : FATZIELF U T A
JAN (3% 4) : Dolutegravir Sodium

C20H18F2N3NaOs

(4R,12a9-9(2,4- V7 VA v 7 = =)L) A F IV IV INE A )Ly-4- A F)L-6,8- A4 F /-
3,4,6,8,12,12a-~F %t Fu-2H-v'V R[1',24,5]t°F > 7 [2,1-b][1, 8] A4 XV -7-F 5
— K —~FhRUVLAE

Monosodium (4R,12a5)-9-1[(2,4-difluorophenyl)methyllcarbamoyl}-4-methyl-
6,8-dioxo-3,4,6,8,12,12a-hexahydro-2 H-pyrido[1',2":4,5]pyrazino[2,1- bl [1,3]oxazin-
7-olate
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Bk 24-5-B4
JAN (HA&%) = P xR
JAN (3% 4) : Enzalutamide

R F
O F F
H3C ~ S CN
: N
N N
HsC” ; /\\

CH; ©

C21H16F4N402S

4-{3-[4-> T /-3-(F U 7N A B AFN)T = =)V]-55-V A F)-4-FF V-2-A )T 7 =1
FUAILS YV A-ANF2-T VA BN-AF R XTI R

4-{3-[4-Cyano-3-(trifluoromethyl)phenyl]-5,5-dimethyl-4-oxo-
2-sulfanylideneimidazolidin-1-yl}-2-fluoro- N-methylbenzamide
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ik 24-5-B7

JAN (AARA) 74 nVT T AF L (Blaifiz) [(T407T7AF L% 3]
JAN (3 4) : Filgrastim (Genetical Recombination) [Filgrastim Biosimilar 3]
TR BESIR OV AVT 4 REEA

MTPLGPASSL PQSFLLKCLE QVRKIQGDGA ALQEKLCATY KLCHPEELVL
|

LGHSLGIPWA PLSS(|3PSQAL QLAGC|ILSQLH SGLFLYQGLL QALEGISPEL

GPTLDTLQLD VADFATTIWQ QMEELGMAPA LQPTQGAMPA FASAFQRRAG

GVLVASHLQS FLEVSYRVLR HLAQP

Cs45H1339N223024359
T4 NI T AF A, Bin B e MEREK D 0 = —fR3A T THY, N KIRHIC A FA
SUBRER LI 1T DT X BIEEND RS Z VRV Th 5.

Filgrastim is a recombinant N-methionyl human granulocyte colony-stimulating factor
consisting of 175 amino acid residues.

KJAN DS OfF#RIT, 25 L LTI LE L,

18/18



1.10 EX-REZFOIRTEEEEHOFELD Y RRIN—E

1.10 BE - IEFOHREEEFIHOFLD

KRB T RS CONFIDENTIAL



1.10 BF - IEFOEEEZEHOTLYD 2UBBRNR—E

BR
110 #HIE-BHEEEOREFREGHOE LY 2

KIFEEN TEBRASLHT 1 CONFIDENTIAL



1.10 BF - IEFOEEEZEHOTLYD 2UBBRNR—E

110 ¥ - REZOEEZTEEHOF LD
I - BEREOREFRAEEHOE L2 RAICIRMNT 5,

KIFEEN TEBRASLHT 2 CONFIDENTIAL



SR -HNRFOHEETEEZEEHDF LY

b4 - B4 7 YA B A=Y R OZ ORI
) NITEDT 2 ) REIENS DY T 2=y AT SN X R E
& KX

PG 27 U 2R R—=B DT I RS

APEATRE (R A RO AP LE 2 G . BEIEY o E
B L, LT R8T EF— P RANCBIE & 5 LT 5l 5,

fh OPEEMEIEE A & OPFHICBW T, #@E, 1 B 1 EERE R 1m? H72 v 25,000U %

Ak R e mamgsd s,
i 2 0
A O | K 7 U s s

BE . 7 —7 ¢ F—EHEM 10000 (1 314 7 udir U H Z8—F 10,0000 & A)




HER 530

B HE BeGRREE NS OEFE R (U*/ke)
~UA @ CFLP %2 fEIER 500, 000
(B#BR) @ CFLP R fEIER 500, 000
@ CD %2 HEREAN 500, 000
7w b @D CFY o & i IR 500, 000

(4 75BR) @ CFY %' ¢ HHIR 200, 000

® Swiss RN HIR 200, 000

@ FRHMAH S # R >5, 000

NhAZ— O R AP fERZERN >5, 000
(1 35R)

AV D NZW R & FHIRPY 5,000
(5 #HR) @ NZW R & RN 2, 000
@ NZW R ¢ # R 4, 000
@ NZW R & # R 2, 000

® RMAHNE  FFIRH >5,000
RE# G
ytE  RG5HH RE5RE REE I HE M TP
(U*/kg/R) (U*/kg/H)

X O 5AM RN 1, 000 <1, 000
(175)

4% D28HM EIRA 5,000 <5000  WEMH:F UG B I
4 0% OB B 0 B
(13%8) - B RO M

% O 5HM HIRN 1, 000 1, 000 HEe L

GHB) @ 5HM RN 1,000 <1,000  (RE-EEEO @O
WD N R R AR
B bk o - B DA
Bzl
@ 5 A EARN 1, 000 2, 000 —i@ME o i ERE |

Jism e 22 Rl

2, 000

10, 000

% BEIRS 7 VY X ZAR—BOHMIZUTHY I 1T E=T %2 Ly

mol AT HHATH B,




0P-01-001 EXB&
BIVERZ IR 24/24 = 100. 0%

FER AT L R BLR 24/24 = 100. 0%

BIVER o fE¥E -5 fife PR AR AT L DTSR 11454
=747V 77wy 201 =77V 77 md 204
T = T HAAN 16 {4 7= T HEAN 16 14
ALT #8010 15 {4 ALT 8800 15 4
AST #5010 14 {4 AST H8n 14 4
ToF har e mMEd 134 TrF hure s mEdy 1348
AALLO7P2 3RB%

BIVEFIZEBIR  20/58 = 34.5% FRARMR AT R Bl 7/68 = 12. 1%

BIVERH O Fi%E %k Bl R AR A 2L 5 O A il%k
W ECIE (& AST 8 6 5l
R I 7 ALT #4n 5 il
AST #5700 6 1 U x—EH 1 151
= E UL E CIGE 6 5 IR ERES R 1

B ALT #8n 5 13

2l % H
EMTP 3Bk
BIVE I8 R Hife PR AR AT L R B R
Possible 59/940 = 6. 3% Possible 11/940 = 1.2%
Probable 53/940 = 5.6% Probable 13/940 = 1.4%
Definite 75/940 = 8. 0% Definite 4/940 = 0. 4%

BIVE R oo fiA e e R AR A 2L 55 O A il

1BAE  Possible 8 4] ALT 8/l Possible 4 151
Probable 20 1) Probable 5 1
Definite 54 ] Definite 1 %

(3873 Possible 3 51 AST #84ll  Possible 3 1
Probable 10 1) Probable 4 5]
Definite 8 4 Definite 1 51

NJe& H- Possible 12 31
Probable 3 #
Definite 5 45l

= | REEES TS AR OMAIE « A ST g7 L




MK

VWA /ihv ]

ADKLPNIVIL
NVKGEQFSNM
SAYFLHLTVK
GVMVVLNDRT
KLHTTRSVED
GAGSVSVRGI
AHARILLMLA

ATGGTIAGSA
ASENMTGDVV
SDKPVVEVAA
GSARYITKTN
VRGLTSLPKV
AGMRKAMEKG
LTRTSDPKVI

ATGTQTTGYK
LKLSQRVNEL
MRPATAISAD
ASTLDTFKAN
DILYGYQDDP
VVVIRSTRTG
QEYFHTY

AGALGVDTLI
LARDDVDGVV
GPMNLLEAVR
EEGYLGVIIG
EYLYDAAIQH
NGIVPPDEEL

NAVPEVKKLA
ITHGTDTVEE
VAGDKQOSRGR
NRIYYQONRID
GVKGIVYAGM
PGLVSDSLNP



1.12 HHEH—FE

1.12 FAEH—E

KRB T RS CONFIDENTIAL



112 FIEH-% HHLRZINN—B

.12 &fAHERE—B 2

KIFEE T RS 1 CONFIDENTIAL




112 FHEH—K SRR I—E

112 HREEH-—K
FI3E, BAMROE S WIS ENSFTEHKOBEER R KRBT 5,

REKR TS 2 CONFIDENTIAL




[553%5]

il

WRITRE 5 IR SR HIRTEE N R L
Erd i EE" RS B ey (e L SR
328.13 General Properties r — — - - Fidiidoy
3258231  |Control of Starting Material r — — [ ] - AT
Appendix 1 i
328232 = - r - - TRE R
328233  |Appendin2 E — E - — fidiinag 1
328234 |Appendix3 P - r - - TS
]
328241 |Control of Critical Steps and Intermediates ? _ _ - _ E_—
328242 h ? - - - PSR
328243 h ? - r - - PR
32.8.25-1  |Process Validation and/or evaluation b — - [ ] — Ry
Attachment 1
3.2.8.2.52 l= - ’__ [ ] - TR
Attachment 2
325253 | - - - BP9 A
Attachment 3
328254 - - - R st




O

TR 5 SRR RAEHARD o i PR I
e 7A b #E® R F B o B iz BERH
Attachment 4
328255 r - r [} - fagtif-ga
Attachment 5
328256 — - — TGS
3.2.82.5-7 b — r - — Fidiidogss
3.2.8.2.5-8 P - b - — i
Attachment 8
328259 - - - AR
Attachment 9 .
32.8.2.5-10 - [} — FRAmRES
Attachment 10
3.2.8.2.5-11 - - — iz
Attachment 11
3282512 — - - TR
Attachment 12
3.2.82.5-13 — - - TR Am 3k
Attachment 13
3.28.25-14 - [ ] — TRAmEEAE
Attachment 14
3.2.8.2.5-15 - L] - — PEAT RISt
Attachment 15
3282516 - r - - AR
Attachment 16
3.2.82.5-17 - - - A A
Attachment 17
3282518 — - — A&




3282519 h (— - ]— - - R
32.82.5-20 r - P - - AR
32,582,521 '_— - r [} —_ AR
3.2.5.2.5-22 ? - r - - B
32.82.5-23 '_ - - - - PR
3.2.8.2.5-24 P - - [ J - AT A
3.2.82.525 I__ - - [ ] - TE AR
3.2.8.2.5-26 h | = — [} - A A5k
32531  |Elucidation of Structure and Other Characteristics l-— — - - _ TR
32832  |Impurities ? — _ - _ T —
325.4.1 Specification ? — - [ — A ok
3.2.842-1 |Analytical Procedures b — — - - AR
Appendix 1 : ,
328422 P P - E—— - - PR
Appendix 2 _
3.2.84.23 - _ - - aliizss

[~]




HOH

TR . RN RIS i TR I
E% pA b 5" RITHBEF R i B, s BEEH

Appendix 3

3.2.58.4.2-4 E ‘— - b ] - TR
Appendix 4

3.2.5.4.2-5 1— ~ b - B4 RERE
Appendix 5

32.84.2-6 ] - N ] - AL
Appendix 6

328427 —— g - r - - AT
Appendix 7

3.2.84.2-8 r - - - AR

328429 ] - L ] - A

3.2.8.4.2-10 D - L ] — PR B
Appendix 10

3.2.5.4,2-11 h | fond b ] — AT R
Appendix 11

3.2.84.2-12 ] - TR - Raaibeyat
Appendix 12

32.84.2-13 | - L ] — Ralil g

32.843-1 [Validation of Analytical Procedures r — — - - MRk
Appendix 1 b

3.2.84.3-2 = - r - — Eaatileg
Appendix 2

3.2.5.4.3-3 - - - TRAER

25434 r - ?— - - wERs




bl

IR S B AHEINR] Rk T : PHGX X

&5 Ao FE | memsmas a5 o, kst BERS
Appendix 4

32.84.3-5 r - r - — R

3.2.8.4.3-6 ? - r - - B
Appendix 5

3.2.8.4,3-7 - - - FEATE st
Appendix 6 .

325.4.3-8 — - — TP
Appendix 6

3.2.8.4.39 - -l - TR
Appendix 7

3.2.84.3-10 r - [ ] - TGRS
Appendix 8

3.2.84.3-11 r - - — ARt
Appendix 8

3.2.8.4.3-12 - - - PEATRE Bt
Appendix 9

3.2.84.3-13 r - [ ] - FA R ek
Appendix 10

3.2.5.4.3-14 r - - - i3
Appendix 11

3.2.8.4.3-15 — [ ] — podidgs
Appendix 12

3.2.5.4.3-16 — r [ ] — M sk
Appendix 13

32.8.4.3-17 - r [ ] - Faiinog s




3.2.5.43-18 =Appendix - . r - r - - TRAERAH
3.2.8.4.3-19 ' ’— — N ] - AT R A
32.5.4.3-20 r - r - - FRAE R
3254321 ? r - r - - PR
3.2.8.4.3-22 b _ - }_ [} - TR R
32544 Batch Analysis l__ — -— - — EiZniiagas
32.84.5 Justification of Specification !_— - — [ — TR
3.2.8.6 Container Closure System b - — - — Fiznif vt
3287.1-1 |Stability Summary and Conclusions b — — [ ] — TR e
328712 =Appmdix . r - ‘_— - - TR R
32.8.73-1 |Stability Data \__ - — [ ] — A At
3.2.8.7.32 =Appmdix - r - ’_— - - A AR
Appendix 1
3.2.8.7.3-3 ’__ - - — AT




32P.21-1  |Components of the Drug Product r - — - - g g
R —————————————————— ’— - — - TR
32P22 Drug Product ? — _ - - WA
3.2P.23 Manufacturing Process Devel ? — - - - Eadridage]
32P24 Container Closure System % - - - - TGS
3.2P25-1  |Microbiological Attributes ? — | — - - A
32252 h F - F - - PR
32P253 L ? - l— - - PR
32P.26-1 |Compatibility ? —_— — [ ] — A s
3.2.P2.62 ’—_ P - ? [} - PEAR A
3.2P.2.6-3 ? - ? - - PRI
32P3.2 Batch Formula b — — - - TR
32P34-1  |Control of Critical Steps and Intermediates b - - - - PR




biilc:]

TEATRE . BRI R BRER TN . TEX i

I s b " RN @ s Rkl SERA

320342 h r - ’—_ - - AR

322343 ? - P - - s

32P3.44 P — ? [ ] - i g

32P345 h ? - i—_ - - FRATER

3.2.P3.5-1 Process Validation and/or Evaluation - b — — - _ AT
Attachment 1

32P352 = - r - - iy e
Attachment 2

3.2P.3.53 - - - AR
Attachment 3

3.2.P.3.54 - ] - - jediiy-e
Attachment 4

32P35:5 - r - - o
Attachment 5

3.2P3.5-6 — [} — PRI
Attachment 5

32.P.3.57 — [} - TS
Attachment 6

3.2P3.5-8 - [ ] - SRR
Attachment 7

32P.3.59 — [ ] — PR R
Attachment 8

3.2P.3.5-10 ) - [ — TR R




il

TRAT T 5 IR BRI P X i

E5 7 b BE | ampsans e 2. R BEEH
Attachment 9

32.P3.5-11 rn—— - P - - AR B
Attachment 10

3.2.P3.5-12 ;— - [} - g

32P4.1 Specifications b — — [ ] — TR

32P51 Specification t_— — — - — PGS

32P52-1 |Analytical Procedures r — — [} — A
Appendix ]

32P522 P (—— - _ - - FEAF
Appendix 2

320523 R - _ - — IR
Appendix 3

3.2P5.24 ] - - - PR
Appendix 4

32P.5.2-5 _ - [ ] - TR
Appendix 5

3.2.P.5.2-6 r - [ ] — Eiziii-ges
Appendix 6

32P5.27 ] — - - PR R
Appendix 7

32P.5.28 ’— - [} - TR
Appendix 8

32.P.5.2-9 - - - AT




HIXE
AT g B IR RN Ediadre
R 54 b 5 R B e e iR BERH
Appendix 9
3.2P.52-10 = - I - adiiif-2 o
Appendix 10
3.2P.5.2-11 I - e — T
Appendix 11
3275212 _ — T — Bl
Appendix 12
32P5.2-13 — l— - - A 6
Appendix 13
32P52-14 - [} - TRALRAE
Appendix 14
3.2P.5.2-15 - [} - TR
32P53-1  |Validation of Analytical Procedures b — - - _ A
Appendix 1
3.2.P.53-2 —_ r - — Eigiil-as
Appendix 2
3.2P5.33 - - - SRS
Appendix 3
32.P.5.3-4 - - - TR
Appendix 3
3.2P.5.3-5 - - — ey
Appendix 4
3.2P.53-6 — [} — TR
Appendix 5
3.2.P.537 - - - AT R
Appendix 5
32P.53-8 - [ ] — TR




filie el

AR . SR IR BRIRSHE - ; X E

e s 0 wE R FRRE B o Rk Lt
Appendix 6

328559 b ]-— - r - - ety
Appendix 7

32.P5.3-10 - - — TR
Appendix 7

3.2P.5.3-11 - [ — TS A5
Appendix 8

3.2P.53-12 — - - AR
Appendix 9

3.2P.5.3-13 — - — gt
Appendix 10

3.2.P.5.3-14 — [ ] — PR
Appendix 11

3.2P53-15 — [} — A
Appendix 12

3.2.P53-16 - - — faatitog s
Appendix 13

3.2P.53-17 - [ ] - AT
Appendix 13

32P.5.3-18 _ - F - - TSR

32P53-19 F - F - - THIRR:

3.2P.5.4 Batch Analysis -— - - - A




HR

W . R TIR Foe : FERL
5 sk " RETHEE R a5 & i BERR
3.2P55 Characterization of Impurities l__ - —_ [ ] — AR A
3.2P.5.6 Justification of Specification b — — [ ] - Fidtin-gid
32P.6 Reference Standards or Materials Erwinase l_— _ _ - _ T
3227 Container Closure System l_— — — [ ] — Fadiiey =g
32P81-1 |Stability Summary and Conclusion l_— — - - — S
32P812 h b - r - - R
322813 b - b - - TGS
32P83-1 Stability Data ‘ h — —_ [} — TR R
32P.83-2 )__ — r - — fidnineyag
322833 h ? - P - - FARR
32.A1-1 Facilities and Equipment i_— — - [ ] - FiAnig=EN]
Attachment 1
32412 = — - - - —_ TR
Attachment 2
32413 ’— - - - - AT




it

WA 5 el SRR ITHE . 5 PHEX X
5 5arn | nirmwahe o Gles hss SERH
Attachment 3
32.A1-4 = (N - - - - ST
Attachment 4
3.2.A.1-5 b - — - — PR L
Attachment 5
32.A16 ’_ - — [ ] - A
Attachment 6
3.2.A1-7 - - -l - (i35
Attachment 7
32.A1-8 \_ - - [ —_ TR
Attachment 8
32.A1-9 ’— - - [} - PR
Attachment 9
32A1-10 l_ — — - - fagini =4
Attachment 10
3.2.A1-11 _ - - [ ] — TERR
Attachment 11
32.A1-12 - - - - PR
Attachment 12
32.A1-13 _ — - [} - Fadiid=2y
Attachment 13
32.A1-14 ] — - - - AR5
Attachment 14
32,4115 ‘_ - - - — TR
Attachment 15
3.2A1-16 \_ - - [ ] - ARt
Attachment 16
3.2.A117 _ — - - - B4 6k




FlR

b/pR=2 s . BRI IR AE - . PR i

Py s b w5 REOERE B e . A P
Attachment 17

32.A1-18 = ] - — - - TR
Attachment 18

32.A1-19 ‘— - - [ ] - A RS
Attachment 19

32.A1-20 _ - — - - AR
Attachment 20

324121 ] - - - - Eaana=v
Attachment 21

32.A1-22 ’— — — - — Erdii-a
Attachment 22

3.2.A.1-23 — - - — TR
Attachment 23

3.2.A.1-24 r - - - - TR

331 x4 - - - ] BERR
R4

332 —— b - - - o BERER

333 — h - - - ——— SET

334 b - _ - -

335 - - - L] BERN

L2
33-6 - - - (] BEER
Y -
331 - - D | G | 5
k. 4 4 4




R :
fryre e AP AIIIR R I ) MR
b} s b wH XA SRR 2 ~ s BERR

3 - CEEEEEEEm——— | 5
338 h-- r - - SHRH
* RFNICERSL TV . W - . 7% S >

15




[5Ba81]

TR . *z SRR i (e - AR L
B FA N RESBREE | XaMsans | POOEET | G, et BETH
oD12311
2Ly =TT AN R DR R L e = “ = - FaRH
1/71/D409 "
#2311 |\ CUTE TOXICITY OF ERWINIA ASPARAGINASEGATCHED ) Intreperitoneal toxicity to mice h L F e - BHRTH
. 4016/71174
423,12 ACUTE TOXICITY OF ERWINIA ASPARAGINASE(BATCH(JMMMD Gi) Intraperitonen] toxicity to mice h - : st - BERS
031.665-6881 e
42313 |\ STUDY ON THE ACUTE TOXICITY AND PYROGENICITY OF ASPARAGINASE _ s : e - BER
12/71/D410 -
#2314 | ACUTE TOXICITY OF ERWINTA ASPARAGINASEBATCHED ) Intravonous toxicity to ats _ - i ot - BERS
401571173 . I
#2315 | ACUTE TOXICITY OF ERWINIA ASPARAGINASEBATCH(IND G travenous toxicity to cts h - : st - BERE
SSARL-DPH-72-05
42316  [EFFECTS OF E.COLIL-ASPARAGINASE (NSC109229) AND L-ASPARAGINASE FROM ERWINIA CAROTOVORA e s - BHRR
(NSC106977) ON RABBITS, RATS AND HAMSTERS
13/71/D411 s
#2317 | ACUTE TOXICITY OF ERWINIA ASPARAGINASEGATCHEED (i) Lotravenous toxicity to rabbits h e et - BB
4017175 .
#2318 | \CUTE TOXICITY OF ERWINIA ASPARAGINASE(Batch (M Git) INTRAVENOUS TOXICITY TO RABBITS b e : o - EEHE
SSARL-DPH-72-02 h .
42321 | Tpe Toxicity of L-Asparaginase from Erwinia (NSC 106977) in Rabbits e - e - BEEN
HRC1969 e
#2322 |7 ASPARAGINASE SHORT-TERM STUDY IN BEAGLE DOGS (Repoated intravenous dosage for FOUR WEEKS) ] - s - SHRR
SSARL-DPH-69-00
42323 TOXICITY STUDIES ON ERWINIA CAROTOVORA L-ASPARAGINASE BATCH(ONSC 109229) FOLLOWING DALLY 1. ([N [ ] 22 - BERE
V. ADMINISTRATION TO RHESUS MONKEYS
SSARL-DPH.712 ,
+2324  |Toxicity Studics on NSC 106977, Erwinia L-Asperaginase, MRE, Botchf Following Deily LV. Administration to a Rhesus Monkey P e M s - sETH
SSARL-DPH-71-1 ; )
42325 Comparative Toxicity of LV. Administration of Erwinia L-A inase and E.coli L-A inase to Rhesus Monkey - H s - L




T . i RIRTHNP G : TR 1%
S 7o REHBREE | Xnmwmsans | POO0eRn | 0, s BERS
114368
423511  |ERWINAZE: AN INTRAMUSCULAR STUDY OF FERTILITY AND EARLY EMBRYONIC DEVELOPMENT TO [ ] E27 — FARR B
TMPLANTATION IN RATS
114369
423521  |ERWINAZE: PRELIMINARY EMBRYO-FETAL TOXICITY AND TOXICOKINETIC STUDY VIA INTRAMUSCULAR [ ) s - BEIE
INJECTION IN RATS (NON GLF)
114370 § "
423521 |ERWINAZE: EMBRYO-FETAL TOXICITY STUDY VIA INTRAMUSCULAR INJECTION IN RATS _ ;e r st - PR
114371
423523  |ERWINAZE: PRELIMINARY EMBRYOFETAL TOXICITY AND TOXICOKINETIC STUDY VIA INTRAMUSCULAR [ ] Wik — BARE
INJECTION IN RABBITS (NON-GLP)
- 114372 '
423324 | ERWINAZE: EMBRYOFETAL TOXICITY AND TOXICOKINETIC STUDY VIA INTRAMUSCULAR INJECTION IN RABBITS _ -|ee r e - THABRE
114373 ;
423531 | pRWINAZE: PRE- AND POSTNATAL DEVELOPMENT STUDY IN RATS VIA INTRAMUSCULAR INJECTION _ - r 5 - HEARRER
0D12312 - _
12361 ST LT ST ¥ — B Dy F T B AR = n h B PR
0D13086 5 Y
12382 |y 4 2 TLT ART D U RIS BIR— AR = u h ap FRAERR
SSARL-DPH-70-07 h .
423771 Non Disbetogenic Action of Erwinia L-A ‘When Admini d I ly to a Rhesus Monkey and a Rabbit — A - Lt
HRC97 ' PN
423.772 Test for Pyrogenic Sut ding to the requi of the British Pharmacopoeia,  — — s - SER
4.3-1 Structural Basis for the Activity and Substrate Specificity of Envinia chrysanthemi L-Asparoginase <2.4-1> Khosrow Aphaiypour 2001 - 4t  |Biochemistry BELE
432 Comparison of the L-Asparaginases from Escherichin coli and Erwinia ash <2.4-2> Leslie A, E. Ashworth 1974 — 844  |Concer Research BETRS
433 i logical Tol Erwinia L-A <2.4-3> L. A E. Ashworth 1973 — W5 |Int, Arch, Allerzy BERE
- Ph Iinetic/Pharmacodynamic Relationships of Asparaginase Formulations - . 5 . 5 "
4.34 The Past, the Present and Recommendations for the Future <2.4-4> Vassilios L. Avramis 2005 - Hg#t  |Clin Pharmacokinet BHTH
135 THE EFFECT OF CHEMICAL MODIFICATION OF L-ASPARAGINASE ONTTS PERSISTENCE IN CIRCULATING BLOOD OF |1 - 0 17 _ #55%  |Biochemical Pharmacology a—
ANIMALS <2.4-5>
IMPROVEMENT IN The PERSISTENCE OF MICROBIAL ASPARAGINASE AND GLUTAMINASE IN THE CIRCULATION OF |_. i o L \
4.3-6 THE RAT BY CHEMICAL MODIFICATIONS <2.4-6> Richard Blazek 1981 — {5+ |Biochimica et Biophysica Acta BERE
4.3-7 S analysis of enzy with netivity <2.4-7> Dominika Borek 2001 -— B4+ |Acta Biochimica Polonica BERS




i

TRAH s ” HE BRIRFHINRY 5 - G b
5 FA R REBREEA | RixMbpsRee | FREEEN ) @0 el BERN
EVIDENCE THAT THE L-ASPARAGINASE OF GUINEA PIG SERUM IS RESPONSIBLE FOR ITS ANTILYMPHOMA
438 EFFECTS, L PROPERTIES OF THE L-ASPARAGINASE OF GUINEA PIG SERUM IN J. D. Broome 1963 - W4 |J. Exp. Med. [oEarg
RELATION TO THOSE OF THE ANTILYMPHOMA SUBSTANCE <2.4-8>
EVIDENCE THAT THE L-ASPARAGINASE OF GUINEA PIG SERUM IS RESPONSIBLE FOR ITS ANTILYMPHOMA
4.3-9 EFFECTS, . IL LYMPHOMA 6C3HED CELLS CULTURED IN A MEDIUM DEVOID OF L- . D. Broome 1963 —_ WS |J. Exp. Med. BEEL
ASPARAGINE LOSE THEIR SUSCEPTIBILITY TO THE EFFECTS OF GUINEA PIG SERUM IN VIVO <2.4-5>
STUDIES ON THE MECHANISM OF TUMOR INHIBITION BY L-ASPARAGINASE
43-10 EFFECTS OF THE ENZYME ON ASPARAGINE LEVELS IN THE BLOOD, NORMAL TISSUES, AND 6C3HED LYMPHOMAS 1.D.B 1968 ) . o
. OF MICE: DIFFERENCES IN ASPARAGINE FORMATION AND UTILIZATION IN ASPARAGINASE-SENSITIVE AND - - Broome - WSt ). Exp. Med. SERH
RESISTANT LYMPHOMA CELLS <2.4-10>
4.3-11 L-Asparnginase: Discovery and Devel a5 o Tumor-Inhibitory Agent <2.4-11> John D. Broome 1981 —_ #§#+  |Concer Treatment Reports B
Comparative Experimental Evaluation of Immunodepressive and Toxic Effects of L-Asparaginase (NSC-109229) From Escherichia coli 5 e
4.3-12 2nd From Erwinia carotovors <2 4-12> M. Cavanna 1976 — ##4+  |Cancer Treatment Reports BERS
- " N N " -~ P— PRI
4313 ;::zgniix;:nunodcpmsswc Effects of L-Asparaginase from E. coli and from Erwinia g Chronic e Celle 1977 _ ¥4 |Arzmeim-Forsch, Drug Res. BERS
4.3-14 L-ASPARAGINASE AND L-ASPARAGINE METABOLISM <2.4-14> D. A Cooney 1970 — #5% |Annu. Rev. Pharmacol. BERR
4.3-15 Evaluation of L-A ine Metabolism in Animals and Mon <2,4-15> D. A. Cooney 1970 — #4+  |Cancer Research BERE
4.3-16 Kinetic Analysis of Hep icity A with Antineoplastic A <2.4-16> Donald L. Durden 1983 — M#  |Cencer Research eERS
4.3-17 Estimating the Moximum Safe Starting Dose in Initial Clinical Trials for Therapeutics in Adult Healthy Volunteers <2.4-17> FDA CDER 2005 —_ st |Pharmacology and Toxicology BEE
4.3-18 The effect of polysialylation on the i icity and antigenicity of lication in its ph kis <2.4-18> Anal, Femandes 2001 — M | ! Jounal of Phar BETR
4.3-19 The R for L-A of Mouse Levkemia Cells LS178Y in Culture <2.4-19> E. E. Haley 1961 - #E4h | Cancer Research BERE
4.3-20 The Partitioning of L-Asparaginase between Blood and Lymph <2.4-20> J. G. Hall 1970 — 14+ |Recent Results in Cancer Research BEPE
4.3-21 In vitro Bl is inhibited by Erwinia LA 421> Tin Han 1972 — ¥4t |Nature New Biology BEH
4.3-22 POLYETHYLENE GLYCOL-L-ASPARAGINASE AND L-ASPARAGINASE STUDIES IN RABBITS <2.4-22> Dsh Hsi W. Ho 1988 - M4+ [Drug Metabolism and Disposition BERE
" Asparagi Ph ki After L Polyethylenc Glycol-Conjugated L-Asparaginase Thernpy for Children with Relapsed . . g
4323 Acute Lymphoblastic Leukemin <2.4-23> Douglas S, Hawkins 2004 — #§4} | Clinical Cancer Research BERE
L-Asparaginase from Erwinia carotovora § . . . 4
4324 SUBSTRATE SPECIFICITY ENZYMATIC PROPERTIES <2 4-24> James Brymt Hotward 1972 — #54+ | The Joumal of Biological Chemistry BETE
4.3-25 The inhibition of lymph i is by : o still lnined ph <2.4-25> D. Kafkewitz 1984 -_ ¥4+ |Experientia BEHN
REGRESSION OF TRANSPLANTED LYMPHOMAS INDUCED IN VIVO BY MEANS OF NORMAL GUINEA PIG SERUM
4.3-26 1. COURSE OF TRANSPLANTED CANCERS OF VARIOUS KINDS IN MICE AND RATS GIVIN GUINEA. PIG SERUM, John G. Kidd 1953 - 4 |J. Exp. Med, BER
HOURSE SERRUM, OR RUBBIT SERUM <2.4-26>
REGRESSION OF TRANSPLANTED LYMPHOMAS INDUCED IN VIVO BY MEANS OF NORMAL GUINEA PIG SERUM
4,327 1. STUDIES ON THE NATURE OF THE ACTIVE SERUM CONSTITUENT: HISTLOGICAL MECHANISM OF THE John G, Kidd 1953 - B4 |J Exp, Med. BERE

REGRESSION: TESTS FOR EFFECTS OF GUINEA PIG SERUM ON LYMPHOMA CELLS IN VITRO: DISCUSSION <2.4-27>




4.3-28 Cloning, expression and characterisation of Erwinin carotovora L-asparaginase <2.4-28> Georgia A. Kotzin 2005 -_ ¥4+ |Journal of Biotechnology BEES
4.3.29 L-Aspareginase from Erwinia Chrysanthemi 3937 Cloning, and characterization <2.4-29> Georgia A. Kotzin 2007 — ##9+  |Joumal of Biotechnology BEZTE
4.3-30 One-step purification and kinetic of the binant L from Erwinia carotoyora <2.4-30> Julya Krasotkina 2004 — #5494 |Biotechnol. Appl. Biochem. BEEN
4.3-31 THE IMMUNOLOGICAL SPECIFICITY OF BACTERIAL L-ASPARAGINASES <2.4-31> A. P. MacLennan 1971 - W5+ [Collogues Internationmux BHRR
4.3-32 Tumor Inhibitory Effect of L~-Asparaginase from Escherichia coli, <2.4-32> Louise T. Mashburn 1964 — #E4+  |Arch Biochem Biophys B
4335 Eqﬂ-':f;giL-A and A ine Depri on RNA Metabolism in Mouse Leukemia L5178 Cells in Suspension Culture Todashi Nakashima 1976 - ¥4 |Concer Rescarch Sy
4.3-34 Dual R of Walker C 256 in vitro for Asparagine and Glutamine <2.4-34> Robert E, Neuman 1956 — #A [Science EER
43.35 L-A i Phar ki and A Levels in Cerebrospinal Fluid of Rhesus Monkeys and Humans <2.4-35> |Riccardo Riceardi 1981 —_ M4 |Cancer Research BELRE
4.3-36 A COMPARATIVE STUDY OF THE ANTITUMOR EFFECTIVENESS OF E. COLI AND ERWINIA ASPARAGINASES <2.4-36> |Joseph Roberts 1976 — #4+  |Cancer Biochem, Biophys. BERE
4.3-37 SOME EFFECTS OF L-ASPARAGINASE IN RABBITS Q.4—37? D, A. Rutter 1971 - 14+ |Collogues Intemationaux. BIEH
4.3-38 THE INFLUENCE OF THE ISO-ELECTRIC POINT OF L-ASPARAGINASE UPON ITS PERSISTENCE IN THE BLOOD <2.4-3%8> D, A. Rutter 1971 - 84} |Br. J. exp. Path. SELEE
330 An:chmmt ogl; :;;.;L.mﬂ.h; o Q\ .4-39'>and Clearance Properties of Escherichia coli and Ervinia carotovora L-Asparaginases Y ¥ack R, Uren 1979 _ WSt [Concer Research e
4.3-40 Immunologicel and Pharmacological Characterization of Poly-DL-Alanyl-modified Erwinia carotovora L-Asparaginase <2.4-40> Jack R. Uren 1982 - {4+ |Cancer Research BREE
4.3-41 A NEW L-ASPARAGINASE WITH ANTITUMOUR ACTIVITY <2.4-41> H. E. Wode 1968 - 4+ [The Lancet BB
4542 Comperison of ramuseule erepy :’;ﬁt‘hf:’;’:“g:l o sy's nasc 000 dsparaginess Medac pharmecel hermacod B. K Albertsen 2001 - Yist  [British Journal of Haematology BEE
s LY MR BHA [fE— ol Bz 1993 - RS Ty T2 sawR
4.3-44 Dyad of lymphoblastic lysosomal cysteine degrades the antileukemic drug L- <2.6.4-3> N. Patel 2009 — #4+  |J Clin Invest BERE




[2E5%]

s 74w B el | mesE ﬁ;\ szt P
52 521 ERMR—HZ - - - B - B
SR ot e S SN Y KRS TR “ AERETHE | @A - SR
SILAL RSRRER L AT R STR YDA Py s (REEENE) KIKRLH “ AIDERIRG | @R - TR
S IR ¢ b ARSI T a s (& AR RS TR oo | e - FHRRH
A INEE ¢ FARLT A £ DR e a RIRE LI ‘ ARREIRE | BA - PR A
SIS RRRNES € RN AT R DM Py ey (€ e B KEKEBLIHMA “ KEERIRE | B - PRATGERE
53301 b (OPOLO S ESE) R TIN “ KISLR TR st - P
53351 Population PK Modeling Analysis Report [ ] - R - feznin 2
5342l (OPOLOEHSHE) KERETHM “ RIS LI m - AT
53521 %ﬁég;ﬁimm&wu woSERRE Y L SHIRET BHOPOL (ZNY 4 2T LT ARG HF—F) OF [/ THAHAMNR TR T l NFERS T3 = _ WA
53522 Clinical Study Report: AALLO7P2 F “ F -7 - fediig=3
53523 Amended Immunogenicity Report for Protocol AALLOTP2 [ ] F f:248 - fadiiv=g33
53.54.1 Clinical Study Report: EnwvinazeMaster Treatment Protocol & F HEs - BETH




s 74t = R e %‘%\ s e
535421 E:::E ifAu Adverse Events - Lymphoma Potients F e F et - BERH
535422 g:;;igfgmmgent Adverse Events (TEAES) by Age Group - Safety Population F g F wh - HHER R
335423 ?Hc N Adverse Drug R (ADRs) by Age Group - Safety Population F a F e - FRAERER
535424 g::::n?::;:;ig:nt Adverse Events (TEAEs) by Age Group - Safety Population F -=- F it - BEER
5354 Eergeat Advere DrugR (ADRS) by Age Group - Safety Population P —-- P 1 - AR
53.7-1 #25.3.7-1 BRAH Rk KRS KRRHITER B - EHER R
5392 #5372 HWRT T L OABE, TOWERCELET—5 —KE RIS b THR KR & LA Elal - TR
53.73 $25.3.7-3 WEE Z L DAEWH—RER KIS S TR KIABEG TR EA - TR
5.5.7-4 #5.3.7-4 BRHIR CRH—RR RIFIR & T3l KD S T3 el - TR
.41 BV oMEB MR <2,5-1> BT 2007 — EA | &b BERTR
5.4-2 NRALLO R it <2.5-3> SEEMH = 2012 — ey (BRI BRER
543 ACUTE LYMPHOBLASTIC LEUKEMIA <2.54> ChingHon Pui 1908 - ##h | The New England Joumal of Medicine |  #%5%
544 L-Asparaginase, Vincristine, aod Prednisone for Induction of First Remission in Acute Lymphocytic Leukemiz <2.5-5> Jorge A. Ortega 1977 - #5+  |Cancer Research SR




A

T #4 b B e | s g, s BExe
54-6 8:2‘;2&; :i 2 ;_;mto‘;:lcqu' 5I:7> boblastic Leukemia With Induction Failure Treated by the Japan Association of Childhood Leukemia Study Nobuhiro Suzulki 2610 _ Wh  |Pediatr Blood Cancer —
b e e oot o oy Mo P oy | S T
sua ke et e el el G SO S | Sy -
549 Results of the Dana-Farber Cancer Institnte ALL Consortium Protocol 95-01 for children with acute lymphoblastic levkemia <2.5-10> Albert Moghrabi 2007 — #E5.  [Blood BEEHR
54-10 Treating Childhood Acute Lymphoblastic Leukemia withont Crenial Irradiation <2.5-11> Ching-Hon Pui 2009 — 44 |N EnglJ Med BHERR
5.4-11 i%ﬁgﬁsﬁg?ﬁ HO:EN ANDH QD;]:IEI;ISIVE ASPARAGINASE THERAPY FOR TREATMENT OF CHILDHOOD ACUTE Luis A. Clavell 1986 End {244 |The New England Journa] of Medicine BERTH
S4-12 stage ]ym:llxi};fn::; lympho;:ln: B Pedin'i;-;c ;Jnci:?:;;‘g:o::‘:t:gyleﬁf;‘:  peionts Wi T cell st hoblasticluk ndad : MD Amylon 1999 - 5t |Leukemin BEEH
5.4-13 i.z:f;;ei:mql%:s-llxﬁnf 8 Randomized Trial on Extended Use of High Dose L-Asparaginase for Standard Risk Childhood Acute Lymphoblastic Andrea Pession 2005 _ #55+ |1 Clin Oncal B
54-14 Improved outcome for children with acute lymphoblastic leukemia: results of Dana-Farber Consortium Protocol 91-01 <2.5-15> Lewis B. Silverman 2001 — #9t  [Blood BERH
s4-15 Phemmocoldnetic/Pharmacodynomie Relafionships of Asparaginase Formulat Vassilios I, Avramis 2008 - #5h  |Clin Pharmacokinet BERH

The Past, the Present and Recommendations for the Future <2.5-16>
5416 éhﬂ dm',s cm;cr;r;l: :’;‘fu;y - c;-19 61“2*;"_‘1";: Children With Higher-Risk Acute Lymphoblastic Leukemia Eduard H. Panosyan 2004 — #E# |7 Pediatr Hematol Oncol BERR
5.4.17 f:uk s Qs.lgl; Devel of Antibodies to A inase Does Not Impact Treatment Qutcome of Childhood Acute Lymphoblastic Michesl H. Woo 2000 _ #5511 Clin Oneol Fags
S 4-18 iyh:lf;}fi:tﬁ;ﬁls'ﬁlsgc NK:C=11 :J'\flanrotlg‘l‘:in\G.mup st;:ymg.gz'o: fapsed, o Refrastory Extranodal Noural Killer (NIG/T-Cell Motoko Yamaguchi 2011 —_ {84+ |J Clin Oncol BETE
EVIDENCE THAT THE L-ASPARAGINASE OF GUINEA PIG SERUM IS RESPONSIBLE FOR ITS ANTILYMPHOMA EFFECTS,
5.4-19 I, PROPERTIES OF THE L-ASPARAGINASE OF GUINEA PIG SERUM IN RELATION TO THOSE OF THE ANTILYMPHOMA J. D. Broome 1963 - 5 [JExp Med. B=EH

SUBSTANCE <2.5-22>




A

RS IR o - TRIEX i
24+ E= ; : : f
& . w* iz | PRRBEN | (H e BERK
EVIDENCE THAT THE L-ASPARAGINASE OF GUINEA PIG SERUM 1S RESPONSIBLE FOR ITS ANTILYMPHOMA EFFECTS,
5.4-20 II. LYMPHOMA 6C3HED CELLS CULTURED IN A MEDIUM DEVOID OF L-ASPARAGINE LOSE THEIR SUSCEFPTIBILITY TO THE |J. D. Broome 1963 — WSt 1T Exp Med. BERER
EFFECTS OF GUINEA PIG SERUM IN VIVO <2.5-23>
5.4.21 L-Asparaginase; Discovery and D asaT hibitory Agent <2.5-24> John D. Broome 1981 —_ #E4t  |Cancer Treat Rep BERH
5.4-22 A NEW L-ASPARAGINASE WITH ANTITUMOUR ACTIVITY <2,5-25> H.E. Wade 1968 - ##4  |The Loncet SRR
5.4-23 Comparative Pharmacokinetic Studies of Three Asparaginase Preparations <2.5-26> Barbara L, Asselin 1993 — #E4+  |Joumal of Clinical Oncology BETR
5424 Pharmecokinefic dose adjustment of Erwinia asparaginase in protocol II of the paediatric ALL/NHL-BFM freatment protocols <2.5-27> J. P. Vieira Pinheiro 1999 — {#i#4  (British Journal of Haematology BEEH
L-osparagine depletion and L-asparaginase activity in children with acute lymphoblastic leukemia receiving i.m, or i.v. Erwinia C. or E. coli L- o . .
5,4-25 asparaginase os first exposure <2.5-28> C. Rizzari 2000 — #E4+  |Annals of Oncology BERHR
g Asparagine Depletion After Pegylated E. Coli Asparaginase Treatment and Induction Outcome in Children With Acute Lymphoblastic Leukemi . . g
3426 in First Bone Marrow Relapse: A Children's Oncology Group Study (CCG-1941) <2.5-20> [Mohsmmad Jarrar 2006 - #Esh  |Pediair Blood Cancer BEENR
5.4-27 Deamination of Gl is a Pre for Optimal A ine Deamination by A. In Vivo (CCG-1961) <2.5-30> Edvard H. Panosyan 2004 — #4+  |Anticancer Research BIEGE
5.4-28 Y —ZNIRE R4 BN RN A <2.5-51> R 2013 — o AR ACR BERS
L- inase iC & B/NME Y /RN HABRIRIE
5.4-29 sparogin - B Eese 2000 - EA {ERMREBEOMIR SRR

2. L-asparaginose MAEERDTE <2.7-1>




	180095000_22800AMX00719000_B201_1.pdf
	
	
	【発出用】JAN通知（案-1）_20140109.pdf
	【発出用】審査管理課通知案 別添 再訂正版 4_20140109.pdf






