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Storags Expiration date
Prescription-oniydrug Stors in a cold piace. [Bsiow 15'GSTFY] 2 p dat Indicated on )
NDICATIONS such as reduction of the dosage and suspenslon of administration should be taken.
(LEUNASE in). is icated in the fents.) LEUNASE with care b ng-term use of the prod-
Patlnt whth & hiioy of sodous hypersenaifily 1 any of The component of et may caucs enhanoad acverss feactons, which miay be pruseciad.
tha product 4) Partioutar attention should be paid ta tha occurrence of aggravation of Infectious discaso and
bleading tendency.
&) LEUNASE should be administered with care in children while paying special atterttion ta tha
[DESCRIPTION] mianifoctation of anvaros reactons.
. Compasition €) in casa administration of LEUNASE s required In children or patierts with reproductive pas-
Each vial of LEUNASE Inj. contains 10,000 KU of lyophilized L-Asparaginase. H is an sibllity, potential effects on gonad should ba coneidared.
injsctable solution to be recanstituted befars use.
{One KU oi L-Asparaginase is equivaient 1o ihe emount of L-Asparaginase it decomposes 2. Adveree Reastions
L-Aspamagine and produses. 1 ymole of ammonia per minuts at 37°C.) Adverse reactions including ebnormaftios tn laboratory data were raported in 129 of 188
(63.1%) patients treatad with LEUNASE before epproval. A tote) of 302 patients were Inves-
2. Product Description tigated befare approval and between approval and 15! May 1976. Main reporied atvirss
o T reactions were naussa in 109 palients (34.1%}, vomiting in 80 pationts (20.5%), enoroxia in
Color wiite 63 pationis (20.9%), fever In 43 patients (14.2%), hyperammonemia in 12 of 96 patients
oH range e5w?5 {12.6%) and shock in 6 patients (2.0%).
Sizbifty: menwmmmmmm 1) y
Stable pH range in aqueous
{1) Shock or ansphylactold symploms may occur. PaBients should be carefully observed
[INDICATIONS] during treatment, and, if sympiome euch as urticaria, engioedema, figors, vomiting.
Leunase injection effective to treal acute keukemia type or o dyspnes, clouding of and blood presoure are
shoutd be with other agens, ke and prednisane. Do nat too pd should be stapped and shoutd
effective 1o traal acute leukerria type granulocytic end lymphoma. be taksn.
(2) Serlous coagulopathy such as cercbral hemorhage, carebral infarction end pul-
[DOSAGE AND ADMINISTRATION] monary of decrease of decrease of plas-
E The usual dosage Is 50 to 200 KU/kg body weight 1o b edministered by Intravenous drip Infusion minogen, decrease of AT-Hl, decreasa of proteln C, sic.) may develop. Petients should ba
N every day o every other day. The dosage may be adjusted depending on the age and condition of caretully obsarved with frequent testing during treatment, and, if any abnommallty is noted,
the patient. Period of treatment is 2-4 weeks. such ws or o shoukd be
(Preparation) taken.
8ea 7. Precautions Conceming Usa. (3) Serious soute pancreatitis may occur. Paients ehould bo caralully obsarved during treat-
ment, and, if symptoms such as abdominal pain, vomiing and Increases in pancreatic
[PRECAUTIONS] snzymes inciuding amytase are noted, should be and appropri-
1. Careful Administration (LEUNASE should be administered with care in the foliowing ate measures should be taken.
pationts.) Diabetss due to of Langerhany'isiet) may
1) Patients with o7 a history of [& or of pancre- aiso occur. Patients shoukd be carciully cserved during treaiment, and, if symptams such as
atils may oocur.] thirst, polydipela and polyuria are noted, P o
2) Patients with hepatic dysfunction [Hyperammonemia Is ltable to occur.} and appropriate measures should be taken.
3) Patlents with renal dystunction [Hypsmitremia may oocur.] 4) with may oocur. Patisnta should be
4) Patients with manow depression [Administration of LEUNASE may exacertste mamow carefully chsarved with frequent tasting. and approg such a2 or
dapression.] discontinuance of administration should be taken if any abnammality is cbserved.
) Pationts comphicated with infection [Administration of LEUNASE may aggravets infection dua (6) Symptoms such as coma, end may accur.
to marrow depression.] Patianta should ba carefully observed, and such dis-
6) Patients with varicella [Faie! aystsmic disorders may occur.] continuance of administration should be taken i arny abnomality Is noted.
(6) Serious hepatic damage such as hepetic fellure may oocur. Patients should be carefully
2. important Precautions monitored by hepatic function test, and, # any ebnosmalty is noted, administration should b
1) Sinco ssrious coagulopathy such ss cerebral hemorrhage, cersbral infarction and pul- and shoutd be taken.
monary hemorthage may occur, patiants should be monitored with frequent testing for fib- {7) Extensive organic disorder of brain, which resulted in death, has been reported.
rinogen, plasminegen, AT-Il, pretein C, eto. dufing teatment, and, f any abnomallty Is 2) Other ativerse reactions
noted, such as or o should Such adverss reactions as lieted in the below table may ocowr. Patients should be carehully
be tajen. cbsarved, and, i any ocours, sush a8 reduction of the
2) Since serious acuts pancreatitie may oocur, patients should be carefully observed during dosa and suspansion of administration should be taken.
ond, i such as peain, vomiting and increases (n pancrestic
enzymes inoluding amylase are noted, admi shoukd be and appropt-
alo measures should bo taken.
Sinct serious disbetes may altc oocur, patients should be carefully observed during treat-
ment, and, ¥ eympioms such as thirst, pelydipsia and polyusia are noted, administration
shoutd b or and approp shoudd be taken.
§) Since saricus adverse reactions such as marmow dapression may occur, patient’s condition
shouid be carefully with frequent tosting tast, lives fune-
tion test and renal function test, ete.). If any abnommality is obegrved, appropriate measures
y
!
! ' |
R &| BOr=HEH0000V(1 L KR YP) 201 11 5%§ﬁ r{%i
3=k 0 9 ! ] | AR
@a-¢ 1718V111 ) | =8 (D0 [Onanmanet APBB n@

DISETUJUI OLEH BPOM: 20/06/2023 REG ID: EREG10034712300009

S g




b

LAMPIRAN 2. DESAIN BAHAN KEMAS LEUNASE (YANG DIAJUKAN)

297

210

®| ®

=5% 5%> &0.1% Incidenoe unknown

Hyparsansiiivity
Hopatic
Ranal
Qastrointestinal | Ancrexia, Nausea,
Psychonsurologic
COthere

Vomiting, Dianhea
Mateisa Somnolence, Ardety,
Haadache
Fevar 'Vesoutar pain, Abnommal
Hyperipaemia,

4. Usein the Eldarty
Since elderly patients often have reduced physiclogical function and, therefore, are particu-
Iarly suscaplible to hepatic disorder, LEUNASE should be administared with caution in elder-
Iy patients, paying special attention to the dose and patients condition.

§  Use during Pregnancy, Delivery or Lactation
1) Administration of LEUNASE is not recommsndad in pregnant women or women who may

possibly be pregnant.
[Animel studies with mice and mis have shown ly of this drug as
‘exencephalla, anomaty of thoracic vertebra and ribs and detayed ossification.]

2) Nuraing mothers shoul durtng

[The safety of LEUNASE in nureing mothers has not been estebiished.}

6. Podistric Use
See 2. important Precautions 5) and 6).

7. Preceutions Conceming Use

1) Preparation

{1) Rsconstinte LEUNASE initally with 2 to SmL of water for injection (JF), and then dilute the
solution with replanisher solution to 200 to 500mL.

(2) Direct reconstitution with ésctonic sodium chioride sofufion (JP} should be avoided bocause R
may causs the solution 1o becoms trbid due to salting aut.

2) Precautions dining administration

(1) Intradermal tost iz recommended in prior to the administraion of LEUNASE, since the

of LEUNASE may shock to ocour.
(Raconstituts LEUNASE with walsr for injoction (JF). and then difute a part uf the solufion
with isotonic sodium chioside sofution (JP) to make a solulion containing 1 to 10 KU of L-
Asparaginase. inject 0.1mL of the sofution intracutansously and obsarve the patient for about
for that ocours.)

(2) LEUNABE shouid be used immediately after reconslitution.

3} Route of sdminkstration
LEUNABE should not be administered by other routes than Intrevenous drip infusion.

4) Other Precautions
It hes been mported that LEWNASE hae a higher potency than other L-Asparaginese
preparations manuactured and usad in cthar countries®. Attention should, therefore, be paid
1o the dosage in cass thia product la used in with in other
countries.

{PHARMACOKINETICS]

1.  Biood concentrations®
Bicod concentraion of L-Asparaginase changed as indicated betow when it was adminis-
tored for 8 days In lymp patients &t a dose of 11,000
KU (200 Ku/kg):

T T T T T T T A T Y

1 2 8 4 s [} 7 a 9 10 12
2 Distribution (data from study in rats)®
The concentration of L-Asperaginase dstected 16 minutes after intravenaus administration of

2,500 Kuikg of L-Asparaginase in rats was highast in tha tiver followed by aplaen, lung,
kidney, stomach and then by smail intestine.

3. Excrotion (data from study in rats)®
Whan L- in rats at a dose as large as 50,000 10
100,000 Kilkg, ondy 0.014 to 0.032% of the dose was colieciad in urine within 24 hours after
administration, indicating very Bifie axcretion of unchanged active substance. No activity was
detectad in wrine after administration at a emall dose.

[PHARMACOLOGY]

1. Antinsoplastic sctivity 5%
L activities againal lymphobiastoma LSI7BY of
mice, iymphoma GCIHED of mice and sarcoma Walker 256 of rats.

2. Mechanism of ection®™
L-Asperaginase exerts lts antineaplastic activily by decompasing L-Asparagine in biood and
thereby depriving asparagine requiring tumor cells of nutrisnts.

[PHYSICOCHEMISTRY]

i9 @ protein of four subunite 321 amino ecids each.

name : L
Molscular weight 1 141,000 (by Yhantis moethod)
; @ LA occurs as a white cylinder ar nesdle crystal of monockinic
Eystem.
Solubsiity : Rtig very soluble in water but practically Insoluble in methanal, acetone of
chioroform.

[PACKAGING]

10,000 KUal : Box of 1 vial
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Pada proges pembuatannya, bersinggungan
dengan bahan bersumber babi.

Harus dengan resep dokter.

LEUNASE 10,000 KU : Reg. No. DKI1738500344A1

Imported by
PT Widatra Bhakti
Pandaan, Pasuruan, Jawa Timur

Manufactured by
Nipro Pharma Corporation
Odate Plant

5-7, Niida Aza Maedano,Odate-Shi, Akita, Japan
for

Kyowa Kirin Co.,Ltd.
1-9-2 Otemachi, Chiyoda-ku, Tokyo, Japan
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