Haxanit 1 g/200 mg
Gemcitabine 1 g/ 200 mg
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FORMULA

HAXANIT 1 g each vial contawrs:

Gemotabene [as hydiochlonde) tg
Mannio = — g
Sodwm acetate 25y
HAXANIT 200 mg_each wal contains.

Gemcitabine Lt trydrachlondel 200mg
Mannusi 200mg
Sodium acetaie 125mg
ATC code LOYBCOS

THERAPEUTIC ACTION : Antineoplastic
INDICATIONS :

Breast cancer sindicated in for the

Ileatment of pattents with metastatic breast cances. after the fadure of a previous
adjuvant chemotherapy that induded andiracyciines, uniess these had been
chmicaily contraindicated

Non-sinall cell s Indicated in with
fisplatin for the remment cl patients with inoperable localty advancec {Stage
1A or HIB. or melastat < (Stage Vi non-wmall cell hung cancer

Pancreatic Cancer - Gerncriabine is mdicated for treatment in petients with
fecaMy acvanced Stage il or Stage i) tayati ftage V)

of the pancreas. Pauents who have
meviossly been ireated with SFU

Ovarian cancer Indt

tecunent
enithelial svartan 1arcinoma in patients who have relapsed after at least six
montns fram carboplatin treatment

with Cisolatin ity 2 of

Bladder cancer In
Blagcer cances

CLINICAL PHARMACOLOGY:

Gernaitabine acty specifigally 3t the cellulas phase primanty lolhing celis
undergoing DNA synthesis [S'ﬁuul and also blocking the progresuon of cells
ghthe G1 /S ph Y. bine [dFIQ 13
nucieoude 10 acuve nuceoside (dracOP}
and inpha; ohne ndid('m Thuyluom acton of 9moutmenannbulm 0a

23

leaging to mnlmond DM synthess
Fint, Gemcitsbune

which s solely

action of enhances

Lyophilized injectable - Intravenous Use
Argentine Industry - Sale under archived prescniption

1n DNA (seit potentiaung)

1nto DNA, an add | nuch added to
the growmng strands OfDNA. Aftethis addibion. there i essendallya compiete
inhiation in the subsequent synthews of the.
DNA DNA
ard repamng the growing DNA strands (Covert sttand termination). i GEMT
DNA

cells, mduces
one of the hatimarks of programmed cel death.
Human Pharmacokinetics - The disposion ot grmuubme was studred,

Dasage adjustment is appited based on the degree of hematologcal taxicity
experienced by the pavent

Bladder cancer - Gemcitabine should be administered witravenously at a dose of
1000 mg  m’ for 30 minutes an days 1. 8 and 15 of each 28-day cyde
combmation wath cisplatm. This 15 given 70 mig 1 m” on day 1, foliowed vy
gematabane or on day 2 of the 28-day cyde The & week cyde should be
repeated

Oosage adpustment is api d
expenenced by tha patient

Dou Mo‘MuIlom Dasage adpustmen s applied based on the degree of

the degree of y

a(cmﬂmq to puNlM swdies, i1 § patients ngle vify of

000 mg | m*/' 30 minutes of radictabefied drug Withina w!!l 92° to 96% of
the dose was amast completely recovered i the urne. Gematabine |<10%) and
the nacuve metabosive of uraci. X~decxy 2", 2" di_uorauridine {0FdU), accounted
for 99 of the exuseted dose The metabolte dFdt) is also found in plasma The
binding of Gematatane 10 plasma proteins 1s neghigible

The hall-fe of gematatane for short infusions ranged from 32 10 94 munutes, and
the vaue for long infusions ranged from 245 to 638 minutes. depending on 3ge.
and gender, teflecting a greater wncTease mvolume of distbution with move
fuyions. long Lower clearance i women and older patients results in tegher

for

m volume of dltrbution increased with the iengeh of the infuslon The voiurme

J was S0L/m. after lastang <70 minutes,
mdxnmq that gemmabme after short mfusions, is not extensively disutbuted to
vasues

OOSAGE AND METHOD OF ADMINISTRATION
Gemaitabune 1 for it ravenous use only. Adults

by the patient Clearance in women and older
patientss ned:xed and wamen were somewhat less hkely to continue cydes

Patients recering gemotabine should be monitored prior to each dose wth a
ICRC), and platelet counts. if bone

mwmﬂm s detected. therapy should be moddied or

accarding to the guidelines in the table

Laboratory evaluation of kidney and hver function, mcluding serum and

"
2 adose of 1000 mg. m’«numnmexo«.e amklw up 10 7 weexs o’unm
off Subsequem ¢y<|es shnuld comm of injectians. unu aweek for 3 out d 4
consequtive wi

Dosage adpustment 55 appited based on e degree of hematologeal toTuty
expenenced by the patien!

Non-small cell lung cancer - Gematabine should be admanisiered by
kntraveriss mision at a diase of 1000 g / m’ for 30 minutes ance 3 week for 3

weeks (or urml dose reduction o folowed by one
week Rest Then the l week Cytle 5 repeatec

Dotage adjustment 15 appl he degree of toxiaty
expevienced by the pabient

lumc-nn- should be 21000 mg

m* for 30 nunutes on days |8, and 15 of each 21-day cycle. Pachitaxet should be
¥dmimstesed a1 2 dose of 175 mg /m’ onday 1 asan mmnousmhum 3houn
Pprior 10 the ge A Pavents should

bir fo1 catalyang thy that
generate for DNA synthesis. inhibition of this enzyme by the

wan a ples incudng deferential counts Panients should have

nudeoside Causes a reducbaon In deoxynucievside concentrations in general,
nduding dCTP

Second. gemcitabine 'nphosphate competes with dCTP for vicorporation into
NA I thes way. the redt inthe of dCTP oy the

(wm/-lmne‘ L and a platetet countx =
'mmnn‘ L befoee each cycle

Ovarian Cancas  Gemcitabne 23 intravenou: infusion 100K mg / m’ over 30
=inites on days | and 8 of each 21 day cycle Carboplaun AUC 4 should be
appited after gemcmabine on day !

should be pevformed before starbng reatment and

thereaf should be with caunon in
patients with ewdence of renal or hepatic dysfunction
for use | handling: The for the
50.9% Sodwm O ject on without
Du k the maumum for

a 540mg/mL 3
greater than 40ing / ml. Can resuit in incomplete dissobon and should be
voided

To reconstitute. 3dd § mL of 0.9% Sodwm Chionde solution for injection for the
200 mg vial of 25 mL of 0.9% Sedim Chionde for Iniection for the 1.00 g vial
Shake 10 dissoive Each of these diutions produces & concentranon of 38 mg / mt
of gemctabme. which Indudes the volums of the lyophiized powder (0 26 m. for
the 200 vialor  3ml for the 1 g wial} The tatal volume after reconstitution wil be
5.26 ml o+ 26.3 i, respect vely. The sdequate amount of drug may be
a0munistered n the form prepaed or dilured with 0.9% sodium chlonde injecuon
soiUtion 10 concentrations aslow 250 1 mg / mL

Reconstituted gematabine is a clear. colaless solution Afler reconstitunion with
0 9% Sodwm Chionde. the pH of the resuiting solution is within 27 t0 3.3
Parenteral drugs should be visualBy inspected to see if They have particulate
rmattet n suspension before adminrsiration wheneves the solution and the
container allowit If pariiculate mattet is found, t should not be administered
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¥men prepared acording 10 duections, gematabine sautions are stable for 24
hours at controlled raom temperature of 20.25 " C Duscard unused postions.
Gemcitabine solubons

Reconsuituted products should not be refrigerated, as crystaligation may occur
Tre compat biuty of gematabine with other drugs has 1ot been studled No
incompatiatities nave been observed with infusion bottles or polyviyl chionde
bags and administs a1on sets

Procedures for the proper handhing and disposal of anticancer drugs should be
observed

CONTRAINDICATIONS:

Gemuitabiii ts contraindsiated 47 those patients with known hypersemaimty 1o
the drug.

s 3 manstested by pes

and anemu the dose-

Tariting tOWCTY

PRECAUTIONS:

Laboratory tests Pavents recetving gematabine should be manrtored prior o
etn dose with a complete blood count (CBC), mduding differntial ana plateet
counts The suspension or moditicauon of therapy should be conssdesed when
drsg-induced spmal depresson 1 detected

Labor&iony tests of lndney ard lver function should be performed befors startung
treatment and penodicaily thereafter

Pediatnc patients The etfectiveness of gemcitabine in p2dutng patients has not

been demonstrated

Patients wath impaired rena’ or hepatic function Gemcitabine should be used

with Caution s patients with impaired hepatic function or with pre existing

impaired renat function Gemambine has not been studied in pavents with

wgnlicant hepatx or renal impairment.

Pltwunn/ and breast-feeding Pregnancy Category Gemaabine May cause fetal
harm m admunistered 1o pregnant wamen Its use i lactation stage should be

C damage to fertkty: as shown
reversble dose effects on male ferulity in ammais. but not on lemlle 1evu||:y
There are n0 long term studies evaluating the

Sequennal raciapon therapy imore than | days apart) There 1s na data to ndicate
Intreased 106aly when gemcitabine is adrenistered more than 7 days apart after
radianon therapy However soft tissue Injuries associated with the simuttaneous
ot non-use of gemenabine have been reported

ADVERSE REACTIONS:

General A f i y

symptoms arefever moo-e backpain, 'hlls. myatgu therds. amd apare 1
eported cough, thusi malase,

Sweatng, )nd insomaia. »wmcm reactions have been reparted very

mirequently.

Radiation toxtiTy has been reported {see weractions secuon

15 2 bone maTow anemia,
leukopenia, and mmoocrupmu may occw as 3 result of gematabine
dso y repar
in v fy on, but
these y f0t progr ty need to S'(Oonuun:n(
However. showd
function

Nausea and sometvmes accompanied Dy vomAINg occur frequently. This adverse
effe; s rarely dose-nmwting. and 1s easily manageable with standasc anuemetic
Drarenea and st0matitis have also been frequently reported

o h ngeases ;m
the level ! of aspas {ASTL alamne A

Vascular, Very carely
been reporied

Skin and

peapheral ave

Rash has . frequenty.

nchng

The rash s usually muld Alopeaa lusually menmal hai 10ss) nas also been
reported frequently Very rarely severe skin reactians, inchiding peeiing and rash,
have been reponed.

OVERDOSE:

There 18 n¢ anuidate for gemcitabune overdose The main tacues that were

and severe rash when a single
dose a3 tugh as § 7 g / m’ was admimsteved by IV infusion oves 30 minutes every
WO weeks L0 some pabents in a Phase 1 study. Suspected overdose. the pavent
should be monitored with adequate bood counts and shouid recerve supportve
therapy. as necessary

“In the event of an overdose, g0 to the nearest Hospital or contact the Porson
Conol Centers.

Diai 011 you reside in the interior of the country (0111 4962-2247 or (011
49626656

R, Guuierrez Children's Hospital Sanche: de Bustamante 1399 CABA
Speciarzed care for aduhs:

1011) 48141 5555 Fernandez Hosprtal Cervina33S6 CABA

Howita' A Posadas (011 4654-6648/ 4658.7777"

gamma- 9lmmy1 transessse (GGT". atkaline phesphatase, and buicutan have
been reported rasery

Fever: The total incidence was 41%. This cortrasts with the 16% infection rate

This suggests that gematabrne produces fever in the absence of infection The
fever was almost atways associated with idection with the ifluenza vrus.
Renal: Uoderate proteinuria and hematutia have been reported frequently
i y: Dy be s has been
reported raraly after fusion been
reponed very Infrequently.
Putn omay eflects, sometimes severe (such a5 pulmonary cdema, etessttsal
Ppreumonitis, of adult respwatory distress syndrame! ) 3530¢QUan with
gematalyne iherapy H these effects develon cons.deranon should be gven to
di3coTDnuation of GemcAabine treatment
Earty use of \UPPODve mesures Can IMErove the condition

Genlto-unnary: Cinical Andngs conustent with Hemonytic Uremk Syndrome
have been rarely 1eponied in pabents recemng gematatune

gemaitabine

Efrts on M abiy 10 operate machinery - Paents shouid be advised of the
pousbility that g may cause mild to mod
INTERACTIONS;

Cencuirent »a dation therapy (or bess than 7 day; apart] Assoclaled toxioty
depends on many factors. but clical studies suggest tha gemcitabme has 3
radiosensitzing effect

should be at the first symptoms of any
microanglopathic endence of hemolytic anemia, such as a rapid fall
elevated secum biirsbin
serum creapaine, urea nitrogen. of LDH. Renal failure may not be reversble even
with diiconunuation of thevapy and didlyss may be required

Cardiovascular: £ deina / peripheral edema has been frequently reparted A few
raves il hypotenyan have been reparted Myacardial infarction, congestive heart
‘aslure. and arhytivina have been repocted, but there is no clear evidence that
gematibene causes cardiac towoty

HAXANIT 200 mg Containers containing | ampoule vial

HAXANIT 1g Contalners containing 1 ampoule ials.
CONSERVATION:

Store at room temperature and humidity betvieen 15 307 C(59°- 86°F)

Do not refrigerate After adding the difuent spluoan. it can be stored for 24 howrs
# 100m temperature Do 1ot refngenate after reconstiution THE UNUSED
“RACTION MUST BE DISCARDED

This i be used amedical and
cannct be repeated without a new prescription.

KEEP OUT OF THE REACH OF CHILDREN

MEDICINAL SPEGALTY AUTHORLZED BY THE MINISTRY OF HEALTH  CERTIFICATE
N'5S 443

1 you have any questions. call 0800-777,0018

GPPHAAMSS.A.

Panama 2121 (816400KC) Maruinez, Provirce of
Buenos Arres. Argenting

Technia! duecton Cardos Donalo. Pharmaast
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