IRINOTECAN THYMOORGAN®

ution. The use of glasses, mask and gloves is required. If Irinotecan solution or

jion solution should come into contact with the skin, wash immediately and
with soap and water. If Irinotecan solution or infusion solution come into

WARNINGS

JRINOTECAN THYMOORGAN Injection should be administered only under
the supervision M a phya‘danrmlts experienced in :;e use ql f;gnee(“ . .
only when adequate and treatment facilities are readily available.
IRI‘KJOTECAN THYMOORGAN can induce both early and late forms of

diarrhea that appear to be i by different Both forms

| ofdiarrheamay be severe. Early diarrhea (occurring during or shorﬂy after mfusmn

with the mucous membranes, wash immediately with water.

for
any other injectable drugs, the Irinotecan solution must be prepared

If any precipif is in the vials or after reconstitution, the
should be discarded ding to for cytotoxic agents.
lly withdraw the required amount of rinotecan solution from the vial with a
syringe and inject into a 250 ml infusion bag or bottles, containing either
b sodium chioride solution or 5% dextrose solution. The infusion should then be
mixed by manual rotation.

of IRINOTECAN THYMOORGAN) may be

miosis, flushing, posal
?r:l:‘s'{llr':lasl‘hypem that can cause abdominal c:;mpmg Early d?grmea and haterials used for dilution and §hould be of to
other may be p! or by atropine (see pital to cy agents.
PRECAUTIONS). Late diarrhea (generak/ooumhg more than 24 hours after
administration of IRINOTECAN THYMOORGAN) can be life mveatemng since it muy in patients with:
rolonged and lead to electrolyte i ronic inflammatory bowel disease andlor a bowel obstruction.
gemp r‘sgl'lould be't‘r.elmad promptly with loperamide. Patients with \ﬁuﬁhu mould L,, of severe hypersensitivity " y . ihyd S —
be carefully monitored and given fluid and electrolyte replacement if they become o one of the excipients of Irinotecan. —
or antibiotic therapy if they develop ileus, fever, or severe neutropenia pregnant or breast feeding woman. o

(see WARNINGS). Administration of IRINOTECAN THYMOORGAN should be batients with bilrubin >3 times the ULN. ——
interrupted and doses reduced if severe diarrhea occurs (see DOSAGE batients with severe bone martow failure. ——
AND ADMINISTRATION). Severe ion may occur (see WARNINGS). presenting a risk factor, particularly those with a WHO performarice  mmm
COMPOSITION ftus > 2. I
Active ingredient: Iri Y Y RNINGS AND PRECAUTIONS _—'—

CTION The use of Irinotecan should be confined to units specialized i the adminisration of
a class: I inhibitor (L: and it should only be administered under the supervision of
and mungmdu[aﬁng agent) a qualified in the use of anticancer chemotherapy. Gern the natn{re and
The intensity of the major with i of adverse events, will only be p d in the g cases
leukoneutropenia and diarrhea) are related to the exposure (AUC) to parentdrug . :%EE ithe sxpeggsilenoity have.poar weighied agaiet the possible therapeutic

: ite SN-38. Si were : . ; y

laonflcﬂy (decrease in vmms blood cells and phils at nadir) or di Y b oy p a risk factor, particularly those with a WHO performance
e e . S monomerqy « Inthe few rare instances vﬂm patients are deemed unlikely to observe
INDICATIONS

Irinotecan (Irinotecan hydrochloride) is indicated for the treatment of patients with

advanced colorectal cancer:

« In combination with 5-fluorouracil and folinic acid in patients without prior
chemotherapy for advanced disease.

- As a single agent in patients who have failed an established 5-fluorouracil
containing treatment regimen.

ADMINISTRATION AND DOSAGE

Administration

Irinotecan solution for infusion should be infused into a peripheral or central vein.

Irinotecan should not be as an i bolus or an infusion

shorter than 30 minutes or longer than 90 minutes.

Strictly follow the recommended dosage unless directed otherwise by the physician.

Dosage

For adults only.

* In monotherapy (for previously treated patient):
The of is 350 mg/m? administered as an
|ntravenous infusion over a 3)—(0 90—mlnute period every three wseis.

-In tion therapy (for p patient):
Safety and efficacy of Irinotecan in combination with 5—ﬂuorouracul (SFU) and folinic
acid (FA) have been with the i plus 5FU/
FAin every 2 weeks . The dose of Iril is

180 mg/m? administered once every 2 weeks as an intravenous infusion over

a 30- to 90- minute period, followed by infusion with folinic acid and 5-fluorouracil.
Dosage adjustments

i should be after appropriate recovery of all adese events
to grade 0 or 1 NCI-CTC grading (National, Cancer Institute Common
Criteria) and when treatment-related diarrhea is fully resolved. At the start of a
subsequent infusion of therapy, the dose of Irinotecan, and 5FU when
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of adverse events (need for immediate
d d d with high fluid intake at onset of
layed diarrhea). Strict hospital supervision is recommended for such patients.
en Iri is used in itis usually prescribed with the
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3 e schedule. However, the weekly-dosage schedule may be

d in patients who may need a closer follow-up or who are at particular risk
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diarrhea: Patients should be made aware of the risk of delayed diarrhea

tim
:jﬁl

fol
Patj
pe

<

ing more than 24 hours after the administration of Irinotecan and at any
before the next cycle. In monotherapy, the median time of onset of the first
\d stool was on day 5 after the infusion of Irinotecan. Patients should qu»d(ly
rm their phy of its and start
lents wnh an increased risk of diarrhea are those who had previous abdominal/
vic apy, those with b is, those with
=2 and women. If not properly treated, diarrhea can be life threatening,

occl

if the patient is concomitantly neutropenic. As soon as the first liquid stool
rs, the patient should start dnniang large volumes of beverages containing

and an ap| therapy must be initiated immediately.
will be p by the dep. where Irinotecan

After discharge from the hospital, the patients should obtain
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they must inform their or the de
diarrhea is ing. The d
of high doses of Ioperamlde 4 mg for the first intake and then 2 mg every

uld not be modified. In no i should lop be for more
48 consecutive hours at these doses, because of the risk of paralytlc Ileus,
or less than 12 hours. In addition to the anti

should be decreased according to the worst grade of adverse events observed in
the prior infusion. Treatment should be delayed by 1 to 2 weeks to allow recovery
from treatment- related adverse events. With the following adverse events a dose
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lic should be given, when diarrhea is assoaated with

vere neutropema (neu‘lmphlls count < 500 cells/mm?). In addition to the antibiotic

is for

_ the

of the diarrhea in

following cases: diarrhea a assoclated with fever, severe diarrhea (requiring

reduction of 151020 % should be appliéd for ffinotecan and/or 5FU when y , diarrhea p beyond 48 hours following the initiation
toxicity grade 4, febrile mutrwema (neutropenia dose ide therapy. L should not be given prophylactically,
Ig\ematologm s_nmi :gv;rw grade( ad2e43)~4) (grade 4), non teh in patients who experienced delayed diarrhea at previous cycles In patients
jical toxicity (gr: 2 wha expedmcad severe diarrhea, a reduction in dose is d for
BN 7reatment duration
- T with Iri should be continued until there is an objective progression ”...1 mviﬁng Api with is
BB  the disease or an unacceptable toxicity. befgre each treatment with Irinotecan. Nausea and vomiting have been frequently
e SpeCial populations Pahem:v:nh vomiting associated with delayed diarrhea should be
m— Y " . | d as soon as possible for treatment. §
M\, 5p0cific p studies have been in elderly. However, the Acute If acute cholinergi appears (defined as
] should be chosen carefully in mls population due to their greater froquency edrr: dlarrhea and various olher such as bdomit i
rreraell his should require more and salivation), atropine suiphate (0.25 mg w
surveillance. sholild be administered unless clinically contraindicated. Caution Should be
Patients with impaired hepatic function " s 3 in patients with asthma. In patients who experienced an acute and severe
In monotherapy: in patients wnh and llr_ne greater the use of p ic atropine is
than 50%, the of is the risk of subsequent doses of Irinotecan.

and

hematotoxicity is increased. Thus, frequent monitoring of complete blood counts

should be conducted in this patient population.

* In patients with bilirubin up to 1.5 times the upper limit of the normal range (ULN),
the recommended dosage of Irinotecan is 350 mg/m?.

« In patients.with bilirubin ranging from 1.5 to 3 times the ULN, the recommended
dosage of Irinotecan is 200 mg/m?.

+ Patients with bilirubin beyond to 3 times the ULN should not be treated with
Irinotecan.

No data are available in patients with hepatic impairment treated by Irinotecan in

combination. Patients with impaired renal function:

Patients with impaired renal function:

Irinotecan is not recommended for use in patients with impaired renal function, as

studies in this population have not been conducted.

Preparation

As with other antineoplastic agents, Irinotecan must be prepared and handled with

th

- Weekly monitoring of complete blood cell counts is recommended

natology:
during Irinotecan treatment. Patients should be aware of the risk of neutropenia and
significance of fever. Febrile neutropenia (temperature > 38°C and neutrophil

it <1,000 cells/mm?) should be urgently treated in the hospital with broad-
lﬁwubvoncs In patients who expe sevem i

ls a dose red: for There
risk of i and tcxncny in patients with severe

In patients with severe diarrhea, complete biood cell counts should be

Livér impairment: Liver function tests should be performed at baseline and

befdre each cycle. In patients with the oi Iring 1
h hloride is and the risk of h isi
Thus, frequent monitoring of complete blood counts should be conducted in this

i nt populallon Irinotecan should not be used in patients with a bilirubin > 3 times



Elderly: Due to the greater of have been reported. Rare cases of : (low i ion in

hepatic function, in elderly patients, dose selection with Irinotecan should be cautws the blood) mostly related with diarrhea and vomiting have been reported.

in this population. In the weekly schedule, the incidence of severe diarrhea was 44.4% in patients
with bowel Patients must not be treated with Irinotecan until treated with Irinotecan in combination with SFU/FA and 25.6% in patients treated

resolution of the bowel obstruction. with 5FU/FA alone. The inci of severe count

Patients with impaired renal function: Studies in this population have not been < 500 cells/mm?) was 5.8% in patients treated with Irinotecan in combination with

conducted. jr IFAandmZ-t%mpamentstreatsdeSme In addition, median time

Others: Since this medicine contai sorbnol itis i in itary i t status i longer in Iri

intolerance. Infrequent cases of renal i i ion or circula | 1 group than in 5SFU/FA alone group (p=0 046).

failure have been observed in patients who i i of i e dsordarsammmsbmm

associated with diarrhea and/or iting, or sepsis. C i must « Acute Severe d was

be taken during and for at least three months after cessation of therapy. In%dmmneatsd:nmpy-dnl 4%ofpaﬁomstream

combination therapy. mmnsymptomswmdeﬁmduunydm

Driving i
Patients should be warned about the for dizzi or visual | and vanous other such as rhinitis,
which may occur within 24 hours ing the inistration of Iri and Y chills, rnalmse d-zzmm w;sual
advised not to drive or operate machinery if these symptoms occur myosis, and i during or
SIDE EFFECTS within the first 24 hours after the infusion of Irinotecan. These symptoms
Gastoiniestn —_——" i pear after atropine administration. Asthenia was severe in less than
- Delayed diarrhea: I 10% of patients treated in monotherapy and in 6.2% of patients treated in
Diarrhea (occurring more than 24 hours after administration) is a dose-limiting ~ therapy. The causal relationship to Irinotecan has not been cleaﬂy .
toxicity of Irinotecan. | d. Fever in the of inf and without pr—
In monotherapy severe diarrhea was observed in 20% of patients wha follow '"12%°'Pa“°"‘5m°‘“"mwm'"62% prose=rous
for the of diarrhea. Of the evaluable cycles, 14% af patients treated in combination therapy. Mild infusion site reactions have been  p—
have a severe diarrhea. The median time of onset of the first liquid stool was on day 9 3 R s
5 after the infusion of Irinotecan. s y Interstitial and p -
In combination therapy severe diarthea was observed in 13.1% of patients y have rarely been observed. Early effects such as dvsnnsa —
who follow ations for the g of diarrhea. Of the evaluable ';‘?‘V: :::“ reported s i E, v
cycles, 3.9% have a severe diarrhea. cases of pseud E ’ IS tissue P -
colitis have been reported, one of which has been Mild cut have been reported although uncommonly. I
(Clostridium difficile). * Immune system Mild allergic and rare
+ Nausea and vomiting: have been rep
In monotherapy nausea and vomiting were severe in approximately 10% of patients * Musculoskeletal disorders: Early effects such as muscular contraction or cramps
treated with antiemetics. In combination therapy a lower incidence of nausea and and W""z*:;""’e been reported. LT
iting was observed (2.1% and 2.8% of patients, respectivel 3 k.
4 Y-om o E ( of i J.,},l,)m diarrhea and/ in gerum levels of either , alkaline or bilirubin were
or vomiting have been reported. Infrequent cases of renal insufficiency, hypotension rved in 9.2%, 8.1% and 1.8% of the patiens, respectively, in the absence of
liver Transient and mild to in serum

or cardio-circulatory fallure have been observed in patients who experienced

of iated with diarrhea and/or vomiting. I pls of creatinine have been observed in 7.3% of the patients.

- Other i inal events: G ipation relative to and/or I therapy ient serum levels (grades 1 and 2) of either ALT, AST,
has been observed; in monotherapy, in less than 10% of patients and in “i";‘zphm ﬁ m""{'“ "°’°°°b5°“"“ in 1?;/;“% 1% 3"1‘_1’:’?:";:: the
combination therapy in 3.4% of patients. cases of i
ileus, or gastrointestinal hemorrhage and rare cases of colitis were reported. Rare grade 3 was observed in 0%, 0%, 0% and 1% of the patients, respectively. No
cases of were reported. Other mild effects include anorexia, grade 4 was obsen:d T X o 2 i

| pain and mucositis. Y ipase have
Badabdo;:frx'ﬂ‘!"asovdapisr." been very rarely d. Rare cases of h ia mostly related with diarrhea
« Neutropenia is a dose-limiting toxic effect. Neutropenia was reversible and not . vomiting have been reported.
ive; the median day to nadir was 8 days whatever the use in monotherapy System dist There have been very rare post marketing reports of
or in combination therapy. speech with

« In monotherapy, neutropenia was observed in 78.7% of patients and was severe DNGINTERACTIONS
(neutrophil count < 500 cells/ mm?) in 22.6% of patients. Of the evaluable cycles, I blocking agents
18% had a neutrophil count < 1,000 cells/mm? including 7.6% with a neutrophil canhot be ruled out. Since Innolecan has antm activity, drugs with
count < 500 cells/mm?. Total recovery was usually reached by day 22. Fever al Imssterase activity may prolong the neuromuscular bbeklng effects of
with severe neutropenia was reported in 6.2% of patients and in 1.7% of cycles. p and the of non g drugs may be
Infectious episodes occurred in about 10.3% of patients (2.5% of and al 3
were i with severe ia in about 5.3% of patients (1.1% of | OVERDOSAGE -
cycles), and resulted in death in 2 cases. Anemia was reported in about 58.7% There have been of overdo: at'doses up to it ice t
of patients (8% with hemoglobin < 8g/dl and 0.9% with hemoglobin < 6.5 g/d). | i et which may TGRS rbet "’“’:i::gm"m"“m":m
Th ytopenia (<100,000 ) was observed in 7.4% of patients and reported ware severe neutropenia and severe diarrhea. There is no known
1.8% of cycles wl_mu.ﬁ with platelet count < 50,000 cells/mm® and 0.2% of cycles. for Irinotecan. Maximum s care should be instituted to prevent
Nearly all the patients showed a recovery by day 22. : dehydration due to diarrhea and to treat any infectious complications.

*In i therapy, was observed in 82.5% of patients and STORAGE
was severe il count < 500 ) in 9.8% of patients. Of the evaluable

> 9 9 " Stote below 25°C, away from light.
anm‘,’ :z'g:::ta: ;o%e:emw m< '1s.c0000 !oeﬁm fazr:st:';ﬁ;(r‘;?cnzs'nd levh'?:‘ x The Irinotecan solution should be used immediately after reconstitution, as it
7-8 days. Fever with severe neutropenia was reported in 3.4% of patients and cantains no antibacterial preservative. If reconstitution and dilution are performed
in 0.9% of cycles. Infectious episodes occurred in about 2% of patients (0.5% urjder strict aseptic conditions (e.g. on laminar Air Flow bench), Irinotecan solution
of cycles) and were associated with severe neutropenia in about 2.1% of patients be_;‘“d (’"ﬂ‘“_g%"’"'f"’“’d) Within 12 hours, at room temperature or within
(0.5% of cycles), and resulted in death in 1 case. Anemia was. din about 24 hours, if stored at2-8°C after the first breakage.
97.2% of patients (2.1% with globin < 8 g/di). Th ytopenia < 100,000 NTATIONS

cells/mm?) was observed in 32.6% of patients and 21.8% of cycles. No severe

thrombocytopenia (< 50,000 mllsl mm’) has beon observed. Infrequent cases | I

s
IOTECAN THYMOORGAN 40 mg

e ©f renal i or y failure have been observ 40 mg/ Vial (2 ml)
in patients who experienced sepsis. One case of perlpheral thrombocytopenia | IRINOTECAN THYMOORGAN 100 mg:
has been rep in the post: i 100 mg/ Vial (5 ml)

S—— in the number of platelets) and anemia ( in

— the number of red blood cells) may also occur. injegtion.
B Transient and mild increases in serum levels of either transaminases,

BB alkaline phosphatase, bilirubin or creatinine have been observed. Other

—— side effects: A very few patients who become dehydrated as a result of diarrhea,
vomiting or infection may have kidney problems, low blood pressure or cardio-
circulatory failure. Other side effects may occur, but the pdﬂmt do not need to
contact rus physician unless they become troublesome: ha:r Ioss fahgue allergnc
skin ache, cramps, at the
injection site, abdominal pain, inflammation of the lining of the mouth. There
have been very rare post ma:keling repoﬂs of transient spoﬂ\

with

preeenung as pulmonary infiltrates have rarely boon observed. Mild albvﬁc

ur and rare i (allerglcmaM)
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+ Amedicament is a product which affects h, and its
g P s
TH « Follow the doctor's prescription strictly, the fethod of use and the
instructions of the pharmacist who sold the
e SRR xmwn . its benefits and risks.
™ - 4 + Do not by yourself interrupt the period prescribed for you.
formay + Do not repeat the same ith ywrdoamy.w
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Solb/tol Ladlcaad Hydrochloric acid, Sodium hydroxide, Water for

Keep medicament out of the reach of children
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