GEMCITABINE THYMOORGAN

requiring dialysis, mmmaw mmwm
HUS (s0m Bl ncer Sy -Agent Use and under Post-marketing experience in REACTIONS).
Hepatic - Serious i

WARNINGS

Caution - the infusion time beyond 60 minutes and more frequent than weekly dosing have been shown to infrdase toxicity.
Hmwnqy-smcrrABNEmvuoonGANcan bone marrow function as manifested by id, ia (see ADVE!
REACTIONS), and myelosuppression is usually the dose-limiting toxicity. Patients should be for b therapy. See DOSAGE AND
Pulmonary - Pulmon-ry toxicity has been reported with the use of GEMCITABINE mvuooﬂem In cases of severe lung . GEMCITABINE THYMOORGAN
therapy should be and Pulmonary under Agent Use and under Post-marketing
experience in ADVERSE REACTIONS).

Renal - Hemolytic Uremic ) andlor renal one or more i THYMOORGAN. Renal failure leading|
to death or X of af leading to death were due to|

orin

THYMOORGAN alone
combination with other hepatotoxic drugs (see Hepatic under Single-Agent Use ng experience in ADVERSE REACTIONS).
Prognancy- mecmmo GEMCITABINE THYMOORGAN can cause fal ham w a THYMOORGAN

g fetal at doses of 1 in mice (about 1/20f human dose on
a mq/mZ basis). GEMCITAEINE THYMOORGAN is fetal artery, absence at doses of 0.1 mg/kg/day
in rabbits (about 1/600 the recommended human dose on a mg/ma basis). / viability, reduced live ltter sizes, and
wm-nnmmemcmamsmmoouem;nm women. TAB s used during pregnancy, or if the
pregnant wh . the patient shoud be apprised of the potential hazadito the fetus.
ACTION !
TH itabine HCI) is a nucleoside analogue that exhibits antitumor activity. &

GEMCITABINE THYMOORGAN exhibits cell specificity, primariy kiling cells is (S-phase) g the cells through

the G1/S-phase boundary. GEMCITABINE THYMOORGAN is the acti (dFGCOP) and

(dFCTP) nucleosides. The cytotoxic mmewcmemzmmomm s atributed -2 combination of two actons of and the tr

nucleosides, which leads to inhibition of DNA synthesis. First, inhibits rit , which is for

catalyzing the reactions that generate the deoxynucleoside triphosphates for ONA synthesis. Inhibiion of this enzyme by the areduction

in the concentrations of deoxynucleotides, including CTP. Second, GEMCITABINE TH: 4CTP for jon into DNA. The

reduction in the intracellular concentration of dCTP (by the action of the diy of GEMCITABINE TH' L "

DNA (self-potentiation). After the GEMCITABINE THYMOORGAN nucleotide is incorporated into only one additional nucleqtide is added 10 the growing DNA strands.

After tis addition, there is inhibition of further DN NA syniesis, DNA polymerase epsion s inabl @ emove the GEMCITABING THYMOX nucleotide and repair the

" . indu DNA ion, one of

growing DNA 2 strands (masked chain
the characteristics of

triphosphate accumulation or DNA double-strand breaks was observed. In vivo,

‘with cisplatin against the

THYMOO! activ

LX-1 and CALU-6 human lung xenografts, but minimal activity was seen with the NCI-H460 or NCI-H520

THYMOORGAN was synergi
interaction.

greatest

Icer that has relapsed at least 6 months

cisplatin in the Lewis lung murine xenograft. Sequential exposure to GEMCITABINE THYMOORGAN 4 hours before cisplatin
INDICATIONS

Ovarian Cancer. mnmnmumumpmnsmcmmn-numammmmm san
after completion of piunmm bued

Breast Cancer: mmmmmelwmmmmrm4muommdmmww
containi /al

Non-Small Cell Lung Cancer: indicated in with cisplatin for the first-i of patients with ifof

1IB), or metastatic (Stage IV) non-small cell lung cancer. f
Pancreatic Cancer: Gemaublnersnﬁ:a(odnhmmmhm%mmunr(mm&mﬁlsmllaS

cancer after failure of prior anthracycline-
perable, locally advanced (Stage HIA or

IIIIIIIIILI

tage Ill) or metastatic (Stage IV) adeno-

carcinoma of the. is indicated for patients previously treated with 5-FU.
DOSAGE AND ADMINISTRATION
Gemcitabine is for intravenous use o 1
Adults f {
Slnglekgen'llse |
Pancreatic Cancer: hould be ¥ t a dose of 30 for up o 7 weeks (or uni toxicity
or holding a dose), of rest from treatment. on weekly for 3 weeks
mocava.yamus |
Dose Modifications: Dosage adjustment is based upon toxicity the paient. and the elderly is reduced and
women were somewhat less abie to progress fo subsequent cycies. }
Patients receiving Gemcitabine should be monitored prior to each dose with a complete (c8C), count. It marrow
is detected, therapy should be modified or suspended according to the guidelines in Table 1 i *
Absolute granuiocyte count (x 106/L) Platelet count (x VlWL) % of full dok
21000 and 100,000 100
500999 1 o 50,000-99. - il
<500 o <50,000 Hold
Laboratory evaluation of renal and hepatic unction, including transaminases and serum creatinine, shod be peflormed prior f liiatin of therapy and periodically there
after. ution in patients with evidence of significant renal orhepatic impaiment as tefe i insufcient informaion from cinical

smdueswummmu for
Patients

of therapy may have the dose

cycle
locylaemrnmli@umph«wuﬁ:nmﬂl”xilendmoDOOxloBIL respectively, and if toxicity
patients tolerate the the dose for the next cycle can be further incregse

25%, provided that the absolute granu-
Is not been greater than WHO Grade 1. If
4d by 20%, provided again that the AGC

WMM!OMGISOOX'MWIOOMI‘M andmal has not been gr than WHO Grade 1.

Combination Use:

Non-Small Cell Lung Cancer: schedules been wn ‘shouid
be administered mmmmmnﬁ-mmu aw-summm “"“‘;‘J‘w
on Day 1 after the infusion of Gemcitabine. With the 3-week schedule, at 30 minutes on Days 1 and

8 of each 21-day cycle. Cisplatin at a dose of 100 mg/m2 should be administered Imuvsﬂously after the infusion
lpltin sdietraton and hycraton gukdlnes.

Day 1. See prescribing information for

Dosage icity may be required for for usuaa 3 adjustment for
loxlcny is based on the granulocyte and unm prcs, gl day of therapy. Patients should prior to each dose with a complete
blood count (CBC), including differential and platelet counts. If marrow suppression s detected, y shoud b according to the guidelines in

Table 1. For cisplatin dosage adjustment. In general, for severe (Gvada 3ord)
plus cisplatin should be held or decreased by 50% depending on the judgment of the treating physician. During eamanation
poassium, serum calcium, and serum magnesium should be carefully monitored (Grade 3/4 serum creatiine toxkcity for

, therapy wi
y with cisplatin, serum . serum
plus cisplatin was 5% versus 2% for

cisplatin alone).
Breast Cancer:

at a dose of 1250 mg/m2 over 30 minutes on Days 1
d 9

21-day cycle. meube

-—-—-umnnwemmy‘-as«w

prior
g have lmm-mm ;imn >
Dose Modifications: Gemcitabine dosage for y is based on the. count % %m e
pression is detected, Gemoitabine dosage should be modified according to the guidelines in Table 2.
Day 8 Dosage uidelines nation with Paciitaxel | |
G 1061) Platolet count (x 1061) %ol tuldosg | |
1200 and 75,000 100
1000-1199 or 50,000-75,000 1 75
700-999 and 250,000 50
<700 or <50,000 Hold
In general, for severe (Grade 3 or 4) non- toxicity, except alopecia and therapy with be held or decreased by 50%
deperiding on the ucdomect o he et PR For peckas! dosegg eckusimart :
Ovarian Cancer — adose of 1000 mg/m on Days 1 a1 ach 21-day cycle platin AUC
4 should be on Day 1 affer Patients shoukdbe with a complete blood count, including
e Patients X 106/ and a platelet count 100,000 x 106/L ycle.
dosage for hematological toxicity within a cycle tis based on the uio and platelet counts taken on Day
8 ftherapy. I marrow suppression s defected, Gemcitabine dosage should be modified Table 3.
Day 8 Dosage Reduction Guidelines
Absolute count (x 1064) % o full dose
1500 100
1000-1499 S0
<1000 Hoa
In general, for severe (Grade 3 or 4) toxicity, except be el or decreased by 50% depending on the

|uagmnn'm-mm-om For carboplatin dosage adjustment.
is based

cyclesis
smu/dbamm»mnwmaays 7 and'®in case of any of the following hematologic toxicities:
« Absolute granulocyte count <500 x 106/L for more than 5 days.

Absolute granulocyte count <100 x 106/L for more than 3 days. i
3 f

Cycle delay 1o toxicity.
1t any ofthe above toxiclies recur afte the initial dose reduction,fo the subsequent cycle, Gemcilaine Should BBlgiven on Ddy
‘Gemcitabine may be administered on outpatient basis.

for - The of wimncwq Injection
siderations, the maximum cor for is 40 mgimL.

dissolution, and should be avoided.

To reconstitute, msmLofow.swmmcmwhummmwzsmLmomMmcmww he
accour

tions each yield a concentration of 38 mg/mL which includes accounting for the
onamLumnwvul)mwmwwmmmmmmazesmwcm rawal §
g of gemcitabine, respectively. The appropriate amount of drug may be administered as prepared or further diluted with 0.9% S
as low as 0.1 mg/mL.
Reconstituted Gemcitabine is a clear, colorless (o light straw-colored solution. An-mumonswlxnmm

ium Chioride Injection to concentrations

cton, the pH of the resulting solution fies

‘whenever solution or container permit. If
IF). Discard unused portion. Solutions of

polyvinyl chioride bags and

in the range of 2.7 10 3.3. The solution should be inspected visually for particulate matter prior 1§

particulate matter or discoloration is found, do not administer.

Whenplspﬂmdusﬂnm Gamcﬂabhﬂwullon!mwh?‘mmmmmnzb“wk‘c(”‘hﬂ
should not be 1

The compatibility of Gemcitabine with other drugs has not i .No ilities h been

‘administration sets.

ummmotemmmmuemwuawmamm«nmnmmmnwnmm

Caution should be exercised in handiing utions. The use of gloves is I

20° 10 25°C (68° to 77°F).
contacts the skin or mucosa,

-nmsa-my-nnmw\mmnwwnnmmmmmmummmws amounts of water. Al

irritation has not been observed in
absorption.

animal studies, 2 of 3 rabbits exhibited drug-related systemic toxicities (death, hypoactivity, nasal

discharge, ¥
mummmmﬂamnmmmm Several guidelines on this subject 1-5 There is no general
CCONTRAINDICATIONS 1
Gemcitabine s contraindicated in those patients with a known hypersensitivity o the drug. L
WARNINGS AND PRECAUTIONS
wmumas

Caution: Prolongation of the infusion time beyond 60 minutes and more frequent than weekly dosing have been 10 incréase toxicity.

Hematology: Gemcitabine can suppress bone marrow function as manifested anemia, is usually the dose-
limiting toxicity. Patients should be monitored for myelosuppression during therapy. .
Pmm:ymmrynubumemmmnmemalemmm n cases of severe lung oxicity, should be di
o ¥ o masataln e ¥

Renal: Hemolytic Uremic Sym.ivome (HUS) and/or renal failure have been reported following one or more doses of Gemitabing. Renal failure leading to death of requiring
dialysis, despite discontinuation of therapy, has been rarely reported. The majority of the cases of renal failure leading to 10 HUS.

Hepatic- St iy S Y —
o e ey i 35

Pregnancy: Pregnancy Category D. can cause fetal harm when administered to a pregnant woman. fetal
(mm.mmmm)mmmsnwanymmm| the human dose on a is fetotoxic causing
fetal malformations (fused pulmonary artery, absence of gall bladder) at doses of 0.1 mg/kg/day (womveoom amg/m2 basis).
Embryotoxicity was characterized by decreased fetal viability, reduced live litter sizes, and udies of in pregnant women.
If Gemcitabine is used during pregnancy, ommepam«mmgmmwnumamﬁ- Meuanerl,mmbsqmbﬂﬂmpmem’dhnudwme!mus,
PRECAUTIONS

General: Patients receiving therapy with Gemcitabine should be monitored closely by a phy: in the use of tic agents. Most adverse
events are reversible and do not need to resul in discontinuation, although doses may need to be withheld or reduced. There was a greater tendency in women, especially
older women, not to proceed to the next cycle.

Laboratory Tests: Patients receiving Muwwmemmmmmmucaq uding diferential and platelet count.
Laboratory evaluation of enal and hepatic function S e perormed prior o niaon ol therag g period y theréatte

Carcinogenesis, Mutagenesis, Impairment of Fertilty: Long-term animal 10 evaluate not Gemait-
‘abine induced forward mutations in vitro L5178 assay in vivo m

‘when tested the Ames, in vivo sister , and in vi -bwaﬁmmp.udmrm:a DNA . Gem-
MIPMQOSWWIM“MMW”M.WMM)MMmnohldan i

decreased fertility, and decreased implantations. In female mice, fertility was not affected i 15nwn.ylvummmommm
dosemawmzbm)wlmmymmmwasmnoznmyw(lw!/13000' human dose or} a mg/ma2 basis).

Pregnancy: Category D.

Mothers — It is not known whether Gemeitabine or its metabolites are excreted in human milk. drugs in human milk and because of
the potential for serious adverse reactions from Gemcitabine in nursing infants, the mother should be warned and & decision shoid be made whether to discontinue nurs-
ing or to discontinue the drug, taking into account the importance of the drug to the mother and the potential risk 3
Eiderly ine clearance is affected by age. There is no evidence, unusual dose yther than those already recommended
in DOSAGE AND ADMINISTRATION) are necessary in patients over 65, and in general, adverse feaction rates, database of 979 patients were
similar in patients above and below 65. Grade 34 was the In the inaton with

ovarian cancer, 125 women treated a w
between older and younger women. There was. higher Grade 3/4 neutropenia in women 65 years of rall, there were no substantial differences
in toxicity profile of Gemcitabine plus
Gender — ine clearance is affected by gender. In the single-agent safety g adjust-
ments (ie., other than those already in DOSAGE AND N) . In general if uwb—.gmmoﬂemmne,
adverse reaction rates were similar in men and women, but women, especially older women, wers more ikely not o proceed t 4 subsequent cycle and to experience
Grade 3/4 neutropenia and thrombocytopenia.
Pediatric Patients — The effectiveness of Gemcitabine in pediatric patients has not been demonstrated. Gemcitabine was evaluded in a Phase 1 trial in pediatic patients
wmrdrmoryleukemumddelem:mdmalmemaxnmmblumdouwn|0nWrn2Imm(or860mmm“n— by a one-week rest period.
/as also evaluated in a Phase 2 trial in patients with relapsed acute leukemia and
IGI&ukmrunom)\.Ig!memwswmmmmmnmwm!mhyamwmmqod included bone marrow suppres-
nausea, and which were similaf fo adults. No meaningful clinical activity
mm—mnmmzm P-om:-m should be used in preexisting renal impairment
uhonimuynmnmmmmmmwwwm— : Gem-
citabine in patients. g-a-n or iver lead
mmma ¥ I
Drug Interactions — No specific drug interaction studies have been conducted. For information on mmspmh
Radiation Therapy — toxicity has use of
Gemitabine more than 7 days before
or ater radiation, other than radiation recall. Data suggest that Gemcitabine can be started after the .esomdomleas\omvmkm
radiation. Concurrent (given together or <7 days apart) — Preciinical and clinical studies have shown that activity. Toxicity associated with
this multimodality therapy is dependent on many different factors, including dose of dose of radiation, radiotherapy
planning technique, the target tissue, and target volume. In a single trial, where for up
tive weeks with i potentially ing mucositis,
especially esophagitis m, 4795 cm3).
studies have been suggest ind less severe toxicity. However, the
optimum regimen for safe administration of Gemcitabine with therapeutic doses of radiation has not yet been deten types.
DRUG INTERACTIONS
1and8) (75 mgim2 on Day 1) were administered in NSCL ce ol
|26UMIrl|2mdely!was|07Uhrlm2 Thdowmdclsplannlnmssamsmﬁymmmodmbssﬂmunmﬂ a comesponding hall-ife of 134 hours.
Analysis of data from metastatic breast cancer that, on average, has litie or no effect on (a,..m.mmm, of
p.sdnualandpaclmnmmmmmm Data from NSCLC itabine and carboplatin given
does not alter the carboplatin compared to of ither singe- owever, e 15 wila Confance
.mwu-w-uunwm interpatient variability may be observed i
SIDE EFFECTS - +
Gmmmmsmnm-umvnmyurmm both as a single-agent and i
Shogi:gent Ues; Myslceppresslon e o Mmmnwmeemmmww s toxicity are frequently needed
in DOSAGE AND ADMINISTRATION. t -1F
mu-mnuunb-ummm g asa weekly as a 80-minute infusion for treatment of a wide variety of
Dmnmmmmm cancer treated in 5 clinical
studies. The frequency of all grades and severe (WHO Grade 3.or 4) adverse events were generally similar in ‘database of 979 patients and the
mdmmmummum« Adverse reactions reported in the single-agent safety therapy in about 10%
of patients. In the i rate for 14.3% for the am and 4.8% for the 5-FU arm.
wwmmumm.-m-ﬂ.u.a,——-— y Table
it, for at least 1 ‘except the categories the Renal,
Puimonary, and Infection wmnu-smmdaum* trial of and 5-FU in the same adverse events as
those in Table 4, regardiess of
u-a-u in Patients g Single:
(% incidence)*
All Patients” Pmlltu’ Di
Al [ Garde [Garde | Al [ Garde [ Garde AlPd
Gardes| 3 3 |Gades| 3 3
5
Hematologic
Anemia | es 7 1 73 8 2 <
Leukopenia 9 <t 6 if 8 1 4
Neutropenia 63 19 6 6 | 17 7
Thrombocytopenia 24 4 1 < <1 <
Hepatic
ALT 68 8 2 72 10 l.
AST 67 6 2 78 12 :
Alkaline Phosphatase 55 7 2 77 16 -
Bilirubin 13 2 <1 26 6 2
&
Renal i
Proteinuria 45 <1 o 32 o
s o 3% “ 2 "
6 "o“‘ %"" 15 .‘ hio "
Creatinine 8 <1 0 6 0
None-laboratory”
Nausea and Vomiting e | 13 1 71 10 2 <
Pain 48 9 <1 42 6 <t <
Fever 41 2 ) 38 2 o <
Rash o | <« 0 28 | <« o <
Dyspnea 23 3 < 0 | o <t <
Constipation 23 1 < 31 3 <
Diarrhea 19 1 o 30 3 0 J
Hemorrhag 17 <1 <1 4 2 <1
Infection 16 1 <t 10 2 <t <
Alopecia 15 <1 0 16 0 )
Stomatitis n <1 o 10 <1 <
| Somnolence n < |« n 2 g < o
Paresthesias 0 | <« 0 10 <t o

rade based on criteria from the World Health Organization (WHO).
;muo-on all patients with laboratory or non-laboratory data.
N—|S1 -241; all pancreatic cancer patients with laboratory or non-laboratory data.
"w of causality.
‘meyammmtowlmzm% For approximately 60% of the patients, mw-mm‘mwm

i)
Selected WHO-Graded Adverse Events From

Gemcitabine®
A . | craces | Graces| A [ Grades | Gradels
Grades Grades |

Laboratory”
Anemia 65 7 3 45 0
Leukopenia 7 10 0 15
Neutropenia ] 19 7 18
‘Thrombocytopenia 47 10 0 15
Hepatic
ALT 72 8
AST 72 10
Akaline Phosphatase | 71 16
Bilirubin 16 2 :
Renal
Proteinuria 10 0 0 2
Hematuria 13 o 0 0
BUN 8 0 0 10
Creatinine 2 0 0 0
|
Nausea and Vomiting | 64 10 3 E
Pain 10 2 0 7
Fever 30 0 0 16
Rash 24 o o 13
Dyspnea 6 o 0 3

10,13 [ * 11
Diarrhea. 24 2 [ )
Hemorrhage [ [ 0 2
Infection 8 0 0 3
Alopecia 18 0 0 16
Stomatitis 14 0 0 15
‘Somnolence 5 2 0 7
Paresthesias 2 [ 0 2

i & B




|

'emmwmmmmmwwmmo-wummm) 1
; all Gemcitabine patients with laboratory or mlawmmy data.
N=61-63; all 5-FU patients with laboratory o non-laboratory data.

b

c
Regardless of causality.

9 Non-laboratory events were graded only if assessed to be possibly drug-related.

In studies in is the dose-limiting t0» but <1% of

therapy for either anemia,

leukopenia, or wlrenswlndbyw%alpltnnu Tholvlﬁdowedluvp—;ra

than 1%. Petechiae or mild blood loss
should be moni

Red biood cell
m),mwm,wuwhmmm;mmmumu
during and dosage modified or

therapy suspended according
Gmulmmhal-Nlmummmme(M)MwmmdmzwmuwM
occurred in <15% of patients. Diarthea was reported by 19% of patients, and stomatitis by 11% of patients.

and ‘Grade 3/4)

70'/.Mpmnma but there was no

including liver

Uremic Syncrome (HUS) were eported n

of HUS

Hepatic — In clinical trials, Gemcitabine was associated with transient elevations of one orbom serum i
evidence of increasing hepatic toxicity with either longer duration of exposure fo total Seriou
failure and death, has been reported very rarely in with Other poter

Renal — In clinical trials, mild proteinuria and hematuria were reported. Ct-calﬁndmgl consistent with the

6 of 2429 patients (0.25%) receiving Gemcitabine in clinical trials. Four patients HL apy, 2

should be considered if the patient develops anemia with of microangiopathic hemolysis, elevation of bilirubin or LOH
andlor evidence of renal failure (elevation of . therapy i

red.
Fever — The overall incidence of fever was 41%. Thvsuslneormulwnwmudumwrﬂmnnm)wmm:m

reticulocytosis, severe thrombocytopenia,
Renal failure may not be reversible even

may cause fever in the absence of

clinical infection. Fever was frequently associated with other flu-like symptoms and was usually mild and clinically

Rash — Rash was reported in 30% of patients. The rash was typically a macular o finely g
trunk and extremities. Pruritus was reported for 13% of patents. e

of mild ity i ing the

Pulmonary — , has been reported
nied by bronchospasm. Pulmonary toxicity has been reported with the use of Gemcitabine. Tnembgyomnﬂ-lmsnsm
should be discontinued. Early use of supportive care measures may help ameliorate these conditions.

accompa-
fown. If such effects develop, Gemcitabine

due to edema.

Edema — Edema (13%), peripheral edema (20%), and generalized edema (<1%) were vepoﬂsd Less than l'ﬁF patient:

cough, chills, and myalgia were com-

Flu-like Symptoms — *Flu syndrome" was reported for 19% of patients. Individual symptoms of fever,
‘monly reported. Fever and asthenia were also reported frequently as isolated symptoms. Insomnia, rhinitis, sweating, and m
1% of patients discontinued due to flu-like symptoms.
~ Infections were reported for 16% of patients. Sepsis was rarely reported (<1%).
ia — Hair loss, usually minimal, wnsmpoﬂndby‘s%olpumms !
Neurotoxicity — There was a 10% i and a<1% rate of
Extravasation

lise were reported infrequently. Less than

is not a vesicant.

- Imwroh.dmmrwhdlw4%olpslm Mwmmmdnw
reaction has

should not be 10 patients.

&WmmmmmeZ%ovmu
with a known hypersensitivity to this drug. |

Cardiovascular — During clinical lnals 2% of patients therapy with ‘events sudh as myocardial infarction, cerebrovascular
and - Many of these patients had a prior history of umg disease.
C in Non-Small Cell Lung C: 35% injection
lnd‘?%dmlplu“nkmmmmmmvm“wﬂ\e than 90% of patients on the
combination, versus 16% on cisplatin. Study discontinuations for possily drug-related fs occurred|in 15% of pgints on the combination arm and 8% of
patients on the cisplatin arm. With a median of 4 of Gemcitabine plus cisplatin treatment, 94 of 262 patiaits (36%) a total of 149 hospit due
10 possibly treatment-related adverse events. With a median of 2 cycles of cisplatin treatment, 61 of 260 patient$ (23%) 78 italizati 1o possibly
treatment-related adverse events.
In the Gemcitabine plus cisplatin versus etoposide plus cisplatin study, dose with 20% of G and IS% of cisplatin injections in the
Gemcitabine plus cisplatin arm compared with 20% of injections und |5% O' i in arm. ‘median of 5 cycles of
Gemcitabine plus cisplatin treatment, 15 of 69 patients (22%) i i ﬂ\. w adverse events. With a median of 4 cycles
of etoposide plus cisplatin treatment, 18 of 66 patients (27%) 2 . In patients who completed
‘more mun one cycle, dose adjustments were reported in 81% of ms Gwmcmm plus. usplnnn mms eomgd with etoposide plus cisplatin arm. Study
possibly drug- 4% of patients on in 8% of patients on plus.
am. The inck o f requency m i
(80%) W therapy dosage ic toxicity cisplatin dose were

less frequently requ
Table 6 presents M slmy data Irom |ho Gemcitabine plus cspllhn versus cisplatin study in non-small cell cancer. Thel Ni
used. The 4 (1.5%) possibly treatment-related deaths,

3 ref
andmc-gmm-umreamcmoomwmwm Noaemumnummmwonmam

C! Common Toxicity Criteria (CTC) were

fting from with infection

batin arm, Nine cases of febrile neutropenia
s - i odronay i

were reported on the combination therapy arm compared to 2 on the cisplatin arm. More RBC and platelet

was observed.

cisplatin arm. occurred more frequently on the comoination arm, and in 4

: ot
were required in 21% of patients on the

Myelosuppression
was reported in 4% of patients on the Gemcitabine plus cisplatin arm compared to 1% on the cisplatin arm. Platelet
combination arm and <1% of patients on the cisplatin arm. Hemorrhagic events occurred in 14% of patients on the

arm and 4% on the cisplatin arm. However,
cisplatin arm, versus 13% on the cisplatin

severe hemorrhagic events were rare. Red blood cell ransfusions were required in 39% of the patients on
arm. The daa sugges! cumulative anema wih continued Gemciabine pus cispatin se, Nausea and vomiting Gespie o g
cisplatin agent

of antiemetics occurred slightly more often

with Gemcitabine plus therapy (78%) than with cisplatin alone (71%). In studies.

nausea and vomiting (58%

of Grade 3

report
‘were associated

Renal
dspllﬁn than with cisplatin monotherapy. Neurohearing toxiity was simiar on both arm
iith Gemcitabine

dysrrhyth
plus cisplatin compared to one (<1%) Grade 3 dysirhythmia reported with cisplatin thefapy.
wnﬁmemummmummemmbmpm combination arm. Table 7 presents data from
etoposide plus cisplatin in 135 patients with NSCLG for the same WHO-graded adverse events as those in Table 5. One death

plus cisplatin versus
(1 5%) was reported on the Gemcitabine
to treatment occurred on the etoposide

w;mﬁnmdmhMumrwuammmwmmwm
Grade 4

plus cisplatin arm. The overall i cisplatin arm was less than on

plus cisplatin . (28% versus

56%). S.pslswnsom\oodbymdumsonmnam-mm Gmde!lnsmtaandandssl
who received

in versis 21% of
patients

d etopcmde plus cisplatin.

received Gemcitabine plus cisplatin versus 8% of
. On the

cisplatin. Grade 3/4

it ‘arm| 79% of participants were
10 febrile compared to 12% on the etoposide plus cisplatin arm. More than twice as many ‘omissions of a scheduled dose of
Gemcitabine as , which may explain the differences in the incidence and febrile ia between treatment arms. Flu syndrome
was reported by 3% of patients on the Gemcitabine plus cisplatin arm with none reported on Eight plus cisplatin
arm reported nmpmnn(zx)mmmpmmww.mm. "
Trial of Plus Cisplatin NSCLC CTC Grades (%
! ) il
Gemcitabine plus Cisplatin' Cisplatin’
All Grades | Grade 3 | Grade 4 | All Grades | Grade 3 | Grade 4
Laboratory” ]
Hematologic i '
Anemia 89 2 3 67 6 "
RBC Transfusion’ 39 ¥ 13 L|
Leu 82 35 1 25 2
Neutropenia 79 2 35 20 3 il
85 25 25 13 3 1
Platelet Transfusions® 21 <t f L
| 75 25 18 51 12
Hepatic |
Transaminase 22 2 1 10 1 o
Akaline Phosphatase| 19 1 0 13. & o o
Renal 4
Proteinuria 23 0 0 8 I o o
Hematuria 15 0 0 13 0 0
Creatinine 38 <1 31 2 <t
Other Laboratory
| Hyperglycemia 30 4 23 3 0
| Hypomagnesem:a 30 4 - 7 b2
Hypocalcemia 18 2 0 1 0 1
Non-laboratory” !
Nausea 93 25 2 87 20 €1
Vomiting 78 1 12 7 .10 9
iAlopedia 53 1 0 33 0 0
Neuro Motor 35 12 0 15 3 o
| Constipation 28 3 0 21 o 0
Neuro Hearing 25 6 0 21 6 0
Diarrhea 24 2 2 13 o 0
Neuro Sensory 23 3 ° 18, 1 o
. 18 3 2 12 1 o
Fever 16 0 0 5 0 °
Neuro Cortical 16 3 e . 3 b
Neuro Mood 16 3 LR R b
Local 15 0 0 r; 2 4
Neuro Headache 14 ° o & o b
Stomatitis 14 1 0 5 0 0
4 1 0 4
Dyspnea 12 4 3 n ‘;’ 4
Rash e 1 0 1 7 1 E
1 0 0 3 o

* G
rade based on Common Toxicity Criteria (CTC). r»nmwmhmmmnmawﬁmmh

* N=217-253; all Gemcitabine plus cisplatin patients with laboratory
on Day 1 every 28 days. o

* N=213-248; -Inhumunmmmnhw.mmmnmmydm Cisplatin at 100 mg/m2 on Day 1 every 28 days.

1,8, and 15 and cisplatin at 100 mg/m2

*Non-laboratory events were graded only f assessed to be possibly drug-related. y— g
Selected WHO-Graded Adverse Events Fi Trial us
i of
oy Cisplatin in NSCLC WHO Grades
plus | E Cisplain’
Al Al
& Grade 3| Grade 4 | . " |Grade 3 | Glade 4
Laboratory’ T
Hematologic
Anemia 88 ! 1
RBC Transusions* 2 | 2 ol B 2
% |
Neutropefia P pa ) 7
81 o 28 . 20 56
Platelet Transfusions® 3 » - 8 8
Hepatic
:’r : g 0 12 0 0
[ 1 0
Phosphatase 16 0 0 1 ) g
Bilirubin o ) 0 0 0 0
Proteinuria 12 0 o L] 0
22 o 3 10 0 0
R 6 0 0 4 |io
| Creatinine: 2 0 0 2 ¥ o
Non-laboratory”
Nausea and Vomiting 9% 35 sl e | 19
Fever 6 [] 0 3 1o
Rash 10 0 0 3 0
Dyspnea 1 0 1 3 0
| Constipation 17 0 0 15 |#o
Diarrhea 14 1 1 13 0
Hemorrhage 9 o 3. 3 o
Infection 28 3 1 21 . 8
Alopecia 7 13 0 92 51
Stomatitis 20 4 0 18 { 2
‘Somnolence 3 o o 3 2
38 [ ) 16 2
* Grade based on criteria from the World Health Organization (WHO). i " .
“N=67-69; all Gemcitabine plus cisplatin patients with laboratory or y data. at 1250 ﬁ

1 every 21 days.
'Wzm?;rmmmmmmmlmmumwmam Cisplatin at 100 mg/m2 on Day 1 and IV
“Regardiess of causaiit. I
'Pmmmmmumw«nnm-mmwm i
" Non-laboratory events were graded only if assessed to be possibly drug-related. f
'Pain data were not collected. 4
Combination Use in Breast Cancer: m*— versus mmms

8 and cisplatin at 100 mg/m2 on Day

jtaposide at 100 mg/m2 on Days 1, 2, and

mﬂmbﬂloﬂ‘“‘ am. On

injections and 5% of pa-
doses

mwd%o‘mmmmowm Atotal of 18 patients (7%

AR5 the ety becaish of ENATED PRIl The OO o deaths on study or within 30

<1% of paciitaxel
rm and 12 (§%) on the paclitaxel
were possibly drug-related,

after study dr
one on each arm. Table 8 presents the safety data occurrences of 210% (all grades) from the in e

plus paciitaxel

study in breast cancer.

Adverse Events From Comparative Trial of Gemcitabine Plus Paciitaxel Versus in CTC Grades (% incidence)
Gemcitabine plus Paciitaxel
Al Grades | Al
Grades | Graded Grades | Grace |14
|
6 6 1 & sy abils <t
6 31 17 31 4 7
2 5 < 7 < <
21 10 1 12 $ 2 0]
18 s <t 6 <t
16 2 0 s <1
> 14 4 %2 19 3
s 1 <t 58 3 0
40 1 0 = 31 2 0]
= 6 < ) = 1 <
5% 4 0 33 3 <
3 2 0 15 2 0
4 3 o i 22 2 <
-4 3 0-oighe 13 2 0
14 0 o #F 12 <1 o
13 2 <1 10 e
13 1 <1 8 <1 o
a < o |} 3 0 0
v <1 [ 12 0 0|
it 2 0 10 <t
b <1 0 8 <t
4
<1 <1 5 o 0f
* Grade based on Common Toxicity Criteria (CTC) Version 2.0 (all grades =10%). {
* Regardiess of causalty. '
* Non-laboratory events were graded only if assessed to be possibly drug-related.
mmngmmmm:mmmxmmmx%maumg of patients on either arm. are the incidences of Grade 3
and 4 adverse events paciitaxel): febrile 1.2%), Imhnn ©08% ). dyspnea (1.9% versus 0), and
mwm(nmw-oh)mmmmmdw in patients 65 years or older, as
compared to patents younger k »
\u%dm-unmmmmmm,vmnammmmn alone arm. On the ati 13.7% of
02% were omitted, compared 10.0% of carboplatin doses on the carboplatin alone arm. Yhmm i due to adverse
ennum-m(mwmmsu 4 v
Tmspm-numemmmm-uwm)mmghmwuummmwmwm
Adverse Trial of Versus
le- mo—-nc-wqcrcm-u-(% )
mm:-m-‘ wnt‘-"D
Al Grades | Grade3 | Grade4 |AlGrades | Grade3 | Grhde 4
Laboratory
Hematologic :
[ Neutropenia % 42 2 [s8 " 114
Anemia 86 2 6 75 9 2
Leukopenia 86 48 5 70 6 <
78 30 5 57 10 1
RBC Transfusions’ |38 15 }
Platelet Transfusions |9 |
Nausea 69 6 o 61 3 0
Alopecia 49 o [ 17 o 0
Vomiting 46 6 [ 36 2 <
42 6 1 37 3 0
Fatigue 40 3 <1 32 5 0
ny-sensory |29 1 o 27 E 0
Diarrhea 2 3 0 14 < 0
Stomatitis/pharyngitis |22 <1 0 1 o o
Anorexia 16 1 o i 0 0]
_ana-ou.amm mnmonum Toxicity Criteria (CTC) Version 2.0 (all grades 210%).
cau
'Pumnnmummmmwmnnmwmmmcrcmm Blood transfusions included both packed el biood cells and whole blood
In addiion to blood product as listed in Table 9, as also managed with hematopoetic agents. These agents were administered more fre-

hﬂms 23.6% and 10.1%,

agents: 73%lnd39% rolpoclww)

Quently than
The following are the clinically Msv-mmwm uglmlondm hllm:rndh 1% and <10% rades) of
the incidences of Grade 3 and 4 adverse ever i . (‘g o

AST or ALT elevation (0 vetsu

1.2%), dyw\.l(&”&w‘n?’%).

febrile neutropenia (1.1% versus 0), ......1zs$vmu.| 1%), reaction (2.3% versus 2.9%), m ropathy (1.
rmm«nnqumv-m-o) No differences in the and nts.
o (N i laboratory y events 65 years or older, ueomp-dm
are based on

Wumm-me«mmhmmmmmmmmnu Decisions to in
rapomng, or potential causal connection to Gemcitabine.
ovascular

of the event, frequency of

— Congestive heart failure and myocardial infarction have been reported very rarely with the use of
Meulumnl.lw'hm been reported very rarely.
Vascular Disorders — cmwmmmymmumwwommw rarely.
Skin — Wumwﬂn'\—loowsh\].mondhmslnmlmmdemnvmmmnbm,mrmmskl
bullous skin eruptions, have been reported very rarely.
m—lmmmmtmnmmm part

supraven-

pactions, including desquamation and

gamma-glutamy! transferase (GGT),
pen reported very rarely in patients receiv-

(AST), alan (AL,
alkaline phosphatase, and biirubin lovels have been reported rarely. s«mmmxwmauamlwmmnmmmn
emm»-unommmmmmmmmmmm rugs.
Pul - toxicity, puknooary ok puumwymnu and
g one o

syndrome (ARDS), has been
of pulmonary symp-

and death

1oms p 10 2 weeks after the last
m—mmm(mmwmmmmm

ing dialysis, despite discontinuation of therapy, huh.mnmy reported. Tmmdmmdmmlunglmbum

Injury, Poisoning, and Procedural
OVERDOSAGE
There is no known antidote for overdoses of

recall reactions have been reported.

rash were the

and severe

therapy.
Renal failure leading to death or requir-
were due to HUS.

seen when a single dose as high

as 5700 mg/m2 was administered by IV infusion over 30 minutes every 2 weeks to several patients in a Phase 1 study. Inmqr.wmsummdwm‘mplﬁm

should be monitored with appropriate blood counts and should receive supportive therapy, as necessary.
STORAGE o
Store below 25°C. Do not refrigirate. "
PRESENTATION

Vials

GEMCITABINE THYMOORGAN 200 mg:  Gemcitabine (as HCL) 200 mg

GEMCITABINE THYMOORGAN 1000 mg:  Gemcitabine (as HCL) 1000 mg

Excipients: sodium acetate, hydrochioric acid andsor sodium hydroxide.

THIS IS A
affects your health, and its consumption contrary

prescription strictly, the method of use and the instructions of the:
pharmacist who sold the medicament.
+ The doctor and the pharmacist are experts in
* Do not by yourself interrupt the period of treatment

medicine, ts benefits and risks.
for you.
+ Do not repeat the same prescription without consulting your doctor.




