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B 1 drochloride is a nucleo:

‘Gemcitabine HCl is 2’-deoxy-2’,

s a molecular weight of 299.66.

h Iy éolublg inﬁmethanoi,{and,

: deoxynucleotxdes, mcludmg dCT ;

Second, ge,mmtabme-h*xphosphat ;
the intracellular concentration o
“of gemcitabine triphosphate
incorporated into DNA, only o
addition, there is inhibition o
the gemcitabine nucleqtlde and :
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T 1ymphob1astord cells, gemcuabme ‘mduces lntemucleosomal DNA ﬁ'agmentatron, one of the
characteristics of programmed celI-‘d th. .

Gemcitabine demonstrated dose-d ende 1t syn ergrstrc actwrty with cis latin in vztro No effect of

breaks was- observed In

0 or NCI-HSZO xenografts
_graf’t Sequential exposure to

ients who received a single
ek 92% to 98% of the dose
nactxve uracil metabolite, 2'-
: os_e ‘The metabolite dFdU is

1000 mg/m2/30 minute mfusmn of radxolabe d drug. Withi
was recovered almost entrrely in the urme e

solid tumors. Pharmacokmetrc b
“durations of therapy given weekly
minutes) and long 1nfusmns (70 to 28[ X
mg/m2. : i

ment model Populatron
,.ed that the volume of
on and gender Clearance
ume of distribution based on
es in half-life and plasma
me followmg short infusions -

Gemc1tabme pharmacokmetlcs arez,f “nqar and are desenbed

concentranons Table 1 shows plasma, ‘lear ane S

for typical patients by age. and gender
Table 1: Gemmabme i
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THalE tife fmpaheuts moelmng a shm

,. ‘lectmg a greatly mcreased ,
in women and the elderly result in

1 and CALU-6 human



assessed

The active metabolite, gerr‘xcnabmk e
cells. The half~11fe of the termmal
from 1. 7to 194hours ‘

Drug Interactions — When
Day 1) were adrmmstere, 1SC
“and on Day 8 was 107 L/hr/me.

mL/min/m* with a cerres
’PRECAUTIONS) i

Breast Cancer — Data from a muit

y contramdlcated :
pachtaxel 175

cumen € pr 1 , rate onoth yw:thpachtaxeiasf
shown in Table 2 and > 1. F A str nd toward improved survival for the
group given ' et G‘ » : , ,




mwm C S }wmﬁ:{

Hamxmgsm cL

Lo
= Le

€ g8i

- Figure 1: Kaplan-Meler Cu_,
Pachtaxel versus Pachtaxel B




vNon-Srrizdll Cell Lun Cancer  — Dat ror ] r | studies (657';patierrt‘s)
support the use of . bina ith cisplatin for the { é{treatrne;nt,:-ofzpaﬁents_ .

‘ ftheU S and Canada e
cel ed cycle w1th}

demographxcs :
% of patlents on the

p=0. 008 two-sxded) Medl,
cisplatin arm compared to
obJectwe response rate

for the etop
; c1splat1n arm

Quality of Life (QOL): QOL '

: plus c1splat1n versus c1sp ‘










Pancreatic Cancer — Data fron
locally advanced or m

“anal gesic consumpti
P>erfonnaxace, Scal;e),

¢ kpomt decrease m '

it ded two—axm, ;

1ntravenously ata weekl
‘shown in Table 4. Patie
benefit response, survi
for survival is shown in Figure
treatment ;




9—month probabmty
1-year pmbabxhty

Range e

95% CI of the medxan

with 5-FU, One patient «
(pain intensity, anal‘ge‘S' ‘
arm and 2 patients on
intensity with stable per
analgesic const ptlon




~and 150 mg/ mﬁ‘
.:ﬂu-hkek symptoms ;

's1gmﬁcant toxmty, deﬁn
above a 270-minute infu
‘infusion (see CLINICA



“minutes (see WARNINGS) |

Therapeutic lnd' ations

o V) non-small cell yhmg cancer., i

Pancreattc Cancer ot -

: advanced nonrese
pancreas.

Hematology

thrombocytop :
dose-limiting toxicity. P
,DOSAGE AND ADMINI S

Pulmonary—-—PulmOn y toxici
 lung toxicity,
care measures 1nst" ut

sectlon)
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expenenced in the use o’
not need to result in dlS

Laboratory Tests — Patle'\ :
»complete blood count (CB,
Id

a'decxsxon should be i
unt thc 1mportance of



& smgle-agent safety data
‘ adJustments (1 e., other th

Tox1c1t1es -observed included b
: transammases nausea, and rash/

‘Single-Agent Use: Myelos\ I
- Dosage adjustments 1
AND ADMINISTRA ; ON :

 The data m
weekly as
starting dos
pancreatic ¢

979 patlents and the o
the =smgle~agent safety

,tmn catcgcnes Table '
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6 presents the data from ,;-,theg,, ‘

i ncreatic cancer for the
~ same adverse events as th G '

Agent Gemcitabine
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Table 6: Selected’
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Gastrointestinal -—-Nausea S t mmonly reporte [ (69% .erekusually of mild to

‘moderate severity. Severe ea any ade 3/4) occ 1n' <15% of pauents ;
Diarrhea was reported byl f B , ‘

.....

experlence)

Fever — The overall i
(16%) and m'

: Pulmonatjy ak
assomatlon w1th

'market;mi gxpenencg) ‘
conditions.

Edema — Ei.i.ema»(l‘i%%),;p riphe
-than 1% of patients discontinue

Flu-lzke Symptoms - “Flu syndro ne” 1
:h ‘ .;,Fever and 1stl

g, and malaise were

Infection — Infections;w,cre rep '

Alopecia — Hair loss,usuallymmlm 1, was rted by 1. ‘/qfdf patients. f




17

Neurotoxicity — There was a 10%7" ide ceﬂg*yofk mild paresthesaas and a  <..'515%  rate of sﬁevéi*e'
paresthesias. : i Gy s R e , ,

V:Extravasatzon — Injection-k
ofi mjecnon site necrosis. [

from myelosuppressxon w1
' mfectlon No deaths due
‘neutropenia were reported



One death (1
associated

: ngen to 29% of the | pa

_etoposide plus cisplatin
v ﬁ plus cisplatin

' and vomltmg were ‘also more

"'bly treatment— 1 |

l’panent (2%) :
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: two deaths on study or
 one on each arm. -




~Table 9 presents the'safefy data
_ versus paclitaxel study in b

Table 9: Adverse Ex

foo [cfruf

locecocooccocoiolfcow

,(0 8% versus 0. 8%), dys )

F;No dlfferences in the 1nc1d ; aborator; » 31' observedm ‘DatiéntSf,65 ’



in combmatlon w1th
seriousness of the event,

Vascular .
vasculitis, whi

duetoHUS.

“There is no known antid

'LV. infusion o&}er 30 1
suspected overdose, th

;Supportlve therapy, a 5 neCessary




R s /o7 intravenous use onb

 Dose Modificdtiéns =g
experienced by the pat
women were somewhat

;’idose of 1000‘

cyc es'« shouid cons1st of

: :hematclogic toxicity
18 reduced‘ and

e blood count
; “therapy should bej

; <500

~ ”Laboratory evaluatlon _
should be performed p

hematologlc toxi ty,has net bee

: creatmme, '




Combmatton Use , \
- Non-Small Cell Lung Cancer .
‘not been detexmmed (see-

“In general,‘,for severe (Grad:
therapy with [
treating physician. For paclitaxe




portion. ‘Solutxons of reconstlj',
occur. : ]

’ Unopened vials of|
stored at controlled room
‘Temperature].

Caution shou

lthough acute
related systemic o

Vials:
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