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i.nventive dosage regl men, the canptothecin
relaaéelv\pmsb%}@rvg@txpe %"@xy)l m no met hyl canptothecin, or
gi mat ecan. The conventi onal approach to determ ne the
dose for an anticancer agent is based on body surface
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compounds are described, for example, in U.S. Patent No. 6,242,457, which
is here incorporated by reference. Such compounds have been reported to
have antitumor activity and are effective in treating proliferative diseases. In
the inventive dosage regimen, the camptothecin derivative.is 7-(t-butoxy)imino

methyl camptothecin, or gimatecan.

The conventional approach to determine the dose for an anticancer
agent is based on body surface area and finding the maximum tolerated dose
(MTD). Fix dosing approach is used because gimatecan clearance is not
predicted by body surface area as determined in 78 patients receiving
different schedules of gimatecan in the completed phase | trial. Also,
because of its half-life, daily dosing of the camptothecian derivative gimatecan
causes toxic levels of the drug to accumulate in the body. It has been found
that a fixed dose determined from the putative drug exposure range may
provide a safer and more effective dose than doses determined from the



predi cted by body surface area as determned in 78
patients receiving different schedul es of gimatecan in

wo b@sospt et ed phase | trial. Al so, because of PCT/EP2005/003183
half-1ife, daily dosing of 2he canptothecian

putatﬂfé éir‘(%t r%ﬁm@u‘ré‘?é tHSHURSS b}IQKéCcdrR/‘éﬁhéné’lfMtrhﬁaﬁﬁl‘éﬁch

te 1nthe body. been found that a
In adﬂut»oeml thin fie dosingrappneatt rasiwceh @dpumaﬂtrai@ndﬁtﬁjedmwa ead

proviggs SatiBls P £ass iTaRl fimBRdrtEaT aidlrs 86, THE rifoHalh o

behlﬁdiEH?@ ao!sn@rstmtegy]en@mvéetnéIa@maéng?fﬂi@em@mfm lof this drug, the
tion, the fix dosin roach reduces

drug acnyitatpslcrraecbamsr@s@tf aation wiails tailering eimaiesaps: ¢lisinad
phar%cggﬁgls&oﬁ%ﬁrggg oﬁg%ﬂﬁﬁa [ AL ﬁfégpr[%@?ogt eTFb%L{Cﬁd

s dosing strdtegy enploys
toxicRt AdramgétagRin of grhbwanaiccohdiag do e préserdrdagireg schedule
cytotoxi c mechani sps of actigp vvhlle ailorin
allows; Toirapeaved cambinatan m%?%w&hdgpeb?a 'wecetr@%nts 'l ong
termnal half-life). Due to the reduced toxicity,
adm ni stration of gimatecan according to the present
dothmgpamedué@aadj Isohedilerof igipataas=th stentsi mainlyfrom the

et ot s RS RS LB SR sHIRGRY bl EBheites
phas%tltcfétbv erHél%"@éi%hd{;& o%mgl’étwé?“'iﬁaftéc% EV?Q&‘GM@@SB’J@ Auc

anal ysi s of conple hase arget range

= 5,0650-¢0,900angybrgnkhwes aale@;ad beeaes iimsoduees partial

oonfp 0840, E0 AP LM B e o

throrﬂﬁ@é‘ﬁ@bénm\ﬁérﬁ avnts bechvewud eap@gareanyl Utilizing a daily
onbocyt openi a adverse events becane evident (Figure

dosnlg sclumdwlezthegp@méﬁd Jaiboaprey leeihof gkeosyeaViirepgblyadeld
AUCE B0 RS IAE o o, BRSSO AT e e
(ng)dh@)r/mlleﬁr Deirsd afl @6 whid) éxoeetinby flos tdi)SStlraéi; thné putativi
effecgs)\(/s;ﬁaﬂv&enp@éwt ﬁﬁgufﬁq&@é’& S0 Eﬁ@lﬁ W{eqbr@‘e 782) biso
knov('rji: 'ag‘fﬁg tl?éraﬁ V\Ef?c \%M ??hl'ggﬁ ggfﬁggﬁH ]p]%iedr'tggiﬁluélﬂ-rgbﬁbe
dlffeaarmlaged hmdﬂgtdae tlsreleanhﬂedslesalall th nmmman@eeded the
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suggests that the optimal dose and schedule should employ a minimal
effective dose which targets a daily exposure to no greater than 400
(ng)(hr)/mL with the aim of continual drug exposure, while taking into
consideration the 86 hour terminal half-life of gimatecan. The flat dose is
dosed every third day, or once every three days, or every 72 hours, or at one
half-life to avoid potential accumulation. The starting doses are chosen to
target a systemic exposure of 200- 400 (ng)(hr)/mL (the “therapeutic window”)

once every three days.

A fixed dose is preferred because the rational supporting dosing the
patient according to body surface area does not stand in the case of the
topoisomerase | inhibitor gimatecan and a fixed dose allows for ease of
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Description of the Drawings

Figure 1 shows that the gimatecan putative effective daily exposure is
between 200 and 400 (ng)(hr)/mL.

Figure 2 shown that the gimatecan putative therapeutic window as defined by
cumulative exposure is between 5,000 and 10,000 (ng)(hr)/mL.

Figure 3 shows the disposition of gimatecan using four different dosing

schedules. The gimatecan concentration is compared to time.

Figure 4 shows the lack of correlation between body surface area and
gimatecan oral clearance. Gimatecan oral clearance is compared to body
surface area (BSA).

Detailed Description of the Invention




differentiation. The doses is determ ned based on the
t herapeutic wi ndow, not the maxi numtol erated dose
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administering a camptothecin derivative to a patient, which comprises
administering the compound, or a pharmaceutically acceptable salt thereof, to
the patient on a schedule at a fixed dose in the range from 0.5 mg to 2.0 mg
once every three days, continuously. The dose will be administered as a fixed
dose either using a loading and maintenance approach or evenly distributed
dose every 72 hours or once every three days that the total dose administered
provides a maximum systemic exposure of 400 (ng)(hr)/mL.

A dose administered once every three days includes a dose
administered once every 72 hours for example on Monday and Thursday then
repeated the following week. For patient compliance, a placebo may be taken
on the remaining days. For example for a Monday/Thursday dosing schedule
as described above, placebo can be taken on the remaining days, i.e.
Tuesday, Wednesday, Friday, Saturday and Sunday.

The invention further relates to a method of treating a proliferative

disease in a patient, which comprises administering a pharmaceutically



In a further enbodi ment, the present invention relates
to a nethod of adm nistering a canptothecin derivative
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Furthermore, the invention provides the use according to any the description

above, wherein the proliferative disease is a solid tumor cancer.

The invention also provides the use according to the description above,
wherein the daily dose is 0.5 mg.

In addition, the invention also provides the use according to the above
description, wherein the fixed dose will provide a daily systemic exposure of
AUC=200-400(ng)(hr)/mL).

The term “proliferative disease” especially includes solid tumors and refractory

solid tumors.

Gimatecan is especially useful for inhibiting metastatic growth of a
cancer. Thus, the present invention further relates to method of inhibiting



wherein the fixed dose is adm nistered using a | oadi ng

and mai nt enance approach or evenly distributed dose
we@@s9dR2 hours. The invention al so provi des tPET/EB®05/003183

according to the description above, in which the

metastRIBPGRMB Gh A FhRichY dith \ecdriced] WHILSE 80mprisek RimMisterind g
I nvention provides the use accordlng to any the

fixed dpsscefi prharmaeitisalinabeeive ameupt af dirAtRGaNEoH? sease

phamiaﬁ:gﬁ’ﬂé@w %%ée;bgﬁls%? l?%reoggg éﬂr\éléfé‘l én‘? rbgaé DMcB re‘%b?ﬁﬁee
day séHwiulgi PYteredtivelys tHe Present inveatisintfucther reiatdstoemtthad of
al so provides the use accordi ng%lto the apove

inhibitingsretastatin gravBrie arpatiest with aiCypser.Wwiic Wr&,ﬁsa
/
admlnﬁé}lﬁ%ﬁyﬁaerro | era& 1R (/eé%tﬁqpoﬁgﬂ(é’c%éﬁ@r

I Sease" especially inc udes
pharnmdeuﬂc&liymc&;ﬂa!dlersaitrtherteof yiodio¢ fphtiantmnsa o@camveqathree

day sidchi 8 20gtaan the ge o b D LA haarerevaly Jde
days, b%ﬂLE‘?ﬂWanoser?'OtE ﬁig%”’ﬁsaﬁé ahte Q\V/Wthréé‘déye?at i ent

cancer, which conprises adm niStering a fixed
dose of a pharnaceutically effective anount of

The kB8 EIoh it BEBr tsnrang fe et ERo B ey

wherest firddiseasdlid 8rhetabietit tumbhe present inventio n
further relates to nethod of inhibiting nmetastatic

gromh in a patient with a ca ncer, which conprises
adm ni stering a pharmaceutically effective anount of
gi mat ecan or a pharmaceutically acceptable salt

t Aet@aing tooondaspedtiof tiie pmsenbmmﬂerehcﬂ'r )glmlata&ardla)glven
schedul e at a dose in the range from0 q
t§’“§"Yfg“g

once gyRIY tlRs Jayhea & MQUO%P@%U?'QH%/ O Migabia
overEtclo o B8 ARSI RRasr, 1T jrnerssien g oo
exampleene:hemdrthemwea@eorai admieistiatiani of a fined amount in the
range from 0.5 mg to 2.0 mg every three days is contemplated as a
pharmaceutically effective amount in the once ewvery three day regimen. The
administered dose may be administered in one dosage strength i.e. a single
capsule or tablet, or as separate dosage strengths, i.e. two or more separate
capsules or tablets, so that the total dose admini stered proyides a maximum

systemic exposure of 400 (ng)(hr)/mL.

Gimatecan is administered alone, or in combination with other
therapeutic agents, for example chemotherapy. As a combination therapy, it
is administered once every three days as describboed herein and any other
therapeutic agent or agents are administered according to its established

administration regimen.

Example 1
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receiving the weekly schedule. Drug accumulation is observed in both the
weekly and daily schedule, which is consistent with the long terminal half-life
of this drug. Gimatecan’s apparent oral clearance is independent of dose
suggesting linear kinetics and body surface area is not a good predictor of
gimatecan clearance in 78 patients receiving four schedules (Figure 4).
However, patients were dosed based on their body surface area. Patients
who responded to gimatecan had taken 0.45 mg, 0.9 mg, 1.1 mg or 1.6 mg

which made it difficult to pick an effective dose.



refractory malignancies adm ni stered on a daily
schedul e for 5, 10, or 15 consecutive days or a weekly
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3. tlﬂ@é‘bbé&d%q:trooéléﬁﬁﬁ iV 6n DK@ cafstotieshisddrivatiae is
the canptothecin derivative is adm nistered in a fixed
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1, wherein the fixed dose is adm nistered using a
| oadi ng and mai nt enance approach or evenly distributed
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in which the canptothecin derivative is gi matecan. 4.

diseaseisraipalf tUNRISANSEE of clains 1-3, wherein the
proliferative disease is a solid tunor cancer.

5. Use according to any one of claims 1-3, wherein the disease is a

metastatic tumor.

6. Use according to any one of claims 1-5, wherein the fixe d dose will
provide a daily systemic exposure of AUC=200-400(ng)(hr)/mL).

7. The use according to any one of claims 1-5, wherein the daily dose is

from 0.5 mg to 2.0 mg.
8. Use according to claim 7, wherein the daily dose is 0.5 rmng.

9. A method of‘administering a camptothecin derivative to & patient, which
comprises administering a pharmaceutically effective ammount of the
camptothecin derivative to the patient in a fixed dose once every three

days.



5. Use according to any one of clainms 1-3, wherein the
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woer@s09230t ai ns 1-5, wherein the fixed dose w | PCPEP200&@3183

a daily system c exposure of AUC=200-400(ng)Chr)/niL).

: cargli : [ 3 ein
164, HE 0 B BEERCWRBrcif B0l AR Fh O g Ry 201G
acredeveyy tioreel deys of thedcangitothehia dixiviajive ds adiministesed to
ng 9. A pethod of administering a canptothecin
dehe Patiek t o patient, which conprises adninistering a
phar maceutically effective anount of the canptothecin
derivative to the patient in a fixed dose once every

1d ::A ;amthagl actordingrtn tlaim & whersimire fiwest dose is apminjsterede
om0, 2 _
CROmRa T ot painto & SHhrBAPR b bUG TG Sty e

padveRt72 Hourd met hod according to claim9 wherein the

fixed dose is adm nistered using a |oading and
mai nt enance approach or evenly distributed dose every

A T e g e b
t r@ipfatecard proliferative disease in a patient which
conprises adm ni stering a pharmaceutically effective
anount of a canptothecin derivative to the patient on

13,8 rﬂﬁ&h@&%’fxrefahhgg SRViretsiradisasd th 4 paRbROENRN claim

wherern the p Iferative disease is a solid tunor
c acareprisdssadmingstiedog &f pledraanetiicaltyesfigalive et efdse
°fcafr%8{8tr9e'3n rcri%riVezafivoe {Pthe patient on a once every three day

schedule.

14.A method of claim 13 wherein the proliferative disease is a solid tumor

cancer.

15.A method of claim 14 wherein a fixed dose of from 0.5 mg -2.0 mg
once every three days of the camptothecin derivative is administered to
the patient.

16.A method according to claim 15 wherein the fixed dose is administered
using a loading and maintenance approach or evenly distributed dose
every 72 hours.

17.A method of treating a solid tumor or a refractory solid tumor in a
patient, which comprises administering a pharmaceutically effective
amount of a camptothecin derivative at a fixed dose in the range from
0.5 to 2.0 mg once every three days.

18.A method of administering a camptothecin derivative to a patient, which

comprises administering the camptothecin derivative to the patient on a
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