L
Oncodesign

#1732

BEEAUFOUR IPSEN
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EXPERIMENTAL METHODOLOGY

- Test substance: Diflomotecan (BME0215) prepared in 2% DA, 2% Tween 20 and 26% - 2dmbd FEH2PO4 pH 5.0

- Turmour cell line: Fhanan MCIH460 non staall cell lnng cancer

- Animalz: Rowed Nude tate (Harlan 3D Ine. | ndianapelis)

- Drug administration: 10 min-infravenons (I%Y) infizion of difleenotecan to Nude rats win a catheter coupled to a pamp-eyminge.

PHARMA COEINETIC AMND BIODISTRIBUTION OF DIFL OMMOTECATN I
TULCOUE, BEAR NG MUDE EATS AFTEE. & SIMGLE IV INFUISION

- b taneons inocwlation of 10° MCI-H460 c2llz in 30 healthy Nude tatr and randomdzation of tate when the mean (= 30 tanour wolume
reached 4381+ 1027 mm?

- Aresthesia of ats with zoflurane

- 10nin single IV in fizion o f di flotactecan with an injection volume adjusted to the mean at body weight (120 pliin),

- Bat racrifice by total blood zampling collection vix the sbdomina aortaat 5, 11,20, 40,70, 190, 310, 550, T30 and 1450 mdn after
nitigtion of infision (3 rats’zanpling tine),

- Collection of whole blood, plastna, tanour, liver, lddneys, langs, heart, bran and intestine samples,

- Determination of di flornotecan concentration in plasma, timour and tizaues by HPLCTS IS validated methods using ® CEMEOR]S as
internal standard,

- PE. parameters were detenmined as area under the curve (AT, plastna clearancs (CL), tenninal disposition halflife (he) and solume of

distribmfion (Ve by non-compartmental analyses.

PHARI A COEINETIC, TOHICOLOGICAL AND ANTITUNOUE PEOFILES OF DIFL OLOTECAT]
AFTER. FEEPEATED I% ADTINISTEATIOTMS IN TUNOUE. BEARIMNGMNUDE EATS

- b taneons inoculation of &1 0F huwnan NCI-H40 TIECL Ceells in 184 hedthy Nude 1ate
- Bat randorization when the mean (=30 traour volumne reached 497 = 137 man®,

- Treatrment of rats done under anesthesia with letamine ! xoylazine

-Eepeated 10 min [ diflometecan in fiusicns at D], DE D15 D25, D36 and D43,

- Treatment schedule:
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FPharmacoldnetic analysis

- Diflomotecan plasma pharmacoldnetics at D1, D3, D15, D29, D36 and D43

- Pharmacoldnetic analysis wing a population appoach (Monmem)

- Tum cur/plasma concentration ratic under steady state conditions
- Diflernotecan IV bodur injection at 0.5 mghg follesed by a contimmons I3 infisicn at 065 mg/g over a 20 man period,
- Bt ramrifice, blood and tumour zamples collection at the end of infision (90 min).

Toxdcological and antitumour profiles

- Monitoring of rat body weight and survival (Fodonam Foof ol J293)
Esrery thres days between DO and D43
- Rat hematological follow-up
Three times a weelo : white blood cells: (WECired blood cells (BECyplatelets (PLT)
- Monitoring of tumowr volum es
Esrery thres days between DODd3
- Monitoring of DNA Topoisomerase I cleavable complexes (DTCC) in tumour (Topozen ldt)

Introducton

- Homocampiothecine (HCPT:) are newel anticancer 2 izaned fiom research at Beanfonr Ipsen, ]

-HCPT: inhikit topeizomerase I (Tepo [) i contrast wath camptothecing they posasss a T-membered-beta-hydrosxyl actone ning that
dizplays reduced electrophilicity leading to 4 consderable stabilization of the active, closed Lstone form of the drug, As a consequence,
the ing cpening of HCPTz iz aleo imeversible (Lavergne et &, 1997, Lesueur-Ginct et 4, 19%9),

- Diflernotecan (BIMEO213) iz a diflucrinated E-ing-HCPT derivative which has shown a speci fic Topo T inhdbition coupled to a marked
antituracr activity in vanons experimental barnan tanonr models #enografted in Mude mice,

-cubetantial zafety and phammacoliinetic inforrnation hae besn gathered from phase [rals with diflomcotecan admirdstered intrasenconsly
(T and orally

- Difleenotecan induces predictable and manageable hematological tosdsity
- The development of diflomotecan az an oral Topo T inhibiter 1z suppored by its superior oral boavalability waue coupled toa
farenrakle safety profile afier oral administration

- The olbjective of this study was to explers the PEYPD melationship in a medel of Mude 1at treated I with diflorctecan

PHARMA COEINETIC AMND BIODISTRIBUTION OF DIFLOMOTECAT M
TULOE BEARING MUDE EATS AFTEE. A SINGLE IV IMFLISION

Comre Torn AT Tin Lol Via
(golor ag) | 0} |EFNEIIMIGCOEN | 00 | Owrtah | ose™
Bz a4 b1 " L1 1 %1
TERAVET ny (Y 1830 142 - -

Db levals kors o found higher bn temaar rather thes in pleoss, seepla

VALLBA OF ATTC RATIDE { TIHHLIEA ANTFTLIMODE FERSTT FLARRMA)
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Conchusion

- The MCI-H460 tmeour bearing Mude rat model was uzed to determine sitnulta necnsly the PE pararaeters, tizeue distobuation and
antituracnr activity of difleenctecan, after single and repeated T% infisicons,

- A fier a single IV infizion, difleenctecan concentrations in fumour were higher than in plasma (ATTC turmonn'plasma atio at 2.4),

- airmilar difloenctecan PE profiles were obtained following repeated TV infisicns, athough lower plastna clearance values appear after
repeated doging,

- Under steady state condifions, the tumonr/plasina soncentrations ratice were 16— 0.7

- Mo mger toricity o f di flomotecan wae obeerved in hurnan MEC Lung MCI-H460 cancer model in NMude rats after repeated IV infuzicns,

- A signi ficant difloenctecan anthracnr activity was indused in the TIECL NCI-H460 tameur xenografted in TMhde ratz,

- The antitimonr activity of di floractecan was reflected in siged foant mmonur grosth inhibition and a paralel incresse of DA
topeizormerse | cleavable complexes,

- The Mude rat model used in thiz study gppears suitable to elate the diflonotecan exposure (AT o the indueed hematelogical toxcity
and anti-tamour actvity

- The analysiz of the PESPD relaticoship is of valne in predicting the toxicity and the efficacy for a given dose regitnen, ey parameters for
the clinical developrnent of a new anti-cancer agent
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