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CANCER TREATMENT COMVBI NATI ON THERAPY COWVPRI SI NG
VI NFLUNI NE AND TRASTUZUMAB The present invention deals
wonws4p697et hod of treatnent of cancer, nore  PCT/EP2008/056620

caRekRl erkariENDr oAb IRAPEON WhERADY PEORPRISINGECRINFLUNINE AND
thereof, such a nmethod conprising the steps of

TRAGRUAPMABat i on of vinflunine in conbination with the
steps of admi nistration of trastuzumab. Anticancer
chenot her api es can entail the conbined use of

Thei fh£s eatt agenteht i nhgals ordal o mednce tde treatment of
toxicity of one of the agents when used alone and in
CaBERE  cANES IRAs@I kavel K oPbr Rt | GANARY MAdlds Apople in need

' as ffjc ‘ 0.eac a : :
crUSEISSLA] 1L COENAT EOMRECEInLREC i 1 a0BLALsxacion
ofprapeiltindsieofiVi aocmb ahkaiondgiahl awed stemhonf administration
interesting activities of conmpounds conprising indol
OstF&éFHFémchh as vincristine, vinblastine, or

anfebihuaki-vesntheraelspuel aga¥i nthdpine +né0 coRBined use of
“drfluoro- 3 ", 4 ' -di hydrovinorel bi ne whose fornmula is

didéscenbecrdentER 700i249. iTheopdepertti esedicwi iheuriqeicity of
ave. been studied i d.,the benefit qof

o ; .
ong, 0% hele r BIERESt wﬁe%lréggsnééﬁ’&?r Ha B%eﬁomlet “cafds because

thestdishad drBepapuiadeicedlan 2008redp8d @I¢akacl4 4s compared
630-637) and confirmed in a recent Phase |1 study

to( ecapporé theahgenbeecopsi-desrdiabpPAal of Cancer. 95 :
1161-1166) . Beside the observed efficacy of treatnent
with Vinflunine, the Overall Response of the selected

That | i@y as freasul ete oo ti 09 propRCliSE nef hodolagyalkaloids

al%%aegb%%t;%g?ffﬁté¥é¥¥¥néxggﬁqéigqg%F%%]ggﬁpounds comprising
indol structure such as vincristine, vinblastine, or
derivatives thereof such as vinflunine : 20',620'difluoro-
3',4'~-dihydrovinorelbine whose formula is described in EP 710

240.

The properties of vinflunine have been studied in vivo and the
benefit of its use for the treatment of breast cancer has been
established (Bennouna et al. 2003. Ann. Oncol. 14 : 630-637)
and confirmed in a recent Phase II study (Campone et al. 2006.
British Journal of Cancer. 95 : 1161—1166). Beside the
observed efficacy of treatment with Vinflunine, the Overall
Response of the selected patients as measured according to
RECIST methodology was about 30% for breast cancer. The RECIST
(Response Evaluation Criteria in Solid Tumors) methodology is
a well documented and approved measurement directed to the
evaluation of tumor response in case of chemotherapy (Duffaud,

et al, "New guidelines to evaluate the response to treatment
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(Response Evaluation Criteria in Solid Tunors)
nmet hodol ogy is a well docunented and approved
woasusetrent directed to the eval uati on of t urR§fT/EP2008/056620

respgnsegdin Laseufr Shenotharany (R faude etaalionaNew cancer
guidelines to evaluate the response to treatnentin

InsoltdteundP8®. Yourhal Wf3theONa2ional Cancer
Institute, 2000. Vol 92, N3, 205-216. Mtastatic
breast cancer (MBC) is essentially incurable with

MeShapdaid terany, cancepativeats w t BshBRchavey a imedirable with
survival of about 2 years after docunentation o f

staptastasherany, a 3eendeqients, i JBA diate 1 Bt survival

ofar§bc§9tl ng(ar S/Ve%r%at 5%@&? &élmgﬁ"éa%érk e dd yl‘n_gg.atso.]@sis. As a
mai ntarn (or TNprove, in certain cases) quality o

cohbégqueReel ongienggsalryi val trenmimenta reatogdaiprove patients'

particularlg in breast cancer that has overexpression .
SYBPLERPl i 1R ta¢i o 16 % hECheF22NbAtBgelfes HEPEEFEin( P certain

cabdEastdzingh) b%o n #eDA- 8ppRI BV Edn L NanARBULIC remains a clear

nonocl onal anti y for HER2 protéin overexpressing
goakt aphaticubreast icabcers tTreastaguntatat shaureedtéxpression or
afgroveg'bg t?e EDABfo[ the treatnment of netastatic
ampi LEdEatiRPeP it HAE BOET exPPESYERSHER?, (1) as a single
agent after previous treatnent of the netastatic
breast cancer with one or nore chenot herapy regi nens )
Henpept 21®i n cofsiasavizemakit h ifacl4n axBPA{apriR¥ed therapeutic

moﬁg%ggﬁéiigk%gg§?ypgi%rﬁgﬁ £§¥§§§/%f§ré£§¥éssin n@gtastatic

ncer. reover, ere1s evl

bréhat then@gdi t reasofiztmast uzimabrtent ayangradjvedanbyorthe FDA
neoadj uvant chenot herapy i nproves to patients with

forar |tk stbkRa BRRAG! cefetamidgileseRr epfvent FBRCST  that
ov@£8¥bgg§sgge H§§29f Fpﬁbhﬂ9t59nsingle agent after previous

treatment of the metastatic breast cancer with one or more
chemotherapy regimens and (2) in combination with paclitaxel
in such patients without prior chemotherapy for their
metastatic breast cancer. Moreover, there is evidence that the
addition of trastuzumab to taxane adjuvant or neoadjuvant
chemotherapy improves to patients with earlier stage breast

cancer.

The present invention provides the wuse of combination
therapies <comprising vinflunine and trastuzumab in the
treatment of neoplasmn.

The invention further provides products containing trastuzumab
and vinflunine formulated for simultaneous, separate Or
sequential use in treating neoplasms in a mammal.

The methods, regimens, combinations and products according to
the present invention are useful in the treatment of a variety

of neoplasms including lung cancers, including
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t herapi es conprising vinflunine and trastuzumab in the
treatnment of neoplasm The invention further provides
WQHEHSHY cont ai ni ng trastuzumab and vi nfl uni MECT/EP2008/056620

briofmbat ed far SEQP&?@B@Q”%ﬂK§eB%ﬁat§m9§lsaﬂﬁﬁmtH@hg cancer,
use in treating neoplasnms in a manmal . The net hods,

breegitnenspceashi natyedrsaandppretates geccedisng heagheand neck
resent invention are sefgi in the treatne
cFodr n

t
CagsErary T TEOPY RSHET rhingobancael: Heft and 1arge

cell1Chddi-BghHeRENINRAl KGRl AbmEabE REBRURRE AGNCEARK . Cel |
| ung cancer, breast cancers, nyelom, prostate

Incarmes s, etibadimwdtneck eanceesbipetipansiofi onafagigdgumab  and
.carcinaoma;. snall, cell_ an r.ge n 0 j
v183}8pﬁgﬁa%% 3§ﬁ§l{%1aéi Rl séﬁﬁé%nggéngPQQGﬁéH§ of breast

uterimne cervix. odi nent,

cahle r¢oahidngliren fl atrgs tfuzumeh aand tiicnblrerisne cascer .
particularly well suited for treatnent of breast
cancer, and particularly for nmetastatic breast cancer.

As, usgd rlée% A, teL my Vit i 16, " AR$ 03020280 ' difluoro-

As'd?ggﬁoﬁé- éﬁ@ﬂ &ggihsd?%vinorel I ne mhosg formula is

3 'deseiibgd riov iER rEl® 1240, wHnge | foahsba ensompasyddeic sin EP 710
nmet abolites, such as deacetyl vinf | unine .

Al
240nc| J¥Ed i +hCt hé1fer m3AfParReHE arletspth%%%%ff%%ﬂy such  as

de%%%%@ﬁ%@%%f%ﬂﬂﬁéFﬁAH@@fHHEHU@edswﬁh afeViddfdnint Neflunine are
itartrate for exenple. A s used in accordance with

phielrive cientenildry, tdwcamrable r esaent "ofrearsnfteninpg asuch as
: [, _havj.n neoplasm b rovi ding said manmal wth
Vlg%qggﬁggtp&ggéﬁﬁﬁﬁﬁ 5%rae§§$%#ﬁation of vinflunine and

trastuzumabwi th the purpose of inhibiting progression
of the neoplastic disease, growh of a tunor in such
manmal , eradi cati on of the neoplastic disease,

As used in accordance with this invention, the term
"treatment" means treating a mammal having a neoplasm by
providing said mammal with an effective amount of a
combination of wvinflunine and trastuzumabwith the purpose of
inhibiting progression of the neoplastic disease, growth of a
tumor in such mammal, eradication of the neoplastic disease,
prolonging survival of the mammal and/or palliation of the

mammal .

The combinations of the invention may be in the form of a kit
of parts. The invention therefore includes a product
containing vinflunine and trastuzumab as a combined
preparation for simultaneous, separate or sequential delivery
for the treatment of a neoplasm in a mammal in need thereof.
In one embodiment, a product <contains vinflunine and
trastuzumab as a combined preparation for simultaneous,

separate or sequential use in treating a neoplasm in a mammal
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prol ongi ng survival of the manmmal and/or palliation of
the mammal . The conbi nati ons of the invention nay be
wWa Wos/ne6970or m of a kit of parts. The inventi on RUTEERDEH (56620

. _includes a_ product taini ng vinflupine;and, «; i des a
lntﬂ&%ﬁuﬁ%%ﬁgﬁg'a?%o%ﬁgngg éﬁiﬁgégﬁoﬁﬁ of TVontLon PEOVIEE |
ph&kRutEaneeds, psepardairt 0miseuentobaksdebifvenry dotrithecplastic

treatnent of a neoplasmin a nanqgl in need thereo
it

f. ,
trPATHABE e ABEAPRENE.NCA VErdddc | AOSASHN riihePBnly contains
(aif%%t%@§§¥36ﬁ%Ehﬁfmbéﬁegiﬁffgﬁiﬁé'Qﬂdeb) at least one unit

i nul taneous, separate or sequential use in treating a
of nepp sismumela dammlin deedgehefeofi. [In omee embodiment, the
enbodi nent, the inyention grgvides a pharmaceuti ca

negRERSPonfalRFAGEAtEouPEE38F SATSRET - neopl asti ¢

treatnment for one individual mammal, wherein the pack
contains (a) at. |east one unit of vinflunine_and
e BRURAAE) SRt BB el ] IDE 800 Lnens aco
clBQngem%%QQ%&@@“bytﬂH%'E%HE S8 I shyet@sdt isabs@ash numerous
cancer

. As is typical with oncol ogy treatnents, dosage
facegirsenscaneiokogdley seominidred byt hthed i 3§ ngresponse to the

.physi ci an, based on nunpefous,f rs.itncluding t £
dlggééFthq%:Rﬁﬁﬁ%ﬁiﬁ%sﬁ?{?€§%o§§%9 gtkgg’d% eésé?ﬂéngealth °
ther eaknentk . eJoate@ LdyitidiLsaragexpetukdiead thaoy theording to

patient. Dosage reginmens are expected to vary
thacecordiengft 6drpaisdyasiof-administration. It is

prqj.ecte ity I 4%« ¢kafusi;on dosgpess &fn  do of
Itt r dst uzpuIdo 41?#&%/& be&lf]%)m 3 E)thjtlg% tol 'glbout 4 rrgl/ krzg/ vveeﬁ?ges
t rwBen zagabnisder pd drom Welekby dosageabegt nen.mghkafeeek, when

enbodi ment_ the trastuzumab is delivered ekly an ,
2ABARLRGAFAA P Gr 4 A GRS HerPHTN - S OnERE, SPgaiment the

e rad@mniabiat A Ofielivered weekly and particularly for a
treatment period of 3 weeks, i.e. administration of
trastuzumab at Day 1 for the first week, Day 8 for the second
week and day 15 for the third week. The treatment period may
be repeated. The number of cycles may range from 3 to 20,
preferably for about 3 to 19 times, more preferably for about
8 cycles.

According to the present invention, the expression “cycle”
means a period of 3 weeks starting from Day 1 that comprises
the first administered dosage. In one embodiment the dosage
amount of the trastuzumab may be of about 2 mg/kg on day 1 or
preferably 4 mg/kg on Day 1 as loading dosage, followed by
2mg/kg on day 8, for the second week and followed by 2 mg/kg
on day 15 for the third week. This provides a therapeutic
cycle of 3 weeks as of Day 1. This 3 weeks dosage regimen
with one administration every week may be repeated.

For vinflunine, the projected i.v. dosage may vary between 250

mg/m2 to 320 mg/m2. In one embodiment, the dosage amount of
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trastuzumab at Day 1 for the first week, Day 8 for the
second week and day 15 for the third week. The
WQ 208314569t peri od may be repeated. The nunber RSTT/ER20084156620

RGN, LOMEole 20 BESLoraty Tor SO, Sebfckinens e

dok@gkheapbasent of nuentiflamirtde igxpapsstomgycye) 2. The dose
means a period of 3 weeks starting fromDay 1 that

regamgi e8I AGLRY r StLnddMindingt et ed tg’t?s‘z?gf&rel negheeen 250 mg/m2
mbogli e un t tr u be

orTYSTEL i, A9SuEaATnalc hod TStz LR TRY De, ex o

lokdasigl odds age ddsages fokkswed'Hiy 2adgikgi stedey 8losafjer may be

t he second week and foll owed by 2 / k n day 15 for .,
fod hQvweRi r #YwedRe TREBSprdRseRe 221 h éﬁbg %?c 5§8Fe Bpking the

st\é?%li%ga%@fa Dayty leyc1khi s ks, 4osaoens eghien Wkt Bhe second

one adm ni stration every week may be” repeat ed. For
t reanflenti mey;cliche Jurdj extweekks veydbsaget mgneapgnpatagsation of
20 I.n one_enbodi ment

2 [ nP ,
VlS%aygaP@uﬁ$ﬁe PY dbdtht 529 Pﬁ§99|ﬁx%253?g§% Rz Moout 320

mgeﬁ’quig@ﬁeﬂémﬂmenmmapfbé/if%mé@ f Sorabgbbut 3 to 20

280 nmg/ n2. The "dose regi men regarding vinflunine is

t iteer efrored eyatbdeerf 25@IRY IS kel B20t MpE AR, cpeef Brabpyably for
B p y

abou 20 /[inm2 on Day 1 , as a |oading dosage for 3
abﬁ@%k? %fﬁfggadninistered dosage nay be foll owed by the

AdsaARE sdesdgenonoflayhd?2, cdripuss inmikimyg mbe $teardiad, ofinaravenous,
new cycle ; Day 22 being the Day 1 of the second
reppaZEFOFY cyéfed- SuchaPmeek8rcy i kakiprseial),  parenteral

ini.stration o i nf L.wni : t he sa
‘bggg]d%ﬁ/ P D posith Gy }&%%ﬁ%%ﬁalszoaﬁg/ ng%ﬁgbltaneous

injectdpeatied fhianrapeuttd3ntel20 ttrassderedkrablindlording  all
ad%?%%%t%a%%o%? gégggé %:%P Eﬁ?%gggkaff%Ee body). Preferably,
the administration of the compositions according to the
combination of the present invention is done intravenously.
While the components of the invention may be delivered via the
same route, a product or pack according to the invention may
contain vinflunine, for delivery via a different route than
that of the traztuzumab, e.g., one component may be delivered
orally, while the other 1is administered intravenously. In
another embodiment, vinflunine and traztuzumab are both
delivered via the same route, e.g., 1.v. Other variations
would be apparent to one skilled in the art and are
contemplated within the scope of the invention.

Preferred pharmaceutical forms suitable for injectable wuse
include sterile aqueous solutions or dispersions and sterile
powders for the extemporaneous preparation of sterile
injectable solutions or dispersions. In all cases, the form

must be sterile and must be fluid to the extent that easy

syringability exists. It must be stable under the conditions
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about 8 tines . Admi nistration of the conpositions nmay
be oral, intravenous, respiratory (e.g., nasal or
WaWos/atseYnchial ) , parenteral (besides i.v., SRYUMER§08/056620
of! Eﬂ@ﬂﬁﬂﬂ%ﬂﬂ?a+n@ngtéygggt%%%QH%J%@JSQtbQ@%krved against the
i ntraperitoneal, transdermal (including al
condainbhattati oic@icross £t hel srwdaren iofmg heubbdygs . bacteria and
Preferably, the adm nistration_ of the caonpositions .
fuggtor dthg ¢ tﬁ@geghﬁﬁﬂﬁticﬁF?ﬁe? pﬁ@§§ﬁta%ﬁ@en??%%OSltlons
fokS e Ul avERoUSlec MBiclee thewooopenentssof thetuzumab is
I nvention may be delivered via the sane route, a
copmedudkloy paekaatebidi ngfromt heGENUBRECHON nagdesnt afhe  nam

' Lne, for delivery via_,a different t o
HefEPTERERR S Pt Eotiin, Hhe8 SRe AMDOHERE Taypgoervarive
frel i vessd: oL 2bdy postidre Ebe ofdieravenagd nirster edministration

intravenously. In another enbodi nent, vinflunine and .
afteazraezomabians oot Hilkl Peekeglophathe YaRBrrb@Felniection,

e.g., i.v. Oher variations would be apparent to one

skilled in the art and are contenplated within the

scope of the invention. Preferred pharnaceutical forns

suitable for injectable use include sterile aqueous

solutions or dispersions and sterile powders for the

ext enpor aneous preparation of sterile injectable

solutions or dispersions. In all cases, the form nust

| rxBApgkerile and nust be fluid to the extent that easy

syringability exists. It nust be stable under the
Incamdidpemsbiberanphasturle arfdl stiorpgelands nugthbanedium age 35
.action of

r rved agai nst the nt am,nat i_n .
(3ﬁfgggp%ﬁ%ﬁ%ﬂ%@%%Cﬁ“ﬁ%?ﬁ%@tgFFE §W%Hﬁﬂﬁﬁfoﬁnw5ﬁ%ten consent.
Al@ﬂbﬂﬂé”EQEieHE@fQﬁﬁfdhiQt@Pé%@é@lP@”ﬂ@%ﬁﬁkﬁ@&lf&ER-Z positive

vinflunine are described in 005070425 . Traztuzumab
bregst carcinoma. Other eligibility criteria included :

- Evidence of progressive metastatic disease with at
least one measurable lesion (according to RECIST
evaluation methodology),

- No more than one prior chemotherapy for MBC,

- 18 years < age < 75 years,

- WHO performance status : 0 or 1

- Adequate bone marrow, hepatic and renal functions,

- Normal ECG and MUGA scan (LVEF2 50%).

The patients were given vinflunine 280 mg/m2 (9 patients) or
320 mg/m2 (21 patients) day 1 every 3 weeks(s) in combination
with trastuzumab (loading dose 4 mg/kg on D1 and subsequently
2mg/kg/week starting on D8 and continued weekly for subsequent
administrations).

At the first Vinflunine dose (280 mg/m2) 0/6 patients
experienced dose-limiting toxicity. The recommended dose (RD)

was established at 320 mg/m2 in the following 6 patients.
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commercially avail abl e from GENENTECH under the nam
HERCEPTI NE(r) as a sterile, white to pale yellow,
“Kpﬂﬁgéﬁﬁﬁtivefree | yophi l'i zed powder for i ntr REHERPE08/056620
Alglgb fyﬁﬁgwuéfg]éﬁéfﬂagé5x¥5¥'§¥fé§£mf”59ematologlcal and
acteriostatic water for 1njection I'n
nonpeaemameUOghase ltoxiditiys patdrent gudget nectiepn sges and no
34-75) s were enrolled th their prior
3 G ELER Eb SRt SR SERS BAEFeRDSSRAR N St bl og) cal Iy
confirmed HER-2 positive breast carcinoma. O her
eligibility criteria included : Evidence of . ‘
Thprogﬁrfe%maﬁEYrrewagtataV@ldaast@aﬂse Pt haat |edsarmone radiologist
Jurabl e (acc t Q. RECI T I 0
acﬁ@fﬁé&@l&ﬁ?)ﬁﬁ%#gﬁ %ﬁ?g gonguﬁglgg ch é%ot%%%a%um?arlzed in
TalBE, 118 years < age < 75 years, WHO perfornmance status
: 0 or 1 - Adequate bone marrow, hepatic and rena
functions, - Normal ECG and MJUGA scan (LVEF 50% . The
patients were given vinflunine 280 ng/n2 (9 patients)
or 320 ng/n2 (21 patients) day 1 every 3 weeks (S) in
conmbi nation with trastuzunmab (Il oadi ng dose 4 ng/ kg on
DI and subsequently 2ng/ kg/ week starting on D8 and
conti nued weekly for subsequent adm nistrations) . At
the first Vinflunine dose (280 ng/n2) 0/6 patients
experienced dose-limting toxicity. The recommended
dose (RD) was established at 320 ng/n2 in the
following 6 patients. All 30 patients were eval uated
for safety ; haematol ogi cal and non-haemat ol ogi ca

toxicities were judged acceptpblig igied no vinflunine
280 mg/m2 320 mg/m2
n % n 3

Complete Response - -- 1 4.8
(CR)
Partial Response 6 66.7 15 71.4
(PR)
Overall Response 6 66.7 16 76.2
(OR) = CR+PR
Stable Disease (SD) 3 33.3 4 19
Progressive Disease| -- -- 1 4.8
(PD)
Disease Control| 9 100 20 95.2
(CR+PR +SD)

TABLE 1 : Efficacy Results of the combination therapy.
The overall Response (OR) is evaluated as 76.2 % in the case
of Vinflunine (320 mg/m2, day 1 every 3 weeks) in combination

with weekly trastuzumab with a loading dose 4mg/kg day 1 and
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significant cardiac events were observed. The efficacy
was eval uated by an external radiologist according to
WORBGH BP697aet hol ogy. Such results are summari zeCT/EP2008/056620

I 2 Vinf_| uni Vi nf lLunine 0] 320
sukeBbtede by are BeBetkl 1042 B e 15 Rodaig: numper
ofbchbled 3% ¥lc4c(PR) Overall Response 6 66.7 16 76.2

(OR) = CR+PR Stable Disease (SD) 3 33.3 4 19
Progressive Disease 1 4.8 (PD) Disease Control 9 100

20 59% 2 HLCRERR oS TAﬁIrEE A d £AGY ReSul 1§51 QF1LAE
It 1 1
coﬁbiﬁétion therapfﬁlT e o%%ﬁ@é? Response %%Falis anEne atone
atevalalattedeasdd$a@e %0 iant t hiee caseeof r&yfiéniniamel (820r the same

/n2, day. 1 every 3 weeks) in.c i,)pati on wth weekl
o P8t GFurmd St LR S GHG, ngt dodé APy ay e ratl Kesdonse of
abanesulsequesd | ¥ e FREK I/ WBRKbne QVEra1a PRIdPD ©fFidish Journal
medi an nunber of cycl es of cycles. It is to be noted

oft Rancebe ERenpilBélap}y6asing vinflunine al one at the
i,ren_and. over

TSP LRBRE Rt 1S SAIE PRI A0, RYETL B SPIE, accoraing
toRagRONSLe Pehit invention allows for an increase of 250 % of
the OR as compared with wvinflunine alone. An other very
important parameter is the safety profile of this combination
that was judged as very well tolerated with vinflunine
Relative Dose Intensity of 89%.

Such results for the treatment of MBC with

vinflunine/trastuzumab combination therapy 1is definitively a

great advance in the domain of cancer therapy.
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about 30 % was observed (Canpone et al. 2006. British
Journal of Cancer. 95 : 1161-1166). The observed OR

WOcK8i14ae81 by t he conbi nati on therapy accor di ndGIEP2H8/056620

present invention allows fo¢%ng§ncrease of 250 % of
the OR as conpared with vinflunine al one. An other
very inportant paraneter is the safety profile of this
afnbination that was judged as very well tolerated

t B vI'REPGAI net RT3 Ve Dose TRPRAZFTY 6F 8oofoRieh n need
resuylfes dar, thaeilheabBrpL: 9bsMBErWi8ing to said mammal an
vi nfl uni ne/trastuzumab conbi nation therapy is
def iafiftdatelwe aagereat adfvancecombinet domaed ofcthngercomponents
t her apy. CLAI M5 # .. A method of, treating a neoplasmin
2 A S Hoe d ERGHEN A ch "dSpIT 8% pr ovi di ng t o
said mammal an effective anount of a conbination o f
active conponents conprising trastuzumab and '

vi nfi U heod20f AnfRttHoWw o neerlierg 2 sievpladsfl according to
assoqlahed agcording, L9,cl aimJh wher i n, neopLasMbeea  wich
associated wth overexpression-or anplificatron o

HER2 ve r3 xp rE¥s ittt kad aagaartdidag itom arty HoRe .of clains 1

or 2, wherein the neoplasmis selected fromthe group

consi sting of |lung cancers, including bronchioal veol ar

CR! GHAOHR A ML HRIg O8 adyingn £aBECE: aBREAS or 2, wnerein
cancers, nyel oma, prostate cancers, head and neck

cancére, oeopilansi tionakleeltkdcafcomondie spabhpcetdnansiting of

| arge cel |l neuroendocr|ne, carci no of the uterine .
cor RS 4 aPPRE Srot ROBL HSLORdI R RS PR DR E dafqnoma  and

1 tocd . swhanei Bell 1lung cancer, breast cancers, myeloma,

prostate cancers, head and neck cancer, or transitional
cell carcinoma; small cell and large cell neuroendocrine

carcinoma of the uterine cervix.

4. The method according to any one of claims 1 to 3, wherein

the neoplasm 1is breast cancer.

5. The method according to claim 4, wherein the neoplasm is

metastatic breast cancer.

6. A regimen for treatment of cancer, said regimen
comprising:
delivering a dosage amount of vinflunine; and

delivering a dosage amount of trastuzumab

7. A regimen according to claim 6, wherein the cancer 1is

associated with overexpression or amplification of HERZ.
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the neoplasmis breast cancer. 5 . The nethod
according to claim4 , wherein the neoplasmis

WO s45a?7 ¢ breast cancer. b . A reginmen for tREAERBIH056620

3f.ﬁa@%§ﬁme§a5%c%§%E tCOMAE 1§ M9 de} I VERLAGi @ the neoplasm
osage dnount of vinflunine;, and delivering a dosage
anoust sfldo@st ufuomb the/ grAupegiareni scionr dphg tvgg cancers,
claimb, wherein the cancer. is associated wth
ovewﬁgfdsggeoﬁ%?n%%a#\f%%roncafcH&E&a. td APRgiHEH et
acconyna-d-&f ai Br8a9k TcandMied ei RythemB¢OR @edt®e cancers,
sel ectéd fromthe group consisting of lung cancers, ,
i nchedidngahd ormedvi boalceaskear car ci tomes dhideioln $eall carcinoma;
cell_lung cancer,. breast cancers el o r t
cancBPL I RERL e dedt e areer b (YT T nharFt g foma of the
car gikaeRpe saeklixcell and | arge cell neuroendocrine
carci nona of the uterine cervix. 9 . A reginen
according to any one of clains b to 8 , wherein the

nger i re +d0 I BN 4cGofdidg. t og h ~
P orS B A & spd, SR Phe Banag 4o 8, wheredn
nmet aakatikcbreast beaneer cahterThe regi nen according to
claimb, wherein the vinflunine and/or the trastuzumab
is delivered intravenously. 12. The regi men according
t clai myb, - yhersi natherkii At UameRyi Sritel byer@dins 6 to 9,
weekly. 13. e regimen according to claim6 , wherein
t hewhemklinnithe icandeli ver @dtentetevebyetlitecanseks.

11. The regimen according to claim 6, wherein the
vinflunine and/or the trastuzumab is delivered
intravenously.

12. The regimen according to <claim 6, wherein the

trastuzumab is delivered weekly.

13. The regimen according to claim 6, wherein the

vinflunine is delivered once every three weeks.

14, The regimen according to claim 12, wherein the
trastuzumab is delivered weekly over a period of three

weeks.
15. The regimen according to <claim 12, wherein the

trastuzumab is delivered weekly over a period of 6 to 54

weeks, preferably 24 weeks.
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14. The regi men according to claim 12, wherein the
trastuzumab is delivered weekly over a period of three

WODeK 84569715, The regi men accordi ng to cl ai m 1ZCTAER20eH/(56620

the trastyzumpbgigedel h¥epediwgekty ovesim pesi odwpbrbin the
to 54 weeks, préferably 2 4 weeks. 16. The regi nen

accordifdgntioec| b maed,1l ihrecei AnEhe SNy GhrAe jgeeks over a
del i ver.e c e t hr a,per.j of 6 to

5 4PKERE, By & Sbanty “3e Sebks ot i gt Beehan

according to claim 13, wherein the vinfl unine is

delivered over a period of 2 4 weeks. 18, The_regi nen

aktor di ngheo &RYIBAB oRCEPEAREJIG 6 191a{fer &fn tHRErein the
dos%ﬁ%fﬁ%&ﬁ%% 8% ¥E@Eb@?beeob%r3%08€9488 BRC84CYBEYS .

three weeks. 19. e regi nen according to any one of

clains 6 to 18, wherein the dosage anount of

trastuzunab is 2 / kg/ week. 20. A product contai.ning
vihf 1 uni ABCark@ %t ngt&%ﬁﬁﬁﬁiﬂQEF%o Yn%Beppgpé&ﬁ%Wﬁ16 to 17,
for  slehdlihaneRUc SRRATAI R SEOUEE] @ i Se § N320 mg/m2 once
treating a neoplasm’in a mamml . 21. A pharnaceuti ca
packveant ahmieggwaessur se of an antineopl astic

treatnment for one individual mammal, wherein the pack
contains (a) at l|east one unit of vinflunine and (b)

atg | east rpBe reQiinedl ddasidizigrady | anyinbhedogaga figigme to 18,

wherein the dosage amount of trastuzumab is 2 mg/kg/week.

20. A product containing vinflunine and trastuzumab as a
combined preparation for simultaneous, separate or

sequential use in treating a neoplasm in a mammal.

21, A pharmaceutical pack containing a course of an anti-
neoplastic treatment for one individual mammal, wherein
the pack contains (a) at least one unit of vinflunine and

(b) at least one unit of trastuzumab in unit dosage form.
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