WO 2012/065079PCT/U52011/060395 -48- WHAT IS CLAIMED IS: 1. A method of treatment of a
cancer, the method comprlsmg the steps o admlnlsterlng ECl145to a patlent and

“ad y g tothepatie e iore-additionat jotneTa-agern g-amode of actionof ",
mlcrotubule |s§%12 0%1 |nh|b|t|on 2. The method of claim 1 wherein the o'f {iGHAH 888D the seutic
agent is 3. The method of claim 2 whéfein the additional che o hcrapcutic agent is selecte
from the group con5|st| ﬁxe 1\%B%qgtclltaxel 4. The method of claim 3 wherein the
additio s 1 chemotherap C%E’ é 6. The method of claim | where the cancer is an
epithelial cancer. 7. The method of claim 6 W rein the epithelial cancer is an ovarian,

endometrial, or a non- srpall ceAIun&oé?Ofgeatm tho of clal 7 Wherehn the egflt
ﬁ] canc mhﬁ p‘i)fhe?% S

cancer is an ovarian cancer he'me aim ereln t | can a
non-small cell administering EC145 to a patient; and

administering to the patient one or more additional chemotherapeutic
agents having a mode of action of microtubule disassembly inhibition.
2. The method of claim 1 wherein the additional chemotherppeutic agent is
a taxane.
3. The method of claim 2 wherein the additional chepfotherapeutic agent is
selected from the group consisting of docetaxel and paclitaxel.
4. The method of claim 3 wherein the additiopdl chemotherapeutic agent is
docetaxel.
" 5. The method of claim 3 wherein the gdditional chemotherapeutic agent is

paclitaxel.

=

The method of claim 1 wherejfi the cancer is an epithelial cancer.
7. The method of claim 6 whérein the epithelial cancer is an ovarian, an
endometrial, or a non-small cell lung cancer.
8. The method of claip 7 wherein the epithelial cancer is an ovarian cancer.
lung cancer.
10.  The meth6d of claim 1 wherein the additional chemotherapeutic agent is
administered at a dose that i8"50 to 80% of the maximum tolerated dose for the
chemotherapeutic agent,
11. /The method of claim 1 wherein the EC145 and the chemotherapeutic
agent are adminigtCred in therapeutically effective amounts.
The method of claim 11 wherein the effective amounts range from about
1 pg/m” toAbout 500 mg/m’ of body surface area.
13, The method of claim 11 wherein the effective amounts range from about
1 png/m® to about 300 mg/m”* of body surface area.
14. The method of claim 11 wherein the effective amounts range from about
10 pg/kg to about 100 pg/kg of patient body weight.

15, The method of claim 1 wherein the cancer is a platinum-resistant ovarian

cancer.




10. The met id of claim 1 wherein the additional chemotherapeutic agent is administered at a dose that
50 to 80% of the maximum tolerated dose for the chemotherapeutlc agent 11. The method of

effectlve amoYYF?t%‘”?"Pﬁ@’??}ethod of clalm 11 Whereln the effectlve amountsPfalga2fdmeeiséut 1to bout
500 mg/m2of body surface area. 13. The methed®f claim 11 wherein the effective amounts range
from about 1 Aii2 to about 300 mg/m2 of body surface area. 14. The method of claim 11 wherein th
effective amounts range from aBBiisQTigKe tecassertrodrfigndospatdvboerobelgon s onhe

method of glaim QeI AR ARSI a platinum-resistant ovarian cancer. WO
2012/065079PCT/US2011/060395 - 5 administering to thelpatlent a dose of docétaxel

over one hour on day ong-of tﬁ@ﬂﬁ@@%@@%@bﬁh@@é‘b@e dose of B&'I4hés héthéd of clajf 31

wherein the dose of EC3#5 isthé fitghod of clais3 1 Mieeriathedigiclainpetauhgsein the of

docctaxel |§ 75 mg] bodry surface area. WO 2012/065079PCT/US2011/060395
ody suttace area




51 AMENDED CLAIMS received by the International Bureau on 21 May 2012(21.05.2012) WHAT IS
CLAIMED IS: 1. A method of treatment of a cancer, the method comprising the eps _o_f
administering BC 145 to a patient; and administering to the patient one or more additional

chemothera i 2¢FHi8Bhaving a mode of action of microtubule disassenttaty/iguditiosesyherein the
C145 and the additional chemotherapeutic agent &ke in sterile containers or packages, 2. The /
method of claim 1 wherein the additionalyjgeipibelieRgigic agent is a taxane. 3. The method

of claim 2 wherein thecamd)ﬂgakmm@gﬁbgmgmﬁi@@gsntga,cmysglﬁq@ql_dmﬁ]e group consisting of
docetaxel and pad' el. 4. The method of claim 3 wherein t e additional chemotherapeutic Zgent

5.The method /ﬁl 2: rﬁ{@ﬁel dditional chemotherapeutic agent is paclitaxel. 156.The m thod_
ofclairl wher‘gﬁ g% rYr\é% IS~an gpithelial cancer. 7. The method of6 wherein the epithelial €ancer is

an ovarian, an

1. A method of treatment of a cancer, the method comprising the steps
of administering EC145 to a patient; and
administering to the patient one or more additional chemotherapéutic agents
5 having a mode of action of microtubule disassembly inhibition wherein the FC145 and the
additional chemotherapeutic agent are in sterile containers or packages.
2. The method of claim 1 wherein the additional ghemotherapeutic agent
is a taxane.
3. The method of claim 2 wherein the addjtional chemotherapeutic agent
10 is selected from the group consisting of docetaxel and pacljfaxel.

4. The method of claim 3 wherein the additional chemotherapeutic agent
is docetaxel.
5. The method of claim 3 wherein the additional chemotherapeutic agent
is paélitaxel.

15 6. The method of claipf 1 wherein the cancer is an epithelial cancer.
7. The method of claim 6 wherein the epithelial cancer is an ovarian, an
endometrial, or a non-small cell |

8. The methe

£ cancer,

20 . The'method of claim 7 wherein the epithelial cancer is a non-small

25 . The method of claim 1 wherein the EC145 and the chemotherapeutic
agent/dre administered in therapeutically effective amounts.
12. The method of claim 11 wherein the effective amounts range from
/about 1 png/m” to about 500 mg/m? of body surface area.
13.  The method of claim 11 wherein the effective amounts range from
about 1 ug/m? to about 300 mg/m” of body surface area.
14. The method of claim 11 wherein the effective amounts range from

about 10 ng/kg to about 100 pg/kg of patient body weight.




endometrial, or a non-small cell 1cancer. 8. The met d of claim 7 wherein the epithelial cancer is an
ovarian cancer. 209.Th method of claim? wherein the epithelial cancer is a non-s_m_all cell lung cancer.
10.The method of claim 1 wherein the additional chemotherapeutic agent is administered 4 a dose that

is 50 to 80% afthsmassiwm tolerated dose for the chemoa utic agent. 2513035%5@??;9@%935 \féaim 1

wherein the EC 145 and the chemotherapeutic agen e administered in therapeutically e f
amounts. 12. The method of claim 11 wherein the effective amounts range from bout 1 jig/m2 to abo
claim 11 wherein the effective amounts range

500 mg/m2 of body surface area. . The met o%(})_é . _ .

from 30 about 1 pg/m2 to ab?)sl?t 30 é‘)ﬁ%}ﬁogefogtg i dibereipdhe fﬁr}?%ésrﬁﬁ%@lﬁﬁﬂﬁﬁwfil whefein

the effective anosamés rangs.from about 10 ug/kg to about 100 p.g/kg of patient k_)od%/ weight. W

2012/065079PCT/US2011/060395 52 5, The methad of claim 1 whereln the cancer s a

platinum-resistant ovarian ca?lg()ier. e methfg.g'\l'ﬁré"u Sti%%eﬁ%fgﬁ%%%é?élﬂlﬂfékﬁmt apd the

additional ~ cheheohtrerpperticagenttaave puptyitf of labieasvORkebaseddight weighinercertage.
5 17. The method of claim 1 wherein the EC145 is in the form ofa

reconstitutable lyophilizate.
| 18.  The method of claim 1 wherein the EC145 and the
chemotherapeutic agent are in sterile, pyrogen-free aqueous solutions.
19.  The method of claim 1 wherein the EC145 the additional
10 chemotherapeutic agent are administered at doses lower than thei maximum tolerable
doses.
20.  Akit comprising EC145 and one or/fnore additional
chemotherapeutic agents having a mode of action of mi€rotubule disassembly inhibition.
21.  The kit of claim 20 wherein tHe additional chemotherapeutic agent is
15  ataxane.
22, Thekit of claim 21 whérein the additional chemotherapeutic agent is
selected from the group consisting of docgfaxel and paclitaxel.
23.  Thekit of claim/22 wherein the additional chemotherapeutic agent is
docetaxel.
20 24.  The kit of£laim 22 wherein the additional chemotherapeutic agent is

paclitaxel.

25 chemotherapeuiC agent are in sterile containers or packages.

28.  Thekit of claim 20 wherein the EC145 and the additional
otherapeutic agent have a purity of at least 95% based on weight percentage.

29.  The kit of claim 20 wherein the EC145 is in the form of a
reconstitutable lyophilizate.

30. The kit of claim 20 wherein the EC145 and the additional

30

chemotherapeutic agent are in sterile, pyrogen-free aqueous solutions.

/ AMENDED SHEET (ARTICLE 19)




517.The method of claim 1 wherein the EC | 45 is in the form o reconstitutable lyophilizate.
18. The method of claim 1 wherein the EC145 and the chemotherapeutic agent are in sterile,
pyrogen-free aqueous solutions. 19. The method of claim 1 wherein the EC145 a the

additional 10chemathesspeutic agent are administered at doses lower thanghe gwa¥imiggadolerable
doses. 20. A kit comprising EC145 and one or ore &dditional chemotherapeutic agents having a mode
of action ofrotubule disassembly inhibition. 21. The kit of claim 20 wherein e additional
chemotherapeutic agent is taxgne. it of cl w rein the dltlonal
chemotherapeutic agent is selected fm eth(%ﬂ Oftrrgétf)n Srcl)tn%tlj; ?rlllgs aﬁgg %ga‘f?&cﬁ&c w6thod The ki of
claim 2 whereigahprgingtibaastegi@notherapeutic agentis  25. Th it of claim 20 wherein the BC Y45
and the chemotherapeutic agent are in Qq{&%e&tgﬂé M{gaﬁeg lye amounts. 26. Theli of clalm

wherein the EC145 and the ad0|t|onar1I ftSChemotherapeuoc ge%%@r]ea?nné arite ton éll%s PGH ckages.
27. The kit of claifri2pswivakiderawehsandntdveaiafiohetceskoapleutfdtagant laade a plrity of at

least 90% based on weight pgaaRIRARs APmERaddhel SR ARURSIABSRGHEP ALY agditional

the three week cycle of therapy.

32, The method of claim 31 wherein the dose of EC145 is/2.5 mg.
33.  The method of claim 31 wherein the dose of docetgkel is 75 mg/m” of

body surface area.

AMENDED SHEET (ARTICLE 19)




h otherapeutic agent have a purity of at least 95% based on weight percentage. 3029.The kit of claim
20 wherein the EC145 is in the form of a reconstitutable lyophilizate. 30.The kit of claim 20 whereip the

EC145 and the additional chemotherapeutic agent are in sterile, pyrogen-free aqueous solutions.

AMENDED SHEET (ARTICLE 19) WO 2012/065079PCT/US2011/060395 53 31. A methpd of

treatment of non-small cell lung cancer, the methodgomprising the steps of administering

a

dose of EC145 to a patient in an intravenous bolus injec two days a week during weeks one and tyo of
a three week cycle of therapy; and 5administering to the patient a dose of docetaxel over one houf on

da one Ithe three week cycle of therapy. 32. The method of claim 31 wherein the dose df

EC145 .é‘H%&. 33. The method of claim 31 wherein the dose of docet el is 75 mg/m2of bg

dy

surface area, AMENDED SHEET (ARTICLE 19) 48 Claims I.Use of EC145 in the manufacture ¢f a

medicantent for the tli?atme[?stfeogfaECMS in the manufacture of a medicament for the treatment of a

cancer in a patient, wherein
the medicament is to be administered with one or more additional
chemotherapeutic agents having a mode of action of microtubule disassembly inhibition; and
wherein the EC145 and the additional chemotherapeutic agent are in sterile containers or packages.
2. The use of claim 1 wherein the additional chemotherapeutic agent is a taxane.
3. The use of claim 2 wherein the additional chemotherapeutic agent is selected

from the group consisting of docetaxel and paclitaxel.

4, The use of claim 3 wherein the additional chemotherapeutic agent is
docetaxel.

5. The use of claim 3 wherein the additional chemotherapeutic agent is
paclitaxel.

6. The use of claim 1 wherein the cancer is an epithelial cancer.

7. The use of claim 6 wherein the epithelial cancer is an ovarian, an

endometrial, or a non-small cell lung cancer.

8. The use of claim 7 wherein the epithelial cancer is an ovarian cancer.

9. The use of claim 7 wherein the epithelial cancer is a non-small cell lung
cancer.

10.  The use of claim 1 wherein the additional chemotherapeutic agent is to be
administered at a dose that is 50 to 80% of the maximum tolerated dose for the chemotherapeutic
agent.

11.  The use of claim 1 wherein the EC145 and the chemotherapeutic agent are to
be administered in therapeutically effective amounts.

12.  The use of claim 11 wherein the effective amounts range from about 1 pg/m®
to about 500 mg/m? of body surface area.

13.  The use of claim 11 wherein the effective amounts range from about 1 pg/m?
to about 300 mg/m” of body surface area.

14.  The use of claim 11 wherein the effective amounts range from about 10

ng/kg to about 100 pg/kg of patient body weight.




cancer in a patient, wherein the medicament is to be administered with one or more
additional chemotherapeutic agents having a mode of action of microtubule disassembly inhibition
and wherein the BC 145 and the additional chemotherapeutic agent are in sterile containers or
packages. 2. The use of claim 1 wherein the additional chemotherapeutic agent is a taxan
3. The use of claim 2 wherein the additional chemaifherapeutic agent is selected from the group
consisting of doeetaxel and paclitaxel. 4. The use of claim 3 wherein the additional

chemotherapeutic agent is docetaxel. 5. The use of claim 3 wherein the additional

chemotherapeutic agent is paclita.xel. 6. The use of claim 1 wherein the cancer is an epith
cancer. 7. The use of claim 6 wherein the epithelial cancer is an ovarian, an endometrial,

non-small cell lung ceficer.The use oScliine Lsd atilahncinstiaseimtithepithelvhganeehiscancerarign

cancer. 9. The usegf claim 7 wherein the. epithelial, can IS a non- Il cell lung cancer
10. The use of claiml§ 'Whejrcéllenut eeog %I ﬁ%r%gl‘qé rg}ﬁgfﬁ%%%é%ﬁ%gﬁégﬁ fgtﬁgl}%ﬁgg m?ﬁi?é’*f%%’g%%&t ad
that is 5@t 8896 optheyrnbxihearnodie tated doseigtthecherpotherapeutic agent. 11. The

of claim 1 wherein the, EC14i.and fhechieaiisiapauis-agent e iobe adiistete i

therapeutically effective amounts. e use of claim 11 wherein the ettective amounts
range flpeniabeaie-1 jig/m2 to about 500 mg/m2 of body surface area. 13. The use of claim

wherein the effective; amoupfs (apge fTam Fkaut g p:shaHRORMEIMA ofbasksuriage ares

14. The use of claim 11 wherein the effective amounts range from about 10 jig/kg to about 100 jig
patient 3séy akeiteriag pyrogen-fise fpweque sofellaih 1 wherein the cancer is a platinum-resistant

ovarian cancer. 19. 16. 1R, useref flaimywnWhereip tieg %ﬂﬁlﬁ%&%ﬁﬁ@ﬂ&ﬂ@%herapeuti%

chemotherapeutic agent have a purity of at least 90% based on weight percentage.
use of GRHR WA TRttt ORI R BB BB R B msste. 18. The us

claim 1 wherein the B§: 14%\ancchsaddiional ShanenesapRilie AEeot A ihsigtis ayogandree

agueous solutions, 9. The use of claim 1 wherein the EC145 and the additional

( 1 .
chemoteraB&umedsdmetra of mecrRinhniedirasraPhiydabifitf: than their maximum tolerable dosd

21.  The kit of claim 20 wherein the additional chemotherapeutic agent is a
taxane.

22.  The kit of claim 21 wherein the additional chemotherapeutic agent is selected
from the group consisting of docetaxel and paclitaxel.

23.  The kit of claim 22 wherein the additional chemotherapeutic agent is
docetaxel.

24.  The kit of claim 22 wherein the additional chemotherapeutic agent is
paclitaxel.

25.  The kit of claim 20 wherein the EC145 and the chemotherapeutic agent are in
therapeutically effective amounts.

26.  The kit of claim 20 wherein the EC145 and the additional chemotherapeutic
agent are in sterile containers or packages. |

27.  The kit of claim 20 wherein the EC145 and the additional chemotherapeutic
agent have a purity of at least 90% based on weight percentage.

28.  The kit of claim 20 wherein the EC145 and the additional chemotherapeutic
agent have a purity of at least 95% based on weight percentage.

29.  The kit of claim 20 wherein the EC145 is in the form of a reconstitutable
lyophilizate.
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20. A kit comprising EC145 and one or more additional chemotherapeutic agents having a mode af
action of microtubule disassembly inhibition. 21. The kit of claim 20 wherein the additional
chemotherapeutic agent is a taxane. 22. The kit of claim 21 wherein the additional
chemotherapeutic agent is selected from the group consisting of docetaxel and paclitaxel. P3.
The kit of claim 22 wherein the additional chemothggapeutic agent is docetaxel. paclitaxel. 24. The kit
of claim 22 wherein the additional chemotherapeutic agent is 25. The kit of claim 20 wherein
the EC145 and the chemotherapeutic agent are in therapeutically effective amounts. 26. The
kit of claim 20 wherein the EC145 and the additional chemotherapeutic agent are in sterile containers
or packages. 27. The kit of claim 20 wherein the EC145 and the additional chemotherapeufc
agent have a purity dfoat legsi-9606 fases mnwMetginttRe REMAEGad the addid8ndl RBdeHoaezlpent0
wherein the EC145 arid the additjonal chemotherapeutic agent have a purity of at least 95% based on
weight PeFRERtagestertie: PYroges SWB?%‘?éi?ﬂhfﬁ)O%nerein the EC 145 is in the form of a
reconstitutable 50 31. B8 dheddtod R 2 tnvtiereinuiein€ b4 b asdidhaadditioratment of
chemotherapeuytic qent are in st(ﬁrilef pyrogen-free aqueous solutions. 31. Use of a dose jof
EC145 W ihe manutactire of & medicament for treatment of non-small cell lung cancer, wherein

the medicament is to be adtiénisiéreshtma patieEidmaisiatdve n@asdolinsainjectioendvotddys a week
during weeks one and two of.a three week cycle of therapy. and herein the medicament is
fo be act TS AR & e W e R A ek eyl LR Voo of
therapy. 32. The usehofattaing 8didsarein ithie HogdnuhECIabwglRaxinsg of docetax8BovRne uge of

claim 31, WhG(Ig e 4R PIEIAGRIENRISS Sulw/ Marbpody surface area.
32.  The use of claim 31 wherein the dose of EC145 is 2.5 mg.

33.  The use of claim 31 wherein the dose of docetaxel is 75 mg/m? of body

surface area.




