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DOCETAXEL/ DOXORUBI CI N CYCLOPHOSPHAM DE | N ADJUVANT THERAPY OF BREAST AND
OVARI AN CANCER DESCRI PTION OF THE I NVENTION Field of the Invention 5 This
inventiﬁ€ rg} tgs to a novel therapeutic conmbination of taxotere with

ot her ant{ 3%(5 stic agents which are useful in the dfHRFAHY*Pherapy of
netastatic breast and ovarian cancer. Background of the Invention The
present invention relates nore specifically to the use of docetaxel in 10
conbi i i e ham dj therapy in
tho  (oRE S MBNBEl 20 e AR S i p P B

Sel ected termdefinitions used herein and in Tables 1-36 are as foll ows:
"Adj uvant therapy" refers to chenotherapy started within but no greater
than 60 days from surgery. 15 "AT" refers to Adriamycin/ Taxotere;
"docetaxel" refers to the active ingredient of TAXOTERE(r) or TAXOTERE(r)
itself; "doxorubicin" refers to the active ingredient of ADRIAMYCI N(r) or

ADRI AMYCI N(r) itself. 20 "ER' refers to estrogen receptor; "FAC' refers to
t he conbi né?ﬁﬁ&wm&&mm,_dl IONdoxor ubi cin and cycl ophosphamni de;
"HER2" ref 584 LBnt BivBntlop@nsmenbrane receptor tyrosine kinase with parti al
honol ogy W‘T%_I%‘Tﬁjt@"nnl gromh factor 2 receptor, both of which

receptors 25 belong to the type 1 tyrosine kinase receptor superfanily;
- "KPS" réfers toTkKarpventign Fiatésotormnes] Srespautiovbimbination axfi tixotbex with a

atient's - | ndij 11 .2 VE' raefers.to,\Vethatrexat.e/ 5- Fl .uorouracil;
g Novernber o%%aﬁtﬁl%hplgs(?l@q{ggﬂtg Which ire ubefi1®hSthé adjuvant ?herapy otf mé?asﬁmc
breast and ovarian cancer,

B_ackground of the Invention

- The present invention relates more specifically to the use of docetaxel in
10  combination with doxombicin and cyclophosphamide as adjuvant therapy in the
treatment of cancer after surgery or other first line therapy.
Selected term definitions used herein and in Tables 1-36 are as follows:

"Adjuvant therapy" refers to chemotherapy started within but no greater than

60 days from surgery.
.15 "AT" refers to Adriamycin/Taxotere;
"docetaxel” refers to the active ingredient of TAXOTERE® or TAXOTERE®
itself; '
"doxorubicin" refers to the active ingredient of ADRIAMYCIN® or
ADRIAMYCIN® itself. |
- 20 "ER" refers to estrogcn'reccptor;

"FAC" refers to the combination of S5-fluorouracil, doxorubicin and
cyclophosphamide;

"HER2" refers to is a transmembrane receptor tyrosine kinase with partial
homology with the epidermal growth factor 2 receptor, both of which receptors

25  belong to the tjrpé 1 tyrosine kinase receptor superfamily;

"KPS" refers to Kamovsky Performarice Status which is an index of a patient's
physical condition;

"MEF" refers to Methotrexate/S-Fluorouracil;




WO 03/ 097164 PCT/ EP03/ 07443 2 "W" refers to M tonyci nzMovinibes2008
conbination; "PR' refers to progesterone receptor; "TAC' refers to the
conbi nati on of TAXOTERE(c) (docetaxel), ADRI AMYCIN (doxorubicin) and
cycl oph ham.de; 5 and "drug" or "drugs" refers to the above-nenti oned
active %P@gﬁlg“nts or nedicanents or pharnaceuti cal PRFERRAZE ons

contai ning them Previous researchers have noted that docet axel
(TAXOTERE(r)) and its derivatives (sluch as TAXOL(r), paclitaxel) are
useful in the treatnment of malignant © 10 neopl asns, such as solid tunors
and ot her malignanci es. European Patent EP 0 253 738 and | nternational

Pat ent Appl i catiygpr R, O3B iW\ﬁAleaﬁtﬁlecoﬁb{ﬁﬁgﬁpd of preparation of
oses, I C

docet axel . CGenerally, the vary depending on the patient,
conpri se bet wee'REefem b progesterphatecaftoriocet axel . Commonl y, docet axel is

adm ni stered vig. jAatr NOWYSs ut t doses.o 0, yo/ n2.over 1 hour
every 15 3 mek?‘q(q!exlt%gegsok%of dﬁgﬁwa%OP%géﬁ%@%@O(ﬁ{;@?ﬁmM al .,
Martin DuniADRIAMYCIN (foxoAfhzih) @adSelophodphanyide;)] | ni cal studi es have confirned

t he effjjcacy of Hocet axel in treating many types of cancer, particularly
breast, “non-s cell lung, and ovarian cancer. Docetaxel's effects are

shown in both figrgt @NEYHACOREr ithethé NBHAPMESiondd GciiRC fafiddRs28r Of
docetaxel's action is thought to be via enhancenent of m crotubul e assenbly

and i nhi biefliginests or gharmagsatisahpreparatiang ponsgininghami n at the cel lular |evel .
However, all ”Iﬁé'éi&ﬁ“}éea%%ﬁdha% ﬁoi'é&oiktﬂt %Eété&%% 'ﬁ’r‘ggogggﬁ@gdénﬁgitsdom axel ,

can show serious and troubling toxicities, Su uppr essi on,
neut r openi dgtivatimep ésuslke s TAXOILS;  pagléniehee atefil dntlepiadabyent afichafipiand r et enti on,

among of hers { Funol eau 25 | ., Bull. . Canc .r,a&lgBZ) - 629-636 (1995)).
nen s Lbn PERIBIDT ERappanft it A opaeE RS PR PR od w1 h
resul ting EP05RYISOMAARtendforRl Piterd AppRéatibh O veAbSE lescribbanagment |y, there
is an unmet_need in the art for pharmaceutical preparations and net hods of

treating ceineEparationaf dosetantt e Gmeralivt the idpsesovhigh varyadapending pmdl i ncr easi ng
the . amount pnd fiin S BEGEentAnd! b M S clthlell OBbmndfy SR LA is

administered via intravenous route at doses of 60 to 100 mg/m’ over. 1 hour every
15 3 weeks (Textbook of Medical Oncology, Franco Cavelli et al., Martin Dunitz Ltd.,
p. 4623 (1997)).

Many clinical studies have confirmed the efficacy of docetaxel in treating
many types of cancer, particularly breast, non-small cell lung, and ovarian cancet.
Docetaxel's effects are shown in both first and second line therapies. The mechanism

20 - of docetaxel's action is thought to be via enhancement of microtubule assembly and
inhibition of the depolymerization of tubulin at the cellular level.

However, all treatments based on taxoid derivatives, including docetaxel, can
show serious and troubling toxicities, such as myelosuppression, neutropenia,
hypersensitivity, peripheral neuropathy, and fluid retention, among others (Fumoleau

25  etal, Bull. Cancer, (82)8: 629-636 (1995)). When such toxicities appear, dosages of
the drugs must be limited with a resulting limitation on the efficacy of the treatment.

Consequently, there is' an unmet need in the art for pharmaceutical
preparations and methods of treating cancer which enhance the activity of docetaxel
without increasing the amount of the dosages administered and without increasing

30  adverse side effects.
There is also an unmet need in the art for treatment of cancer which has

spread. beyond the initial tumor site. In metastatic breast and ovaran cancer




30 adverse side effects. There is also an unmet need i n2tNegerpher 2G0§r
treatnment of cancer which has spread beyond the initial tunor site. In
met aStaW(fos%gﬁ t and ovarian cancer 2 Novenber 2006 _WDO 03/097164

PCT/ EP03/ 0744 especially, there is a need for ef fECHFRIFHEEt - surgery
adj uvant therapy, which will result in disease free survival or at |east,
an extension of the duration of progrgssion free survival. In recent
studi es, docetaxel containing regi nens have shown superior activity 5 over
standard reginens in netastatic breast cancer. Anthracycline-based

regi mens, esrinlly, dhge isle>eed frCéffectins FosE LRI adjudiic Weady, WARhapy i n node
positive breast cance atients. Therefore,  considering the efficacy of
bot h docet 5§§Ball% “hﬁ?iﬁea% o TETIKaL or phleast,an pxtengiom of tn duwtion ebprogressivner  and

t hei r pot emdet firvipgNCcr oss-resi stance, it was decided to conmbine themwth
cycl ophospham de as a possible design for a nore effective 10 adj uvant

t herapy for netBgecent sudiesedecetaxelrontainitpregimenthava showm speridn actitdyet axel

doxor ubkci ' T was tested jn.a phase |11l that in
20 cou?nt r P‘éeg%%gd%?%g%flﬂﬁﬁg %ﬁﬁ%%’gé%cé’?cﬁs cyplinechased TREmeRS. ar o
el abor at eduting og/ doxhwbicinhate stindard citjuivad ttheipyUia edd@posiflic braust cahb@r apy

enhances the. ef fect of docet axel ..t hout_increasing its dosage and results
'h | nor eas oGy dPOEOT SPRRE (g PHouYeRldon dogeiansl cad dpxerilipingn SUMVARY OF
THE | NVENTH&Ring fivaiicod SR cafer idahélf REiHal AGRYERAcfRancol 1 RELdcficf Ovi ded 2

n

use of docetaxel- in the manufacture of a nedicanment for treating
met ast at i ctoforkEe them withreyslgphasphasyideay apassible déseanaloy a inore effisitivet i on wi t h

doxor ufyj Ci ' angd, whi ch provides ,an. increased

SUr Vi vgjl r%ﬁ#@%ﬁ%g@mﬁ%@mﬂ&g¥g%?rho & popot ﬁ@ﬁtq € deeiseht i ¢ cancer,
especi al | ydoxetbisinatané cytloptmsphamidec (PAGN G20 WRlel dn £PMGENI AR Gi Ng

admi ni st er|j ggﬁdo et axe{h,ﬁqﬁorubi cin and cycl ophospham de (TAC) in anounts
ef fecti ve PO FEULE 85 Map il it myeshepions. Hlhe esdlis which aelaboraterihelad i cacy of

this combishawition teammbRafiortRER a5 hdiaALHEMBT ofhaRC WRCLRL: Sfliobufed MM ee mont hs

In nore t ha,g1 seven hundred human patients Who denonstrated positive nodal
i nvol venentithout increasing its dosage and results in increased survival for metastatic breast

15  cancer patients.

SUMMARY OF THE INVENTION

In an aspect of the present invention , there is provided a use of docetaxel in the
manufacture of a medicament for treating metastatic breast ovarian cancer by adjuvant
therapy in combination with doxorubicine and cyclophosphamide only and which provides an
increased survival rate.

Disclosed herein are methods for treating metastatic cancer, especially metastatic
breast cancer and ovarian cancer, comprising administering docetaxel, doxorubicin and
cyclophosphamide (TAC) in amounts effective to reduce or eliminate the presence of cancer.
The efficacy of this combination has been demonstrated over a period of thirty-three months
in more than seven hundred human patients who demonstrated positive nodal involvement
and were treated post-surgery with TAC.

Disclosed herein are new pharmaceutical kits and medicaments comprising docetaxel
in combination with doxorubicin and cyclophosphamide for treating cancers.

Further disclosed herein are schedules of administration of TAC for the adjuvant
treatment of . cancer wherein the individual drogs in the TAC combination are infused

separately on the same day, once every three weeks. This cycle is repeated six times.
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phar maceuti cal kits and medi canments conprising docetaxel in conbination

wi t h doxorubi cin and cycl ophospham de for treating cancers. Further

di scl osed herein are schedul es of adm nistration of TAC for the adjuvant
treat e O8¥%hcer wherein the individual drugs in tHEVERROWShDhi nation are
I nfused separately on the sane day, once every three weeks. This cycle is
repeated six tinmes. 2 Novenber ZOOGI\/E%(\I? 03/ 097164 PCT/ EP03/ 07443 4

DESCRI PTI ON OF THE PREFERRED ENMBCDI S The inventors of the present

I nvention have denonstrated via clinical trials, that TAC dosages in

part i cul ar pERiO9I0DFYIRXPEEHAkAIAMHGIIRAEr apeut i ¢ ef fect  on the
treatnment of neoprastic se : reast cancers, and nore 5
particularly, in nmetastatic breast cancers in which ER PR and HER2 are
over expressed. &k @W&lltpl;s of e prestinhipvendion hevé denamisiraier] vid climicalgils,i s

adm ni st er‘?ﬂat'ﬂ@d%fgé’ ﬁﬂ@l&%ﬁ%ﬁ{ﬂ%&%@{%{}t%' %ﬁrﬂreégg‘a? dostFF% of 50 ng/nP

and cycl ophospham osage 0 ¢ weeks.
This cycl eomsthgetnmtrabﬂtyofr peuphibtind disbases, tpammﬂarlgz%meﬁa@eesl aaldofﬁere in several

in-hous ro di es, ve overall res rates of 40 to 43% (in
- second lf'”; uta%fgg:ebgqas t1 6#CREy/ Hp) Whisliso ]f‘/%ﬁ‘ fand SHERZ nare t her apy at
a dose of BSerﬂnJreﬁad mﬂﬁmﬁaacédrﬂ!nﬁ ) ﬁab hveRford h@de@aRM idharRinlRaA iRk, 100
ng/m. In corrparl son e exanpl e bel ow, 75 yg/ n2 of docet axel

adni ni st er 985388 of 15mgipdorarubisin ifia dosagy ot 5P w/mosas ayslophosphamide500 g/ e
| oph th
cycl ophospRatgiA8 of §60nERA, orcPe &%@g&g@g@ﬁn% 0}%‘%&?3&:@?@&6&} M4 i@ the

i nvention, the new use of doceta S very
advant ageoﬁlsﬂefior treating cancers of the breast, ovary, and lung; still

nor e ef er abl cet axe rticul arI sui table for
treati ﬁg net ast? g%%g gera&gnn Bpe pr?ﬂréetgg]s@?g;s A THE é?SP?IE,Sﬁcy of the
conbi nat i omtmfofdoceumein semwﬁummpylatadubse 67 PU0GRERISY Bewi(Reiramet ested in
patients a%hcordlngtothie ol | owi ng, protocol :
erapy at™a dose of 75 mg/m°) and 61%a (m first line therapy at a dose of
IOOmg/m ).

- In comparison, in the example below, 75 mg/m* of docetaxel administered in

15  combination with 50 mg/m® doxorubicin and 500 mg/m’ cyclophosphamide resulted
in an 82% response rate,

- According to the invention, the new use of docetaxel as a component of TAC
is very advantageous for treating cancers of the breast, ovary, and lung; still more
preferably, the new use of docetaxel is particularly suitable for treating metastatic

20 breast cancer.
The safety and the efficacy of the combination of docetaxel, doxorubicin and
cyclophosphamide was tested in patients according to the following protocol:
Patients were eligible for the study if they had histologically proven breast
cancer, definitive surgery with axiflary lymph node dissection (greater than or equal
25 to 6 lymph nodes), a period of 60 days or less between surgery and randomization,
stage 1 to 3 cancer, at least one node that was positive for cancer, were 70 years old
or less, had a KPS index greater than or to 80% and had normal bone marrow, liver,
renal and cardiac function. See Table 4.
7 One thousand, four hundred and ninéty—one patients were accepted into the
30 study. Seven hundred and forty-five received TAC as adjuvant therapy and seven
hundred and forty-six received FAC. The TAC patients had a median age of 49




Patients were eligible for the study if they had histol ogicsehbey 2¢060ven
breast cancer, definitive surgery with axillary |ynph node di ssection
(greater than or equal 25 to 6 |ynph nodes), a period of 60 days or |ess
bet ween surgery and random zation, stage 1 to 3 cancer, at |east one node
t hat waswggg‘?gg%ée for cancer, were 70 years old or |REEPOHBH4R KPS i ndex
greater than or to 80% and had normal bone marrow, liver, renal and
cardiac function. See Table 4. One thgusand, four hundred and ni nety-one
patients were accepted into the 30 study. Seven hundred and forty-five
recei ved TAC as adjuvant therapy and seven hundred and forty-six received

FAC. The T akj eNtysy ha f mher. 2006 .. 03/ 097164
PCT/ EP03/ 07405 B 7% tere fibmeholfitcal tnd 0% ﬁ%%%u@%%?xgn %é"tﬁé)“ﬁ’etsb%‘(?t had had a

mast ect ony . eight x¥y hade hehtraditherdpih seaid r 68% ohdde tahgry tanekifsBY The Satiken

t anoxi f en. ie acteristics for e FAC group were simlar (See
Tabl e 6). (3]; Qr? ﬁgl%glgsv@%}mﬁﬁﬁ?'r%ﬂlpa‘?ﬁe pigylac Seg E"’é??eﬂc patients, 62% had 1-3
cancer- 5 posit Ofaha1esles hudéd haad! férty-Bvel @AROPHehy L6100 dR8 1BNGaR%p-had nore

than 10 positive nodes.. I.n 40% of the patients, the size of the tunor was
2 cm or Il eﬁ?’t‘Yﬁn%g%%%?/%]éads‘i el 0 psitiveaiodesrand Simbadviete thamai) positivebut equal

to or |ess nolid IP4®Rbf théPalichid, the %ﬁ(?(%f tﬁé"ﬁmopﬂ%g fﬂg gr 1l SR S | ar ger

than 5 cm Sixty-nine per cent o e patients overexpressing ER or PR
t unor s~ and of 8% thmer Wasanerr thras Jstm JuiHEral te of esSiHpn §@mt,amdris 7 %A\ghithe, t he t umor

..characteri st r arable. Se Table 7. The primary
endpoi nt o?) Eﬂgeﬁ]‘;‘&é %h%@gr Iﬁ/%clagéegggmﬁs"%} ?&Hnﬁﬂﬁﬁf’g‘ c??éléedg@eflﬁsé@d sur vi val
whi | e secomderespresidp @Ros PRetutnody edidill HY%Shedvoverdxprebstigl HERY, + ety of life
and rrﬁg t?‘t{-,flﬁr}gre at.ho oglh_éal and no| ecgl ar_ markers. 15 Post-TAC and
" post - FAE t 84t At {bp Py chgrapteristies phtheFiAG gy Mere eomparable: At s wit h
breast conggpietzng surgery and 2) tanoxifen (20 ng/day for 5 years) for

those patients with ER or PR positive tumors. See Table 3. The Exanple
bel ow i | | ust r at &&¢ prifaary epdneins affthig heseallk btudic wes ¢ Fgilitate tisease ifreeent i on

~without [i Igi-ujiri-vﬁlg_wlin'fe-secondar;,r endpoints were overall survival, toxicity, quality of life and
monitoring pathological and molecular markers. _
15 Post-TAC and post-FAC treatment included 1) radiation therapy for all
patients with breast conserving surgery and 2) tamoxifen (20 mg/day for 5 years) for
those patients with ER or PR positive tumors. See Table 3.
The Example below illustrates the new use of docetaxel according to the

invention without limiting it.
20 EXAMPLE;

Dexamethasone, 8 mg BID was given as a premedication for 3 days. The
combination adjuvant therapy was then administered on Day 4. One group of patients
received docetaxel, doxorubicin and cyclophosphamide (TAC) administered
intravenously in that order. Another group of patients received 5-FU, doxorubicin,

- 25 and cyclophosphamide (FAQ administered intravenously in that order. Prophylactic.
Cipro was then given to-both groups on days 5-14 in a dose of 500 mg BID. This
course of drugs was repeated every three weeks for six cycles. See Table 2.

Six hundred and seventy-nine patients (91%) completed six cycles of TAC

adjuvant therapy followed by the postchemical therapy regimens described above.




20 EXAMPLE: Dexanet hasone, 8 ng BID was given as a prenedicsahihepnodsor 3
days. The conbination adjuvant therapy was then adm ni stered on Day 4. One
group of patients received docetaxel; doxorubicin and cycl ophosphani de
(TAC) admi nistered intravenously in that order. Another group of patients
recei ved &P 1% oxor ubi ci n, 25 and cycl ophosphani de (ACAGPAUHMd st er ed

I ntravenously in that order Prophyl actic, Cipro was then given to both
groups on days 5-14 in a dose of 500 BID. This course of drugs was
repeated every three weeks for six c;énlges. See Table 2. Six hundred and
seventy-nine patients (91% conpleted six cycles of TAC adjuvant therapy

fol I owed by Y, | e Novenber
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2978 ny/ nR2 of c cI 0 am,d See . Tabl e en hundr nd el even
patients (96% %é‘l@ggsaﬂ E‘VE dati @,&353 %F‘XtWé}%éﬁ EM¥ 1 owed by

t he post Chedjm@nﬁﬂlefalwfalmmw {NE postelRffiéal ﬁhe%sﬁ}ens ﬁesyi!f‘ed%gir@n total
dose per pﬁhl enér over the six gcl es was 298 -FU, 298 ng/nk of

doxor ub? ci am tpged AR RRP P@fen W@ﬁﬁ@%?ﬁﬁh’m“@é 9$ﬁjmg/1m|0ft53ﬂ-{,|29&e nont hs
after adj U2 6f*&8i<ﬁ=ﬂ§icm$%9§5 h £€&cﬁ}gﬁ%§hmﬂe 4% of the FAC group were
ab

alive and disease free me tine, the overall survival
of the TAC gr ouprimgthr mnﬁbsaﬁsrz ‘@ntthﬂa)yEm@fdmfﬂ’(O'gbhpvﬂ&}% of0 Results

by Nodal Shat e TAC and FAC ps is
conpar ed by r%%: érf) ﬂj{f‘,&%%% %@ﬁsegypﬁéf:(e btle % Iflﬁﬂ'i S§mﬁ(5§"ft g‘ﬁages who
 recei ved TARviwdréthelTAGgauslwask29ees 87% faahelAG roup bk B).L er therapy vs,
" 79% of .t he FAC %1 ) e was no statistical dlfference bet ween the two
adj uvah thera;&é&iﬁ%’—%&ﬁ(—iﬁﬂ% wi th 4 nodes, 15 although 69% of patents
recei ving TAC trhafsadd¥ e sBrvival Mﬁth@"{%@iaﬁﬁﬁﬁé 13 ed'?' jconmpared to
67% who recei ved FAC. See Table 15. The overa%rf’%;ljr&?r\r}%? h&% patients
© with 1-3 p¥aPsi9% elopptisntyratholsdmpsitive motes wha revined FACG-KEe slgaian] t here was
- no stati styicale fid 1O PRGHD FhPRENady VR, Y99 of the FAC group. There was no

 statistical difference between the two adjuvant therapies in patients with 4 nodes,
15  although 69% of patents receiving TAC therapy were alive and disease free at
36 months compared to 67% who received FAC, See Table 185.
The overall survival rate for patients with 1-3 positive nodes was 96% for
TAC and 89% for FAC. Again, there was no statistical difference between the two
therapies in patients with 4 or more positive nodes, although again more TAC
20  patients (86%) survived than FAC patients (84%). See Tables 16 and 32.
Results by Hormonal Status

In patients with negative ER/PR tumors, the disease free survival rate was
about 70% in those who had received TAC adjuvant therapy and about 62% in those
receiving FAC. In patients with positive ER/PR nodes, the disease free survival rate

25  among those who received TAC was about 88% vs. 82% in those who received FAC.,
See Tables 17 and 33.

If one calculates overall survival by hormonal status, about 83% of TAC

recipients with negative ER/PR tumors survived vs, about 72% of FAC recipients,

Among patients with positive tumors, about 90% of TAC recipients survived vs.
30  about 88% of FAC recipients. See Tables 18 and 35.
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TAC 20 patients (86% survived than FAC patients (84% . See Tables 16 and
32. Results by Hornmonal Status In patients with negative ER/ PR tunors, the
di seasepf({(ﬁ@ S rvival rate was about 70%in those who had received TAC

adj uvan ?a}g‘ﬁ/ and about 62%in those receiving FAEVERR/ QB ents with
positive ER PR nodes, the disease free survival rate 25 anong those who
recei ved TAC was about 88%vs. 82%in those who received FAC. See Tables
17 and 33. If one cal cul ates overall ‘'survival by hornonal status, about 83%
of TAC recipients with negative ER/ PR tunors survived vs. about 72% of FAC

recipients. ARBUIPE HERS Stalik t h posi tive tunors, about 90% of TAC

reci pients survived VS. about 88% of FAC recipients. See Tables 18 and
35. 2 Novenber OpBientpwiBnesiic HERCTWERES/ K7 disesd freRasnvivab rity abER2 St at us

I n patientg, he di ree survival rate at

33 nont hs \?\/aﬁqogglmr}fdg %%wfsg%ﬁgglé&m{ég% r?cggrg??gg,e ?‘Iﬁ‘faﬁtd WBHhE™ her apy and
about 80% about BO%einr thowi retedding=RAC. | In patien8nith PositiveIERY iturgortjERe t unors,

the 5 cjksegse free sur%lll val rattg(ﬁgmi]g t hose who recei vgd TAC was about 75%
vs. 60981 ndSEasoiES HRY VAl atie rong those whedgcerved | TAG was aBautedi%ovs- 69W6dn dat a, t he
combi nat i otho®d whoREdiPHHAC. dRXTEMPIEI N and cycl ophosphan de as adj uvant
therapy is well-tolerated and results in a si gnl ficant advantage over 5FU,

 doxor ubi ci n andB¥§E| GhHbis phiki the sembiaptinnaef devetangy dokdrubivie 30d neasur es
T e e
posi tive natiestageo@89EU elinatbicin and cotdahhsphuhide as hdjﬁvahotﬂ}a’ep}al Ifshat us of the
posi 11 15 By GeSofed pigt, REAS i A oVt AFRRAC REPl vas & 24%
reducti on redudiieatihsleths dasica 0% fedt@ioni il WediNCwheh Hﬂeaﬁzlneﬁtgqlra@ﬁﬁ and a 54%
reduction in _those patients with 1 to 3 positive nodes. Id
positive nodes, a 38% reduction in deaths where the hormonal status of the tumor was
negative and a 32% reduction where the hormonal status was positive. See Table 22.
If one measures overall survival, there was a 24% reduction in deaths of those
15 receiving TAC adjuvant therapy and a 54% reduction in those patients with 1 to 3
-positive nodes. Id.
The difference between TAC and FAC is the presence of docetaxel rather than
5-FU. These statistics prove conclusively that the observed benefit of docetaxel in
combination with doxorubicin and cyclophophamidé is large enough to be of clinical
20 - value in the adjuvant treatment of node positive breast cancer patients.
- The described embodiments are to be considered in all respects as illustrative
only and not restrictive. The scope of the invention is, therefore, indicated by the
appended claims rather than by the foregoing description. All changes which come
within the meaning and range of equivalency of the claims are to be embraced within

25  their scope.




The di fference between TAC and FAC is the presence of datetaxer 2008t her than
5-FU. These statistics prove conclusively that the observed benefit of
docetaxel in conbination with doxorubicin and cycl ophopham de is |arge
enough to be of clinical 20 value in8he adjuvant treatnent of node
positive breast cancer patients. The described enbodi nents are to be
considered in all respects as illustrative only and not restrictive. The
scope of the invention is, therefore, indicated by the appended clains
rat her than by the foregoing descriptgggﬁﬁgll changes which cone wthin

t he meani ng and range of equival ency clains are to be enbraced
within 25 their scope. 2 Novenber 2006 8 CLAIMS 1. Use of docetaxel in
t he manuf acflure ofUsg akdloseisselt irf dhe t mentfadyre mét asmaticembniedst treatirgvari an

cancer bya}%@éj L2 | QN . WM ubi cine.and .

cycl ophosphgir% e_%nf’%%%ﬁ%yv%i E'%Rg‘?don@%ebg’ g%?éb&r@%&%& E‘UF\?F\%E‘FHO% Yillk e, 2.
Use accor di fgrareieinepnd cyelprhasbhandide etniyxand whiiolk pravidesi an mocased survival

cycl ophosphgpa de are suitable for adm nistration separately. 3. Use
according to claim1 wherein the nedicanent is for treating netastatic
breast cancer. 10 4. Use according to claim3 wherein the said breast
cancer ER, PR andM§¢ a9Eewmeingr etoovelaiax pil e sufatiein 5.dogstaxelc c doxtirnbjcino aridai m 2

wher ei N docgcfpBbspHAnidy A &,itgblgmagwﬁé@ﬁgﬂ%%?jﬁggt are suitable for

[
adm ni strati’on once every 3 weeks. acco o claim2 wherein
docetaxel is suitable for adm nistration at 15 a dose of approximately 75
my/ N2 per c?sfcl e. sepgeording 4o gialgy 1ivheseinithe medisamentis dendraling metastalisi t abl e
for adm ni spregétic@fcétt a dose of approximately 50 ng/nR2 per cycle. 8. Use
according to claim2 wherein cycl ophospham de is suitable for

adm ni st ratjron at a dose of approximately 500 ng/ n2 per cycle 20
i0 . Use according to claim 3 wherein the said breast cancer ER, PR and/for

HER2 are overexpressed.

5. . Use according to claim 2 wherein docetaxel, doxorubicin and
cyclophosphamide are suitable for administration once every 3 weeks.

6. Use according to claim 2 wherein docetaxel is suitable for administration at
15 a dose of approximately 75 mg/m2 per cycle.

7. Use according to claim 2 wherein doxorubin is suitable for administration at
a dose of approximately 50 mg/m2 per cycle.

8. Use according to claim 2 wherein cyclophosphamide is suitable for

administration at a dose of approximately 500 mg/m2 per cycle
20 |




