WO 03/097164PCT/EP03/07443 USE OF DOCETAXEL/DOXORUBICIN/CYCLOPHOSPHAMIDE IN
ADJUVANT THERAPY OF BREAST AND OVARIAN CANCER DESCRIPBlI:fterddés INVENTION
Field of the Invention 5This invention relates to a novel therapeutic combination of taxotere with other
antineoplastic agents which are useful in the adjuvant therapy of metastatic breast and ovarian
cancer. Ba%gr&}wg ggf the Invention The present invention relates,more.sphegically to the use of
docetaxel in 10 combination with doxorubicin 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 tHzaF G0 GAGETATRY/ BOXORIALCIE/ AYCLAERSESHAMARK | A PEPEX oTEFBAPH SEcBRRRP  refers to the
active ingrdtieMPEEPARSEFERE(r) or TAXOTERE(r) "doxorubicin” refers to the active ingredient of
ADRIAMYCIN(r) or ADRIAMYCIN(r) itself. 20"ER" refers to estrogen receptor; "FAC" refers to the
combination of 5-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 type 1 tyrosine kinase receptor superfamily;

"KPS" refers to \f@lﬁfcﬁp ] hich is an index of a patient's physical condition;
"MF" refers to Methotrexate/s-Fluorouracil; ovember 2006 | "MV" refers to MitomycinNinblastin
clombination; ;Hiefdrf tigdpxeption ogesterone receptor;. 1 "TAC" refers to the combination of
TAXOTERED (docetaxel), ADR1IAMYCIN (doxorubicin) and cyclophosplliamide; 5and "drug" or
"drugs" refefs to the dbovaaventtionedtactive myebdierdgeutic' tombination of taxotere with

other antineoplastic agents which are useful in the adjuvant therapy of metastatic

. breast and ovarian cancer.

Background of the Invention

- The present invention relates more specifically to the use of docetaxel in
10 combination with doxorubicin 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®

‘ E itself;
: ' "doxorubicin" refers to the active ingredient of ADRIAMYCIN® or
- ADRIAMYCIN® itself.
.20 "ER" refers to estrogen receptor;
"FAC" refers to the combination of 5-fluorouracil, doxorubicin and
cyclophospharnide;
"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 t)'rpe. 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/5-Fluorouracil;

R AL T T AL S R Y e S L



T b oo T . . I

| (I

medicaments or pharml aceutical preparations contai‘ﬁng them. TT TI'Previous Tesearchers hiave noted
that docetaxel :(TAXOTEREG) ahd its derivatives (sugh as , TAXOLQ, paclitaxglmée vegful in the

- treatment of malignant 10 neoplasms, such a's solid ?mors and other malignancies. European Patent

" EP 0 253 738 and International Patent Applica Mn W{D 92/09589 describe a method 1i of preparation of

] on the It I pati ise between 60 and
ocetaxel. Commonly, docetaxel is 1i afministered vi in'ré'{/ﬁ%}@g‘égute at doses 0 160

ook of Medicaj Oncology, Franco Cavelli et al.,
studies have ,confirmed the efficacy of docetaxel

docetaxel. the doses, which vary dependi
400 mg/mzc}%} ‘35}3“5’16%
to 100 ing/m2 over 1 hour every {Lli 15 3 weeks (Text
Martin Dunitz Ltd., p. 4623 (199%)).1 ,1 Many clinial

ivn-Small cell lung, and ovarian cancer.

in treating many types of cancer, particularly breast,
i?nqntpa'ra_jes. The mechanism 1 1.11 20 of

Docetaxel's effects are,ﬁl{ulgw in b%t} first w Lbcfond
. . . reters to vhitomyci in asu[n 11l : , e e
docetaxel's action is thought orsqe via enhancement gf microMBule gssembly and 11! inhibition of the

depolymerization of tutRRitrefethto pesiteitartooetcepior; [However, all treatments ba.sed on
taxoidlderivatives,.. ineitding dgeataxgl, gan SHme;: hu%gn%&@q@p@@xigg%w@fh as

myelosuppression, neutropenia, il hypersensitivity, p#fiftheral neurv(zfathy, and fluid retention, among
h

~ others (FumoleaAPRYSMYGINgdaKorubitinyang oyglophas SB“@EQQS)'). hen such toxicities appear,
dosages of §he drugs sndist be limited with a resultinggimita on on the efficacy of the treatment. Ill|
- Consequently, there 5 g0 unael A58 RARE L8 bio SRR RATEREF A ingrediens or

| il |

. "medicaments or pharlmaceutical preparations cm;ltaining _thgﬁ*..
' ! !
Previous researchers have noted that docetdxel !(TA)FOTERE@) and its

derivatives (such as TAXOL®, paclitaxel) areluseful in te tréatment of malignant O .

- 10 neoplasms, such as solid tumors and ofhfer maligrxancies|. European Patent
EP 0253 738 and International Patent Appuc-.it;ion WO 92{0958|9 describe a method
of preparation of docetaxel. Generally, the|doses, whic};l vary depending on the

| |

patient, comprise bet?ueen 60 and 400 mg/m’ o;f docetaxel. Commonly, docetaxel is

administered via intravenous route at doses of |60 to 100 mg/m? over 1 hour every

15 3 weeks (Textbook o_!f Medical Oncology, Franco Cavelli e:t al., Martin Dunitz Ltd.,
p. 4623 (1997)). o

Many clinical studies have .confirmed; the efficacy of docetaxel in treating

many types of cancer, particularly. breast, non-small cell lung, and ovarian cancer.

Docetaxel's effects are shown in both first and second line therapiles. The mechanism

- 20 . of docetaxel's action ;is thought to be via cnhanpemcnt of microtubule assembly and

inhibition of the depolymerization of tubulin at ‘ll:w cellular level. . O

| ‘ ‘ i
However, all treatments based on taxoid jderivativcs; including docetaxel, can

show serious and tL‘oubling toxicities, such| as myelosﬁppréssion, neutropenia,
~ hypersensitivity, peripheral neuropathy, and fluid retention, =amm{g others (Fumoleau
f
25  etal, Bull. Cancer, (82)8: 629-636 (1995)). W |

hen such toxicities appear, dosages of
the drugs must be limited with a resulting limita

ion on the efficacy of the treatment.

. L .
Consequent]y,i there is an unmet need in the iart for pharmaceutical

preparations and methods of treating cancer which enhéncp%me activity of docetaxel
H ! I

without increasing the amount of the dosages‘ adrninisterecll 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 bre?.st and ovarian cancer
. . I i




preparations and tnethods of treating cancer which enhance the activity of docetaxeli-radiiinistered
and' without increasing 1 30adverse side effects.  There is also an unmetNeeedbist thesart for
treatment of cancer which has spread beyond the initial tumor site. In metastatic breast and ovarian

cancer 2 Ngye B@,&&O% WO 03/097164PCT1EP03107443 3 especially, there is a need for effective...

post-surgery adjuvant therapy, which will result in disease free survival ’Hgg@f’fgn extension of the
duration of progression free survival. In recent studies, docetaxel containing regimens have shown '
superior activity 5 over standard regimens in metagtatic breast cancer. Anthracycline-based regimens,
using e.g. doxorubicin, are standard adjuvant therapy in node positive breast cancer patients.
Therefore, consjdering.the efficacy of bpth docetaxel and doxorubicin jn treating, advgnced breast
cancer and thei%%gégnﬁhﬁﬁc%ésrc?sg%% aﬁﬁg&ﬁev?ggtﬁg{ﬁ%&dwv@ﬂ%ﬁ?é’%&% it'l“%l
cyclophosphamiereihin digesssifike sasiysl forableasyereéiaetsion 1T thdjdnvativdvfrmpygréssionetastatic breast
cancer. The coppingtionof the docetaxel, doxorubicin, and cyclophosphamide (TAC) was tested in a
phase lll trial in 20 countries by more than 112 investigators. The results which are elaborated below
show that the combinHtitRets s Aneranst peatsipparmimms dave sbpwasupatiscagsivéywithout

increasing ifs desaggaadiald esHRds incieanec Bvly ahfb M alRRialic e BalciTeaaE patients.
SUMMARY OF THE INVENTION In spect of the present invention , there is provided a use of
docctaxel in themﬁn%eﬁag?lf%u cé“h%%?&%ﬁ;é ld%é'l’vﬁ%ta Y &R 9451 RASHAVES DTSR FAR Encer by

- adjuvant theramatientn mBierefore, wotksidengy i aiffecauych £ pothplvostakel radedoxdyubiath Which provides an
increased surviyglifySavanoBSRARSEDETENN ALF: MelfRA S RL Iealing measias capcer. especially
metastatic breast cancer and ovarian cancer, comprising a mlnlsterlngcﬁbcé”faxe?? oxorubicin and

lophosphantfueoibine {them wish syslephasibemide ad ucossitdtirdésigre fina prexseeffestpfecancer. The
icacy ofithis sgivhiatiaaph s ORBAMRR BRAAETQY SR ROHRh ek dh bty Y g6 gagihs in more than

seven hundred human Batie ts who demonstrated positive nodal involvement and were treated
post-surgery- w ?\’(ﬁ%c : aﬁi%%@?@?@ﬂ#ﬁr@ﬁd‘ﬁ%F%@éﬂt%eﬂ% Hhdtsletic¥ents
comprising docetaitsits by amohinkioniwitivesmgarerbicThanes sl WIER B aRvslatfarerating cancers.
Further disclos rein are schedules of administration of TAC for.the adjuvant treatment of cancer
wherein the ind‘%\%ﬁl%ﬁ%?gcsoﬁwg%% %‘E%oarsnﬁlfa |o[r?h sreh Pﬁﬁ']ﬁ e%&?ﬁ%ﬁtoﬁmg e day, once
every three wewkBoutinsregeing jifsrdpsagecahdiresihe s ifchtased rmorivalDind MEQORIOBFAGA -
PCT/EPO$407 44 Rcer fafieafsRIPTJION OF THE PREFERRED EMBODIMENTS  The inventors of the
present invent n have demOnstrated via clinical trials, that TAC dosages n particular manifest an

unexpected ang G PEIPRBHR GG

In an aspect of the present invention , there is provided a use of docctaxel in the

-:-'*.'{':‘- -

R

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, bomprising 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-threce months
in more than seven hundred human patients who demonstrated positive nodal involvermnent
and were treated post-surgery with TAC.

Disclosed herein are new pharmaceutical kits and medicaments comprising docetaxel

._...‘M_..._._-__.

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 drugs in the TAC combination are infused

scspa.ratcl_y on the same day, once every three weeks. This cycle is repeated six times.
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on the treatment of neoplastic d!seases,"ﬁa‘r'ﬁéﬁléﬂ‘y freast cancers, and more 5 particularly; in
metastatic breast cancers in which: ER/PR and HERR are overexpressed. Gaaiallys aggording to the
nvention, docetax'el is administéred in a dosage of 7§ mg/m2, doxorubicin in a dosage of 50 mg/m2
and cyclophosphamide in a dosage of 500 mg/m2, ofjce every threeé weeks. This cyCle is generally
repeated sm&?ﬁj }Ogi)ocetaxel alone, in several in-fouse pi opriet ry }éﬂﬁ% 2ve overall response
rates of 40 t |n second line therapy at dose of 100 mg/n-12), 48% (in 1irs I|ne therapy at a dose
of 75 mg/m2) and 61/a (in first line therapy at a dose of 100 mg/m?2), In comparison, in the

. example below 17 5 mg/in' of docetaxel administerd_ in 15 combingtion with 50 mg/m2 doxorubicin and
500 mg:int' byclophosphamide resulted in an 82% regponse rate. ' According to the invention, the
new use of doce QTUIORGE veryiadvantageousi for treating cancers of the breast,
ovary and lung; mrwm oty h%€¥ E ‘%D' MERTS partiCularly suitable for treating
metastatic 20 breast cancer.  [The safety and the " icacy of the combination of docetaxel,

doxorubicin and cycloﬂ#ﬁs@ﬁﬁtﬁ'@é’%ﬂ% PEssERY inversige hava dssyanstries! tria ‘fbﬂ@@hﬁ'@lﬁfotocol

Patients were eligifileA0r dba g mpiiriaemashirstalo e{cﬁm&m@éﬁgﬁm@ﬁsﬁé iRfnitive surgery

with axillary lymph npde dissectio ter than or efjual 29 to mph nodes eriod of 60 days or
less between glr?élerlg HF zg%?B e 4158 %ﬂﬂ-ﬂ@'ﬁ % Et Wﬁog‘éfl%?rsvas positive for

" w-cancer, were YOBaemlﬂnlgl. [lior ia@asthﬁrd hrb’islPScan great&b.rcﬂ’laERﬂRo SOHERD hack normal bone

[ h d t
e e BSOSO b SRS RIS (AL et one

patients vire accepte 9 ve recelve TAC as adjuvant

therapy and seveestsrireongia ielayostirit bndose fﬁﬂéﬂm’ apd seelephosphaniidedian age of 49 WO

103/097164PCT/EBEka4 tA40800mEAat Soh Sbcryatfed anausle ek RRMyReseard Had had a O.

characteristics f§M#e FAC group were similar (See Tigble 6). Of the|seven hundred and forty-five TAC

mastectomy. Sixty-eight % had had radiotherapy an%Ej8% had taken tamoxifen. The patient
. patients, 62% had 1-3Retreexe] Dlqesit severatimshddiod p;

tumor was more an cm but ual 10 or Iess atients, the tumor was

larger than 5 crthapy-afirfe ¢ase L@n?%ﬂnﬁénphﬂ%tél
overexpressing Hﬁlﬁ%ﬁflSH) 10 tumors. Again, thitumor characteristics of the FAC group were
comparable. See Tab The rlmary endpoint of thiis Phase 11l study was to facilitate disease free

 stirvival while seconddPy ERBRIs IvEeERPI belivA i @%Eﬁwmﬁmmtonng
' pathologlcalsanma@mrwnnd@ﬂsg/m doxorubicin and|500 mg/m? tyclophosphamide resulted

in an 82% response rate.
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. According to the invention, the new u.‘ ¢ 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 partul:ularly suitable f|or treating metastatic

20  breast cancer. i | O .

The safety and the efficacy of the comli:ination of docetaxel, doxorubicin and

cyclophosphamide was tested in patients accort:iing to the fbllow'ing protocol:
‘Patients were eligible for the study it they had hlstologxcally proven breast
cancer, definitive surgery with axillary lymph node d1ssectxon (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 forI cancer, were 70 years old
or less, had a KPS index greater than or to 80% and had niormal bone marrow, liver,

renal and cardiac ﬁmchon See Table 4. !E i

One thousand four hundred and nmety—one patlents were accepted into the
.30 study Seven hundred and forty-five recewed TAC as ad_]uvant therapy and seven
~hundred and forty-six received FAC The TAC patlents| had a median age of 49

ﬁnieﬂuty)sﬂﬂ: gt veealbesanos8% had more than 3
10 positive nodes n égc(%ozatt)e(lgasgent&l %%ﬁfgo@fose 1 as '2 Eﬁ} @ esgriRa%. the size of the' |
i ;

'd(w@r@xbr@s&ﬁgpliﬂtoﬁ HRsauefiors and 19% had |

sl




15Post-TAC and post-FAC treatmentinciided I) radiation thérapy tor all “patiénts with breast
conserving surgery and 2) tamoxifen (20 mg/day for 5 years) for those patientsanvita-2her 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 gﬁrqc%lnatlon adjuvant therapy was then administered op D/§¥0§1/0%e group of patients

received docetax€l, doxorubicin and cyclophosphamide (TAC) adminisfé% Intravenously in that

order. Another, group of patients received 5-FU, doxorubicin, 25 and cyclophosphamide (FAQ
administered intravenously in that order. Prophyladtic. 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 red and seventy-nine patients (91%).completed sjx cycles of TAC adjuvant
therapy followed Bl b SR ATEEMAEI Ay UL RS L LD U, SHBBr 2006 WO
03/097164IPCTeight0%40latt hatl fnﬁMmq@iam@téﬁ%oh@p@kpathnme.thd’hiatl pstdes was 446
'Img/m2 of docc&gﬁ}ﬁ&e%%ﬁ %@PAEW&‘%&&% LS IpR of

cyclophosphamide. See Table 8. Seven hun and eleven pafients (96%) completed six cycles of

FAC 1 adjuvant ther&fyeIrsvsadhugdusd pediaseniivalherapientsyitdéhdetedctisdiebove. 5 The
median totad doggs e RBIANEONEE &4 EYeli W asIePSR Ba/Mxd Rlorehdn 296,63a1va2 of

doxorubicin, and 2985 ma/m2, of cyclophosphamide. Id.  Thjrty-three months after adjuvant therapy,
82% of the TAC‘@%%&‘%%?&%/@SPW\ A%ed%‘b DE RS A AR EXs I A% (FRIECL0). At the same
. time, t_he overalbfahemmihmﬁn&ﬁlgratqm\masﬁﬁ%w@: Seé/aHar ihm_xEAﬁa @duts oFalde 13). 10Results
by Ncidal S_tatus% ﬁ%%ﬁ‘j{i%ﬁé%%? @%gh\fgéro&tﬁegég g{#gxl\éll%s [QUDSIS,£ 'Q%%%gtsb% araodal status,

Q% of patient positive node§ who receive re alive and disease free at 33 months
- Wler therapy vsoveDopussing ERCYRRIfumprsrend/ 8 Yohatatisixpresites HER D et Xhe two adjuvant

therapies ifppatgRt Wik AN e eSmd AU AVORS PRI BISHEGRIY {bergpy were alive and

disease free at 36 months compared! to 67% who received FAC. See Table 15. The overall survival
rate for patientsT\ﬂmFﬁl-S positive nodes was 96% for TAC and 89% for FAC. Again, there was no

. atatistical difference UHiwpsmdiyechdpoiinesspins Thapallntadyitiad 0r frdliatpalisie fiedes, although
again more TAC 2Q wﬁﬁ&ﬁ{l‘ctss 8630) survived than F'%‘:ra%fs%ﬂe%f' 8){4{(03/4% SeJables 16,and 32. Results
by Hormonal Sttt N patients with né’gaﬁlve ERIP umr8rs,’t &didedde ?Fee survival rate was '

- about 70% in thoertering hatholegied entl haEcaltiimarketherapy and about 62% in those

R - Post-TAC and post-FAC treatment included 1) radiation therapy for all
. patients with breast conserving surgery and 2) tamoxifen (20 mg/dﬁy for § 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.




11 receiving FAC. In patients with positive ER/PR npdes, the disease free survival rate 25 among
those who received TAC was about 88% vs. 82% in thdse who received FAGIRR@6: Fadales 17 and 33.
If one calculates overall survival by hormonal status, lapout 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 i survived vs. ;1 30 about 88% of FAC recipients. T 18 and 35. 2
November 230N BS1007164P CH/EP03/07443 7 desults by HER2 %%g{ﬁ'é%?)"%‘f’n patients with
negative HER2 tumors, the disease free survival rate at 33 months was about 86% in those who had
received TAC adjuvant therapy and about 80% in tBosg receiving FAC. In patients with positive HER2
tumors, the 5 disease free survival rate among those wWho received TAC was about 75% vs. 60% in
those who received FAC. See Table 19. . Based on‘this data, the combination of docetaxel,
~ doxorubicin and@%%%cﬁ%%%%%rﬁ%g BRE BAERTVER RS Ay RERR IS gf@@'ﬁngft@%ﬁﬁf@q a significant
advantage over BUnginkof doicinioid, ayd RAT8osghd ot laphasphamidet htzecfupidBone 10 measures
disease free survival, at33 galelgriytey Lﬁ%@{@(igﬁ%y E &éﬁgg% %&g&ir})g{?@s overall, a 50%
d. .

C
reduction in deaths where the patients had 1-3"positiv n'gggjes', 3% reduction in deaths where the
" hormonal statusédieratitherapxviolionehby dhsmese therapyrregiveges Wrsonbeshabmykstatus was

. positive. Seg Tapie (jﬁ%diﬁrﬂﬁﬁlrﬂ@s'&p&q&ﬁé{ﬁ@éﬁgl% yE'T@L@éé’Q%‘@ 'ﬁ’aﬁ?{a’rsf:]st@ﬂgod@ deaths Ofdthosz
15 receiving TAC adpuvant therapy a 4% reductian in those patients with 1 to 3 positive nodes. Id.
" The difference b"éf?\/“&%’ﬁ&@%hc%%ggi@%%§gﬁ¥ v PWBE%THQ%I Kiher than 5-FU. These statistics
“prove 'conclusi\_/ely_ thaﬂmwsemmﬂbeﬁefﬁ@mw Bﬁ_%mﬂtﬁmwﬁhﬂoanlﬁﬂcin and N
- cyclophophamid egs, GPQUANIR OB PLRIAIE 22BN ToD REAFLIERIeRmERL AT node positve

breast cancer patients. ~ The de$crlbe embodimentsijare to
‘only and not restiix ofithe TaGHE0p thes FRVe Meidr Yolon tbedté ogronti (able B3) the appended claims
- rather thanpy the foregQing g@ﬁéﬂgtmgmg\ll changes yhich come within the meaning and range of
“equivalency of the clajmsg are tq be embracg,ﬁlwithin their scope. 8 CLAIMS 1. Use of docetaxel in
"the manufacture of a E&MEIT el PE A LAC [ R BEResyBAEE P ARt by adjuvant
. therapy in comtﬁnaﬁpaowﬂthfdmﬁad)mtﬂﬁth a3choyldl iph&mideeﬁwm wérichlipeaaddles an increased
survival rate. 2..Use agccording to claim.1 wherein theliflocetaxel, doxorubicin and cyclophosphamide
“are suitable for g‘ %?ﬁ?gﬁ%ﬂ%ﬁ%‘ﬁ’érét%‘ F%vgb%%%%%%%‘g & (‘:’%in%eieowf évcherein breast
- cancer ER, PR &ndreHERcrco bsterprdeséde aiiey Bt dherepitin i toatientsowitlaitriodeso 3 wherein the
~-medicamen is afRY{SIEI ANFRENCRANREHAE &fg’l AL & LARORR R G el  at
S : 36 months oompared!to 67% who received FAC, See Table 15.
The overall survival rate for patients jv»lrith 1-3 positive nodes was 96% for
TAC and 89% for F{QC. Again, there was no fstatistical difference between the two
therapies in patientsi with 4 or more positivé nodes, although again more TAC
20  patients (86%) survived than FAC patients (84%). See Tables 16 and 32.

Results by Hormonal Statug [ : 0 L

In patients w;ith negative ER/PR tum;'iqs, the disease free survival ratc was

~ about 70% in those Who had received TAC adjuvant therapy and about 62% in those

receiving FAC. In patients with positive ER/I:"ER nodes, the diselexse free survival rate

.25 among those who rec;eived TAC was about 88% vs. 82% in those who received FAC.
See Tables 17 and 33. 1 -

If one calculates overall survival by -Ehormonal status, !about 83% of TAC

recipients with 'negaﬁve ER/PR tumors survived vs. about 72% of FAC recipients.

Among patients with positive tumors, abom:' 90% of TAIC recipients survived vs.

.30 about 8% of FAC recipients. See Tables 18 4d 35,

I\
be conshl!\gere In all respects as iIIustratB ‘
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75 mg/m2 of docetaxel, 50 mg/m2 of doxorubicin, and 500 mig/m2 of tyclophospharmide 5. 0se
according to any -of claims 1 to 3 wherein a dose of docetaxel is 75 mg/m2; pe\&Meke 2006 Use

according to any of claims 1 to 3 wherein a dose of doxorubicin is 50 mg/m2 per cycle. 7. Use
according to any of claims 1 to 3 wherein a dose of cyclophosphamide is 500 mg/m2 per cycle. 2

November 2006 {}NO 03/097164PCT/EP03/07443 1/18 Study RationaI% CQrAnth(r)g%cline-based
regimens 2 YRS adjuvant treatments in node positive breast cancellEppgﬁ"ents 0 Docetaxel

containing regimens have shown superior activity over standard regimens in MBC 0 Anthracycline
failure Docetaxel versus MV, Nabholtz et al, JCO®99  Docetaxel versus MF, Sjostrom et al, EJC '99
0 CMF failure Docetaxel versus Doxorubicin, Chan et al, JCO '99 O First-line AT versus AC,

Nabholtz et al, ASCO 20@0 0 TAC versus FAC, Nabholtz et al, ASCO 2001 Mackey et al, ASCO
2002 Table 1 2 Nov 097164 PCT/EP03107443 2/18 Table 3 Major Eligibility
Criteria In patients with negative HER2 tumors, the disease free survival rate at

33 months was about 86% in those who had received TAC adjuvant therapy and
about 80% in those receiving FAC. In patients with positive HER2 tumors, the
- §  disease free survival rate among those who received TAC was about 75% vs. 60% in
“those who received FAC. See Table 19.
Based on this data, the combination of docetaxel, doxorubicin and
cyclophosphamide as adjuvant therapy is well-tolerated and results in a significant
: .; _ advantage over SFU, doxorubicin and cyclophosphamide as adjuvant therapy. If one
10 measures disease free survival, at 33 months, TAC provided over FAC a 32%
. reduction in deaths overall, a 50% reduction in deaths where the patients had 1-3
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 rathér 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
o 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 afe to be embraced within

25  their scope.




Histologically proven breast cancer a Definitive surgery with axillaty LN dissection (?. 6 LNs) 60 days
between surgery and randomisation Stage T 1-3, N1, MO Age 70 years, KPS 80% Normal bone
marrow, liver, renal and cardiac function Informed consent Table 4 2 November 2006 WO 03/097164
PCT1EP03107443 3/18 Endpoints Primary a Disease-free survival Secondary Overall survival a
Toxicity Quality of Life, Socioeconomic analyses Fathologic & Molecular markers Source verification :
100 % data for all patients Table 5 Patient Characteristics Randomized (n=1,491) TAC n=745 FAC

CLAIMS

1. Use of docetaxdl in the manufacture of a medicament for the treatment of node
positive, M, breast cancer by adjuvant therapy in combination with doxorubicin and

cyclophosphamide only and which provides an increased survival rate.

2. Use according to claim 1 wherein the docetaxel, doxorubicin and
cyclophosphamide are suitable for administration separately.

3. Use according to one of claims 1 or 2 wherein breast cancer ER, PR and/or HER2
IS overexpressed.
4. Use according to any of claims 1 to 3 wherein the medicament is administered

once every 3 weeksin six cycles at adose per cycle of
75 mg/m? of docetaxel,
50 mg/m? of doxorubicin, and

500 mg/m? of cyclophosphamide.

5. Use according to any of claims 1 to 3 wherein a dose of docetaxel is 75 mg/m?® per

cycle.

6. Use according to any of claims 1 to 3 wherein adose of doxorubicin is 50 mg/m?

per cycle.

7. Use according to any of claims 1 to 3 wherein a dose of cyclophosphamide is 500

mg/m?’ per cycle.



—ha=746MedianAge 4949 Median KPS 100% 1009 Premenopausal 51% 50 % Mastectomy 60 % 59
% Radiotherapy - 68 % 71 % Tamoxifen 68 % 69 % 2 November 2006 4ARmMysIFpgsharacte stis
TAC _

WO 03/097164 PCT/EP03/07443
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Study Rationale

[ Anthracycline-based regimens are standard adjuvant
treatments in node positive breast cancer patients

0O Docetaxel containing regimens have shown superior
activity over standard regimens in MBC

O Anthracycline failure
O Docetaxel versus MV, Nabholtz et al, JCO'99
. O Docetaxel versus MF, Sjostrom et al, EJC '99
O CMF faiiure
[0 Docetaxel versus Doxorubicin, Chan et al, JCO ‘99
[J First-line
O AT versus AC, Nabholiz et al, ASCO 2000
-0 TAC versus FAC, Nabhaltz et al, ASCO 2001
Mackey et al, ASCO 2002

Table 1
DESIGN z
® F 6FU 500 mg/m2
- A Doxorubicin 50 mg/m2
C Cyclophosphamide 500 mg/m2

Every 3 weeks x 6 cycles

T Taxotere 75 mg/m2
A Doxorubicin 50 mg/m2
Stratification: C Cyclophosphamide 500 mg/m2
¢ Nodes
1-3
44+ Dexamethasone premeadication, 8 mg BID, 3 days
s Center Prophylactic Cipro 500 mg bid, day 5-14

Table 2
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PR + 69 HER2 + (FISH) 19 Table 7 Exposure to Tregtment 2 November 2Q0&:M¥e? 238097164

PCTIEPO3/07443

" WO 03/097164 ¢

PCT/EP03/07443
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:

Ej -

Post ChemotherapyrﬁI Treatment !
lsr
F F
A |

e 'C_\ Tamoxifen 20 mg/'day for 5 years
| | | +Patients with ER and/or PR positive tumors

.>.R

adiation Therapy

A J » Per each center

!
!

T | *Allpts with brea‘st conservrng surgery
s gmdellnes after mastectomy

Table 3

|
i

it

a Stage T 1-3. N1, MO

o Age<70 yeérs, KPS >80 %

et X e n—-—s-w

o [nformed consent - ]

o) Hrstologlcally proven breast cancer

- i
Major Eligibility griteria

o 60 days between surgery and ra 1d0mrsat|on

a. Definitive surgery with. axrllary LIE\I dissection (= 6 LNs)

a Normal bone marrow, liver, renal and cardiac function

‘Tabled




------ -5/18-Protocot-Defined-StatisticatAnalyses Disease Free Survival-and Overall Survival-First planned™

analysis : 3 years Cohort : Intent to treat Main Analysis o Log rank test stratifigd-eneegl status
op-value not adjusted for Interim analysis 0 Confirmatory analyses Unadjusted Multivariate (Cox
model) Table 9 Disease Free Survival (ITT) Median follow-up : 33 months Table 10 2 November
2006 WO 03/097164PCT/EP03/07443 7/18 Overall Survival (ITT) Median follow-up : 33 months #
Events RRBYVMMIYFAG 57 0,76 0.11 MC 76 PCT/ERO3/07443

3/18

Endpoints

Primary
o Disease-free survival

Secondary
o OQverall survival

. a Toxicity
o Quality of Life, Socioeconomic analyses

o Pathologic & Molecular markers

Source verlfication : 100 % data for all patients

Table 5

Patient Characteristics

Randomized TAC - FAC

(n=1,491) n=745 n=746
Median Age _ 49 49
Median KPS 100 % 100 %
Premenopausal 51 % 50 %
Mastectomy 60 % 59 %
Radiotherapy - - 68 % 1%
Tamoxifen 68 % 69 %

--Table 6

M Y g B Find Srmioninimt I8 WY




I E‘: ' :

—Totat 13361218 243636 4248 Months——Number-at Risk | TAG 745 741
L 2 November 2006

WO 03/097164 ' | ‘ PCT/EP03/07443

s i .

Tumor Characte:r:istit':s

i TAC ] FAC
. n=745 I _ n=746
Nodal Status. | % §| %
1-3 62 | |62
4-10 30 i’ 3
> 10 ; 8 i | 7
Tumor Size (cm) H o
<2 | 40 | 43
>2and<5 | - 53 E )
>5 | 7 6
ER and/or PR + 69 "l 169
HERZ2 + (FISH) 19 | |20
| Table 7 { | |
| ) 1,
Fxposure to Treﬂitmen,t
TAC] T FAC
: n=745}| : n=746
| Completed 6 cycles : 679 (91 56) 711 (96 %)
| Relative dose intensity ‘ il o
' median - - 0.98( - 0.97
>09 | | 89 %l 84 %

Median total dose mg/m2 _

" Docetaxel | 446 || -
Doxorubicin | 297 L1 208
Cyclophosphamide - 2978 | 2985
5FU | - ; 2985

- Table8 | |




—F32F18#00-393-1F1 24+ FAC F48-738728-713-678-375 171 83-1—Table 13 Confirmatory Analyses -
of Overall Survival Analysis Cohort RR p Stratify on Nodes ITT 0.76 0.11 5 yovember 2006 _

WO 03/097164 PCT/EP03/07443

5/18

Protocol Defined Statistical Analyses
Disease Free Survival and Overall Survival

a First plannéd analysis : 3 years
o Cohort : intent to treat

. oMain Analysis
- ' oLog rank test stratified by nodal status
a p-value not adjusted for Interim analysis

a Confirmatory analyses
a Unadjusted
a Muitivariate (Cox model)

Table 9

Disease Free Survival (ITT)
Median follow-up : 33 months

100

) g QOﬂ £
L
m E;

2 50- TAC
2 :
& ;
o H
3 ] | FAC ‘z
s # Events RR  P-Vale i
E :
2 TAC 119
= 60 0.68 0.001 v ' i
FAC 170

Total 289
50- :
| !_ L T T L] T T 1 k
o 6 12 18 2 30 36 42 48
Months 1
Number at Risk . .
TAC 745 725 710 678 654 ar3 152 23 1

FAC T48 ‘789 €99 636 605 334 150 N i

Table 10




{6:54-1-07)UnadjustecHTF0:75-6-16—(0-53-1-06)-

Controls for nodes, age, tumor size, hlstology ER/PR

li

, HER2 Table14 2 W&Qﬁ% %6 8/18 50 -

" PCT/EP03/07443

WO 03/097164 i i
618 E , |
.
Confirmatory Analyses : DFS |
| 5
Analysis ‘ Cohort H|F{H -
Stratify on T .68 ’
Nodes L (0.54-0.86) 0.001
Unadjusted ’ T 0.67 |
- (0.53-0.85) 0.0008
[CoxModel* | | ITT 0.64 , O
|

1 i i
o Controls for r:lodes, age, tumor sizqf,‘histology, ER/PR, HER2

Table 11

|
Ei

Sltes of First Events

|
F

TAC (N) |; FAC (N) 0

Distant | 19 o~
Local/Reglonal 23 3 31
Contralateral | 3 6
Other 2" Primary 6 10
Death NED ; 7 4

i 119 170

|

Table 12 ||




—Number-at Risk1-3-4FAG-46346245243 742 - FAG-459454438417393TAG 282274258241 227 FAG—
287275261239212 06121824 Months Table 15 Overall Survival by Nodal,Jfafus, 40855 90 80
70-

WO 03/097164 PCT/EP03/07443
718
Overall Survival (ITT)
Median follow-up : 33 months
100"
92%
90 TAC
'87%
| g 807 FAC
® |
‘ % 70-
# Events RR  P-Value
601 TAC 57 076 0.11
FAC 76
Total 133
50- r 1 ] T 1 L T T 1
0 6 12 18 24 30 36 42 48
Months
Number at Risk :
" TAL 745 741 732 718 700 393 171 24 1
FAC 745 738 728 713 678 375 171 33 1
Table 13
® Confirmatory Analyses of Overall Survival
Analysis Cohort RR p
Stratify on Nodes ITT 0.76 0.11
R (0.54-1.07)
Unadjusted ITT 0.75 0.10
(0.53-1.06)
Cox Model * ITT © 071 0.049
- (0.50-1.00)

¢ Controls for nodes, age, tumor size, histology, ER/PR, HER2

Table14

ALz e o




WO 03/097164

Dis

% Alive and Disease Free

--~~RRP-Vaiue-6€)-‘i%‘Nﬂd@S@?iﬁﬁ:‘é?@ﬁ"”ﬁ*‘Nodeslt
459 FAG 287 6 462 457 279 281! 12 459

75500 NumberatRisk 1-1TAG 463 PAC
' : 2 November 2006

PCT/EP03/07443

8/18

‘E
f

|

ease Free Survival byl Nodal Status

3
Sl

70 i a\ -
t . - I
‘ RR P-value 1 Q‘:::.‘::..".'.‘ L 44 O i
60 i -
1-3 Nodt;as 0.50 0.0002 :
4+ Nodes 0.86 0.33 \N'g ~
50- | ;
) T | T 1 T ;r ™1 T Yo
o 6 | 12 18 24 o 36 42 48
: Months
Number at Risk | |
(3 TAC 483 462 a2 4y a2 103 14 1
Y paC 453 454 4 417 33l 98 26 ¢
4+ TAC 282 274 258 244 227 123 49 9 0
FAC 287 275 61 238 22 110 52 S 0
Table 15 }
Overall Survival by Nodal Status
0] i 96% T_AC ;
i "1 : 1-3 O
e 1
li . tl.i:]- FAC ;
o 807 ! L.}....-...:::
2 : P b4
< l I TAC
© 10 . ;
] 4
- | RR__ P-Value :
i 60 : !
T = 1-3 Nodés 0.46 0.006 .
N 4+ Nodes 1.08 075
507 . - . . T T Y |
0 6 12 18 24 3 30 36 a2 48
. Months il
Risk :
NumRRe 463 ag2  4sa 453 449 | 26 12 14 1
V2 fac 459 437 <53 4ss 422 Ol 223 107 . 2% 1
yAC 282 279 213 25 251 Jf 132 58 110 0
4 pac 287 281 276 260 256 | 132 64 5 o
Table 16 :




—- 453273 -275-4-FAG-282-1824-Months 453449 444422-265251-269256Table16—2 November 2006
WO 03/097164PCT/EP03/07443 9118 Disease Free Survival by Hormonal \piaiiisdNagativePositive :
Table 17 Overall Survival by Hormonal Status :Negative Positive 90 80 70 60 60 TAC FAC

WO 03/097164 PCT/EP03/07443

9/18

Disease Free Survival by Hormonal Status

Negative Positive
100] 1007
- & 907 801
= TAC
(%] .
: @ B0 801
g 80 FAC
Q
- T
- . 8207 TAC 701
>
3 601
® 0l or=06 TAC RR = 0.68
| P=0.005 P = 0.02
50‘ 1 1 L 50— F N 3 T L] 1] L] re 1
© g 12 24 B 48 0 12 24 6 28
Months Months
- N at Rsk ¥ 8% Risk
CmEmomomo§ o mm o o®momow
Table 17

- Overall Survival by Hormonal Status

‘Negative
.2
3
T FAC
lrr=057
- {P=0.02
5‘04 F T L L] L L3 L] ¥ 1
0 12 24 % 48
Months
N 3l Risk -
TAC 201 228 210 LT 0
FAC 223 220 . 194 49 [

Positive
1000
" —\%C
FAC
807
701
601 :
AR = 1.00
] P=099
50 F e ¥ T ¥ al il
) 12 24 36 48
Months
N at Risk
TAG 514 506 450 113 1
FAC 518 528 a5 131 1

.Table 18




RR=106P 12243648 | Vorths—N-SirRisk iiu:at Risk TAL, 731722621056 TAC 514 FAC 223
22 | : 2 November 2006 "
WO 03097164 i PCT/EP03/07443
i { |
| 10118 |
Disease Free Survival by|HER2 status
Negative (FISH)  Positive (FISH)
100
. N
% H’?
8 B07
% 707 FAC Elﬁ'
5 i O
o A‘O‘ . '
501 pR = 0.74 01 RR = 0.59 A
|p=006 ﬁ‘ P=0.02 EAC
a00 o f—r—n
0 12 24 35 48 0 12 24 B 48
: Months | _ Months
h ‘.NTaﬁigI:;S 467 4!33 102 1 P\‘TaAtg%S 131! 118 3z G
. FAC 473 455 432 108 0 FlJ\C 45 LBSI 197 24 4
Table 19
Hematological To“xlcuty
Treated (n=1480) TAC (1 _‘744) 'FAC (n=736) o
| 1 I ’ O/O Ef»
ANC < 1000 ‘ 65.}‘* © 490 % :
‘| Febrile Neutropenia* 23#* 2.4
| Infection (Gr 3/4) | 3. 1.5
Septic Death | 01= 0 |
Anemia (Gr 3/4) | 4.8 S22
Thrombocytopenia (Gr 3/4) 2h 1.8
. o Protocol required blood counts every 3 wee!ks i ‘
§Gré neutropenla at|tlme of grade 22 feveruand iv. amlbloucs
| Table20 |f |
: i :
Ei';- e l I'i;,' 1 e



-—394-40-FAC-510-Table 18—2-November-2006--10/18— Disease -Free Survivat-bY-HERZ status - :
Hematological Toxicity Treated (n=1480) TAC (n=144) ! 'FAQ (n=736) %% ANGE0d000. 65.

WO 034097164

Non-Hematological Toxicity Grade 3/4

11/18

Incidence > 1 %

PCT/EPO3/07443

TAC FAC
n=744 n=736
_ % %
Nausea 5.1. 9.5*
Vomiting 4.3 7.3
Diarrhea 3.4* 1.0
Stomatitis 7.1* 2.0
Asthenia 11.2* 53
CHF 1.6 0.7
| Premenopausal pts n=383 n=375
Amenorrhea 51.4* 32.8
<005
Table 21
Conclusions

At 33 months median follow-up, TAC provides over FAC :

o Primary endpoint : Disease-Free Survival _f
32 % reduction (p=0.001) o
50 % reduction (p=0.0002) ‘

o Overall ;

o By nodal status :

0 .By hormonal
status :

‘o Secondary endpoint : Overall Survival

z Overall:
- 0 By nodal status

1-3:
4+ ;
HR-:

HR+:

1-3:
4+

-Table 22

No difference

38 % reduction (p=0.005)

32 % reduction (p=0.02)

24 % reduction (p=0.11) i
54 % reduction (p=0.006)

No différence
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- —49.0-Febrite-Neuttopeni& 23:i;- Zl -A-nfection(Or 37‘4)%‘ ‘15 Sepiic Death~0 0 Anemia (Or 3/4) 4.Ef, 2.2
Thrombocytopenia.(Gr 3/4) 2.4 !1 8 Protocol requirefl: blood counts every Snyasiter @0d neutropenia
at time of grade 2 fever and iv. Tntibiotics p50.05T e 20. 2 November 2006 WO 03/097164

|

|

PCT/EPO3/07443

WO 03/097164 i : PCT/EPO3/07443

12/18

iif,
L

Conclusioné i

a Febrile neutroperina was more frequeﬂnt on TAC wnthout
increased mcndence of infection and no septlc deaths

a Other toxicities were acceptable. and manageable m both arms

o The observed benef:t of TAC is large enough to be\of
- -clinical value in the adjuvant treatment of node positive 0
breast cancer patients ! i
« . Additional follow- up is necessary to confurm the inte gration
of TAC in this patnent population , ]
|
)

|
|
Table 23 l
|
} :
f |
_ I '
Design i' i |
ﬁ ﬁ"q 5- FU‘ ‘ 500 mg/m?
: ﬁ Doxorublcm 50 mg/m? |
Cycl0phospham1de 500 mg/m2 O
l q- 3wks x 6

=i Taontere ' 75 mg/m?
Doxorubicin ; 50 mg/m

Standard dexamethasone premed
Prophylactic Cipro 500mg bld, day g-14
|

o |
Stratification e Nodies: 1—3, 4+
. eCenter

' Table 24 |




—11/118-Nen-HematologtcatTFoxicity-Grade-3/4-incidence>1 94— TAG =744 FAG =736 % 0K Nausea
5.1. 95* Vomiting 4.3 7.3* Diarrhea 3.4* 1.0 Stomatitis 7.1* 2.0 Asthenia 1L 5 RmAvezds 1.6 0.7 ;

WO 03/097164 PCT/EP03/07443
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Protocol defined statistical analyses (ll)

a Analysis by Nodal Status
a Prospectively defined
o Closed testing pracedure to prevent multiplicity (Performed

-only if main analysis statistically significant)

. o 1-3 nodes (70 % of patients/events)

- - 0.05, power 91 % to detect DFS improvement of 38 %
o 4+ nodes (30 % of patients/events)

-¢. 0.05, power 81 % to detect DFS improvement of 40 %

Table 25
DFS and OS
. Absolute difference at 3 Years

| | TAC FAC
Intentto Treat | DFS : 82 % 74 %

Survival 92 % 87 %

1-3 nodes ‘DFS 90 % 79 %

Survival : 96 % 89 %

>4 nodes DFS ) 69 % 67 OA)

Survival 86 % 84 %

Table 26 -




|
~Premeénopausal pts n=383 N=375% Amernorrhea 5TA*
months median follow-up, TAC provides over FAC : R

I
2.8 *p IC 0.05 Table 2T Conclusions At 33

timary endpoint; DisgageemeeesBogvival Overall

:32 % reduction (p=0.001) By nodal status :1-3:50 %
hormonalHR-:38 % reduction (p=0.005) status : HR+
Overall Surviy & %V?E?” :24% reduction (p=0.11) By

difference T};ﬁ)

Conclusigns Febrile neutropet]

\

;reduction (p=0(0002) 4+;No difference By
B2 % reduction (p=0.02) o Secondary endpoint :

Nodal status1- 54 {p@&%&éﬂ (p=0.006) 4+:No
on

la was more fiequ without

14/18 | |

Dusease Free Survival (ITT) ‘

r\i/ledlan follow-up : Sﬁ‘months

109 1

57

3]

L%

90

78]

T0 7

= Alive ¥ Oivecae-Frec

P-Vaiue

- ‘

Tima from fondo to mm!

Br laat Fugy

£57 # Events RR
- l
] TAC 745 | 119 0.68 o, 00|1
] FAC 746 | 170 :
{ Total 289 ! f
5°,.,',,., T T T .-'r-'r r R o T
° s e " “ |:o 2 | . n
é Months | ,
‘ Table 27
- Survival (ITTP |
Median follow-up : 33imonths |
----- R -
957 ; 92%:
: | 4 A TAC
ae : ‘ .o
e | 87% Lo
| 4
. % ) : . FAC
| ik
- ,o_‘ y | 4.
s N | #Events RR P-Value
1 TAC 745 57 il
] o X A
“1 FAC 746 76 076 0.1
*1 Total 133 H{
csel et I — § A —
¢ s "t 18 M F, * % | a2 W
I |
|

R

om— AL """!’l‘

Table 28 I




—lincreased-neidence-ofnfection-and-doseptic-deathts .1 -Othertoxicittes wereacceptabteand—
manageable in both arms The observed benefit of TAC is large enough to, kgL #inikakLvalue in the
adjuvant treatmer of node positive breast cancer patients Ili Additional follow-up is necessary to !

confirm the ntegration of TAC in this patient population Table 23 Design F ri.9 5-FU; A IEMENE1
Doxerubicin c.UUL9CyclOphosphamide i N TA iM Tbaoxxoob tireureiciii__c NI bi Ord
CyclblphosH8HitIEStaindard dexamethasone prerned PrOphylactic EfpYEBe8IHS bid 1day 5-14
Stratification Nodes: 1-3, 4+ Center Table 24 2 November 2006 WO 03/097164 PCT/EP03/07443
13/18 Protocol defined statistical analyses (15/18
Disease Free Survival by Nodal Status
1007
o 90 1 LN
&
&
S 80
§ b 1-3
2
@ i - J
< RR _ P-Value FAC
%7 1-3Nodes 0.50 0.0002
50- 1 T T T T T T T 1
0 8 12 12 24 30 36 2 48
Time to BCR, SPM or Death {months)
Number at Risk
TAC 483 462 452 437 427 250 103 14 1
V3 gaC 458 454 433 &7 M 24 03 % g
Table 29
DFS 4+ Nodes ,
@ B i SV '
. o \_\\ |
1\ . ,:
\:‘"x !
80 " ’ \\ ;
. .-\_\\ \-‘_1.-‘“‘: I ‘:
701 FAC\-‘;.A.\E_ :
’ . s T ?
. - — 1 .=
o ————— J»4+
o) 4+todes 086 033 o
o 6 12 1w 2% % 3% 4
Time to BCR, SPM or Death {monlhs})
a¢ TAC 282 274 258 241 227 123 49 9 0
FAC 2BS 275 261 23s 212 116G 52 5 0

Table 30




| ﬂ

ﬂﬁﬂalysisby—Nodal—Staws—Pmspecﬁvely defined "Clgsed testing procedure t6 prevent multiplicity
(Performed only if main analysis statistically significarit) 1-3 nodes (70 ctopoiqatisetsterents) a 0.05,

power 91 % to detect DFS |mprovement of 38 % 4+ odes (30 % of'patlents/events) a 0.05, power 81 |

FAC Intent to Treat DFS 82 % 7 % Survival 92 % 8
% WO 03/097164

16118
|
|

Disease

s Mive & Discose-Free

|
] ! RR__ P-Value I
1-3 Nodes‘ 0.50 0.0002 |
*1 4+ Nodes'  0.86 0.33 | ,
L, UM T ey Ny LA
] 3 12 1] 24 i 10 6 | 42 48
| Mannths ‘ |

‘ Table 31 : L
Overall Survivél by N!lcf)dal Sta_tus:

._,96% TAC l

1)/

1 AMlive
~
-
—
—

4
To ]

RR  P-Value

57 ' . : ’

1-3 Nodes 0.46 0.006
1 L
{ 4+ Nedes 1,08 0.75 [

55 7

|
] 1
59 :
1
|

—t—r—T T

0 3 1 12 Moyl e T a8 '} a
Tias from rands to death. or taat tup

(oram = FeC, V-3 Noddms === FpC, 4+ Nodes ---m: 1+9 Modex —raC, (6 Modes

Table 32 H

.




—4nodes DFS68% 679 Survival-86-%84 tyo 2 November 2006 WO 03/097164 PCT/EP03/07443 .
15/18 Disease Free Survival by Nodal Status 90% 1-3 170 1-3 Nodes 0.5G; Q08+ & %006
06121a2430364248 Time to SCR. SPM or Death (months) Table 29 DFS 4+ Nodes

WO 03/097164 PCT/EP03/07443
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Disease Free Survival by Hormonal Status

2 Allee & Disedre~Free

RR P-Value lﬁ—r{'
] HR Negative 0.62 0.005 J
{ HR Positive 0.68 0.02
L 1} V- T e T T r—r—rr— Pt
[} . § te 11} 23 b1 % 42 43
Months

Table 33

Patient Characteristicé

. . Randomized (n=1!§91) nlgdcfs niggs
" |MedianAge 49 49
|Median KPS 100 % 100 %
-| Premenopausal 51 % 50 %
Mastectomy 60 % 59%
Radiotherapy 68 % 71 %
Tamoxifen 68 % 69 %

Table 34




| ! '
—6-12-18-24 30364248 -Timeto SCRSPNor Death (MOnths) 274 258 241 227 1234990275201
2392121105250 Table 30 2 November 2006
1
WO 03/097164 % : | PCT/EPG3/07443
18118 |
i

i .
Overall Survival by Nodal Status

| | Il
1-3 Nodes 4+ Nodes
' f. _ :
g 89% o1
2 - FAC
3 801 , _ 80| |
g . | | TAC
: ] RR=046 ol RR=1.08 - &
2 P = 0.006 b ¢=0.75
¥ 801 | 601 :
. 50° | — 50-5 e
o 12 24 3% 48 b 12 i24. 3 48
Iime to Death (months) %I;ihme to Death {menths)
Whom o owow ¢ EE R OB
i
Table 35 5
Analyses by HER?2 St?tus (FISH) '
DFS p | os P ._,
RR | _RR “
|Negative | 0.74 0.06 ! 0.80 ~0.33
‘ - (0.54-1.01) lt {0.50-1.26).
| Positive 0.59 0.02 i 076 | 040 1
| (0.38-0.91) il (0.39-1.45) .
Table 36

[ Y, o ——
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