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1) A multicenter Phase 3 randomized trial comparing docetaxel in combination
with doxorubicin and cyclophosphamide (TAC) versus 5-fluorouracil in
combination with doxorubicin and cyclophosphamide (FAC) as adjuvant
treatment of high risk operable breast cancer patients with negative
axillary lymph nodes (TAX.ES1.301/ GEICAM 9805)
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O A multicenter Phase 3 randomized trial comparing docetaxel in combination with doxorubicin
and cyclophosphamide (TAC) versus 5-fluorouracil in combination with doxorubicin and
cyclophosphamide (FAC) as adjuvant treatment of high risk operable breast cancer patients
with negative axillary lymph nodes (TAX.ES1.301/ GEICAM 9805)
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Table 20 - Disease-free survival analysis — ITT population

TAC FAC
Time to event in months for DFS 2 (N=539) (N=521)
Overall at a median /7 months follow-up:
Number assessed 539 521
Number censored, n (%) 473 (87 8) 426 (81.8)
Number of events, n (%) 66 (12.2) 95(18.2)
Unstratified log-rank test p-value b
TAC versus FAC 0.0141
Unadjusted hazard ratio (35% Cl) ©
TAC versus FAC 0676 (0493, 0.926)
Stratified log-rank test p-value @
TAC versus FAC 0.0141
Adjusted hazard ratio (95% CI) @
TAC versus FAC 0680497, 0919)
DFS rate at b year follow-up 0.901 0.853
959% () (0.875, 0.926) (0.823,0.884)

a Kaplan-Meier estimates
b Pairwise log-rank test of homogeneity between treatment groups
G Estimated using Cox proportional hazard model with treatment group as the factor

9 Esfimaled using Cox proportional hazard model with treatment group as the factor, stratified by stratum of menopausal status
Cl- confidence interval, DFS: disease-free survival, FAC: 5-fluorouracil, doxorubicin, and cyclophosphamide, HR: hazard ratio
ITT: intent-to-treat, TAC- docetaxel, doxorubicin, and cyclophosphamide
PGM=XRP6976/IRF0414/NDA2009/BS/PGM_RPT/iGdfs.sas OUT=QUTPUT/IGdfs_i.rf (26JUN20089 - 11:45)

Figure 3 - Forest chart for disease-free survival subgroup analysis — ITT population

N Subgroup Category TAC FAC HR (95% CT) Favors TAC Favors FAC
1060  Overall Overall 539 521 0.676 (0493 to 0.926) +

367  Hormonal receptor siatus Negative 195 172 0.7(0.447 10 1.096) 4'“’

693 Positive 344349 0622(0.398100.9T) +

582 HER2 status Negative 307 275 0.563 (0368 to 0.862) +

94 Positive 4450 0.849(D.268 to 2.691) —|»—

49 HRHER2 ++ 28 0.562(0.057 to 5.584) I

399 +- 207 192 0.554(0.309 to 0.995) +

43 -+ 2312 0872(D2181t03.493) —|‘—

183 -- 100 83 0.546(0.293 10 1.018) —’—




503 Menopausal status Post-Menapausal 254 249 0723(0468t01.119) +-

557 Pre-Menopausal 285 272 0636(0403 to1.003) +

75 Age categoryl <35 years 4233 0307(0.106 to 0.886) —’—

983 >=35 years 497 488 0.726 (0.522to 1.011) —|~

535 Tumor size <=lem 185 250 0,685 (0428 to 1.093) —’—-

525 =Jem 154271 0.681(0.445t0 1.043) +

124 Histological grade Grade 1 (includes grade not 64 60 0.791(0241102594) —|>—
assessed)

446 Grade 2 16 230 07710457t 1.3) —|‘—

450 Grade 3 159 231 0.591(0.389 to 0.899) +

I
0.01 0.10 1.00 10.00
Hazard ratio with CT (TAC vs FAC)

Cl: confidence interval, FAC: 5-fluorouracil, doxorubicin, and cyclophosphamide, HER2: human epidermal growth factor receptor 2,
HR: hazard ratio, ITT. intent-to-treat, TAC: docetaxel, doxorubicin, and cyclophosphamide

- 22 F834 WS4 (0S)

Table 24 presents OS in the TAC and FAC treatinent groups overall, and Figure 8 displays this
information graphically as a Kaplan-Meier curve.

Table 24 - Overall survival by randomization group — ITT population

TAC FAC
Time to event in months for 0S @ (N=539) (N=521)
Overall
Number assessed 939 521
Number censored, n (%) 513(95.2) 487 (93.5)
Number of events, n (%) 26 (4.8) 34 (6.5)

Unstratified log-rank test p-value ©
TAC versus FAC 0.2853

Unadjusted hazard ratio (95% CI) ©
TAC versus FAC 0.758 (0454, 1.263)

Stratified log-rank test p-value @
TAC versus FAC 0.2877
Adjusted HR (35% CI) d
TAG versus FAC 0758 (0455  1263)

aKaplan-Meier estimates

b Pairwise log-rank test of homogeneity between treatment groups
C Estimated using Cox proportional hazard model with treatment group as the factor

d Estimated using Cox proportional hazard model with treatment group as the factor, stratified by stratum of menopausal status

Cl: confidence interval, FAC: 5-fluorouracil, doxorubicin, and cyclophosphamide, , HR: hazard ratio, ITT: intent-to-treat, OS: overall
survival, TAC: docetaxel, doxorubicin, and cyclophosphamide

PGM=XRP8876/IRF0414/NDA2009/BS/PGM_RPT/iGos.sas OUT=0UTPUT/iGos_i.rtf (26JUN2009 - 11:46)
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Table 7 — Overview of TEAEs regardless of causal relationship during chemotherapy - safety

population
TAC FAC
(N=532) (N=519)
n (%) n (%)
Patients with at least
One TEAE 532 (100.0) 519 (100.0)
One Grade 34 TEAE @ 150 (28.2) 88 (17.0)
One serious TEAE 19 (22.4) 22 (4.2)
One serious Grade 3-4 TEAE @ 55 (10.3) 10 (1.9)
Patients with TEAE(s) leading to treatment discontinuation 25 (A7) 4(0.8)
Patients with TEAE(s) leading to death 1020 0

AWorst grade per patient, as reported by the Investigator

bpatient No. 00024

FAC: 5-fluorouracil, doxorubicin, and cyclophosphamide, TAC: docetaxel, doxorubicin, and cyclophosphamide,

TEAE: treatment-emergent adverse event

PGM=XRP8976/IRF0414/NDA2008/BE/PGM_RPT/i7aeoverall sas OUT=0UTPUT/I7aeoverall_Lrif (26JUNZ008 - 12:21)
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being the most common reasons for withdrawal. No patients died

TAC arm compared to the FAC arm was demonstrated. TAC-treated
patients had a 32% reduction in the risk of relapse compared to
those treated with FAC (hazard ratio = 0.68, 95% CI (0.49-0.93), p
= 0.01). Overall survival (OS) was also longer in the TAC arm with
TAC-treated patients having a 24% reduction in the risk of death
compared to FAC (hazard ratio = 0.76, 95% CI (0.46-1.26, p =
0.29). However, the distribution of OS was not significantly different

between the 2 groups.
Of the 532 patients treated with TAC, 28.2% experienced severe CCDS

and TEAEs.51 Dose reductions due to haematologic toxicity occurred
in 1.5% of cycles. 4.7 percent of patients discontinued treatment due

to adverse events; fever in the absence of infection and neutropenia

within 30 days of their last study treatment. No death was
considered to be related to TM.

11) def - (*ﬁak)

- |Haematology

4.4 Special warnings and precautions for use

In patients treated with docetaxel in combination with doxorubicin
and cyclophosphamide (TAC), febrile neutropenia and/or neutropenic
infection occurred at lower rates when patients received primary

G-CSF  prophylaxis. Primary G-CSF prophylaxis should be

Ther WES 3FPRAA 290l
G-CSFE vlz] Folw 3% e waw
debdh TACE Felwi St Hitd
SETREEEY SETRAE AQY

considered in patients who receive adjuvant therapy with TAC for
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4.6 Pregnancy and lactation

There is no information on the use of docetaxel
in pregnant women. Docetaxel has been shown
to be both embryotoxic and foetotoxic in rabbits
and rats, and to reduce fertility in rats. As with
other cytotoxic medicinal products, docetaxel
may cause foetal harm when administered to
pregnant women. Therefore, docetaxel must not
be used during pregnancy unless clearly
indicated.

Women of childbearing potential /contraception:

Women of childbearing age receiving docetaxel
should be advised to avoid becoming pregnant,

and to inform the treating physician immediately

A| 5 [should this occur.
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An effective method of contraception should be

used during treatment.

In non clinical studies, docetaxel has genotoxic

effects and may alter male fertility (see section
5.3).

Therefore, men being treated with docetaxel are
advised not to father a child during and up to 6
months after treatment and to seek advice on

conservation of sperm prior to treatment.

Lactation:

Docetaxel is a lipophilic substance but it is not

Ehg 7FsAdo] loern® o] ¢ Fof Fol= F Ztknown whether it is excreted in human milk.
o st [FE A (AE)NA 75 =079 o]3o] H|Consequently, because of the potential for

ETA=leei= adverse reactions in nursing infants, breast
feeding must be discontinued for the duration of
docetaxel therapy.
6.2. 7}axR
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St. Gallen consensus recommendation)
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- H2d S e vbed AU Al % § TAC regimen 57}

#%(2010.5.20)
4.1 Therapeutic indications
Breast cancer
TAXOTERE in combination with doxorubicin and cyclophosphamide is indicated for the adjuvant
treatment of patients with:
- operable node-positive breast cancer
— Operable node—-negative breast cancer
For patients with operable node-negative breast cancer, adjuvant treatment should be restricted
to patients eligible to receive chemotherapy according to internationally established criteria for
primary therapy of early breast cancer (see section 5.1).
(=)
5.1 Pharmacodynamic properties
(A=)
adjuvant treatment of operable node-negative breast cancer patients with high risk of relapse
according to 1998 St. Gallen criteria (tumour size >2 cm and/or negative ER and PR and/or high
histological/nuclear grade (grade 2 to 3) and /or age <35 years
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