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Composition 
Each single dose vial ccmtains 
Docetaxel trihydrate Ph.Eur equivalent to 
Anhydrous Doœtaxel . . . . . . . . . . . . . . .  120 mg 
Polysorbate 80 BP . . . . . . . . . . . . .  q.s. to 3.0 ml. 
Solvent for Docetaxel Injection concentrate 120 mg 
Each vial contains: 
Alcohol BP (95 % v/v) . . . . . . . . . . . . . . . .  13% w/v 
(Absolute Alcohol content 15.25 % v/v) 
Water for Injection BP . . . . . . . . .  q.s. 9.0 ml 
Excipient with known effects- ethanol 
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Injection 
Phannacology 
Pharmacodynamies 
Pharmacotherapautic Group: Taxanes 
ATC Code: L01 CD02 

Mechanism of adion 
Doœtaxel is an antinaoplastic agent which acts by promoting the assembly of tubulin inlo stable 
microtubules and inhibits their disassembly which leads to a marked decrease of free tubulin. The 
binding of docetaxel to microtubules does not alter the number of protofilaments. 
Docetaxel has been shawn in vitro to disrupl the microlubular network in cells whieh is essenlial for ..,ital 
mitotic and interphase cellular functions. 
Pharmacodynamie effects 
Docetaxel was found ta be cytotoxic in vitro against ..,arious murine and human tumour cell lines and 
agalnst freshly exclsed human tumour cells ln clonogenlc assays. Docetaxel achleves hlgh lnlracellular 
concentrations with a long cell residence lime. ln addition, docetaxel was found to be active on some 
but not all cell llnes over expresslng the p-glycoproteln whlch Is encoded by the multldrug reslstance 
gene. ln WVO, docetaxel is schedule independent and has a broad spectrum of experimental anti-tumour 
actlvlty agalnst advanœd murlne and human grafled tumours. 
Clinical efficaçy and safety 
Breast cancer 
Doœtaxel in combination with doxorubicin and cyclophosphamida: adjuvant therapy 

Patients with operable nocle-positive breast cancer (TAX 316) 
Data from a multi-eenter open label randomized study support the use of docetaxel for the adjuvant 
treatment of patients with operable node-positive breast cancer and KPS :!: 80%, between 18 and 70 
years of age. After stratification according to the number of positive lymph nocles (1-3, 4+ ), 1491 patients 
were randomized ta receive either docetaxel 75 mg/ m2 administered 1-hour after doxorubicin 50 mg/ 
m2 and cyclophosphamide 500 mg/ m2 (TAC arm), or doxorubicin 50 mg/ m2 followed by fluorouracil 500 
mg/ m2 and cyclosphosphamide 500 mg/ m� (FAC arm). Bath regimens were administered once every 3 
weeks for 6 cycles. Docetaxel was administered as a 1-hour infusion, all other medicinal products were 
given as intravenous bolus on day one. G-CSF was administered as secondary prophylaxis ta patients 
who experienced complicated neutropenia (febrile neutropenia, prolonged neutropenia, or infection). 
Patients on the TAC erm reœived antibiotic prophylexis with ciprofloxacin 500 mg orally twice daily for 
1 0  days starling on day 5 of each cycle, or equivalent. ln bath arms, aflerthe last cycle of chemotherapy, 
patients wilh positive estrogen and/or progesterone reœptora rec:eived temoxifen 20 mg daily for up 
to 5 years. Adjuvant radiation therapy was prescribed according to guidelines in place at participating 
institutions and was given ta 69% of patients who received TAC and 72% of patients who received FAC. 
Two interim analyses and one final analysis were performed. The first interim enalysis was planned 3 
years after the date when half of study enrolment was done. The second interim analysis was done 
after 400 DFS avants had been recorded overall, which led ta a median follow-up of 55 months. The 
final analysis was performed when all patients had reached their 10-year follow-up visit (unless they 
had a DFS event or were lost ta follow-up before). Disease-free suNival (DFS) was the primary efficacy 
end point and Overall survival (OS) was the secondary efficacy end point. 
A final analysis was performed with an actuel median follow up of 96 months. Significa.ntly longer 
dlsease-free survlval for the TAC arm compared ta the FAC arm was demonstrated. Incidence of 
relapses al 10 yeers wes reducad in patients reœiving TAC compared to those who reœived FAC 
(39% versus 45%, respecdvely) I.e. an absolute rlsk reductlon by 6% (p = 0.0043). OVerall survlval al 1 O 
years was aise significantly increased with TAC compared ta FAC (76% versus 69%, respectively) i.e. 
an absolute reductlon of the rlsk of death by 7% (P = 0.002). As the beneflt observed ln pallenlS wlth 4+ 
nocles was not statislically significant on DFS and OS, the positive benefit/risk ratio for TAC in patients 
with 4+ nodes was not fully demonstrated et the final analysis. 
OVerall, the study results demonstrate a positive benefrt risk ratio for TAC compared to FAC. TAC
treated patient subsets according ta prospeclively defined major prognostic factors were analyzed: 

Diseue free survival Overall survival 
Patient sub&at Number Hazard 95% CI p =  Hazanl 95% CI p =  

or ratio* ratio* 
patients 

No of positive 
nodos 
Overall 745 0.80 0.68-0.93 0.0043 0.74 0.61-0.90 0.0020 
1-3 467 0.72 0.58-0.91 0.0047 0.62 0.46-0.82 0.0008 
4+ 278 0.87 0.70-1 .09 0.2290 0.87 0.67-1 . 12  0.2746 

•a hazard ratio of less than 1 indicates that TAC is associated with a longer disease-free suNNal and 
overall survive! compared to FAC 
Patients with operable node-negative breast cancer eliqible to reçeiye çhemotherapy (GEIÇAM 9805) 
Data from a mulli-center open label randomized trial support lha use of Docetax8I for the adjuvant 
treatment of patients with operable node-negative breast cancer eligible ta recei..,e chemotherapy. 1 060 
patients were randomized to receNe either Docetexel 75 mg/ m2 administered 1-hour after doxorubicin 
50 mg/ m2 and cyclophosphamide 500 mg/ m2 (539 patients in TAC arm), or doxorubicin 50 mg/ m2 

followed by fluorouracil 500 mg/ m2 and cyclosphosphamide 500 mg/ m2 (521 patients in FAC arm), as 
adjuvant treatmenl of operable node-negative breast cancer patients with high risk of relapse according 
to 1 998 St. Galien aiteria (tumeur size >2 cm and/or negative ER and PR and/or high histological/ 
nuclear grade (grade 2 10 3) and /or age <35 years). Bath regimens were administered once every 3 
weeks for 6 cycles. Docetaxel was administered as a 1-hour infusion, all other medicinal products were 
given intravenously on day 1 every three weeks. Primary prophylaelic G-CSF was made mandatory in 
TAC arm after 230 patients were randomized. The incidence of Grade 4 neutropenia, febrile neutropenia 
and neutropenic infeelion was decreased in patients who reœived primary G-CSF prophylaxis (see 
Undesirable effects). ln bath arms, after the las! cycle of chemotherapy, patients with ER+ and/or 
PgR+ tumeurs received tamoxifen 20 mg once a dey for up ta 5 years. Adjuvant radiation therapy was 
administered according to guidelines in place al participating institutions and was given ta 57.3% of 
patients who received TAC and 51 .2% of patients who received FAC. 
One prlmary analysls and one updated analysls were performed. The prlmary analysls was done when 
all patients had a follow-up of greater than 5 years (median follow-up lime of 77 months). The updated 
analysls was performed whan all patients had reached thalr 10-year (madlan follow up tlme of 10 
years and 5 months) follow-up visit (unless they had a DFS event or were lost to follow-up previously). 
Disease-free suNival (DFS) was the primary efficacy endpoint and Overall survival (OS) was the 
secondary efflcacy endpolnt. 
At the median follow-up time of 77 months, significantly longer disease-free survival for the TAC arm 
compared ta the FAC arm was demonstrated. TAC-b"Bated patients hed a 32% recluction in the risk of 
relapse compared ta those treated with FAC (hazard ratio = 0.68, 95% Cl (0.49-0.93), p = 0.01). At the 
medien follow up lime of 10 years and 5 months, TAC-treeted patients had a 16,5% reduction in the risk 
of relapse compared to those treated with FAC (hazard ratio = 0.84, 95% Cl (0.65-1 .08), p=0.1 646). 
DFS data were not statistically significant but were still asscx:iated wilh a positive trend in favour of TAC. 
At the meclian follow-up lime of 77 months, overall survival (OS) was longer in the TAC arm with TAC
treated patients having a 24% reduction in the risk of death compared ta FAC (hazard ratio = 0.76, 
95% Cl (0.46-1 .26, p = 0.29). However, the distribution of OS was not significandy different betwean 
the 2 groups. 
At the median follow up time of 10 yeers and 5 months, TAC-treated patients had a 9% reduction in the 
risk of death compared ta FAC-treated patients {hazard ratio = 0.91, 95% Cl (0.63-1 .32)). The survival 
rate was 93.7% ln the TAC arm and 91 .4 % ln the FAC ann, at the 8-year follow-up tlme point, and 91.3 
% in the TAC arm and 89 % in the FAC arm, al the 10-year follow-up lime point. 
The positive benefit risk ratio for TAC compared ta FAC remained unchanged. 
TAC-treated patient subsets accordinq ta prospectively defined major proqnostic factors were analysed 
in the primary analysis (at the median follow-up time of 77 months) (see table below): 
SubsetAnalyses--Adjuvant Therapy in Patients wilh Node-negative Breast Cancer Study (lntent-to-Jreat 
Amllœ) 

Disease Free Survival 
Patient sub&1t Numb1r of patients Hazard ratio* 95% CI 

in TAC group 
Ovarall 539 0.68 0.49-0.93 
Aga category 1 
<50 yeers 260 0.67 0.43-1.05 
�50 years 279 0.67 0.43-1.05 
Ag, category 2 
<35 years 42 0.31 0.1 1 -0.89 
�35 years 497 0.73 0.52-1.01 
Hormonal receptor 
status 
Negative 195 0.7 0.45-1.1  
Positive 344 0.62 0.4-0.97 
Tumour slze 
:S:2 cm 285 0.69 0.43-1.1  
>2 cm 254 0.68 0.45-1.04 

Hi!ltological grade 
Grade1 (includes grade 64 0.79 0.24-2.6 
not assessed) 
Grade 2 216 0.77 0.46-1.3 
Grade 3 259 0.59 0.39-0.9 
Menopausal status 
Pre-Menopausal 285 0.64 0.40-1 
Post-Menopausal 254 0.72 0.47-1.12 

"a hazard ratio (TAC/FAC) of less than 1 indicates thal TAC is associated with a longer disease free 
survive! compared to FAC. 
Exploratory subgroup analyses for disease-free survival for patients who meet the 2009 St. Galien 
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TAC FAC Hazard ratio 
[TAC/FAC) 

Subgroups {n=539) (n=521) (95% CI) p-value 

Meeting relative indica-
tian for chemotherapy • 

No 1 8/214 26/227 0.796 (0.434 - 1 .459) 0.4593 
(8.4%) (11 .5%) 

Yes 48/325 69/294 0.606 (0.42 - 0.877) 0.0072 
{14.8%) (23.5%) 

TAC = docetaxel, doxorubicin and cyclophosphamide 
FAC = 5-fluorouracil, doxorubicin and cyclophospamide 
Cl = confidence interval; ER = estrogen receptor 
PR = progesterone receptor 
• ER/PR-negalive or Grade 3 or tumor size >5 cm 
The estimated hazard ratio was using Cox proporlional hazard modal with treatment group as the factor. 
Docetaxel as single agent 
Two randomised phase I l l  comparative sludias, involving a total of 326 alkyleting or 392 anthracyclina 
failure metastatic breast cancer patients, have been performed with docetaxel at the recommended 
dose and regimen of 100 mg/m2 every 3 weeks. 
ln alkylating-failure patients, docetaxel was compared to doxorubicin (75 mg/m2 every 3 weeks). 
Without effecting overall survival lime (docetaxel 15 months vs. doxorubicin 14 months, p = 0.38) or lime 
ta progression (docetaxel 27 weeks vs. doxorublcln 23 weeks, p = 0.54), docetaxel lncreased response 
rate {52% vs. 37%, p = 0.01) and shortened lime to response (12 weeks vs. 23 weeks, p = 0.007). 
Three docetaxel patients (2%) dlscontlnued the treatment due ta fluld retentlon, whereas 15 doxorublcln 
patients (9%) disconlinued due to cardiac toxicity (three cases of fatal congestive hearl failure). 
ln enthracycline-failure patients, docetaxel was compared to the combination of mitomycin C and 
vlnblastlne (12 mgtm2 every 6 weeks and 6 mg/m2 every 3 weeks). Docetaxel lncreased response rate 
(33% vs. 12%, p < 0.0001), prolonged time ta progression (19 weeks vs. 1 1  weeks, p = 0.0004) and 
prolonged overall survive! (11 months vs. 9 months, p = 0.01). 
During these Iwo phase I l l  sludies, the safety profile of doœtaxel was consistent with the safety profile 
observed in phase Il studies (see Undesirable effects). 
An open-label, multicenter, randomized phase Ill study was conducted ta compare docetaxel 
monotherapy and paclitaxel in the treatrnent of advanced breast cancer in patients whose previous 
therapy should have lncluded an anthracycllne. A total of 449 patients were randomlzed to recelve elther 
docetaxel monotherapy 100 mg/m2 as a 1 heur infusion or pac:litaxel 175 mg/m2 as a 3 hour infusion. 
Bath regimens were administered every 3 weeks. 

Without affecting the primary endpoint, overall response rate (32% vs 25%, p = 0.10), docetaxel 
prolonged median lime ta progression (24.6 weeks vs 15.6 weeks; p < 0.01) and median survival (15.3 
months vs 12.7 months; p = 0.03). 
More grade 3/4 adverse events were observed for docetaxel monotherapy (55.4%} compared to 
paclitaxel (23.0%). 
Doœtaxef in combinstion wit/J doxorubicin 
One large randomized phase Ill sb.Jdy, involving 429 previously untreated patients with metastatic 
diseese, has been perfomled with doxorubicin (50 mg/m2) in combinetion with docetaxel (75 mglm2) 
(AT arm) versus doxorubicin (60 mg/m2) in combination with cyclophosphamide (600 mg/m2) (AC arm). 
Bath regimens were administered on dey 1 every 3 weeks. 
• Time to progression (TTP) was significanlly longer in the AT arm versus AC arm, p = 0.01 38. The 

median TTP was 37 .3 weeks (95% Cl: 33.4 - 42.1) in AT arm and 31 .9 weeks (95% Cl: 27 .4 - 36.0) 
in AC ami. 

• Overall response rate (ORR) was significantly higher in the AT arm versus AC arm, p = 0.009. The 
ORR was 59.3% (95% Cl: 52.8 - 65.9) in AT arm versus 46.5% (95% Cl: 39.8 - 53.2) in AC arm. 

ln this study, AT arm showed a higher incidence of severe neutropenia (90% versus 68.6%), febrile 
neutropenla (33.3% versus 1 0%), Infection (8% versus 2.4%), dlarrhoea (7.5% versus 1 .4%), asthenla 
(B.5% versus 2.4%), and pain {2.8% versus 0%) than AC arm. On the other hand, AC arm showed 
a hlgher Incidence of severe anemla (15.8% versus 8.5%) than AT am,, and, ln addition, a hlgher 
incidence of severe cardiac toxicity: congestive hearl failure {3.8% versus 2.8%), absolute LVEF 
decrease :!: 20% (13.1% versus 6.1 %), absolute LVEF decrease :!:: 30% (6.2% versus 1 . 1 %). Taxie 
deaths occurred ln 1 patient ln the AT arm (congestive hearl fallure) and ln 4 patients ln the AC erm (1 
due to septic shock and 3 due to congestive hearl failure). 
ln bath arma, quality of life measured by the EORTC questionnaire was comparable and stable du ring 
treatment and follow-up. 
Doœtaxel ln comblnstlon wlth trastuzumab 
Docetaxel in combination with trastuzumab was studied for lhe treatment of patients with metastatic 
breast cancer whose tumeurs over express HER2. and who previously had not received chemotherapy 
for metastatlc dlsease. One hundred elghty six patients were randomlzed to recelve docetaxel (100 
mg/ m2) with or witheut trastuzumab; 60% of patients received prier anthracycline-based adjuvant 
chemotherapy. Docelaxel plus trastuzumab was efflcaclous ln padents whether or net they had recelved 
prier adjuvant anthracyclines. The main test method used to determine HER2 positMty in this pivotai 
study wes immunohistochemistry (IHC). A minority of patients were tested using fluorescence in-situ 
hybridizalion (FISH). ln this study, 87% of patients had disease that was IHC 3+, and 95% of palienls 
entered had disease that was IHC 3+ and/or FISH positive. Efficecy results are summerized in the 
follo!Nlng table: 

Parameter Docetaxel plus trastuzumab1 Docetaxel1 n = 94 
n = 92 

Response rate (95% Cl) 61% (50-71 )  34% (25-45) 
Median duration of response {months) 11 .4 (9.2-15.0) 5.1 (4.4-6.2) 
(95% CI) 
Median TTP (months) {95% Cl) 10.6 (7.6-12.9) 5.7 (5.0-6.5) 
Median survival (months) (95% Cl) 30.9 (26.B-ne) 22.12 (17.6-28.9) 

TTP = lime to progression; "ne" indicates that it cou Id not be estimated or it was not yet reached. 
1Full analysis set (intent-to-treat) 
2Eslimated median survi...al 
Doœtaxel in combinBfion wifh capecitabine 
Data from one muldcenter, randomlsed, conlrolled phase Ill cllnlcal study support the use of docetaxel 
in combination with capecitabine for treatment of patients with locally advanced or metastatic breast 
cancer after fallure of cylatoxlc chemotherapy, lncludlng an anthracycllne. ln thls study, 255 patients 
were randomised to treatment with docetaxel (75 mg/ m2 as a 1 hour intravenous infusion every 3 
weeks) and cepecitabine (1250 mg/ m2 twice deily for 2 weeks followed by 1-week rest period). 256 
patlents were randomlsed ta treatment wlth docetaxel alone (100 mg/ m2 as a 1 hour lntravenous 
infusion every 3 weeks). Survival was superior in the docetaxel + capecitabine combination arm (p = 
0.0126). Medlan survlval was 442 days (docelaXel + capecltablne) vs. 352 days (docetaxel alone). The 
overall objective response rates in the all-randomised population (investigator assessment) were 41 .6% 
(docetaxel + cepecitabine) ... s. 29.7% (doœtexel alone); p = 0.0058. lime ta progressive disease was 
superior in the doœtaxel + capecitabine combination arm (p < 0.0001 ). The median lime ta progression 
wes 186 deys (doœtexel + cepecitabine) vs. 128 deys (docetaxel alone). 
Non-small calf funq cancer 
Paf;anfs prsviousfy treat9d wifh chamotharapy with or without radiotherapy 
ln a phase I l l  study, in previously treated patients, lima ta progression (12.3 weeks versus 7 weeks) and 
overall survival were significantly longer for doœtaxel at 75 mg/m2 compared ta Best Supportive Care. 
The 1-year survival rate was also significantly longer in docetaxel (40%) versus BSC (16%). There was 
less use of morphinic analgesic (p < 0.01 ), non-morphinic analgesics (p < 0.01 ), other disease-related 
medications (p = 0.06) and radiotherapy (p < 0.01) in patients treated with docetaxel et 75 mg/m2 

compared to those with BSC. 
The overall rasponse rate was 6.8% in the evaluable patients, end the median duration of response 
was 26.1 weeks. 
Doœtaxel in combination wifh plafinum agents in chemotherapy-narve pati9f1ts 
ln a phase I l l  study, 1218 patientswith unresectable stage 1118 or IV NSCLC, wilh KPS of70% orgreater, 
and who did not receive pre..,ious chemotherapy for this condition, were randomised ta either docetaxel 
(T) 75 mg/ m2 as a 1 heur Infusion lmmedlately followed by clsplatln (Cls) 75 mg/ m2 over 30-60 minutes 
every 3 weeks (TCis), docetaxel 75 mg/ m2 as a 1 hour infusion in combination with carboplalin (AUC 
6 mg/ml.min) over 30-60 minutes every 3 weeks, or vlnorelblne (V) 25 mg/ m2 admlnlstered ovar 6-1 o 
minutes on days 1, 8, 15, 22 followed by cisplatin 100 mg/ m2 administered on day 1 of cycles repeated 
every 4 weeks (VCis). 
Survival data, median lime ta progression and response raies for Iwo arms of the study are illustrated 
in the following table: 

TCis n = 408 VCis n = 404 Statistical analysis 
Overall survival (Primary end-
point): 
Median survival (months) 11 .3 10.1 Hazard ratio: 1 .122 [97.2% 

Cl: 0.937; 1 .342]* 
1-year Survival (%) 46 41 Treatment difference: 5.4% 

[95% Cl: -1 . 1 ;  12.0] 
2-year Survival (%) 21 14 Treatment difference: 6.2% 

[95% Cl: 0.2; 12 .3] 

": Corrected for multiple comparisons and adjusted for stratification fec:tora (stage of disease and reg ion 
of treatment), based on ewluable patient population. 
Secondary end-points included change of pain, global rating of quality of life by EuroO.oL-5D, Lung 

Cancer Symptom Scala, and changes in Kamosfky performance status. Results on these end-points 
were supportlve of the prlmary end-points resulls. 
For doœtaxel/carboplatin combination, neilher equivalent nor non-inferior efficacy could be proven 
compared ta the reference treetment combination VCis. 
Prostate çançer 
The safety end efficacy of doœtaxel in combinetion with prednisone or prednisolone in patients with 
hormone refractory metastatic prostate cancer were evaluated in a randomized multicenter phase Il l  
study. A total of 1006 patients with KPS <!: 60 were randomized ta the following treatment groups: 
• Docetaxel 75 mg/ m2 every 3 weeks for 1 O cycles. 
• Docetexel 30 mg/ m2 administered weekly for the first 5 weeks in a 6 week cycle for 5 cycles. 
• Mitoxantrone 12 mg/ m2 every 3 weeks for 10 cycles. 
Ali 3 reglmens were admlnlstared ln comblnatlon wlth prednlsone or prednlsolona 5 mg twlœ dally, 
continuously. 
Patients who received docetaxel every three weeks dernonstrated significantly longer overall survival 
compared to lhose treated with mitoxantrone. The increase in sul'\lival seen in the docetaxel weekly arm 
was not stalistically significant compared ta the mitoxantrone control arrn. Eflicacy endpoints for the 
docetaxel arma versus the control arm are summarized in the following table: 

Endpoint Docetaxel every 3 
weaks 

Number of patients 335 
Madlan survlwl (months) 18.9 
95% CI (17.0-21 .2) 
Hazard ratio 0.761 
95% CI (0.61 9-0.936) 
p-valuet* 0.0094 
Number of patients 291 
PSA"" response rate (%) 45.4 
95% CI (39.5-51 .3) 
p-value* 0.0005 
Number of patients 153 
Pain response rate (%) 34.6 
95% CI (27.1 -42.7) 
p-value* 0.0107 
Number of patients 141 
Tumeur response rate 12.1  
(%) (7.2-18.6) 
95% CI 0.11 12  
p-value• 

tStratlned log rank test 
*Threshold for stalistical significance = 0.0175
0PSA: Prostate-Spedflc Antlgen 

Docetaxel e...ery week Mitoxantrone every 
3 weeks 

334 337 
17A 16.5 
(15.7-19.0) (14.4-18.6) 
0.912 -

(0.747-1 . 1 13) -

0.3624 -

282 300 
47.9 31 .7 
(41 .9-53.9) (26.4-37.3) 
<0.0001 -

154 157 
31.2 21 .7 
(24.0-39.1) (15.5-28.9) 
0.0798 -

134 137 
8.2 6.6 
(4.2-14.2) (3.0-12.1)  
0.5853 -

Given the fact that docetaxel every week presented a slightly better safety profile than docetaxel every 
3 weeks, il is possible that certain patients may benefit from doœtaxel every week. 
No statistical differences were observed between lreatment groups for Global Quality of Life. 
Gastrie adanocarcinoma 
A multlcenter, open-label, randomlzed study was condueled ta evaluate lhe safety and efflcacy 
of docetaxel for the treatment of patients with metastatic gasbic adenoca.rcinoma, including 
adenocarclnoma of the gastroesophageal Junellon, who had not recelved prlor chemotherapy for 
metastatic disease. A total of 445 patients wilh KPS > 70 were treated with either docetaxel (T) (75 mg/ 
m2 on dey 1 )  in combinalion wilh cisplatin (C) (75 mg/ m2 on dey 1) and 5-fluorouracil (F) (750 mg/ m2 par 
day for 5 days) or cisplalin (100 mg/ m2 on day 1) and 5-fluorouracil (1000 mg/ m2 per day for 5 days). 
The length of a treatment cycle was 3 weeks for the TCF arm end 4 weeks for the CF arm. The median 
number of cycles admlnlstered per patient was 6 (wlth a range of 1-16) for the TCF arm compared to 
4 (with a range of 1-12) for the CF arm. nme to progression (TTP) was the primary endpoint. The risk 
reductlon of progression wes 32.1 % and was assoclated wlth a slgnlflcantly longer TTP (p = 0.0004) ln 
faveur of the TCF arm. Overall survival was also significantly longer (p = 0.0201) in faveur of the TCF 
arm with a risk reduction of mortality of 22.7%. Eflicecy results are summarized in the following table: 
Efficacv of docetaxel in the treatment of oatients with aastric adenocarcinoma 

Endpolnt TCF CF 
n = 221 n = 224 

Median TTP (months) 5.6 3.7 
(95% CI) (4.86-5.91) (3.45--4.47) 
Hazard ratio 1 .473 
(95% CI) (1 . 189-1.825) 
•p-value 0.0004 
Median survival (months) 9.2 8.6 
(95% CI) (B.3B-10.58) (7.1 6-9.46) 
2-year estimate (%) 18.4 8.8 
Hazard ratio 1 .293 
(95% CI) (1 .041-1 .606) 
.. p-value 0.0201 
Overall response rate (CR+PR) 36.7 25.4 
(%) 
p-value 0.0106 
Progressive disease as best 16.7 25.9 
overall response (%) 

*Unstratified logrank test 
Subgroup analyses across age, 9ender and race consistently faveured the TCF arm compared ta the 
CF arm. 
A survival update analysis conducted with a median follow-up lime of 41 .6 months no longer showed 
a statlstlcally slgnlflcant dtfference although always ln faveur of the TCF reglmen and showed that the 
benefit of TCF over CF is clearly observed between 1 B and 30 monlhs of follow up. 
Overall, quality of life (QoL) and clinical benefit results consistently indicated improvement in faveur 
of the TCF arm. Patients treated wlth TCF hed a longer Ume ta 5% deflnltlve deterlorallon of global 
heatth status on the QLQ-C30 questionnaire (P = 0.0121) and a longer tlme to deflnltlve worsenlng of 
Karnofsky performance status (p = 0.0088) compared ta patients treated with CF. 
Huc/ and neck csnœr 
• Induction chemotherapy followed by radiotherapy (TAX323) 
The safety and efficacy of docetaxel in the induction treatment of patients with squame us œll carcinoma 
of the head and neck (SCCHN) wes ewluated in a phase 111, mutli-center, open-label, randomized study 
(TAX323). ln this study, 358 patients with inoperable locally advanced SCCHN, and WHO perfomanœ 
statua O or 1, were randomized ta one of Iwo treatment arma. Patients on the docetaxel am, received 
doœtaxel (T) 75 mg/ m2 followed by cisplalin (P) 75 mg/ m2 followed by 5-fluorouracil (F) 750 mg/ m2 

par day as a continuous infusion for 5 days. This regimen was administered evary three weeks for 
4 cycles in case al least a miner response � 25% reduction in bi-dimensionally measured tumour 
size) was observed after 2 cycles. At the end of chemotherapy, with a minimal interval of 4 weeks and 
a maximal lnterval of 7 weeks, patients whose dlsease dld not progress recalvad radlotherapy (RT) 
according ta inslitutional guidelines for 7 weeks (TPFIRT). Patients on the comparator arm received 
clsplatln (P) 100 mg/ m2 followed by 5-fluorouradl (F) 1 000 mg/ m2 par dey for 5 days. This reglmen was 
administered every three weeks for 4 cycles in case al least a miner response {i:: 25% reduction in bi
dimensionally measured tumour size) was observed after 2 cycles. At the end of chemotherapy, with a 
mlnlmal lnterval of 4 weeks and a maxlmal lnterval of 7 weeks, patients whose dlsease dld not progress 
reœived radiotherapy (RT) according to inslitutional guidelines for 7 weeks {PF/RT). Locoregional 
therapy wlth radiation was dellvered elther wlth a conventlonal fraction (1.8 Gy - 2.0 Gy once a dey, 5 
days par week for a total dose of 66 to 70 Gy), or accelerated/hyperfractionated regimens of radiation 
therapy (twice a day, with a minimum interfraction inlerval of 6 heurs, 5 days par week). A total of 70 
Gy was recommended for accelerated reglmens and 74 Gy for hyperfractlonaled schemes. Surglca.l 
resection was allowed following chemotherapy, before or after radiotherapy. Patients on the TPF arm 
recelved antlblotlc prophylaxls wllh clprofloxacln 500 mg orally lwlce dally for 1 0  days sterling on day 
5 of each cycle, or equivalent. The primary endpoint in this study, progression-free survival (PFS), was 
significantly longer in the TPF arm compared ta the PF arm, p = 0.0042 (median PFS: 1 1 .4 vs. 8.3 
months respectively) with an overall median follow up lime of 33.7 months. Median overall survival was 
also significantly longer in faveur of the TPF arm compared ta the PF arm (median OS: 18.6 vs. 14.5 
months respectively) with a 28% risk reduction of morlality, p = 0.0128. Efficacy results are presented 
in the table below: 
Efficacy of docetaxel in the induction treatment of patients with inoperable locally ad ... anced SCCHN 
fl te t tn T  I A  1 ' )  □ □- -...ma □a:ill& 

Endpoint Docetaxel + Cis + Cis + 5-FU 
5-l'U 

n • 177 n • 181 
Median progression free survival (months) 1 1 .4 8.3 
(95% CI) (10.1-14.0) (7.4-9.1) 
Adjusted hazard ratio 0.70 
(95% CI) (0.55-0.89) 
.. p-value 0.0042 
Medlan survlwl (months) 1B.6 14.5 
(95% CI) (15.7-24.0) (11 .6-18.7) 
Hazard ratio 0.72 
(95% CI) (0.56-0.93) 
**p-value 0.0128 
Best overall response to chemotherapy (%) 67.8 53.6 
(95% CI) (60.4-74.6) (46.0-61 .0) 
*""p-value 0.006 
Best overall response ta sb.Jdy treetment [chemo- 72.3 58.6 
therapy +/- radiolherapy] (%) 
(95% CI) (65.1 -78.8) (51 .0-65.8) 
,....,.p-value 0.006 
Median duration of response ta chemotherapy ± n = 128 n =  106 
radiotherapy (months) 15.7 1 1 .7 
(95% CI) (13.4-24.6) (10.2-1 7.4) 

Hazard ratio 
(95% Cl) 
,..p-value 

0.72 
(0.52-0.99) 
0.0457 

A hazard ratio of less than 1 faveurs docetaxel + cisplatin + 5-FU 
*Cox modal (adjustment for Primary tumeur sile, T and N clinical stages and PSWHO} 
*"Logrank test 
•- Chi-square test 
Quafify of fffe paramatars 
Patients treated wlth TPF experlenced slgnlflcantly less deterlorallon of thelr Global health score 
compared to those treated with PF {P = 0.01, using the EORTC QLQ-C30 scale). 
Clinicat banefit parameters 
The performance status scale, for head and neck (PSS-HN) subscales designed ta measure 
understandability of speech, ability to est in public, and normalcy of diet, was significently in faveur of 
TPF as compared to PF. 
Median lime to first deterioration of WHO performance status was significa.ntly longer in the TPF arm 
compared ta PF. Pain lntenslty score lmproved durlng treatment ln bath groups lndlcadng adequate 
pain management. 
• Induction chemotherapy followed by chemoradiotherapy (TAX324) 
The safety and efficacy of docetaxel in the induction lrealment of patients with locally advanced 
squamous cell carcinoma of the heact and neck (SCCHN) was evalualed in a randomized, mullicentre 
open-label, phase Ill study (TAX324). ln this study, 501 patients, with locally advanced SCCHN, and 
a WHO performance status of O or 1 ,  were randomized to one of two arms. The study population 
comprised patients with technically unresectable disease, patients wilh low probability of surgical cure 
and patients aiming at organ preservation. The efficacy and safety evaluation solely addressed suriival 
end points and the success of organ preservation was not formally addressed. Patients on the docetaxel 
arm received docetaxel (n 75 mg/m2 by intravenous infusion on day 1 followed by cisplatin (P) 100
mg/m2 administared as a 30-minute ta three-hour intravenous infusion, followed by the continuous 
intravenous infusion of 5-fluorouracil (F) 1000 mg/m2/day from day 1 ta day 4. The cycles were repeated 
every 3 weeks for 3 cycles. Ali patients who did not have progressi\18 disease were to receive chemo
radiotherapy (CRT) as per protocol (TPF/CRT). Patients on the comparator arm receivad cisplatin (P) 
100 mg/rrr' as a 30-minute to three-hour intravenous infusion on day 1 followed by the continuous 
intravenous infusion of 5-fluorouracil (F} 1000 mg/m2/day from dey 1 ta dey 5. The cycles were repeated 
every 3 weeks for 3 cycles. Ali patients who did not have progressive disease were ta receive CRT as 
per protocol (PF/CRT). 
Patients in both treatment arms were ta receive 7 weeks of CRT following induction chemotherapy 
with a minimum interval of 3 weeks and no later than 8 weeks after starl of the lest cycle (dey 22 to 
day 56 of last cycle). During radiotherapy, carboplatin (AUC 1 .5) was given weekly as a one-heur 
intravenous infusion for a maximum of 7 doses. Radiation wes delivered with mega..,oltage equipment 
using once daily fractionation (2 Gy per day, 5 days per week for 7 weeks, for a lotal dose of 70-72 
Gy). Surgery on the primary site of disease and/or neck could be considered at any lime following 
completion of CRT. Ali patients on the docetaxel-containing ann of the sludy received prophylactic 
antibiotics. The primary efficacy end point in this study, O\'erall SUNi..,al (OS) was significantly longer (log
rank test, p = 0.0058) with the docetexel-œntaining regimen compared ta PF (median OS: 70.6 veraus 
30.1 months respectively), with a 30% risk reduction in mortality compared ta PF (hazard ratio (HR) = 
0.70, 95% confidence interval (Cl) = 0.54--0.90) with an a ... erall median follow up lime of 41 .9 months. 
The secondary endpoint, PFS, demonstrated a 29% risk reduction of progression or death and a 22 
month impro ... emenl in median PFS (35.5 months for TPF and 13.1 for PF). This was also statistically 
signifies nt with an HR of 0.71; 95% Cl 0.56-0.90; log-rank test p = 0.004. Efficacy results are presented 
in the table below: 
Efficacy of docetaxel in the induction treetment of patients with locally edvanœd SCCHN (lntent-to
Treat Analvsis) 

Endpoint Docetaxal + Cis + 
5-FU 
n = 255 

Median overall survival (months) 70.6 
(95% Cl) (49.0-NA) 
Hazard ratio: 0.70 
(95% Cl) (0.54-0.90) 
"p-wlue 0.0058 
Median PFS (months) 35.5 
(95% Cl) (19.3-NA) 
Hazard ratio: 0.71 
(95% CI) (0.56 - 0.90) 
-p-velue 0.004 
Best overall response (CR + PR) ta chemolherapy (%) 71 .B 
(95% Cl) (65.8-77.2) 
,.., .. p-value □.070 
Best overall response (CR + PR) to study treatment 76.5 
[chemotherapy +/- chemoradlotherapy] (%) (70.B-81.5) 
(95%CI) 
-•p-value 0.209 

A hazard ratio of less than 1 faveurs doœtaxel + cisplatin + fluorouracil 
•un-adjusted log-renk test 
**un-adjusted log-rank test, not adjusted for multiple comparisons 
*,.,.Chi square test, not adjusted for multiple comparisons 
NA-not applicable 
Phannacoklnetlcs 

Absorpdon 

Cis + !!1-FU 

n = 246 
30.1 
(20.9-51 .5) 

13.1 
(10.6 - 20.2) 

64.2 
(57.9-70.2) 

71.5 
(65.5-77 . 1 )  

The pharmacokinetics of docetaxel have been evaluated in  cancer patients after administration of 20-
115 mg/ m2 in phase I studies. The kinelic profile of doœtexel is dose independent and consistent with 
a three-eomparlment pharmacokinetic model wilh ha If-lives for the a, 13 and y phases of 4 min, 36 min 
and 1 1 . 1  h, respectively. The late phase is due, in pari, ta a reletively slow afflux of docetexel from the 
perlpheral compartment. 
l1iolliblllion 
Following the administration of a 100 mg/ m2 dose given as a one-hour infusion a mean peek plasma 
level of 3.7 µg/ml was obtained with a corresponding AUC of 4.6 h.µg/ml. Mean values for total body 
clearance and steady-state volume of distribution were 21 1/h/ m2 and 113 1, respectively. Inter individual 
variation in total body clearance was approximately 50%. Docetaxal is more than g5% bound ta plasma 
proteins. 
Elimination 
A study of 14C-docetaxel has been conducted in three cancer patients. Docetaxel was eliminated in 
bath the urine and faeces following cytochrome P450-mediated oxidative metabolism of the tert-butyl 
ester group, within seven deys, the urinery and faecel excretion accounted for about 6% and 75% of the 
administered radioactivity, respectively. About 80% of the radioaclivity recovered in faeces is excreted 
during the first 48 hours as one major inactNe metabolite and 3 miner inactive metaboliles and very low 
amounts of unchanged medicinal produel. 
Special populations 
Age and gender 
A population pharmacok.inetic analysis has been performed with docetaxel in 577 patients. 
Pharmacokinelic parameters estimeted by the modal were very close to those estimated from phase 1 
studles. The pharmacoklnetlcs of docetaxel were not altered by the age or sex of the patient. 
Hepatic ;mpa;rment 
ln a small number of patients (n = 23) with clinical chemistry data suggestive of mild to moderete liver 
function impairment {ALT, AST :!: 1 .5 limes the ULN associated wilh alkaline phosphatase :!: 2.5 limes 
the ULN), total clearance was lowerecl by 27% on average (see Dosage and Mat/Jad of Administration). 

Ffuid retention 
Doœtexel clearance was not modified in patients with mild to moderete fluid retention end there are no 
data available in patients with severe fluid retention. 

C!:!mbi□atioo th!ii@PY 
Doxorubicin 
When used in combination, docetaxel does not influence the clearance of doxorubicin and the plasma 
levels of doxorublclnol (a doxorublcln metaballte). The pharmacoklnedcs of docetaxel, doxorublcln and 
cyclophosphamide were not influenœd by their cc-administration. 
Capecitabine 
Phase I sludy evaluating the effect of capecitabine on the pharmacokinetics of docetaxel and vice versa 
showed no effect by capecitabine on the pharmacokinetics of docetaxel {Cmax and AUC) and no effect 
by doœtaxel on the pharmacokinetics of a rele...ant capecitabine metabolite 5'-DFUR. 
Cfspfatln 
Clearance of docetaxel in combination therapy with cisplatin was similar ta that observed following 
monotherapy. The pharmacokinetic profile of cisplatin administered shortly after docetaxel infusion is 
similar to that observed with cisplatin alone. 
Cispfatin and 5-fluorouracil 
The combined administration of docetaxel, cisplatin and 5-fluorouracil in 12 patients with sol id tumeurs 
had no influence on the pharmacokinetics of each individual medicinal product. 
Prednisone and dexamethasone 
The effect of prednisone on the pharmacokinetics of docetaxel administered with standard 
dexamethasone premedication has been studied in 42 patients. 
Prednisone 
No affect of prednlsone on the pharmacoklnetlcs of docetaxel was observed. 
Indications 
Breast caoc;er 
Docetaxel in combination with doxorubicin and cyclophosphamide is indicated for the adjuvant 
treatment of patients with: 
• Opereble nocle-posilive breast cancer 
• Operable nocle-negative breast cancer 
For padents wtlh operable node-negatlve breast cancer, adjuvant treatment should be restrlcted ta 
patients eligible to reœive Chemotherapy according ta intemationally established criteria for primary 
therapy of early breast cancer (see Pharmacodynamies). 

Docetaxel in combination with doxorubicin is indicated for the treatment of patients with locally advanced 
or metastatic breast cancer who have not previously received cytotoxic therapy for this condition. 
Docetaxel monotherapy is indicated for the trealment of patients with locally advanced or metastatic 
breast cancer after failure of cytotoxic lherapy. Previous chemotherapy should have included an 
anthracydine or an alkylating agent. 
Doœtexel in combinetion with trastuzumab is indicated for the treetment of patients with metastatic 
breast cancer whose tumeurs aver express HER2 and who prevlously have not recelved chemotherapy 
for metastalic disease. 

Docetaxel in combinalion with capecitabine is indicated for the treatment of patients wilh locally 
advanced or metastatlc breasl cancer after fallure of cylatoxlc chemotherapy. Prevlous therapy should 
have included an anthracycline. 
Non-small cell lung cancer 
Docetaxel is indicated for the treatment of patients with locally advanced or metastatic non-small cell 
lung cancer after failure of prier chemotherapy. 
Docetaxel in combination with cisplatin is indicaled for the treatrnent of patients with unresectable, 
locally aclvanced or metastatic non-small cell lung cancer, in patients who have not previously received 
chemotherapy for this condition. 
Prostate cancer 
Docetaxel in combination with prednisone or prednisolone is indicated for the treatment of patients with 
hormona refractory metastatlc prostate cancer. 
Gastrie adenocarcinoma 
Doœtaxel in combination with cisplatin and 5-fluorouracil is indicated for the treatment of patients with 
metastatic gastric adenocarcinoma, including adenocarcinoma of the gastroesophageal junction, who 
ha ... e not recei..,ed prier chemotherapy for metastatic disease. 
Head and neck cancer 
Docetaxel in combination with cisplatin and 5-fluorouracil is indicated for the induction treatment of 
patients wtlh locally advanced squamous cell carcinome of the haad and neck. 
Dosage and Method of Administration 
The use of docetaxel should be confined ta units specialieed in the administration of cytotaxic 
chemotherapy and it should only be administered under the supervision of a physician qualified in the 
use of anticancer chemotherapy (see inslnJction for use below). 
Recommended dose 
For breast, non-small cell lun9, gastric, and head and neck cancers, premedication consisting of an 
oral corlicosteroid, such as dexamethasone 16 mg per day (e.g. 8 mg BIO) for 3 days sterling 1 day 
prier ta docetaxel administration, unless contraindicated, can be used (see Wamings and P,ecaufions). 
Prophylactic G-CSF may be used ta mitigate the risk of haematological toxicities. 
For prostate cancer, given the concurrent use of prednisone or prednisolone the recommended 
premedication regimen is oral dexamethasone 6 mg, 12 hours, 3 hours and 1 heur before the doœtaxel 
infusion (see Wsmings snd Precsutions). 

Doœtaxel is administered as a one-hour infusion every three weeks. 
Breast cancer 
ln the adjuvant treatment ofoperable node-posilive and node-negative breast cancer, the recommended 
dose of docetaxel is 75 mg/m2 administered 1-hour after doxorubicin 50 mg/ m2 and cyclophosphamide 
500 mg/ m2 evary 3 weeks for 6 cycles (TAC regimen) (see also Dose adjuslments during treetment). 
For the treatment of patients wlth locally advanced or melastallc breasl cancer, the recommended 
dose of docetaxel is 100 mg/ m2 in monotherapy. ln first-line treatment, docetaxel 75 mg/ m2 is given in 
comblnatlon therapy wllh doxorublcln (50 mg/ m2). 
ln combination wilh trastuzumab the recommended dose of docetaxel is 100 mg/ m2 every three weeks, 
with trastuzumab administerad weekly. ln the pivotai study the initial docatexel infusion was starled 
the day following the first dose of trastuzumab. The subsequent docetaxel doses were administered 
immediately after completion of the trastuzumab infusion, if the preceding dose of trastuzumab 
was well tolerated. For trastuzumab dose and administration, see trastuzumab summary of prcxluct 
characteristics. ln combinalion with capecitabine, the recommended dose of docetaxel is 75 mg/ m2 

every three weeks, combined with cepecitabine at 1 250 mg/ m2 twice daily {within 30 minutes after a 
meal) for 2 weeks followed by a 1 -week rest period. For capecitabine dose cala.dation according to body 
surface area, see capecttablne summary of product characterlstlcs. 
Non-smaff ce// fung cancer 
ln chemotherapy narve patients treeted for non-small œll lung cancer, the recornmended dose regimen 
is docetaxel 75 mg/ m2 immediately followed by cisplatin 75 mg/ m2 over 30-60 minutes. For treatment 
after failure of prier platinum-based chemotherapy, the recommended dose is 75 mg/m2 as a single 
agent. 
Prostate cancer 
The recommended dose of docetaxel ls 75 mg/ m2• Prednlsone or prednlsolone 5 mg orally twlce dally 
is administered continuously (see Pharmacodynamies) 

Gastrie adenocsrcinoma 
The recommended dose of docetaxel is 75 mg/ m2 as a 1 -hour infusion, followed by cisplatin 75 mg/ 
m2, as a 1- ta 3-hour infusion (bath on day 1 only), followed by 5-fluorouracil 750 mg/ m2 per day given 
as a 24-hour continuous infusion for 5 days, sterling al the end of the cisplatin infusion. Treatment is 
repeated every three weeks. Patients must receive premedication with antiemelics and appropriate 
hydration for cisplatin administration. Prophylactic G-CSF should be used ta mitigate the risk of 
haematalogical toxicities (see also Dose adjuslments during lrealment). 
Head and neck cancer 
Patients must receive premedication with antiemetics and appropriate hydration (prier ta and after 
cisplatin administration). Prophylactic G-CSF may be used ta miligale the risk of haematological 
toxicities. Ali patients on the docetaxel-containing arm of the TAX 323 and TAX 324 studies, received 
prophylactic antibiolics. 
• Induction chemotherapy followed by radiotherapy (TAX 323) 
For the induction treatment of inoperable locally advanced squamous cell carcinome of the head and 
neck (SCCHN), the recommended dose of docetaxel is 75 mg/ m2 as a 1 hour infusion followed by 
cisplatin 75 mg/ m2 over 1 heur, on dey one, followed by 5-fluorouracil as a continuous infusion at 
750 mg/ m2 per day for live days. This reglmen ls admlnlstered every 3 weeks for 4 cycles. Followlng 
chemotherapy, patients should receive radiotherapy. 
• Induction chemotherapy followed by chemoradiotherapy (TAX 324) 
For the induction treatment of patients wilh locally advanced (technically unresectable, low probability 
of surgicel cure, and aiming al organ preserialion) squamous cell carcinome of the head and neck 
(SCCHN), the recommended dose of docetaxel is 75 mg/ m2 as a 1 hour intravenous infusion on dey 1 ,
followed by cisplatin 100 mg/ m2 administered asa 30-minule ta 3-hourinfusion, followed by 5-fluorouracil 
1000 mg/ rn2/day as a continuous infusion from dey 1 to day 4. This regimen is administerad every 3 
weeks for 3 cycles. Following chemotherapy, patients should recei"Ye chemoradiotherapy. 
For cisplatin and 5-fluorouracil doee modifications, see the corresponding summery of prcxluct 
characterislics. 
Dose adjustments during treatment 
Generaf 
Docetaxel should be administered when the neutrophil count is :!: 1 ,500 cells/mm3• 
ln patients who experienced either febrile neutropenia, neutrophil count < 500 cells/mm3 for more than 
one week, se...ere or cumulative cutaneous reactions or severe peripheral neuropathy during docetaxel 
therapy, the dose of docataxel should be reduced from 100 mg/ m2 ta 75 mg/ m2 and/or from 75 ta 60 
mg/m2• If the patient continues ta experience these reactions at 60 mg/m", the treatrnenl Should be 
disconlinued. 
Adiuyant fherapy for breast cancer 
Prlmary G-CSF prophylaxls should be consldered ln patients who recelve docetaxel. doxorublcln 
and cyclophosphamide (TAC) adjuvant therapy for breast cancer. Patients who experience febrile 
neutropenia and/or neutropenic infection should have their docetaxel dose reduced to 60 mg/m2 in all 
subsequent cycles (see Wamings and Precsutians and Undesirabfe effects). Patients who experience 
Grade 3 or 4 stomatitis should have their dose decreased ta 60 mg/m2. 
ln combination wit/J cispfatin 
For patients who are dosed initially at docetaxel 75 mg/ m2 in combinalion with cisplalin and whose 
nadir of pletelet count during the previous course of therapy is < 25,000 cells/mm3, or in patients who 
experience febrile neutropenia, or in patients with serious non-haematoloqic toxicilies, the doœtaxel 
dose in subsequant cycles should be raduced to 65 mg.f m2• For cisplatin dose adjustments, see the 
corresponding summary of product characteristics. 
ln çombinBfion wi(h çapeçitabine 

For capecitabine dose modificalions, see capecitabine summary of produel characterislics. 
For patients developing the first appearance of Grade 2 toxicity, whieh persists at the lime of the next 
docetaxel/capecitabine treatment, delay treatment until resolvad to Grade 0-1, and rasume at 100% 
of the original dose. 
For patients developing the second appearance of Grade 2 toxicity, or the first appearance of Grade 
3 toxicity, al any lime during the trealment cycle, delay treatment unlil resolved ta Grade 0-1 and then 
resume treatment with docetaxel 55 mg/m". 
For any subsequent appearances of toxicities, or any Grade 4 toxicities, discontinue the docetaxel 
dose. 

For trastuzumab dose modifications, see trastuzumab summary of product characterlsllcs. 
/n combination wifh cispfafn and 5-fluorouraCH 
If an episode of febrile neutropenia, prolonged neutropenia or neutropenic infection occurs despite 
G-CSF use, lhe docetaxel dose should be rectucect from 75 ta 60 mg/ m2 • If subsequent episodes of 
complicated neutropenia occur the doœtaxel dose sheuld be reduced from 60 ta 45 mg/ m2. ln case 
of Grade 4 thrombocytopenia the docetaxel dose should be reduced from 75 ta 60 mg/ m2. Patients 
should not be retreated wilh subsequent cycles of docetaxel until neutrophils racover ta a levai > 1 ,500 
œlls/mm8 and platelets recover ta a level > 100,000 cells/mrrf. Discontinue treatment if the se toxicities 
persist see Wamings and Precautions). 
Recommended dose modifications for toxlcltles ln patients lrealed wlth docetaxel ln comblnatlon wlth 
cisplatin and 5-fluorouracil (5-FU): 

Toxlctty Dose adJustment 
Diarrhoea grade 3 First episocle: reduce 5-FU dose by 20%. 

Second episode: then reduce docetaxel dose by 20%. 
Diarrhoea grade 4 First episocle: reduce docetaxel and 5-FU doses by 20%. 

Second episode: discontinue treatment. 
Stometitis/mucositis First episocle: reduce 5-FU dose by 20%. 
grade 3 Second eplsode: stop 5-FU only, at all subsequent cycles. 

Third episode: reduce docetaxel dose by 20%. 
Stomatitis/mucositis First episode: stop 5-FU only, et all subsequent cycles. 
grade 4 Second episode: reduce docetaxel dose by 20%. 

For cisplatin and 5-fluorouracil dose adjustments, see the corresponding summary of prcxluct 
characterislics. 
ln the pivotai SCCHN studies patients who experienced complicated neutropenia (including prolonged 
neutropenla, febrlle neutropenla, or Infection), lt was recommended to use G-CSF to provlde prophylactlc 
coverage (e.g., day 6-15) in all subsequent cycles. 
Special populations: 
Patients wifh h91Jafic impainnent 
Based on pharmacokinetic data with docetaxel et 100 mglm2 as single agent, patients wha have bath 
elevations of transaminase (ALT and/or AST) greater than 1 .5 limes the upper limit of the normal range 
(ULN) and alkaline phosphatase greater than 2.5 limes the ULN, the recommended dose of docetaxel 
is 75 mg/ m2 (see Wamings and Precaufions and Pharmacokinatics). For those patients with serum 
bilirubin > ULN and/or ALT and AST > 3.5 limes the ULN associaled wilh alkaline phosphatase > 6 
limes the ULN, no dose-reduction can be recommended and docetaxel should not be used unless 

strictly indica.ted. ln combination with cisplatin end 5-fluorouracil for the treatment of patients with 
gastrtc adenocarclnoma, the pivotai cllnlcal study exctuded patients wlth ALT and/or AST > 1 .5 11 ULN 
associated with alkaline phosphatase > 2.5 x ULN, and bilirubin > 1 x ULN; for these patients, no 
dose-reductlons can be recommanded and docetaxel should not be used unlass strlctly lndlcated. No 
data are available in patients with hepatic impairment treated by docetaxel in combination in lhe other 
indications. 
Paediatric population 
The safety and efficacy of Doœtaxel in nasopharyngeal carcinome in children aged 1 monlh to less than 
18 years have not yet been eslablished. 
There is no relevant use of Doœtaxel in the paediatric population in the indications breast cancer, non
small cell lung cancer, prostate cancer, gastric carcinoma and head and neck cancer, not including type 
Il and I11 less differentiated nasopharyngeal carcinome. 
Ofder people 
Based on a population pharmacokinetic analysis, there are no special instructions for use in the aider 
people. 
ln combination with capecitabine, for patients 00 years of age or more, a sterling dose reduction of 
capecltablne ta 75% 1s recommended (see capecltablne surnmary of product characterlstlcs). 
lnstruc6on for use 
Docetaxel is en entineoplastic agent and, as with other potenlially taxie compounds, caution should 
be exercised when handling il and preparing docetaxel solulions. The use of gloves is recommendect. 
If docetaxel concentrate, premix solution or infusion solution should corne into contact with skin, wash 
immediately and thoroughly with soap and water. If docetexel concentrate, premix solution or infusion 
solution should corne into contact with mucous membranes, wash immedialely and lheroughly with 
water. 
Preparation for the intravenous administration 
a) Preparation of the docetaxel premix solution (10 mg doœtaxel/ml) 
If the vials are stored under refrigeration, allow the required number of docetaxel boxes to stand et room 
temperature (below 25°C) for 5 minutes. 
Using a syringe fitted with a needle, aseptically withdraw the enlire contents of the solvant for doœtaxel 
vial by parlially in\18rling the vial. 
lnjeel lhe en lire contents of the syringe inlo the corresponding docetaxel vial. 
Remove the syringe and needle and mix manually by repeeted inversions for at least 45 seconds. Do 
not shake. 
Allow the premix vial ta stand for 5 minutes at room temperature (below 25°C) and then check that 
11'1e solution is homogenous and clear (foaming is normal even after 5 minutes due to the presence of 
polysorbate 80 in the formulation). 
The premlx solullon contalns 10 mg/ml docetaxel and should be used lmmedlately afler preparatlon. 
However the chemical and physical stability of the premix solution has been demonstrated for 8 hours 
when stored at lemperalure between 2·c-a·c. The premlx solullon 1s for single use only 
b) Preparation of the infusion solution 
More than one premix vial may be necessary ta obtain the required dose for the patient. Based on the 
required dose for the patient expressecl in mg, aseptically wilhdraw lhe corresponding premix volume 
containing 1 0  mg/ml docelaxel from the appropriate number of premix vials using graduated syringes 
fitted with a needle. For example, a dose of 140 mg docetaxel would require 14 ml docetaxel premix 
solution. 
lnject lhe required premix volume into a 250 ml infusion bag or bottle containing either 5% glucose 
solution or sodium chloride 9 mg/ml (0.9%) solution for infusion. 
If a dose greater than 200 mg of docetaxel ls requlred, use a larger volume of the Infusion vehlcle so 
that a concentration of0.74 mg/ml docetaxel is not exceeded. 
Mix the infusion bag or battle manually using a rocking motion. 
Chemical and physical in-use stability has been demonstrated for 8 heurs at temperature between 
2°C-8°C. From a microbiologica.l point of view, the procluct should be used immedietely. If not used 
immediately, in-use storage limes and conditions priorta use are the responsibility of the user and would 
normally not be longerthan 8 heurs when stored al temperature between 2°C - 8°C, unless dilution has 
taken place in controlled and validated aseptic conditions." 
As with all parenteral products, docetaxel premix solution and infusion solution should be visually 
lnspecled prlor ta use, solutlons contalnlng a preclpltate should be dlscarded. 
Contra indications 
Hypersensitivity la the active substance or ta any of lhe excipients. 
Docetaxel must not be used in patients wilh baseline neutrophil count of< 1 ,500 œlls/mm3• 
Docetaxel must not be used in patients with 88\18re liver impeirment sin ce thare is no data evailable (see 
Dosage and Method of Administration and Wamings and Precautions). 
Contreindicetions for other medicinal products also apply, when combined with docetaxel. 
Warnings and Precautions 
For braast and non-small cell lung cancers. pramedlcatlon conslsdng of an oral cortlcoslerold, such as 
dexamethasone 16 mg per day (e.g. B mg BID) for 3 days starting 1 day priorto docetaxel administration, 
unless contraindiceted, can reduœ the incidence end severity of fluid retention as well as the severity 
of hypersensllMty reactlons. For prostate cancer, the premedlcatlon 1s oral dexamelhasone 8 mg, 12 
heurs, 3 hours and 1 heur before the docetaxel infusion (see Dosage and Method of Administration). 

Haematology 
Neutropenia is the most frequent adverse reaction of doœtaxel. Neutrophil nadirs occurred al a 
median of 7 deys but lhis interval mey be shorter in heavily pre-treated patients. Frequent monitoring 
of complete blood counts shauld be conducted on all patients receiving doœtaxel. Patients should be 
retreated with doœtaxel when neutrophils recover ta a le..,el .!: 1 ,500 cells/mm3 (see Dosage and Mefhod 
of Administration). 

ln the case of severe neutropenia (< 500 œlls/mm� for se"Yen days or more) during a course of docetaxel 
therapy, a reduction in dose for subsequent courses of therapy or the use of appropriate symptomatic 
measures are recommended (see Dosage and Mefhod of Administration). 

ln patients treated wlth docetaxel ln comblnatlon wllh clsplatln and s-nuorouracll (TCF), febrlle 
neutropenia and neutropenic infection occurred at lower rates when patients received prophylactic 
G-CSF. Patients lreated with TCF should receive prophylactic G-CSF to mitigate the risk of complicated 
neutropenia (febrile neutropenia, prolonged neutropenia or neutropenic infection). Patients receiving 
TCF should be closely monitored (see Dosage and Method of Administration and Undesirable effacts). 
ln patients treated wtth docetaxel ln comblnatlon wtlh doxorublcln and cyclophosphamlde (TAC), febrlle 
neutropenia and/or neutropenic infection occurred at lower rates when patients received primary 
G-CSF prophylaxls. Prlmary G-CSF prophylaxls should be consldered ln patients who recelve adjuvant 
therapy with TAC for breast cancer to miligate the risk of complicated neutropenia (febrile neutropenie, 
prolonged neutropenia or neutropenic infection). Patients receiving TAC should be closely monitored 
(see Dosage and Method of Admfnfstrstlon and Undeslrabfe effects). 

HypersensitMty reactions 
Patients should be observed dosely for hypersensitivity reactions especially during the first and second 
infusions. Hyparsensitivity reactions may occur within a few minutes following the initiation of the 
infusion of docetaxel, thus facilities for the treatrnent of hypotension and bronchospasm should be 
available. If hypersensitivity reactions occur, minor symptoms such as flushing or localised cutaneous 
reactions do nol require inlemJption oftherepy. However, severa reaelions, such as severe hypotension, 
bronchespasm or generalised rash/erylhema require immediate discontinualion of doœtaxel and 
appropriate therapy. Patients who have developed severe hyperaensitivity reactions should not be re
Challenged with docetaxel. 
Cutaneous reactions 
Locallsed skln erythema of the extremltles (palms of the hands and soles of the feet) wtlh oedema 
followed by desquamation has been obseNed. Severe symptoms such as eruptions followed by 
desquamation which lead ta intemJption or discontinuation of docetaxel treatment were reported (see 
Dosage and Method of Administration). 

fluld retenUon 
Patients with severe fluid retenlion such as pleural effusion, pericardial effusion and ascites should be 
monttored closaly. 
Respiratory disorders 
Acute respiratary distress syndrome, interstitiel pneumonia/pneumonitis, interstitiel lung disease, 
pulmonary fibrosis and respiratory failure have been reporled and may be associated with fatal outcome. 
Cases of radiation pneumonitis ha ... e been reported in patients receiving concomitant radiotherapy. 
If new or woraening pulmonary symptoms develop, patients should be closely monitored, promptly 
invesligaled, and appropriately treated. lntemJption of docetaxel therapy is recommended until 
diagnosis is aveilable. Earty use of supportive care measures may help improve the condition. The 
benefit of resuming docetaxel treatrnent musl be carefully evalualed. 
Patients with li..,er impairment 
ln patients treated wlth docetaxel at 100 mg/ m2 as single agent who have serum transaminase levels 
(ALT and/or AST) greater than 1 .5 limes the ULN concurrent with serum alkaline phosphatase levels 
greater than 2.5 limes the ULN, there is a higher risk of developing severe adverse reactions such as 
taxie deaths including sepsis and gastrointestinal haemorrhage which can be fatal, febrile neutropenia, 
lnfeellons, thrombocytopenla, stomatltls and asthenla. Therefore, the recommended dose of docetaxel 
in those patients with elevated liver function test (LFTs) is 75 mg/ m2 and LFTs should be measured at 
basellne and before each cycle (see DOBage and Mathod of Admfnfsrratfon). 

For patients with serum bilirubin levels > ULN and/or ALT and AST > 3.5 limes the ULN concurrent with 
serum alkaline phosphatase levais > 6 limes the ULN, no dose-reduction can be recommendecl and 
doœtaxel should nol be used unless slrictiy indicated. 
ln combination with cisplatin and 5-fluorouracil for the treatment of patients wilh gastric adenocercinoma, 
the pivotai clinical study excluded patients with ALT and/or AST > 1 .5 x ULN associated with alkaline 
phosphatase > 2.5 x ULN, and bilirubin > 1 x ULN; for these patients, no dose-reductions can be 
recommended and docetaxel should net be used unless strictly indicated. No data are available in 
patients with hepatic impairment treated by docetaxel in combination in the other indications. 
Patients wlth renal lmpalrment 
There are no data available in patients wilh severely impaired renal function treated with doœtaxel. 
Nervous system 
The development of severe peripheral neurotoxicity requires a reduction of dose (see Dosage and 
Method of Administration). 

Cardiac toxicity 
Hearl failure has been observed in patients receiving docetexel in combination with trastuzumeb, 
partlcularty followlng anthracycllne (doxorublcln or eplrublcln)-contalnlng chemotherapy. This may be 
moderate ta severe and has been associated wilh death (see Undesirabfe effects). 
When patients ara candidates for traatment with docetaxel in combination with trastuzumab, they 
should undergo baseline cardiac assessment. Cardiac function should be furlher monitored during 
treatment (e.g. every three months) ta help identify patients who may develop cardiac dysfunction. For 
more details see summary of product characteristics of trastuzumab. 
Eya disorders 
Cystoid maculer oedema (CMO) has been reported in patients treated with docetaxel. Patients with 
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