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Composition 
Each single dose vial contains 
Docetaxel trihydrate Ph.Eur. equivalent to 
Anhydrous docetaxel. . . . . . . . . . . . . .  20 mg 
Polysorbate 80 BP . . . . . . . . . . . . . . . . . . . .  q.s to 0.5 ml. 
Solvant for Doœtaxel Injection concentrate 20 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 . . . . . . . . . .  1 .5 ml 
Excipient wilh known affects- ethanol 
Dosage Form 
Injection 
Phannacology 
Phsrmscodynam/cs 
Pharmacotherapeulic Group: Taxanes 
ATC Code: L01 CD02 
Mechanlsm of action 
Docetaxel is an antineoplastic agent which acts by promoling the assembly of tubulin into stable 
mlcrotubules and lnhlblts lhelr dlsassembly whlch leads to a marked decrease of free tubulln. The 
binding of docetaxel to microtubules does not alter the number of protofilaments. 
Doœtaxel has been shown in vitro to disrupt the rnicrotubular network in cella which is essential for vital 
rnitotic and interphase cellular functions. 
Pharmacodynamie affects 
Docetaxel was found to be cytotoxic in vitro against various murine and human tumeur cell lines and 
against freshly excised human tumeur cells in clonogenic assays. Docetaxel achieves high intracellular 
ooncentrations with a long cell rasidence time. ln addition, docetaxel was found to be active on soma 
but not all cell lines over expressing the P"9lycoprotein which is encoded by the multidrug resistance 
gene. ln WVO, docetaxel is schedule independent and has a broad spectrum of experimental anti-tumour 
activity against advanced murine and human grafted tumeurs. 
Cllnlcal efflcacy and safety 
Brsast cancer 
Doœtaxel ln combinat/on wlth doxorob/cln and cycfophosphamlde: adjuvant therapy 

Patients with operable ncxle-positive breast cancer (TAX 316) 
Data from a multi-center open label randomized study support the use of docetaxel for the adjuvant 
treatment of patients wilh operable node-positive breast cancer and KPS i?: 80%, between 18 and 70 
years of age. After stratification according ta the number of positive lymph ncxles (1-3, 4+ ), 1491 patients 
were randomized to receive either docetaxel 75 mg/ m2 administered 1-llour after doxorubicin 50 mg.l 
m2 and cyclophosphamide 500 mg/ m2 (TAC arm}, or doxorubicin 50 mg/ m2 followed by fluorouracil 500 
mg/ m2 and cydosphosphamide 500 mg/ m2 (FAC arm). Bath regimens were administered once every 3 
weeks for 6 cycles. Docetax:el was administered as a 1-hour infusion, all other medicinal producis were 
given as intravenous bolus on day one. G-CSF was administered as secondary prophylaxis to patients 
who experienced complicated neutropenia (febrile neutropenia, prolonged neutropenia, or infection). 
Patients on lhe TAC arm received antibiotic prophylaxis with ciprofloxacin 500 mg orally twice daily for 
1 0  deys starting on dey 5 of each cycle, or equivalent. ln bath arma, afterthe lest cycle of chemotherapy, 
patients with positive estrogen and/or progesterone receptors reœived tamoxifen 20 mg daily for up 
to 5 years. Adjuvant radiation therapy was prescribed according to guidelines in place at participating 
institutions and was given lo 69% of patients who received TAC and 72% of patients who reœived FAC. 
Two interim analyses and one final analysis were performed. The first interim analysis was planned 3 
yeara after the date when half of study enrolment was dona. The saoond intarim analysis was dona 
afler 400 DFS events had been recon:led overall, which led to a median follow -up of 55 monlhs. The 
final analysis was performed whan all patients had reachecl their 10-year follow-up visit (unless they 
had a DFS event orwere lest to follow-up before). Disease-free survival (DFS} was the primary efficacy 
endpoint and Overall survival (OS) was the secondary efficacy endpoint. 
A flnal analysls was performed wllh an actual medlan follow up of 96 months. Slgnlflcantly longer 
disaasa-frea survival for the TAC arm oomparad to the FAC arm was dernonstrated. Incidence of 
relapses al 1 O years was reduced in patients receiving TAC compared to those who reœived FAC 
(39% versus 45%, respectively) i.e. an absolute risk reduction by 6% (p = 0.0043). Overall survival al 10 
years was aise significantly increased with TAC compared to FAC (76% versus 69%, respectively) i.e. 
an absolute reduction of the risk of death by 7% (p = 0.002). As the benefit observed in patients with 4+ 
nodes was not statislically significant on DFS and os. the positive benefit/risk ratio for TAC in patients 
with 4+ nodes was not fully demonstraled at the final analysis. 
Dverall, the study results demonstrate a positive beneflt rlsk ratio for TAC compared to FAC. TAC
treated patient subsets according to prospectively defined major prognostic factors were analyzed: 

Dlsease free survtval Overall survtval 
Patient Number Hazard 95% CI p •  Hazard 95% CI p •  

subset of ratio* ratio* 
patients 

No of posi-
tive nades 
Ovarall 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 lhat TAC is associatad with a longer disease-free survival and 
overall survival compared to FAC 
Patients with operable node-negative breast cancer eligible ta receive chemotherapy (GEICAM 9805) 
Data from a mulli-center open label randomized trial support the use of Docetaxel for the adjuvant 
treatment of patients wilh operable node-negative breest cancer eligible to raceive chemotherepy. 1 060 
patients were randomized to receive either Docetaxel 75 mg/ rn2 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 treatrnenl of opereble node-negative braast cancer patients with high risk of relapse ac:cording 
to 1998 St. Galien aiteria (tumeur size >2 cm and/or negative ER and PR and/or high histological/ 
nuclear grade (grade 2 lo 3) and /or age <35 years). Bath regimens were administerecl once every 3 
weeks for 6 cycles. Docetax:el was administered as a 1-hour infusion, all other medicinal producis were 
given intravenously on day 1 every three weeks. Primary prophylactic G-CSF was made mandatory in 
TAC arm after 230 patients were randornized. The incidence of Grade 4 neutropenia, febrile neutropenia 
and neutropenic infection was decreased in patients who received primary G-CSF prophylaxis (see 
Undesirable affects). ln bath arms, after the last cycle of chemotherapy, patients wilh ER+ and/or 
PgR+ tumeurs received tamoxifen 20 mg once a day for up to 5 years. Adjuvant radiation therapy was 
administered according to guidelines in place at participating institutions and was given to 57.3% of 
patients who received TAC and 51 .2% of patients who received FAC. 
One primary analysis and one updated analysis were perfonned. The primary analysis was done when 
all patients had a follow-up of greater than 5 years (medlan follow-up Ume of 77 months). The updated 
analysis was performed when all patients had reached their 10-year (median follow up time of 10 
yeers and 5 monlhs) follow-up vlslt (unlass they had a DFS avent or were lest ta follow-up prevlously). 
Disease-free survival (DFS} was the primary eflicacy endpoint and Overall survival (OS) was the 
secondary eflicacy endpoint. 
At the median follow-up lime of 77 monlhs, significantly longer disease-free survival for lhe TAC ann 
compared to the FAC arm was demonstrated. TAC-lreated patients had a 32% reduction in the risk of 
relapse compared to thosa trealed wilh FAC (hazard ratio = 0.68, 95% Cl (0.49-0.93), p = 0.01). At !ha 
median follow up time of 10 years and 5 months, TAC-treated patients had a 16,5% reduction in the risk 
of relapse compared to those treated wilh FAC (hazard ratio = 0.84, 95% Cl (0.65-1 .08), p=0.1646). 
DFS data were net statistically significant but were still associatecl with a positive trend in faveur of TAC. 
At the median 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 to FAC (hazard ratio = 0.76, 
95% Cl (0.46-1 .26, p = 0.29}. However, the distribution of OS was net significantly different between 
the 2 groupa. 
At the median follow up time of 10 years and 5 months, TAC-treated patients had a 9% reduction in the 
risk of death compared to FAC-treated patients (hazard ratio = 0.91, 95% Cl (0.63-1 .32)). The survival 
rate was 93.7% in the TAC arm and 91 .4 % in the FAC am,, at the 8-year follow-up time point, and 91 .3 
% in the TAC arm and 89 % in the FAC arm, at the 10-year follow-up time point. 
The positive benefit risk ratio for TAC compared to FAC remained unchanged. 
TAC-treated patient subsets accordlng lo prospectlvely deflned major prognostlc factors were analysed 
in the primary analysis (at the median follow-up lime of 77 months) (see table below): 
SubsetAnalyses--Adjuvant Therapy in Patients wilh Node-negative Breast Cancer Study (lntent-to-Jreat 
Analysis) 

Dlsease Free Survlval 
Patient subset Number of patients Hazard ratio* 95% CI 

in TAC group 
Overall 539 0.68 0.49-0.93 
Aga categary 1 
<50 years 260 0.67 0.43-1 .05 
;l!:50 years 279 0.67 0.43-1 .05 
Age categary 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 
Tumaur slze 
s2 cm 285 0.69 0.43-1.1 
>2 cm 254 0.68 0.45-1 .04 

Histalagical 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 
Menapausal 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 
survival compared to FAC. 
Exploratory subgroup analyses for disease-free survival for patients who meet the 2009 St. Galien 
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TAC FAC 

Subgroups (n=539) (n=521 )  
Meeting relative indication for 
chemotherapy • 
No 1 81214 26/227 

(8.4%) (11 .5%) 
Yes 48/325 69/294 

(14.8%) (23.5%) 

TAC = docetaxel, doxorubicin and cyclophosphamide 
FAC = 5-fluorouracil, doxorubicin and cyclophospamide 
Cl = confidence interval; ER = estrogen receptor 
PR = progesterone receplor 
• ER/PR-negalive or Grade 3 or tumor size :>5 cm 

Hazard ratio 
(TACJFAC) 

(95% CI) 

0.796 (0.434 - 1 .459) 

0.606 (0.42 - 0.877) 

p-value 

0.4593 

0.0072 

The estimated hazard ratio was using Cox proportional hazard modal with treatment group es the factor. 
Docetax:el as single agent 
Two randomised phase I l l  comparative studies, involving a total of 326 alkylating or 392 anthracycline 
failure metastatic breast cancer patients, have been perforrned wilh docetaxel at the recommended 
dose and regimen of 100 mg/m2 every 3 weeks. 
ln alkylating-failure patients, docetaxel was oompared to doxorubicin (75 mg/rn" every 3 weeks). 
Without affecting overall survival lime (docetaxel 15 months vs. doxorubicin 14 months, p = 0.38) ortime 
to 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%) dlsoondnued the treatment due to fluld retentlon, whereas 15 doxorublcln 
patients (9%) discontinued due to cardiac toxicity (three cases of fatal congestive heart failure). 
ln anthracycline-failure patients, docetaxel was compared to !ha combination of mitomycin C and 
vinblastine (12 mg/m� every 6 weeks and 6 mg/m2 every 3 weeks). Doœtaxel increased response rate 
(33% vs. 12%, p < 0.0001), prolonged time to progression (19 weeks vs. 1 1  weeks, p = 0.0004) and 
prolonged overall survival (11 monlhs vs. 9 monlhs, p = 0.01). 
During these two phase I l l  studies, the safety profile of docetaxel was oonsistent with the safety profile 
observed in phase Il studies (see Undesirable effects). 

An open-label, multicenter, randomized phase Ill sb.Jdy was conducted to compare docetaxel 
monolherapy and paclllaxel ln the treatmenl of advanced breast cancer ln patients whose prevlous 
therapy should have included an anthracycline. A total of 449 patients were randomized to receive either 
docetaxel monolherapy 100 mg/m2 as a 1 heur Infusion or paclltaxel 175 mg/m2 as a 3 heur Infusion. 
Bath regimens were administered every 3 weeks. 
Without affecting the primary endpoint, overall response rate (32% vs 25%, p = 0.1 0), docetaxel 
prolonged median lime to progression (24.6 weeks vs 15.6 weeks; p < 0.01) and median suivival (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 
paditaxel (23.0%). 
Doœtsxsl ln comblnstlon wlth doxorubfc/n 
One large randomized phase Ill sb.Jdy, involving 429 previously untreatecl patients with metastatic 
dlsease, has been perforrned wlth doxorublcln (50 mg/m") ln oomblnatlon wlth doœtaxel (75 mg/m2) 
(AT arm) versus doxorubicin (60 mg/m2

) in combination wilh cyclophosphamide (600 mg/m') (AC arm). 
Bath reglmens were admlnlstered on day 1 every 3 weeks. 
• Time to progression (TTP) was significanlly longer in the AT arm versus AC arm, p = 0.01 38. The 

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

• Overall response rate (ORR) was significantly higher in the AT ann 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 lhis 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 
(8.5% 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 arm, and. ln addition, a hlgher 
incidence of severe cardiac toxicity: congestive heart failure {3.8% versus 2.8%), absolute LVEF 
decrease ;l!: 20% (13.1% versus 6.1%), absolute LVEF decrease ;l!: 30% (6.2% versus 1 . 1%). Taxie 
dea1hs occurred ln 1 patient ln the AT arm (congestive heart fallure) and ln 4 patients ln the AC arm (1 
due to septic shock and 3 due to congestive heart failure). 
ln both arms, quality of life measured by the EORTC queslionnaire was comparable and stable during 
treatment and follow-up. 
Doœtaxel in combination wîfh trasfuzumab 
Doœtaxel in combination with trastuzumab was studied for the treatment of patients wilh metastatic 
breast cancer whose tumeurs over express HER2, and who previously had not received chemotherapy 
for metastatic disease. One hundred eighty six patients were randomized to receive docetaxel {100 
mg/ m2) with or without trastuzumab; 60% of patients received prier anthracycline-based adjuvant 
chemotherapy. Docelaxel plus trastuzumab was efficacious in patients whelher or net they had received 
prier adjuvant anthracyclines. The main test method used ta determine HER2 positivity in this pivotai 
study was immunohistochamistry (IHC). A minority of patients were tested using fluorescence in-situ 
hybridization {FISH}. ln this study, 87% of patients had disease thal was IHC 3+, and 95% of patients 
entered had disease thet was IHC 3+ and/or FISH positive. Efficacy results are summarized in the 
following table: 

Parameter □ocetaxel plus trastuzumab1 □ocetaxel1 n = 94 
n = 92 

Response rate (95% Cl) 61% (50-71) 34% (25-45) 
Median duration of response (months) 1 1 .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) 
Meclian survival (months) (95% Cl) 30.52 (26.8-ne) 22.12 (17.6-28.9) 

TTP = time to progression; "ne" indicates that it cou Id not be estimated or it was not yet reached. 
1Full analysis set (intant-lo-treat) 
2Estimated median survival 
Doœtaxel in combinstion wîfh cspecitabine 
Data from one mullicenter, randomised, controlled phase Ill clinical study support the use of docetaxel 
in combination with capecitabine for treatment of patients with locally advanced or metastatic breast 
cancer after failure of cytotoxic chemotherapy, including an anthracycline. ln this study, 255 patients 
were randomised ta treatment with docetaxel (75 mg/ m2 as a 1 heur intravenous infusion every 3 
weeks) and capec:itebine (1250 mg/ m2 twice daily for 2 weeks followed by 1-week rest period). 256 
patients were randornised to treatment wilh docetaxel alone (100 mg/ m2 as a 1 heur intravenous 
infusion every 3 weeks). Survival was superior in the doœtaxel + capecitabine combination ann (p = 
0.0126). Median survival was 442 days (docetaxel + capecitabine} vs. 352 days (docetaxel alone). The 
overall objective response rates in the all-randomised population (investigator assessment) were 41 .6% 
(docetaxel + capecitabine) vs. 29.7% (docetaxel alone); p = 0.0058. lima to progressive disease was 
superior in the doœtaxel + capecitabine combination arm (p < 0.0001 ). The median time to progression 
was 186 deys (doœtaxel + capec:itabine) vs. 128 deys (docetaxel alone). 
Non-small calf lung cancer 
Patients prsvîousfy treatsd with chemotherapy with or without radiotherapy 
ln a phase I l l  study, ln prevlously lreated paUents, tlme to progression {12.3 weeks versus 7 weeks) and 
overall survival were significantly longer for docetaxel et 75 mg/m2 compared to Best Supportive Gare. 
The 1-year survival rate was aise 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 disaasa-related 
medlcatlons (p "' 0.06) and radlotherapy (p < 0.01} ln patients treated wlth docetaxel at 75 mg.lm2 

compared to lhose with BSC. 
The overall responsa rate was 6.8% in the avaluable patients, and lhe meclian duration of responsa 
was 26.1 weeks. 
Doœtaxel ln combinat/on wlth platlnum agents ln chemotherapy-narve patients 
ln a phase I l l  study, 1218 patientswith unresectable stage 1118 or IV NSCLC, with KPS of70% orgreater, 
and who did not receive previous chemotherapy for this condition, were randomised to eilher docetaxel 
(T) 75 mg/ m2 as a 1 heur Infusion lmmedla1ely followed by clsplatln (Cls) 75 mg/ m2 over 30-60 minutes 
every 3 weeks (TCis), docetaxel 75 mg/ m2 as a 1 heur infusion in oombination with carboplalin (AUC 
6 mg.tml.mln) over 30-60 minutes every 3 weeks, or vlnorelblne (V) 25 mg.t m2 admlnlstered over 6-1 O 
minutes on days 1 ,  8, 15, 22 followed by cisplatin 100 mg.t m2 administered on day 1 of cycles repeated 
every 4 weeks (VCis). 
Survival data, median time to progression and response rates for two arms of the study are illustrated 
ln the followlng table: 

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

0.937; 1 .342]* 
1-year Survival (%) 46 41 Trealrnent differenœ: 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 comparlsons and adJusted for slrattflcallon factors {stage of dlsease and reg Ion 
of traatment), besed on evalueble patient population. 
Secondary end-points included change of pain, global rating of quality of life by EuroQoL-5D, Lung 
Cancer Symptom Scala, and changes in Kamosfky performance statua. Results on these end-points 
were supporlive of the primary end-points results. 

For doœtaxel/carboplatin combination, neither equivalent nor non-inferior eflicacy could be proven 
compared to the reference treatment comblnatlon VCls. 

Prostate çançer 
The safety and efficacy of doœtaxel in combination with prednisone or prednisolone in patients with 
hormone refractory metastatic prostate cancer were evaluated in a randomized multicenter phase Ill 
study. A total of 1006 patients with KPS :?: 60 were randomized to the following treatrnent groups: 
• Docetaxel 75 mg/ m2 every 3 weeks for 1 O cycles. 
• Docetaxel 30 mg/ m2 administered weekly for the first 5 weeks in a 6 week cycle for 5 cycles. 
• Mitoxanlrone 12 mg/ m2 every 3 weeks for 10 cycles. 
Ali 3 regimens were adminislered in combination with prednisone or prednisolone 5 mg twice daily, 
continuously. 
Patlents who reœlved docetaxel every lhree weeks demonstrated slgnlflcantly longer overall survlval 
compared to lhose treated wilh mitoxantrone. The increase in survival seen in the docetaxel weekly arm 
was net statistically significant compared to the mitoxantrone control ann. Eflicacy endpoints for the 
doœtaxel arma versus the oontrol ann are summartzed ln the followlng table: 

Endpoint Docetaxel every 3 
weeks 

Number of patients 335 
Median survival (months) 18.9 
95% CI ( 17.0-21 .2) 
Hazard ratio 0.761 
95% CI (0.619-0.936} 
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 (%) 34.8 
95% CI (27.1-42.7) 
p-value* 0.0107 
Number of patients 141 
Tumour response rate (%) 12.1 
95% CI (7.2-18.6) 
p-value• 0.1112 

tStratified log rank test 
"Threshold for stalistical significance = 0.0175 
"*PSA: Prostate-Specific Antigen 

Docetaxel every Mitoxanlrone every 3 
week weeks 
334 337 
17.4 16.5 
(15.7-19.0) (14.4-18.6} 
0.912 -

(0.747-1.113} -

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 -

1 34  137 
8.2 6.6 
(4.2-14.2) (3.0-1 2.1} 
0.5853 -

Glven the fact that docetax:el every week presented a sllghtly better safety profile than docetax:el every 
3 weeks, it is possible lhat certain patients may benefit from doœtaxel every week. 
No statistical differences were observed between lreatment groupa for Global Quality of Life. 
Gastrie adenocarcinoma 
A multlœnter, open-label, randomlzed study was conducted to evaluate the safety and efflcacy 
of docetaxel for the treatment of patients with metastatic gasbic adenocarcinoma, including 
adenocarcinoma of the gastroesophageal junction, who had net reœived prier chemotherapy for 
metastatlc dlsease. A total of 445 padents wllh KPS > 70 were treated wlth ellher docetaxel (T} (75 mg/ 
m2 on day 1 )  in combinalion wilh cisplatin (C) (75 mg/ m2 on day 1 ) and 5-fluorouracil (F) (750 mg/ m2 per 
day for 5 days) or clsplalln (100 mg/ m2 on day 1) and 5-fluorouracll (1000 mg/ m2 per day for 5 days). 
The lenglh of a treatment cyde was 3 weeks for the TCF ann and 4 weeks for the CF arm. The median 
number of cycles administered par patient was 6 (with a range of 1-16) for the TCF ann compared to 
4 {with a range of 1-12) for the CF ann. nme to progression (TTP) was the primary endpoint. The risk 
reduction of progression was 32.1 % and was associated with a significantly longer TTP (p = 0.0004) in 
faveur of the TCF arm. Overall survlval was aise slgnlflcantly longer (p = 0.0201} ln faveur of the TCF 
arm wilh a risk reduction of mortality of 22.7%. Efficacy results are summarized in the following table: 
Efflcacv af docetexel ln the treatment of Datlents wlth aastrlc adenocarclnoma 

Endpoint 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) (8.38-10.58) (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 over- 16.7 25.9 
all response (%) 

*Unstratified logrank test 
Subgroup analyses across age, gender and race consistently favoured the TCF arm compared to the 
CF ann. 
A survival update analysis conducted with a median follow-(Jp lime of 41 .6 months no longer showed 
a statistically significant difference although always in faveur of the TCF regimen and showed lhal the 
benefit of TCF ovar CF is claarly observed between 1 8  end 30 months of follow up. 
Overall, quality of life (QoL) and clinical benefit results consistently indicated improvement in favour 
of the TCF ann. Patients treated with TCF had a longer lime to 5% definilive detarioralion of global 
health slatus on the QLQ-C30 questionnaire (p = 0.0121) and a longer time to definitive worsening of 
Kamofsky performance status (p " 0.0088) compared to patients treated with CF. 
Head and neck cancer 
• lnductlon chemotherapy followed by radlotherapy (TAX323) 
The safety and efficacy of docetaxel in the induction treatment of patients wilh squame us cell carcinoma 
of the head and neck (SCCHN) was evaluated in a phase Il l ,  multi-center, open-label, randomized study 
(TAX323}. ln thls study, 358 patients wlth lnoperable locally advanced SCCHN, and WHO perfomance 
status O or 1, were randomized to one of two treatment arms. Patients on the docetaxel arm received 
doœtaxel (T) 75 mg.t m2 followed by clspladn (P) 75 mg.t m2 followed by S-fluorouracll (F) 750 mg/ m2 

per day as a continuous infusion for 5 days. This regimen was administered every lhree weeks for 
4 cycles in case al least a miner response f,!: 25% reduction in bi-dimensionally measured tumeur 
size) was observed after 2 cycles. At the end of chemotherapy, with a minimal inlerval of 4 weeks and 
a maximal interval of 7 weeks, patients whose disease did not progress received radiotherapy (RT) 
accordlng to lnstllutlonal guldellnes for 7 weeks (TPF/RT). Patients on the oomparator ann recelved 
cisplatin (P) 100 mg/ m2 followed by 5-fluorouradl (F) 1 000 mg/ m2 per day for 5 days. This regimen was 
admlnlstered every lh1"98 weeks for 4 cycles ln case at least a mlnor response � 25% reductlon ln bl
dimensionally measured tumeur size) was observed aner 2 cycles. At the end of chemotherapy, with a 
minimal interval of 4 weeks and a maximal interval of 7 weeks, patients whose disease did net progress 
reœlved radlotherapy (RT} acoordlng to lnsdtutlonal guldellnes for 7 weeks (PF/RT}. Locoreglonal 
therapy with radiation was delivered either wilh a conventional fraction (1.8 Gy - 2.0 Gy once a day, 5 
days per week for a total dose of 66 to 70 Gy), or accelerated/hyperfractlonated reglmens of radiation 
therapy (twice a day, with a minimum interfradion interval of 6 heurs, 5 days per week). A total of 70 
Gy was recommended for accelerated regimens and 74 Gy for hyperfractionated schemes. Surgical 
resectlon was allowed followlng chemotherapy, before or after radlotherapy. Patients on the TPF arm 
received antibietic prophylax.is with ciprofloxacin 500 mg orally twice daily for 1 0  days starting on day 
5 of each cycle, or equlvalent. The prlmary endpolnt ln thls study, progresslon-free survlval (PFS), was 
significantly longer in the TPF ann compared to 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 favour of the TPF ann compared to the PF arm (median OS: 18.6 vs. 14.5 
months respeclively) with a 28% risk reduclion of mortality, p = 0.0128. Efficacy results are presented 
ln the table below: 
Efficacv of docet:axel in the induction lrealment of patients wilh inonerable locallv advanced SCCHN 
llntent to TreatAnalvsis) 

Endpolnt Dacelaxel + Cls + Cls + 5-FU 
5-FU 
n = 177 n "'  181 

Median progression free survival (months) 1 1 .4 8.3 
(95% CI) (10.1-14.0) (7.4 ... 1) 
Adjusted hazard ratio 0.70 
(95% CI) (0.55-0.89) 
*p-value 0.0042 
Median survival (months) 18.6 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 ta chemotherapy (%) 67.8 53.6 
(95% CI) (60.4-74.6) (46.0-61 .0) 
... ..,,p-value 0.006 
Best overall response to study treatment (chemo- 72.3 58.6 
therapy +/- radiotherapy] (%) 
(95% CI) (65.1-78.8) (51 .0-65.8) 
•"*p-value 0.006 
Median duration of response to chemotherapy ± n = 128 n "' 106 
radiotherapy (months) 15.7 1 1 .7 
(95% CI) (13.4-24.6) (10.2-17.4) 
Hazard ratio 0.72 
(95% CI) (0.52-0.99) 
••p--value 0.0457 

A hazard ratio of less !han 1 faveurs doœtaxel + cisplatin + 5-FU 
*Cox modal (adjustment for Primary tumeur site, T and N clinical stages and PSWHO) 

•�ogrank test 
"""' Chi-square test 
Quafity of fffe parameters 
Patients treatecl with TPF experienced significantly lass detarioralion of their Global health score 
compared to those treated with PF (p = 0.01, using the EORTC QLQ-C30 scale). 
Cfînîcaf benefft parameters 
The perfonnance status scale, for head and neck (PSS-HN) subscales designed to measure 
understandability of speech, ability to eat in public, and normalcy of diet, was significantly in faveur of 
TPF as compared to PF. 
Median lime to first deterioretion of WHO performance status was significantly longer in the TPF ann 
compared to PF. Pain intensity score improved during treatment in both groups indicating adequate 
pain management. 
• Induction chemotherapy followed by chemoradiotherapy (TAX324} 
The safety and efficacy of docetaxel in the induction treatment of patients with locally advanced 
squamous cell cardnoma of the head and neck. (SCCHN) was evaluated in a randomized, multicentre 
open-label, phase Ill study (TAX.324}. ln this study, 501 patients, with locally advanced SCCHN, and 
a WHO perfonnance status of O or 1 ,  were randomized to one of Iwo arma. The study population 
comprised patients with technically unresectable disease, patients wilh low probability of surgical cure 
and patients aiming at organ preservation. The afficacy and safety evaluation solely addressed survival 
end points and the success of organ preservation was net formally addressed. Patients on the docetaxel 
ann received docetaxel (n 75 mg/m2 by intl"a\lenous infusion on day 1 followed by cisplatin (P) 1 DO 
mg/m2 administered as a 30-minute to three-hOur intravenous infusion, followed by the continuous 
intravenous infusion of 5-fluorouracil (F} 1000 mg/m2/day from day 1 to day 4. The cycles were repeated 
every 3 weeks for 3 cycles. Ali patients who did net have progressive disease were to receive chemo
radiotherapy (CRT} as per protocol (TPF/CRT}. Patients on the comparator arm reœived cisplatin (P) 
100 mg/rn2 as a 30-minute to lhree-hour intravenous infusion on day 1 followed by the continuous 
intravenous infusion of S-fluorouracil (F) 1000 mg/m2/day from day 1 to day 5. The cydes were repeated 
every 3 weeks for 3 cydes. Ali patients who did not have progressive disease were to receive CRT as 
per protocol (PF/CRT). 
Patients in bath treatment arms were to receive 7 weeks of CRT following induction chemotherapy 
wilh e minimum interval of 3 weeks and no later than 8 weeks after start of the lesl cycle (dey 22 to 
day 56 of last cycle}. During radiolherapy, carboplatin (AUC 1 .5) was given weekly as a one-hour 
intravenous infusion for a maximum of 7 doses. Radiation was delivered with megavoltage equipment 
uslng once dally fractlonatlon (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 
completlon of CRT. Ali patients on the docetaxel-oontalnlng arm of the study recelved prophylactlc 
antibiotics. The primary efficacy end point in this study, overall survival (OS) was significantly longer (log
rank test, p = 0.0058) wlth the docetax:el-contalnlng reglmen compared to PF (medlan OS: 70.6 versus 
30.1 months respectively), with a 30% risk reduction in mortality compared to PF (hazard ratio (HR) = 
0.70, 95% oonfldence lnterval (Cl) = 0.54-0.90) wlth an ovarall medlan follow up tlme of 41 .9 months. 
The secondary endpoint, PFS, demonstrated a 29% risk reduction of progression or death and a 22 
month improvemenl in median PFS (35.5 months for TPF and 13.1 for PF). This was aise statistically 
slgnlflcant wlth an HR of 0.71; 95% Cl 0.56-0.90; log-rank test p = 0.004. Efflcacy results are presented 
in the table below: 
Efficacy of docetaxel in the induction treatmant of patients with locally advanced SCCHN (lntent-to
Treat Analvsis) 

Endpalnt Dacetaxel + Cls + 5-FU 
n = 255 

Medlan overall survlval (months) 70.6 
(95% Cl) (49.0-NA) 
Hazard ratio: 0.70 
(95% CI) (0.54-0.90) 
"'p-value 0.0058 
Median PFS (months) 35.5 
(95% Cl) (19.3-NA) 
Hazard ratio: 0.71 
(95% Cl) (0.56 - 0.90) 
... p-value 0.004 
Best overall response (CR + PR) to chemother- 71 .8 
apy (%) (65.8-77.2) 
(95% Cl) 
.... .. p-value 0.070 
Best overall response (CR + PR) to study 76.5 
treatment [chemotherapy +/- chemoradiother- (70.8-81.5} 
apy] (%) 
(95%CI) 
""*p-value 0.209 

A hazard ratio of less !han 1 favours doœtaxel + cisplatin + fluorouracil 
"un-adjusted log-rank test 
"*un-adjusted log-rank test, net adjustad for multiple cornparisons 
"'""Chi square test, not adjusted for multiple comparisons 
NA-net applicable 
Pharmaccldnetics 

-

Cls + 5-FU 
n = 246 
30.1 
(2o.!>-51 .5) 

13.1  
(10.6 - 20.2) 

64.2 
(57.9-70.2) 

71 .5 
(65.5-77.1)  

The phannacoklnetlcs of docetaxel have been evaluated ln cancer patients after admlnlslrallon of 20-
1 15  mg/ m2 in phase I studies. The kinetic profile of doœtaxel is dose independent and consistent with 
a three-compartment phannacoklnetlc model wllh hatf-llves for the a, � and y phases of 4 min, 36 min 
and 1 1 . 1  h, respectively. The late phase is due, in part, to a relatively slow afflux of docetaxel from the 
peripheral compartment. 
Disbibution 
Following the administration of a 100 mg/ m2 dose given as a one-hour infusion a mean peak plasma 
level of 3.7 µglml was obtained wilh 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 1 13 1, respectively. Inter individual 
variation in total body clearance was approximately 50%. Docetaxel is more than 95% bound to plasma 
proteins. 
Elimination 
A study of 1•�ocetaxel has been oonducted in three cancer patients. Docetaxel was eliminated in 
bath the urine and faeces following cytochrome P450-mediatad oxidative metabolism of the tart-butyl 
ester group, wtthln seven days, the urlnary and faecal excretlon 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 heurs as one major inactive metabolite and 3 miner inactive metaboliles and very low 
amounts of unchanged medicinal product. 
Spedal populations 
Age and gender 
A population phannacokinetic analysis has been performed with docetaxel in 577 patients. 
Pharmacokinetic parameters estimated by the modal were very close to those estimated from phase 1 
studies. The pharmacokinetics of docetaxel were net altered by the age or sex of the patient 
Hepatîc impairment 
ln a small number of patients (n = 23) with clinical chemistry data suggestive of mild to moderata liver 
funclion impairment (ALT, AST i?: 1 .5 times the ULN associated with alkaline phosphata.se i?: 2.5 times 
the ULN), total clearance was lowered by 27% on average (see Dosage and Method of Administration). 

Ffufd relent/on 
Docetaxel clearance was net modified in patients with mild to moderate fluid retention and there are no 
data avallable ln patients wlth severe fluld retenllon. 
Combination lherapy 
Doxorubicîn 
When used in combination, docetax:el does net influence the clearance of doxorubidn and the plasma 
levels of doxorubicinol (a doxorubicin metabolite). The phannacokinetics of docetaxel, doxorubicin and 
cyclophosphamide were not influenced by lheir co-administration. 
Capecitabine 
Phase I study evaluatlng the effect of capecltablne on the pharmacoklnetlcs of docetaxel and vice versa 
showed no effect by capecitabine on the pharmacokinetics of docetaxel (Cmax and AUC) and no effect 
by docetaxel on the pharmacokinetics of a relevant capecitabine metabolite 5'-DFUR. 
Cîspfatin 
Clearance of docetaxel ln comblnatlon therapy wlth clsplatln was slmllar to that observed followlng 
monotherapy. The pharmacokinetic profile of cisplatin administered shortly after docetaxel infusion is 
slmllar to lhat observed wtlh clsplatln alone. 
Cispfatin and 5-fluorouracil 
The oombined administration of docetaxel, cisplatin and 5-fluorouracil in 12 patients with solid tumeurs 
had no influence on the pharmacokinetics of each individual medicinal product. 
Prednisone and daxamethasone 
The effect of prednisone on the pharmacokinetics of docetaxel administered with standard 
dexamethasone premedication has been studied in 42 patients. 
Prednîsone 
No effect of prednisone on the pharmacokinetics of docetaxel was observed. 
Indications 
Breast çançer 
Docetaxel in combination wilh doxorubicin and cyclophosphamide is indicated for the adjuvant 
treatment of patients with: 
• Operable ncxle-posilive breast cancer 
• Operable node-negative breast cancer 
For patients with operable noda-negative breast cancer, adjuvant treatment should be restricted to 
patients ellglble to reœlve chemotherapy accordlng to lntematlonally establlshed crlterla for prlmary 
therapy of earty 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 net previously received cytotoxic therapy for this condition. 
Docetaxel monotherapy ls lndlcated for the treatment of patients wlth locally advanced or metastatlc 
breast cancer afler failure of cytotoxic lherapy. Previous chemotherapy should have included an 
anthracycline or an alkylating agent. 
Doœtaxel in combination with trastuzumab is indicated for the lrealment of patients with metastatic 
breast cancer whose tumours over express HER2 and who previously have net received chemotherapy 
for metastatic disease. 
Docetaxel in oombination wilh capecitabine is indicated for the trea.tment of patients with locally 
advanced or metastatic breast cancer after failure of cytotoxic chemotherapy. Previous therapy should 
have included an anthracycline. 
Non-small œll lung cancer 

Docetaxel is indicated for the treatment of patients with locally advanced or metastatic non-small cell 
lung cancer afler fallure of prtor chemotherapy. 
Docetaxel in combination with cisplatin is indicated for the trealment of patients with unresectable, 
locally advanced or metastatic non-small cell lung cancer, in patients who have net previously reœived 
chemotherapy for lhis condition. 
Prostate ramœr 
Docetaxel in combination with prednisone or prednisolone is indicated for the treatment of patients with 
hormone refractory metastatic prostate cancer. 
Gastrie adenocarcinoma 
Docetaxel in combination wilh cispletin and 5-fluorourecil is indicated for the treatment of patients with 
metastatic gastric adenocarcinoma, indu ding adenocarcinoma of the gastroesophageal junction, who 
have not received 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 carclnoma of the head and neck. 
Dosage and Methad of Administration 
The use of docetaxal should be confined to units specialisecl in the administration of cytotoxic 
chemotherapy and it should only be administered under the supervision of a physicien qualified in the 
use of anticancer chemotherapy (see instruction for use below). 
Reoommended dose 
For breast, non-smell cell lung, gastric, and head and neck cancers, premedication consisting of an 
oral cortlcosterold, such as dexamelhasone 16 mg per day (e.g. 8 mg BI□} for 3 days startlng 1 day 
prier to docetaxel administration, unless contraindicated, can be used (see Wamings and Precautions). 
Prophylactlc G-CSF may be used to mltlgate the rlsk of haematologlcal toxlcltles. 
For prostate cancer, given the concurrent use of prednisone or prednisolone the reoommended 
premedication regimen is oral dexamethasone 8 mg, 12 heurs, 3 heurs and 1 heur before the docetaxel 
infusion (see Wamings end Preceutions). 

Docetaxel is administered as a one-heur infusion every three weeks. 
Breest cancer 
ln the adjuvant treatment of operable ncxle-posilive and node-negative breast cancer, the recommended 
dose of docetaxel is 75 mg.lm2 administered 1-hour after doxorubicin 50 mg/ m2 and cyclophosphamide 
500 mg/ m2 every 3 weeks for 6 cycles (TAC regimen} {see also Dose adjusbnents during treatment). 
For the treatment of patients with locally advanced or metastalic breasl cancer, the reoommended 
dose of docetaxel is 100 mg/ m2 in monolherapy. ln first-line treatment, docetaxel 75 mg/ m2 is given in 
oombination lherapy wilh doxorubicin (50 mg/ m2). 
ln combination with trastuzumab the recommended dose of docetaxel is 100 mg/ m2 every lhree weeks, 
wllh trastuzumab admlnlstered weekly. ln the pivotai sludy the Initial docetaxel Infusion was started 
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 trastuzurnab summary of prcxluct 
characieristics. ln combination with capecitabine, the recommended dose of docetaxel is 75 mg/ m2 

every lhree weeks, comblned wlth capecltablne at 1 250 mg/ m2 twlce dally (wlthln 30 minutes after a 
meal) for 2 weeks followed by a 1 -week rest period. For capecitabine dose calculation according to body 
surface area, see capedtablne summary of product characterlstlcs. 
Non-smalt œ/1 fung cancer 
ln chemotherapy narve patients treated for non-small œll lung cancer, the recornmended dose regimen 
is docetax:el 75 mg/ m2 immecliately followed by cisplatin 75 mg/ m2 over 30-60 minutes. For treatment 
after failure of prier platinum-based chemolherapy, the recommended dose is 75 mg/m2 as a single 
agent. 

Prosfafeçançer 
The reoommended dose of docetaxel is 75 mg/ m2• Prednisone or pradnisolona 5 mg orally twice daily 
is administered continuously (see Phannacodynamics) 

Gsstr1ç adenocarcJnoma 
The recommended dose of docetaxel is 75 mg/ m2 as a 1 -hour infusion, followed by cisplatin 75 mg/ 
m2, as a 1- to 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, starting al the end of the cisplatin infusion. Treatment is 
repeated every three weeks. Patients must receive premedication with antiemetics and appropriate 
hydratlon for dsplatln administration. Prophylactlc G-CSF should be used to mltlgate the rlsk of 
haematological toxidties (see aise Dose adjustments during lrealment). 
Head and neck cancer 
Patients must receive premedication with antiemetics and appropriate hydration (prior 10 and after 
cisplatin administration). Prophylactic G-CSF may be used to mitigate the risk of haematological 
toxicities. Ali patients on the docetaxel-containing arm of the TAX 323 and TAX 324 studies, received 
prophylactic antibiotics. 
• Induction chemolherapy followed by radiolherapy (TAX 323) 
For the induction treatment of inoperable locally advanœd squamous cell carcinome of the hea.d and 
neck (SCCHN}, the recommended dose of doœtaxel is 75 mg/ m2 as a 1 heur infusion followed by 
cisplatin 75 mg/ m2 over 1 heur, on day one, followed by 5-fluorouracil as a continuous infusion at 
750 mg/ m2 per day for live days. This regimen is administered every 3 weeks for 4 cycles. Following 
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 surglcal cure, and almlng al organ preservatlon) squamous cell carclnoma of the head and neck 
(SCCHN), the recommended dose of docetaxel is 75 mg.t m2 as a 1 heur intravenous infusion on day 1 ,  
followed by clsplatln 100 mg/ m2 admlnlsterecl asa 30-mlnute to 3-hour lnfuslon, followed by 5-fluorouracll 
1000 mg/ m2/day as a continuous infusion from day 1 to day 4. This regimen is administered every 3 
weeks for 3 cycles. Following chemotherapy, patients should receive chemoradietherapy. 
For clsplatln and 5-fluorouracll dose mcxtlflcatlons, see the correspondlng summary of prcxluct 
characteristics. 
Dose adjuslments during lrealment 

-
Docetaxel should be admlnlstared when the neutrophll oount 1s i?: 1 ,500 cells/mm3• 
ln patients who experienced either febrile neutropenia, neutrophil count < 500 cells/mm3 for more than 
one week, severe or cumulative cutaneous reactions or severe peripheral neuropathy during docetaxel 
lherapy, the dose of doœtaxel should be reduced from 100 mg/ m2 to 75 mg/ m2 and/or from 75 to 60 
mg/m2• If the patient continues to experience these reactions al 60 mg/m2, the treatmenl should be 
dlsoontlnued. 
Adiuvant therapy for brsast cancer 
Primary G-CSF prophylaxie should be considered in patients who receive docetaxel, doxorubicin 
and cyclophosphamide (TAC) adjuvant therapy for breast cancer. Patients who experience febrile 
neutropenia and/or neulropanic infection should have lheir docetaxel dose reduced to 60 mg/rn" in all 
subsequent cycles (see Wamings and Precautions and Undesirable affects). Patients who experience 
Grade 3 or 4 stornatilis should have their dose decreased to 60 rng/m2• 
ln çombination wilh cispfafn 
For patients who are dosed initially al docetaxel 75 mg/ m2 in combinalion with cisplalin and whose 
nadir of platelet count during the previous course of therapy is < 25,000 œlls/mm\ or in patients who 
experience febrile neutropenia, or in patients wilh serious non-haematologic toxicities, the docetax:el 
dose in subsequent cycles should be reduced to 65 mg/ m2• For cisplatin dose adjustments, see the 
corresponding summary of product characteristics. 
ln combfnetfon wfth capecftabfne 

For capecitabine dose modifications, see capecitabine summary of produd characteristics. 
For patients developing the first appearance of Grade 2 toxicity, which persists at the lime of the next 
doœtaxellcapecitabine treatment, delay treatment until resolved to Grade 0-1, and resume al 100% 
of the original dose. 
For patients developlng the second appearance of Grade 2 toxlclty, or the nrst appearance of Grade 
3 toxicity, al any lime during the treatment cyde, delay treatment until resolved to Grade 0-1 and then 
resume treatment wtlh docetaxel 55 mglrn"'. 
For any subsequent appearances of toxicities, or any Grade 4 toxidties, discontinue the docetaxel 
dose. 

For lrastuzumab dose modifications, see trastuzumab summary of product characteristics. 
/n combinstion with cispfafn and 5-f/uorouracil 
If an episode of febrile neutropenia, prolonged neutropenia or neutropenic infection occurs despite 
G-CSF use, the docetaxel dose should be reduced from 75 to 60 mg'" m2 • If subsequent episodes of 
complicated neutropenia occur the docetaxel dose should be reduced from 60 to 45 mg/ rn2. ln case 
of Grade 4 thrombocytopenia the doœtaxel dose should be reduced from 75 to 60 mg/ m2. Patients 
should net be retreated with subsequent cycles of docetaxel until neutrophils recover to a level > 1 ,500 
cells/mm3 and platelets recover to a level > 1 00,000 cells/mrn3. Discontinue treatment if these toxicities 
persist see Wamings and Preceutions). 

Recommended dose mcxlifications for toxicities in patients treated with docetaxel in combination with 
clspla11n and 5-nuorouracll (5-FU): 

Toxicity Dose adjusbnent 

Dlarrhoea grade 3 Flrst eplsode: reduœ 5-FU dose by 20%. 
Second episode: then reduœ docetaxel dose by 20%. 

Diarrhoea grade 4 First episode: reduce docetaxel and 5-FU doses by 20%. 
Second episode: discontinue treatment. 

Stomatitis/mucositis First episode: reduce 5-FU dose by 20%. 
grade 3 Seoond eplsode: stop 5-FU only, at all subsequenl cycles. 

Thircl episode: reduœ docetaxel dose by 20%. 

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

For clsplatln and 5-fluorouracll dose adjustments, see the correspondlng summary of prcxluct 
characteristics. 
ln the pivotai SCCHN studies patients who experienced complicated neutropenia (including prolonged 
neutropenia, febrile neutropenia, or infection), it was recommended to use G-CSF to provide prophylactic 
coverage (e.g., dey 6-15) in all subsequent cycles. 
Special populations: 
Patients wifh heeafic îmnainnent 
Based on pharmacokinetic data with docetaxel at 100 mg/m2 as single agent, patients who hava bath 
elevations of transaminase (ALT and/or AST} greater than 1 .5 limes the upper limit of the nonnal range 
(ULN) and alkaline phosphatase greater !han 2.5 limes the ULN, the reoomrnended dose of doœtaxel 
is 75 mg/ m2 (see wamings and Precautions and Pharmacokinetics). For those patients with serum 
bilirubin > ULN and/or ALT and AST > 3.5 times the ULN associated with alkaline phosphatase > 6 
times the ULN, no dose-reduction can be recommended and docetaxel should net be used unless 
strictly indicated. ln combination with cisplatin and 5-fluorouracil for the treatrnent of patients with 
gastric adenocarcinoma, 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 impainnent treated by docetaxel in combination in the olher 
Indications. 

Paediatric popu/aljqn 
The safety and efficacy of Docetaxel in nasopharyngea.l carcinome in children aged 1 mon th to less than 
18 years have not yet been established. 
There is no relevant use of Docetaxel 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 carcinoma. 

otder peopte 
Based on a population pharmaookinetic analysis, there are no special instructions for use in the eider 
people. 
ln comblnatlon wlth capecltablne, for patients 60 years of age or more, a startlng dose recluctlon of 
capecitabine lo 75% is recommended (see capecitabine summary of product characteristics}. 
Instruction for use 

Docetax.el is an antineoplastic agent and. as with other petenlially tox:ic compounds, caution should 
be exercised when handling it and preparing docetaxel solutions. The use of gloves is recommended. 
If docetaxel concentrate, premix solution or infusion solution should corne into contact with skin, wash 
immediately and thoroughly wilh soap and water. If doœtaxel concentrate, premix solution or infusion 
solution should corne into contact wilh mucous membranes, wash immediately and thoroughly with 
water. 
Pœnaration far the intravenous administration 
al Preoaration of the docetaxel oremix:solution UD m□ docetaxel/mll 
lf lhe vials are stored under refrigeration, allow the required number of docetaxel boxes to stand al room 
temperature (below 25QC) for 5 minutes. 
Using a syringe fitted wilh e needle, aseptically wilhdraw the enlire contents of the solvant for docetaxel 
vial by partially inverting the vial. 
lnject the en tire contents of the syringe into the corresponding docetaxel vial. 
Remove the syringe and needle and mix menually by repeated inversions for et lea.st 45 seconds. Do 
net shake. 
Allow the premlx vlal to stand for 5 minutes et room temperature (below 25°C) end then check that 
the solutlon ls homogenous and clear (foamlng ls normal even after 5 minutes due ta 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 baen demonslrated for 8 heurs 
when stored a1 tamparature betwean 2•c-a•c. The premlx solutlon 1s for single use only 
b) preparation of the infusion solution 
More than one premix vial may be necessary to 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 docetaxel from the appropriate number of premix vials using graduated syringes 
litled wilh a needle. For example, a dose of 140 mg docetaxel would require 14 ml docetaxel premix 
solution. 
lnject the 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 docetax:el is required, use a larger volume of the infusion vehicle so 
lhat a concenlralion of0.74 mg/ml docetaxel is not exceeded. 
Mix the infusion bag or bottle 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 microbiological point of view, the product should be used immediately. If net used 
immediately, in-use storage times and conditions priorto use are the responsibility of the user and would 
normally not be longer than 8 heurs when stored at temperature between 2•c - 8"C, unless dilution has 
taken place in conlrolled and validated aseptic conditions." 
As with all parenteral products, docelaxel premix solution and infusion solution should be visually 
inspected prier to use, solutions containing a precipitate should be discarcled. 
Contraindications 
Hypersensitivity to the active substance or ta any of the excipients. 
Docetax.el must not be used in patients wilh baseline neutrophil oount of< 1 ,500 cells/mm1. 
Docelaxel must not be used in patients with severe liver impairment sin ce there is no data available (see 
Dosage and Method of Administration and Wamings and Precautions). 
Contraindications for other medicinal products also apply, when combined with docetaxel. 
Wamings and Preçautions 
For breast and non-small cell lung cancers, premedlcatlon conslstlng of an oral cortlcoslerold, such as 
dexamethasone 16 mg per day (e.g. 8 mg BIO} for 3 days starting 1 day priorto docetaxel administration, 
unless contralndlcated, can reduce the Incidence and severlty of fluld retentlon as well as the severlty 
of hypersensilivity reactions. For prostate cancer, the premedication is oral dexamelhasone 8 mg, 12 
hours, 3 hOurs and 1 hour before the doœtaxel 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 days but lhis interval may be shorter in heavily pre-treated patients. Frequent monitoring 
of complete blocxl counts should be conducted on all patients receiving docetaxel. Patients should be 
retreated wilh docetaxel when neutrophils recover to a level i?: 1 ,500 cellsimm3 (see Dosage and Method 
of Administration). 

ln lhe case of severe neutropenia (< 500 cellsimm' for seven days or more) during a course of docetaxel 
lherapy, a reduction in dose for subsequent oourses of therapy or the use of appropriate symptomatic 
measures are recommended (see Dosage and Method of Administration). 

ln patients treated with docetaxel in combination wilh cisplatin and 5-fluorouracil (TCF), febrile 
neutropenla and neutropenlc Infection occurred al lower rates when patients recelved prophylactlc 
G-CSF. Patients lreated with TCF should receive prophylaclic G-CSF to mitigate the risk of complicated 
neutropenia (febrile neulropenia, prolonged neutropenia or neutropenic infection). Patients receiving 
TCF should be closely monltored (see Dosage and Method of Administration and Undsslrable effects). 
ln patients treated wilh docetaxel in combination with doxorubicin and cyclophosphamide (TAC), febrile 
neutropenla and/or neutropenlc Infection occurred at lower rates when patients recelved prlmary 
G-CSF prophylaxis. Primary G-CSF prophylaxis should be considered in patients who receive adjuvant 
lherapy with TAC for breast cancer to miligate the risk of complicated neulropenia (febrile neutropenia, 
prolonged neutropenla or neutropenlc Infection). Patients recelvlng TAC should be closely monltored 
(see Dosage and Method of Administration and Undesirable affects). 

HypersensitMty reactions 
Patients should be observed dosely for hypersensitivity reaclions 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 treatment of hypotension and bronchospasm should be 
available. If hypersensitivity reactions occur, miner symptoms such as flushing or localised cutaneous 
reaclions do net require interruption oftherapy. However, severe reactions, such as severe hypotension, 
bronchospasm or generalisecl rash/erythema require immediate discontinualion of docetaxel and 
appropriate therapy. Patients who have developed severe hypersensitivity reactions should net be re
challenged with doœtaxel. 
Culaneous reactlons 
Localised skin erythema of the extremities (palms of the hands and soles of the feet) with oedema 
followed by desquamation has been observed. Severe symptoms such as eruptlons followed by 
desquama1ion which lead to interruption or discontinuation of docetaxel treatment were reported (see 
Dosage and Method of Administra tian). 

fluid retantion 
Patients wlth severe nuld ratentlon such as pleural effusion, pertcardlal effusion and ascites should ba 
monitored dosely. 

Resoiratorv disorders 
Acute respiratory distress syndrome, interslitial pneumonia/pneumonitis, interslitial lung disease, 
pulmonary fibrosis and respiratoryfailure have been reported and may be associated wilh fatal outcome. 
Cases of radiation pneumonitis have been reportad in patients receiving concomitant radiotharapy. 
If new or worsening pulmonary symptoms develop, patients should be closely monitored, promptly 
lnvestlgated, and approprtately treated. Interruption of docetaxel lherapy Is recommended untll 
diagnosis is available. Early use of supporlive care measures may help improve the condition. The 
benefit of resuming docetaxel treabnent must be carefully evaluated. 

Patients wilh liver impainnent 
ln patients treated with docetaxel at 100 mg'" m2 as single agent who have serum transaminase levels 
(ALT and/or AST) greater than 1 .5 limes the ULN ooncurrenl wilh serum alkalina phosphalase levels 
greater than 2.5 times the ULN, there is a higher risk of developing severe adverse reactions such as 
toxic deaths including sepsis and gastrointestinal haemorrhage which can be fatal, febrile neutropenia, 
infections, thrombocytopenia, stomatitis and asthenia. Therefore, the recommended dose of docetaxel 
in those patients with elevated liver function test (LFTs) is 75 mg/ m2 and LFîs should be measured at 
baseline and before each cycle (see Dosage and Method of Administration). 

For patients with serum bilirubin levels > ULN and/or ALT and AST > 3.5 limes the ULN concurrent with 
serum alkaline phosphalase levels > 6 limes the ULN, no dose-reduction can be recommended and 
docetaxel should nol be used unless slrictly indicated. 
ln combination wilh dsplatin and 5-fluorouracil for the treatmenl of patients with gastric adenocarcinoma, 
the pivotai clinical study excluded patients with ALT and/or AST > 1 .5 x ULN associated with alkaline 
phosphalase > 2.5 x ULN, and bilirubin > 1 x ULN; for these patients, no dose-reductions can be 
recommended and doœtaxel should not be used unless sbictly indicated. No data are available in 
patients wllh hepatlc lmpalrment lrealed by doœtaxel ln oomblnatlon ln the other Indications. 

Patients with renal imnairment 
There are no data available in patients wilh severely impaired renal function treated wilh docetaxel. 
Neryous system 
The development of severe peripheral neurotoxicity requires a reduction of dose (see Dosage and 
Method of Administration). 

Cardiac toxicity 
Heart failure has been observed in patients receiving docetax:el in combination with trastuzumab, 
particularly following anthracycline (doxorubicin or epirubicin}-containing chemotherapy. This may be 
moderate lo severe and has bean associated wilh death (sea Undesirabfe affects). 

When patients are candidates for treatment wilh docetaxel in combination wilh trastuzumab, they 
should undergo baseline cardiac assessment. Cardiac function should be further monitored during 
treatment (e.g. every three months) 10 help identify patients who may develop cardiac dysfunction. For 
more details see summary of product characteristics of trastuzumab. 
Eye disorders 
Cystoid macular oedema (CMO) has been reported in patients treated with docetaxel. Patients with 
lmpalred vision should undergo a prompt and complete ophlhalmologlc examlnatlon. ln case CMO 
is diagnosed, docetaxel treatment should be discontinued and appropriate treatment iniliated (see 
Undes/rable effects). 
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