
1 1  Ill 
For the use of a Registered Medical Praclitioner or a Hospital or a Laboratory on/y OR for Specialist 
Use on/y 

Docetaxel Injection concentrate 80 mg 

Docetax- 80 
Composition 
Each single dose vial contains 
Docetaxel trihydrate Ph. Eur. equivalent to 
Anhydrous docetaxel . . . . . . . . . .. . . . . . . .  80 mg 
Polysorbate 80 BP .. . . . . . . . . . .  q.s. to 2.0 ml. 
Solvent for Docetaxel Injection concentrate 80 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 . . . . . . . . . . . . . .  6.0 ml 
Excipient wllh known effects- ethanol 
Dosage Form 
Injection 
Phannacology 

Pharmacodynamies 
Pharmacotherapautic Group: Taxanes 
ATC Code: L01 CD02 
Mechanism of action 
Docetaxel is an antinaoplastic agent which acis by promoting the assembly of tubulin into stable 
microtubules and inhibits lheir 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 shown in vitro to disrupl the microlubular network in cells which is essenlial for vital 
mitotic and interphase cellular functions. 
Pharmac<Xlynamlc effects 
Doœtaxel was found to be cytotoxic in vitro against various murine and human tumour cell lines and 
against freshly excised human tumour cells in clonogenic assays. Docetaxel achieves high intracellular 
concentrations with a long cell residence lime. ln addition, docetaxel was found to be acti-ve on some 
but not all œll llnes over expresslng the p-glycoproteln whlch ls encoded by the multldrug reslstance 
gene. ln WVO, docetaxel is schedule independent and has a broad spectrum of experimental anti-tumour 
activity against advanœd murine and human grafted tumeurs. 
Clinical efficacy and safety 
Breast cancer 
Doœtaxel in combination with doxorubicin and cycfophosphamide: adjuvant therapy 

Patients with opereble nocle-posiliye breast cancer (TAX 316) 
Data from a multl-œnter open label randomlzed study support the use of docetaxel for the adjuvant 
treatment of patients wilh operable node-positive breast cancer and KPS 2: 80%, between 1 B and 70 
years of age. After stratification according ta the number of positive lymph nocles (1-3, 4+), 1491 patients 
were randomized to 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 cyclosphosphamlde 500 mg/ m� (FAC arm). Bath reglmens were admlnlstered once every 3 
weeks for 6 cycles. Docetaxel was administered as a 1-hour infusion, all other medicinal products were 
glven as lntravenous bolus on day one. G-CSF was admlnlstered as secondary prophylaxls to patients 
who experienced c:omplicated neutropenia (febrile neutropenia, prolonged neutropenia, or infection). 
Patients on the TAC arm reœived antibiotic prophylaxis with ciprofloxacin 500 mg orally twice daily for 
1 0  days startlng on day 5 of each cycle, or equlvalent. ln bath arms, aflerthe last cycle of chemotherapy, 
patients with positive estrogen and/or progesterone receptors received 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 received FAC. 
Two interim analyses and one final analysis were performed. The first interim analysis 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 to a median follow-up of 55 monlhs. The 
final analysis was performed when all patients had reached their 1 0-year follow-up visit (unless they 
had a DFS event or were lost to follow-up before). Disease-free survival (DFS) was the primary eflicacy 
end point and Overall survival (OS) was the sacondary efficacy end point. 
A final analysis was performed with an actual median follow up of 96 months. Significantly longer 
dlsease-free survlval for the TAC arm compared to the FAC ann was demonstrated. Incidence of 
relapses al 10 years was reduced in patients receiving TAC c:ompared ta those who received FAC 
(39% versus 45%, respecUvely) I.e. an absolute rlsk reductlon by 6% (p = 0.0043). OVerall survlval al 1 O 
years was also significantly increased with TAC compared to 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 patients 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 demonslraled at the final analysis. 
Overall, the study results demonstrate a positive benefrt risk ratio for TAC compared ta FAC. TAC
treated patient subsets according to prospectively defined major prognostic factors were analyzed: 

Disease free survival Overall survival 
Patient sub&at Number Haza,d 95% CI • •  Hazard 95% CI • •  

or ratio• ratio• 
patients 

No of positive 
..... 

OYerall 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 
•• 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 survival and 
overall survival compared to FAC 
Patients with operable nocle-negative breast cancer eligible ta receive chemotherapv (GEICAM 9805) 
Data from a mulli-center open label randomized trial support the use of Docetaxel for the adjuvant 
treatment of patients with operable node-negative breast cancer eligible to reœive chemotherapy. 1 060 
patients were randomized to receive either Docetaxel 75 mg/ m2 administered 1-hour after doxorubicin 
50 mg/ m2 and cyclophosphamide 500 mg/ rn2 (539 patients in TAC arm), or doxorubicin 50 mg/ m2 

followad by fluorouracil 500 mg/ m2 and cyclosphosphamide 500 mg/ m2 {521 patients in FAC arm), as 
adjuvant treatment of operable node-nagative breast cancer patients with high risk of relapse according 
to 1998 St. Galien criteria (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 administered once evary 3 
weaks for 6 cycles. Docetaxal was administered as a 1-hour infusion, all other medicinal products were 
givan 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 effacts). ln bath arms, alter the las! cycle of chemotherapy, patients with ER+ and/or 
PgR+ tumours 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 recaived TAC and 51 .2% of patients who received FAC. 
One primary analysis and one updatad analysis ware performed. The primary analysis was done when 
all patients had a follow-up of greater !han 5 years (median follow-up lime of 77 months). The updated 
analysis was performed when all patients had reached their 10-year (median follow up time of 10 
years and 5 months) follow-up visit (unless they had a DFS event or were lost to follow-up previously). 
Disease-free survival (DFS) was the primary eflicacy endpoint and Overall survival (OS) was the 
secondary efficacy endpoint. 
At the median follow-up lime of 77 months, significantly longer disease-free survival for the TAC arm 
compared ta the FAC arm was demonstrated. TAC-lraated patients had a 32% reduction in the risk of 
relapse compared to those trealed with FAC (hazard ratio = 0.68, 95% Cl {0.49-0.93), p = 0.01). At the 
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 wlth FAC (hazard ratio = 0.84, 95% Cl (0.65-1 .08), p=0.1 646). 
DFS data were not statistically significant but were still associated with a positive trend in faveur of TAC. 
At the medlan follow-up dme of 77 months, overall survlval {OS) was longer ln the TAC arm wtth 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 not significandy different between 
the 2 groupa. 
At the median follow up lime of 10 years and 5 months, TAC-treated patients had a 9% reduction in the 
risk of death c:ompared lo FAC-lreatad patients {hazard ratio = 0.91, 95% Cl {0.63-1.32)). The aurvival 
rata waa 93.7% in the TAC arm and 91 .4 % in the FAC arm, at the 8-year follow-up lime point, and 91.3 
% in the TAC arm and 69 % in the FAC arm, at the 10-year follow-up lime point. 
The positive benefit risk ratio for TAC compared to FAC remained unchanged. 
TAC-treated patient subsets according lo prospectively definecl major prognostic 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-Treat 
.!lolllY<W 

Disease Free Survival 
Patient subset Number of patients Hazard ratio* 95% CI 

ln TAC group 
Overall 539 0.68 0.49-0.93 
Age category 1 
<50 years 260 0.67 0.43-1 .05 
�50 years 279 0.67 0.43-1 .05 
Age category 2 
<35 years 42 0.31 0.11 -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 
Tumoursize 
:.2 cm 285 0.69 0.43-1.1 
>2 cm 254 0.68 0.45-1.04 

Histological grade 
Grade1 (includes grade 84 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 
survival compared to FAC. 
Exploratory subgroup analyses for disease-free survival for patients who meet the 2009 St. Galien 
cbemolberapy criterie 'III □n□uletionl weœ □erfnnned end □msenled bera belnw· 

TAC FAC 

Subgroups (n=539) (n=521) 
Meeting relative 
indication foc 
chemotherapy • 
No 18/214 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-negadve or Grade 3 or tumor slze >5 cm 

Huard ratio 
(TAC/FAC) 
(95% Cl) p-value 

0.796 {0.434 0.4593 
1 .459) 
0.606 (0.42 - 0.877) 0.0072 

The estimated hazard ratio was using Cox proportional hazard model with treatment group as the factor. 
Doœtaxel as single agent 
Two randomised phase I l l  comparative sludies, involving a total of 326 alkylating or 392 anthracycline 
fallure metastatlc breast cancer paUents, have been performed wlth 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 waeks). 
Without affecting overall survival lime (docetaxel 15 months vs. doxorubicin 14 months, p = 0.38) or lime 
to progression (docetaxel 27 weeks vs. doxorublcln 23 weeks, p = 0.54), docetaxel lncreased rasponsa 
rate (52% vs. 37%, p = 0.01) and shortened time ta response (12 weeks vs. 23 weeks, p = 0.007). 
Three docetaxel patients (2%) disconlinued the treatment due to fluid retention, whereas 15 doxorubicin 
paUents (9%) dlsconUnued due to cardlac toxlclty {three cases of fatal congestive heart fallure). 
ln anthracycline-failure patients, docetaxel was compared to the combination of mitomycin C and 
vinblastine (12 mg/m2 every 6 weeks and 6 mg/m2 every 3 weeks). Doœtaxel increased rasponse rata 
(33% vs. 12%, p < 0.0001), prolonged lime lo progression (19 weeks vs. 1 1  weeks, p = 0.0004) and 
prolonged overall survival (11 monlhs vs. 9 months, p = 0.01). 
During these Iwo phase I l l  sludies, the safety profile of docetaxel was consistent with the safety profile 
observed in phase Il studies (see Undasirable effects). 
An open-label, multicenter, randomized phase Il l  study was conducted to compare docetaxel 
monotherapy and paclilaxel in the treabnenl of advanced breast cancer in patients whose previous 
therapy should have includad an anthracycline. A total of 449 patients wera randomized to receive either 
doœtaxel monotherapy 100 mg/m2 as a 1 hour infusion or paclitaxel 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 to 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 avants were observed for docetaxel monotherapy (55.4%) compared to 
paclitaxel (23.0%). 
Docetaxel in combînation wifh doxorubîcin 
One large randomized phase Ill study, involving 429 previously untreated patients with metastatic 
disease, has been performed with doxorubicin (50 mg/m2) in combination with docetaxel (75 mgfm2) 
(AT arm) versus doxorubicin (60 mg/m") in combination with cyclOphosphamide (600 mg.lm") (AC arm). 
Bath regimens were administered on day 1 every 3 weeks. 
■ Tlme to progression (TTP) was slgnlflcantly longer ln the AT ami versus AC arm, p = 0.0138. 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) 
ln AC arm. 

■ 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 highar incidence of severe nautropenia (90% versus 66.6%), febrile 
neutropenia (33.3% versus 1 0%), infection (8% versus 2.4%), diarThoaa (7.5% versus 1 .4%), asthenia 
(8.5% versus 2.4%), and pain {2.8% versus 0%) than AC arm. On the other hand, AC ann showed 
a higher incidence of severe anemia (15.8% versus 8.5%) than AT arm, and, in addition, a higher 
incidence of severe cardiac toxicity: congestive heart 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 in 1 patient in the AT arm (congestive heart failure) and in 4 patients in the AC arm (1 
due to septic shock and 3 due to congestive heart failure). 
ln bath arms, quality of life measured by the EORTC questionnaire was comparable and stable du ring 
treatment and follow-up. 
Doœtaxal in combînation wifh trasfuzumab 
Doœtaxel ln comblnallon wlth trastuzumab was sb.Jdled for the treatment of pallents wlth metastatlc 
breast cancer whose tumeurs over express HER2, and who previously had not received chemotherapy 
for metastatlc dlsease. One hundred elghty six pallents were randomlzed to recelve docetaxel (100 
mg/ m2) with or wilhoul trastuzumab; 60% of patients received prier anthracycline-based adjuvant 
chemotherapy. Docetaxel plus trastuzumab was efficacious in patients whether or not they had received 
prier adjuvant anthracyclines. The main test method used ta determine HER2 positMty in this pivotai 
study was immunohistochemistry (IHC). A minority of patients were tested using fluorescence in-situ 
hybrldlzaUon (FISH). ln thls sb.Jdy, 87% of pallents had dlsease thal was IHC 3+, and 95% of patients 
entered had disease that was IHC 3+ and/or FISH positive. Eflicacy results are sumrnarized in the 
followlng table: 

Parameter Docetaxel plus trastuzumab1 Docetaxel1 n = 94 
n = 92 

Response rate (95% Cl) 61% (50-71) 34% (25-45) 
Medlan duratlon of response 11A (9.2-15.0) 5.1 (4.4-6.2) 
(months) (95% Cl) 
Median TTP (months) {95% Cl) 10.6 (7.6-12.9) 5.7 (5.0-6.5) 
Median survival (months) 30.52 (26.8-ne) 22.12 (17.6-28.9) 
(95% CI) 

TTP = time to progression; ·ne" indicates that it cou Id not be estimated or it was not yet reached. 
1Full anelysis set (intant-lo-treat) 
2Estimated median survival 
Doœtaxel ln comblnstlon wlth capecltablne 
Data from one mullicenter, randomised, conlrolled phase Il l  clinical study support the use of docetaxel 
in combination with capecitabine for trealment of patients with locally advanœd or metastatic breast 
cancer afler fallure of cytotoxlc chemotherapy, lncludlng an anthracycllne. ln thls study, 255 patients 
were randomised ta treatment with docetaxel (75 mg/ m2 as a 1 hour inlravenous infusion every 3 
weeks) and capecltablne (1250 mg/ m2 twlce dally for 2 weeks followed by 1 -week rest pertod). 256 
patients were randornised to treatment with docetaxel alone (100 mg/ m2 as a 1 hour intravenous 
infusion every 3 weeks). Survival was superior in the doœtaxel + capecitabine combination arm (p = 
0.0126). Meclian 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 + capecltablne) vs. 29.7% {docetaxel alone); p = 0.0058. Tlme to progressive dlsease was 
superior in the docetaxel + capecitabine combination arm {P < 0.0001 ). The median lime to progression 
was 186 days (doœtaxel + capecttablne) vs. 128 days (docetaxal alone). 

Non-small ce// ltmq cancer

Patients prevîousfy treated with chamotharapy with or without. radiotherapy 
ln a phase I l l  study, in previously lreated patients, time to progression {12.3 weeks versus 7 weeks) and 
overall survival were significantly longer for docataxel at 75 mg/m2 compared to Best Supportive Gare. 
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 at 75 mg/m' 
compared to those with BSC. 
The overall response rate was 6.8% in the evaluable patients, and lhe median duration of response 
was 26.1 weeks. 
Doœtaxel ln comblnstlon wlth platlnum agents ln chemothel'Bpy-narve patients 
ln a phase I l l  study, 1218 patientswith unreseclable stage 1118 or IV NSCLC, with KPS of70% orgreater, 
and who dld not recelve prevlous chemotherapy for thls condition, were randomlsed ta etther docetaxal 
(T) 75 mg/ m2 as a 1 hour infusion immediately followed by cisplatin (Cis) 75 mg.t m2 over 30-60 minutes 
every 3 weeks (TCis), docetax.el 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 over 6-1 O 
minutes on days 1, 8, 15, .22followed by cisplatin 100 mg.t m2 administered on day 1 of cycles repeated 
every 4 weeks (VCls). 
Survival data, median lime to progression and response rates for two 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 Trealment difference: 5.4% 

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

(95% Cl: 0.2; 12.3] 

•: Corrected for multiple comparisons and adjusted for stratification factors (stage of disease and ragion 
of treatment), based on evaluable palle nt population. 
Secondary end-points included change of pain, global rating of quality of life by EuroQoL-5D, Lung 
Cancer Symptom Scala, and changes in Karnosfky performance statua. Rasults on these end-points 
were supportive of the primary end-points results. 
For doœtaxel/carboplatin combination, neilher equivalent nor non-inferior efficacy could be proven 
compared to the reference treatment combination VCis. 
Prostate cancer 
The safety and eflicacy of docetaxel in combination with prednisone or prednisolone in patients with 
hormone refractory metastatlc prostate cancer were evaluated ln a randomlzed multlcenter phase Ill 
study. A total of 1006 patients with KPS 2: 60 were randomized to the following treatment 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. 
PaUents who recelved docelaxel every three weeks demonstrated slgnlflcantly longer overall survlval 
compared to lhose treated with mitoxantrone. The increase in survival seen in the docetaxel weekly ami 
was not stallstlcally slgnlflcant compared to the mltoxantrone rontrol a1TY1. Efflcacy endpolnts for the 
doœtaxel arms versus the contrai arm are summarized in the following table: 

Endpolnt Doœtaxel every 3 
weeks 

Number of patienta 335 
Median survival (months) 18.9 
95% CI (17.0-21.2) 
Hazard ratio 0.761 
95% CI (0.61 9-0.936) 
p-valuer 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 
Tumour response rate (%) 12.1  
95% CI (7.2-18.6) 
p-value* 0.11 12  

tStratified log rank test 
�Threshold for statistical significance = 0.0175 
.. PSA: Prostate-SpecificAntigen 

Docetaxel avery week Mltoxantrona every 
3 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 --
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, it is possible that certain patients may benefit from docetaxel every week. 
No statistical differancas were observed between treatment groups for Global Quality of Life. 

Gastrie adenocarcinoma 
A multlcenter, open-label, randomlzed study was conducted to evaluate lhe safety and efflcacy 
of docetaxel for the treatment of patients with metastatic gasbic adenocarcinoma, including 
adenocarcinoma of the gastroesophageal junction, who had not received prior chemotherapy for 
metastatic disease. A total of 445 patients wilh KPS > 70 were treated with either docetaxel (T) (75 mg/ 
m2 on day 1 )  in combinalion wilh cisplatin (C) (75 mg/ m2 on day 1) and 5-fluorouracil (F) (750 rng/ m2 per 
day for 5 days) or clsplalln (100 mg/ m• on day 1) and 5-fluorouracll (1000 mg/ m2 per day for 5 days). 
The length of a treatment cycle was 3 weeks for the TCF arm and 4 weeks for the CF arm. The median 
number of cycles admlnlstered par 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 ami. 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 ami. Overall survlval was also slgnlflcantly longer (p = 0.0201) ln faveur of the TCF 
arm with a risk reduction of mortality of 22.7%. Eflicacy results are summarized in the following table: 
Efflcacv of docetaxel ln the treatment of oatlents wtth aastrlc adenocarclnoma 

Endpoint TCF 
n = 221 

Median TTP (months) 5.6 
(95% CI) (4.86-5.91) 
Hazard ratio 1 .473 
(95% CI) (1 .1 89-1.825) 
"p-value 0.0004 
Madian survival (months) 9.2 
(95% CI) (8.38-10.58) 
2-year estimate (%) 18.4 
Hazard ratio 1 .293 
(95% CI) (1 .041-1 .606) 
"p-value 0.0201 
Overall response rate (CR+PR) (%) 36.7 
p-value 0.0106 
Progressive disease as best overall response (%) 16.7 

*Unstratified logrank test 

CF 
n = 224 
3.7 
(3.45-4.47) 

B.6
(7.16-9.46) 
B.8

25.4 

25.9 

Subgroup analyses across age, gender and race consistently favoured the TCF arm compared to the 
CF arm. 
A survival update analysis conducted with a median follow-(Jp lime of 41 .6 months no longer showed 
a slatistically significant differance although always in faveur of the TCF regimen and showed thal the 
benefit of TCF over CF is clearly observed between 1 8  and 30 monlhs of follow up. 
Overall, quality of life (QoL) and clinical benefit results consistently indicated improvement in favour 
of the TCF arm. Patients treated wlth TCF had a longer tlme to 5% deflnlllve deterlorallon of global 
heatth status on the QLQ-C30 quesdonnalre (P = 0.0121) and a longer tlme ta deflnltlve worsenlng of 
Karnofsky performance status (p = 0.0088) compared to patients treated with CF. 
Head and neck csnœr

• Induction chemotherapy followed by radiotherapy (TAX323) 
The safety and efficacy of docetaxel in the induction treatment of patients with squamous œll carcinoma 
of the head and neck (SCCHN) was evaluated ln a phase Ill , muttl-œnter, open-label, randomlzed study 
(TAX323). ln this study, 358 patients with inoperable locally advanœd SCCHN, and WHO perfomance 
status O or 1, were randomlzed to one of IWO treatment arma. Pallenls on the docetaxel arm recelved 
doœtaxel (T) 75 mg/ m2 followed by cisplalin (P) 75 mg/ m2 followed by 5-fluorouracil (F) 750 mg/ rn2 
par day as a c:ontinuous infusion for 5 days. This regimen was administered every three weeks for 
4 cycles in case al least a minor response [,? 25% reduction in bi-dimensionally measured tumeur 
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 recelved radlotherapy (RT) 
according to inslilutional guidelines for 7 weeks (TPF/RT). Patients on the comparator arm received 
cisplatin (P) 100 mg/ m2 followed by 5-fluorouracil (F) 1 000 mg/ m2 par day for 5 days. This reg iman was 
administered every three weeks for 4 cycles in case at least a minor response {� 25% reduction in bi
dimensionally measured tumour size) was observed afler 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 net progress 
reœived radiotherapy (RT) accon:ling to inslilutional guidelines for 7 weeks {PF/RT). Locoregional 
therapy wllh radiation was dallvered elther wlth a conventlonal 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/hyperfractionated regimens of radiation 
therapy (twice a day, with a minimum interfraction intarval of 6 hours, 5 days par waek). A total of 70 
Gy was recommended for accelerated reglmens and 74 Gy for hyperfractlonaled schemes. Surglcal 
resection was allowed following chemotherapy, before or afler radiotherapy. Patients on the TPF ami 
reœlved antlblotlc prophylaxls wlth clprofloxacln 500 mg orally IWlce dally for 1 0  days startlng on day 
5 of each cycle, or equivalent. The primary endpoint in this study, progression-free survival (PFS), was 
significantly longer in the TPF am, compared to the PF arm, p = 0.0042 (median PFS: 1 1 .4 vs. 8.3 
months respectively) with an ove ra li median follow up lime of 33.7 months. Median overall survival was 
also significantly longer in faveur of the TPF arm compared to the PF arm (median OS: 18.6 vs. 14.5 
months respectively) with a 28% risk reduclion of mortality, p = 0.0128. Efficacy results are presented 
in the table below: 
Efficacy of docetaxel in the induction lreatment of patients wilh inoperable locally advanced SCCHN 
fi t t tn T  t A  1 " )a.en - -..Ilia na�Is 

Endpoint Docetaxel + Cis + 5•FU Cis + 5-FU 
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 
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-<;1 .0) 
•-p-value 0.006 
Best overall response ta study treatment [chemo- n.3 58.6 
therapy +/- radiolherapy] (%) 
(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) (13A-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 Prlmary tumeur site, T and N cllnlcal stages and PSWHO) 
**Logrank test 
�•• Chi-square test 
Qualîfy of fffe parameters 
Patients treated with TPF experienced significantly less deterioratiOn of their Global health score 
compared to those treated with PF {p = 0.01, using the EORTC QLQ-C30 scale). 
Clfnlcaf benefft parameters 
The performance 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 deterioration of WHO performance status was significantly longer in the TPF arm 
compared ta PF. Pain intansity score improved during treatment in bath groups indicaling adequate 
pain management. 
• Induction chemotherapy followed by chemoradiotherapy (TAX324) 
The safety and efficacy of docetaxel in the induction treabnent of patients with locally advanced 
squamous cell carclnoma of the head and neck (SCCHN) was evaluated ln a randomlzed, multlcentre 
open-label, phase Ill study (TAX324). ln this study, 501 patients, with locally advanced SCCHN, and 
a WHO performance statua of O or 1 ,  were randomlzed to one of two arma. The study population 
comprised patients with technically unresectable disease, patients wilh low probability of surgical cure 
and patients eiming al organ preservation. The efficacy and safety evaluation solely addressed survival 
end points and the success of organ preservallon was not formally addressed. Patients on the docetaxel 
arm received docetaxel (T) 75 mg/m2 by intravenous infusion on day 1 followed by cisplatin (P) 100 
mg/m2 admlnlstered as a 30-mlnute to three-hour lntravenous Infusion, followed by the contlnuous 
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 not have progressive disease were to receive chemo
radiotherapy {CRT) as per protocol (TPF/CRT). Patients on the comparator arm reœived cisplatin (P) 
100 mg/m2 as a 30-minute to three-hour intravenous infusion on day 1 followed by the continuous 
lntravenous Infusion of 5-fluorouracll (F) 1000 mg/m2/day from day 1 to day 5. The cycles were repeated 
every 3 weeks for 3 cydes. Ali patients who did not have progressive disease were to receive CRT as 
par protocol (PF/CRT). 
Patients in bath treatment arms were to receive 7 weeks of CRT following induction chemotherapy 
with a minimum interval of 3 weeks and no later than 8 weeks afler start of the lasl cycle (day 22 to 
day 56 of last cycle). During radiotherapy, carboplatin (AUC 1 .5) was given weekly as a one-hour 
intravenous infusion for a maximum of 7 doses. Radiation was delivered with megavoltage aquipment 
using once daily fractionation (2 Gy per day, 5 days per week for 7 weeks, for a total 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 slucty received prophylactic 
antibiotics. The primary efficacy end point in this study, overall survival {OS) was significantly longer (log
rank test, p = 0.0058) with the doœtaxel-containing regimen compared to PF (median OS: 70.6 versus 
30.1 months respectively), with a 30% risk reduction in mortality compared to PF (hazard ratio (HR) = 
0.70, 95% confidence interval (Cl) = 0.54-0.90) with an overall median follow up lime of 41 .9 monthe. 
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 also statistically 
significant 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: 
Eflicacy of docetaxel in the induction treatment of patients with locally advanced SCCHN (lntent-to
Treat Analvsis) 

Endpolnt Docetaxel + Cls + 

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-value 0.0058 
Median PFS (months) 35.5 
(95% Cl) (19.3-NA) 
Hazard ratio: 0.71 
(95% CI) (0.56 - 0.90) 
-p-value 0.004 
Best overall response (CR + PR) to chemolherapy {%) 71 .B 
(95% Cl) (65.8-77.2) 
""*p-value 0.070 
Best overall response (CR + PR) to study lrealment 76.5 
[chemotherapy +/- chemoradlotherapy] (%) (70.8-81.5) 
(95%CI) 
,...*p-value 0.209 

A hazard ratio of less than 1 favours docetaxel + cisplatin + fluorouracil 
•un-adjustecl log-rank test 
uun-adjusted log-rank test, not adjusted for multiple comparisons 
... Chi square test, not adjusted for multiple comparisons 
NA-not applicable 
Pharmacoklnetlcs 
Absorption 

Cls + 5-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 kinetic profile of docetaxel is dose independent and consistent with 
a three-compartment pharmacokinetic model wilh ha If-lives for the o., � and y phases of 4 min, 36 min 
and 1 1 . 1  h, respectively. The lata phase is due, in part, to a relatively slow afflux of docataxal from the 
peripheral compartment. 
llimiblllion 
Following the administration of a 100 mg/ m2 dose given as a one-hour infusion a mean peak plasma 
level of 3.7 µg/ml was oblained with a corresponding AUC of 4.6 h.µg.tml. Mean values for total body 
clearance and steady-state volume of distribution were 21 1/h/ m2 and 113 1, respectlvely. Inter lndlvldual 
variation in total body clearance was approximately 50%. Docetaxel is more than 95% bound to plasma 
proteins. 

-
A study of 14C-docetaxel has been conducted in three cancer patients. Docetaxel was eliminatecl in 
bath the urine and faeces following cytochrome P450-mediated oxidative metabolism of the tert-butyl 
ester group, within seven days, the urinary and faecal excretion accounted for about 6% and 75% of the 
administered radioactivity, respectively. About 80% of the radioactivity recovered in faeces is excreted 
during the first 48 hours as one major inactive metabolite and 3 miner inactive metaboliles and very low 
amounts of unchanged medidnal product. 
Special populations 
Age and gender 
A population pharmacokinetic analysis has been performed with docetaxel in 577 patients. 
Pharmacoklnedc paramatars estlmated by the modal were very close to those estlmated from phase 1 
studies. The pharmacokinetics of docetaxel were not allered by the age or sex of the patient. 
Hapatfc lmpalrment 
ln a small number of patients (n = 23) with clinical chemistry data suggestive of mild to moderate liver 
function impairment (ALT, AST ;i: 1 .5 limes the ULN associated with alkaline phosphatase ;i: 2.5 limes 
the ULN), total clearance was lowered by 27% on average (see Dosage and Method of AdmlnJstrstlon). 

Fluid retention 
Docetaxel clearance was not modilied in patients with mild to moderata fluid retenlion and there are no 
data available in patients with severe fluid retenlion. 
Comblnallnn therapy 
Doxarubicîn 
When used in combination, docetaxel does not influence the clearance of doxorubicin and the plasma 
levels of doxorubicinol {a doxorubicin metabalite). The pharmacokinelics of docetaxel, doxorubicin and 
cyclophosphamide were not influenced by their cc-administration. 
Capecîtabîne 
Phase I sludy evaluating the affect of capacitabina on the pharmacokinetics of docetaxel and vice versa 
showed no effect by capecitabine on the pharmacokinetics of doœtaxel (Cmax and AUC) and no effect 
by doœtaxel on the pharmacokinetics of a relevant capecitabine metabolite 5'-DFUR. 
Cisplatin 
Clearance of docetax:el in combination therapy with cisplatin was similar to that observed following 
monotherapy. The pharmacokinetic profile of cisplatin administered shortly after docetax:el infusion is 
similar to that observed with cisplatin alone. 
Clspfatln and 5-"uarourscll 
The combined administration of doœtaxel, 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. 
Prednisona 
No effect of prednlsone on the pharmacoklnetlcs of docetaxel was observed. 
Indication& 
Breast cancer 
Docetaxel in combination with doxorubicin and cyclophosphamide is indicated for the adjuvant 
treatment of patients with: 
• Operable nocle-posilive breast cancer 
• Operable nocle-negative breast cancer 
For patients with operable node-negative breast cancer, adjuvant treatment should be restricted to 
patients eligible to receive chemotherapy according to intemationally established criteria for primary 
therapy of early breast cancer (see Phsrmscodynamics). 

Docetaxel in combination with doxorubicin is indicated for the treatment of patients with locally advanced 
or metastatlc breast cancer who have not prevlously reœlved cytotoxlc therapy for thls condition. 
Docetaxel monotherapy is indicated for the treatment of patients with locally advanced or metastatic 
breast cancer afl:er failure of cylotoxic lherapy. Previous chemotherapy should have included an 
anthracycline or an alkylating agent. 
Docetaxel ln comblnatlon wlth trastuzumab Is lndlcated for the lrealment of paUents wlth metastatlc 

breast canœrwhose tumeurs over express HER2 and who previously have not received chemotherapy 
for metastallc dlsease. 
Docetaxel in cornbinalion with capecitabine is indicated for the treatment of patients with locally 
advanced or melastatic breasl cancer after failure of cytotoxic chemotherapy. Previous 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 afler failure of prior chemotherapy. 
Docetaxel in combination with cisplatin is indicaled for the lreabnent of patients with unrasectable, 
locally advanœd or metastatlc non-small cell lung cancer, ln patienta who have not prevlously recelved 
chemotherapy for this condition. 
Prostate cancer 
Docetaxel in combination with prednisone or prednisolone is indicated for the treatment of patients with 
hormone refractory metaslatic prostate cancer. 
Gastrie adenocarcinoma 
Docetaxel in combination with cisplatin and 5-fluorouracil is indicaled for the treetment of patients with 
metastatlc gastrtc adenocarclnoma, lncludlng adenocarclnoma of the gastroesophageal Junctlon, who 
have not received prior chemotherapy for metastalic disease. 
Head and neck cancer 
Docetaxel in combination with cisplatin and 5-fluorouracil is indicated for the induction treatment of 
patienta with locally advanced squamous cell œrcinoma of the head and neck. 
Dosage and Method of Administration 
The use of docataxal should be c:onfined to units specialised in the administration of cylotoxic 
chemotherapy and it should only be administered under the supervision of a physician qualified in the 
use of anticancer chemotherapy {see instruction for use below). 
Recommended dose 
For breast, non-small cell lung, gastric, and head and neck cancers, premedication consisting of an 
oral cortlcosterold, such as dexamethasone 1 6  mg per day (e.g. 8 mg BID) for 3 days starllng 1 day 
prier to doœtaxel administration, unless contraindicated, can be used (see Wamîngs and Precautions). 
Prophylactic G-CSF may be used to mitigate the risk of haematological toxicities. 
For prostate cancer, given the concurrent use of prednisone or prednisolone the recommended 
premedication regimen is oral dexamethasone 8 mg, 12 hours, 3 heurs and 1 hour before the doœtaxel 
infusion (see Wamlngs and Precaut/ons). 

Docelaxel is administered as a one-hour infusion every three weeks. 
Breast cancer 
ln the adjuvant treatmant ofoperable nocle-positive and node-negative breast cancer, the recommended 
dose of docetaxel is 75 rngfm2 administered 1-hour alter doxorubicin 50 mg/ m2 and cyclophosphamide 
500 mg/ m2 every 3 weeks for 6 cycles (TAC regimen) (see also Dose adjusbnenls during traatment). 
For the treatment of patients with locally advanced or melastalic braasl cancer, the recommended 
dose of docetaxel is 100 mg/ m2 in monotherapy. ln first-line treatment, docetaxel 75 mg/ m2 is given in 
combination therapy with doxorubicin (50 mg/ m2). 
ln c:ombination wilh trastuzumab the recommended dose of docetaxel is 100 mg/ m2 every three weeks, 
with trastuzumab administerad weekly. ln the pivotai sludy the initial docetaxel infusion was sterted 
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 product 
characterislics. ln combinalion with capecitabine, the rec:ommended dose of docetaxel is 75 mg/ m2 

every thrae weeks, combined with capecitabine 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 calculation according to bcx:ly 
surface area, see capecitabine summary of product characteristica. 
Non-smalt cell fung cancer 
ln chemotherapy naîve patients treated for non-small œll lung cancer, the recommended dose ragimen 
ls doœtaxel 75 mg.t m2 lmmecllately followed by clsplatln 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 is 75 mg/ m2• Prednisone or prednisolone 5 mg orally twice daily 
is administered continuously (see Pharmacodynamies) 

Gsstric adenocarcinoma 
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-hcur c0ntinuous infusion for 5 days, starting at the end of the cisplatin infusion. Treatment is 
repeated every three weeks. Patients must raceive premedication with antiemelics and appropriate 
hydration for cisplatin administration. Prophylactic G-CSF should be used to mitigate the risk of 
haematological toxicities (see also Dose adjuslments during lrealment). 
Head and neck cancer 
Patients must receive premedication with antiemetics and appropriate hydration (prier to and after 
clsplalln administration). Prophylactlc G-CSF may be used to mlllgale the rlsk of haematologlcal 
toxicities. Ali patients on the doœtaxel-containing arm of the TAX 323 and TAX 324 studies, received 
prophylactic anlibiotics. 
• Induction chemotherapy followed by radiolherapy (TAX 323) 
For 1he induction treatment of inoperable locally advanced squamous cell carcinoma 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 hour, on day one, followed by 5-fluorouracil as a continuous infusion at 
750 mg/ m2 par day for live days. This regimen is administered avery 3 weeks for 4 cycles. Following 
chemotherapy, patients should receive radiotherapy. 
• Induction chemotherapy followed by chemoradiolherapy (TAX 324) 
For the induction treatment of patients with locally advanced (technically unresectable, low probability 
of surgical cure, and aiming al organ preservation) squamous cell carcinome of the head and neck 
(SCCHN), the rec:ommended dose of doœtaxel ls 75 mg.t m2 as a 1 hour lntravenous Infusion on day 1 ,
followed by cisplatin 100 mg/ m2 administered as a 30-minule to 3-hourinfusion, followed by 5-fluorouracil 
1000 mg/ m2/day as a contlnuous Infusion from day 1 to dey 4. This reglmen ls admlnlstered every 3 
weeks for 3 cycles. Following chemotherapy, patients should recei-ve chemoradiotherapy. 
For cisplatin and 5-fluorouracil dose modifications, see the corresponding summary of product 
characterislics. 
Dose adjustmenta during lrealment 
Generaf 
Docetaxel should be administered when the neulrophil count is 2: 1 ,500 cells/mm3• 
ln patients who expertenced elther febrlle neutropenla, neutrophll count < 500 cells/mm3 for more than 
one week, severe or cumulative cutanaous reactlons or savere parlpheral nauropathy durlng doœtaxel 
therapy, the dose of docetaxel should be reduced from 100 mg/ m2 to 75 mg/ m2 and/or from 75 to 60 
mg.fm2• If the patient continues to experience these reactions al 60 mg/m2, the treabnent should be 
dlscontlnued. 

Adiuvant lheranv far breast cancer 
Primary G-CSF prophylaxie should be considerad in patients who receive docetaxel, doxorubicin 
and cyclophosphamide (TAC) adjuvant therapy for breast cancer. Patients who experience febrile 
neutropenia and/or neulropenic infection should have lheir docetaxel dose reducad to 60 mg/m2 in all 
subsequent cycles (see Wëtmings and Precautions and Undesirable effects). Patients who experience 
Grade 3 or 4 stornatitis should have lheir dose decreased to 60 mg/m2• 
ln combfnatfon wllh cfspfalln 
For patients who are dosed initially at docetaxel 75 mg/ m2 in combinalion with cisplalin and whose 
nadir of platelet count during the previous course of therapy is < 25,000 cells/mm3, or in patients who 
experienœ febrile neutropenia, or in patients with serious non-haematologic toxicities, the docetaxel 
dose in subsequent cycles should be raduced to 65 mg/ m2. For cisplatin dose adjustments, see the 
corresponding summary of product characteristics. 
ln carobtnattaa wfth caPftC(tabfoo 

For capecitabine dose modifications, see capecitabine summary of product characterislics. 
For patients developing the first appearance of Grade 2 toxicity, which persists at the lime of the next 
docetaxel/capecltablne treatment, delay treatment untll 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 flrst appearance of Grade 
3 toxicity, al any lime during the trealment cyde, delay treatment unlil resolved ta Grade 0-1 and then 
resume treatment with docetaxel 55 mg/rn2. 
For any subsequent appearances of toxlcltles, or any Grade 4 toxlcltles, discontinue the docetaxel 
dose. 

For trastuzumab dose modifications, see trastuzumab summary of product charactarislics. 
ln combînatîon with cispfafn and 5-"uorourscil 
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.t m2• If subsequent episocles of 
compllcated neutropenla occur lhe doœtaxel dose should be reduced from 60 to 45 mg/ m2• ln case 
of Grade 4 thrombacylopenia the docetaxel dose should be reduœd from 75 to 60 mg/ rrr'. Patients 
should not be retreatad wlth subsequent cycles of docetaxel untll nautrophlls recover to a lavel > 1 ,500 
cells/mm3 and platelets recover to a level > 100,000 cells/mrrfl. Discontinue treatment if these toxicities 
persist see Wamings and Precautians). 

Recommended dose modifications for toxicitias in patients lrealed with docetaxel in combination with 
cisplatin and 5-fluorouracil (5-FU): 

Toxicity Dose adjustment 
Diarrhoea grade 3 First episode: reduœ 5-FU dose by 20%. 

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

Second apisode: discontinue treatmant. 
Stornatitislmucositis First episode: reduce 5-FU dose by 20%. 
grade 3 Second eplsode: stop 5-FU only, at all subsequent cycles. 

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

For cisplatin and 5-fluorouracil dose adjustments, see the corresponding summary of proctuct 
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: 
PatiHnts wfth hwafic imvainn9Qf 
Based on pharmac:okinetic data with docelaxel at 100 mg.tm2 as single agent, patients who have bath 
elevations of transaminase (ALT and/or AST) greater than 1 .5 limes the upper limit of the normal range 
(ULN) and alkallne phosphatase greater than 2.5 tlmes the ULN, the recommended dose of docetaxel 
is 75 mg/ m2 (see Wamings and Pracaut/ons and Phannacokinetics). For those patients with serum 

bilirubin > ULN and/or ALT and AST > 3.5 limes the ULN associated with alkaline phosphatase > 6 
Urnes the ULN, no dose-reductlon can be recommended and docetaxel should not be used unless 
strictly indicated. ln combination with cisplatin and 5-fluorouracil for the treatment of patients with 
gas1rtc adanocarclnoma, the pivotai cllnlcal study excluded patients wlth ALT and/or AST > 1 .5 x ULN 
associaled with alkaline phosphatase > 2.5 x ULN, and bilirubin > 1 x ULN; for these patients, no 
dose-reductions can be recommended and docetaxel should not be used unless sbiclly indicated. No 
data are avallable ln pallents wlth hepatlc lmpalrment treated by docetaxel ln comblnatlon ln lhe other 
indications. 
Paediatric population 
The safety and efficacy of Docetaxel in nasopharyngeal carcinome in children aged 1 mon th to less than 
18 years have not yet been eslablished. 
There is no relevant use of Docetaxel in the paediatric population in the indications breast cancer, non
small cell lung cancer, prostate cancer, gastric carcinome and head and neck cancer, not including type 
Il and I11 less differentiated nasopharyngeal carcinoma. 
Ofder people 
Based on a population phamiacok:inetic analysis, there are no special instructions for use in the aider 
people. 
ln combination with capecitabine, for patients 60 years of age or more, a starting dose reduction of 
capecitabine lo 75% is racommended (see capecitabine summary of product characteristics). 
lnstroctlon for use 
Docalaxel is an antineoplastic agent and, as with other potenlially taxie compounds, caution should 
be exerclsed when handllng lt and prepartng docetaxel solullons. The use of gloves ls recommended. 
If docetaxel concentrate, premix solution or infusion solution should corne into contact with skin, wash 
lmmedlately and thoroughly wlth soap and water. If docetaxel concentrate, premlx solutlon or Infusion 
solution should corne into contact with mucous membranes, wash immedialely and lhoroughly with 
water. 
preparation for the intravenous administration 
al Pœparatinn nfthe dncetaxel aremix solution {10 ma dncetaxeltmll 
If the vials ara stored under refrigaration, allow the required number of docetaxel boxes to stand at room 
temperature (below 25°C) for 5 minutes. 
Using a syringe fitted with a needle, aseptically withdraw the enlire contents of the solvent for docetaxel 
vial by partially inverting the vial. 
lnject the enllre contents of the syrtnge lnlo the correspondlng docetaxel vlal. 
Remove the syringe and needle and mix manually by repeated inversions for at least 45 seconds. Do 
not shake. 
Allow the premix vial to stand for 5 minutes al room temperature (below 25°C) and then check that 
the solution ls homogenous and clear (foamlng ls normal even afler 5 minutes due to the presence of 
polysorbate 80 in the fom,ulation). 
The premix solution contains 10 mg/ml docetaxel and should be used immediately afl:er preparation. 
However the chemical and physical stability of the premix solution has been demonslrated for 8 heurs 
when stored at lemperalure belween 2•c-a•c. The premix solution is for single use only 

bl Preoaration of the infusion sohrlioo 
Mora than one premix vial may be necessary ta obtain the raquired dose for the patient. Based on the 
required dose for the patient expressed in mg, aseptically wilhdraw the 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 the requlred premlx volume lnto a 250 ml Infusion bag or bottle contalnlng elther 5% glucose 
solution or sodium chloride 9 mg/ml {0.9%) solution for infusion. 
If a dose greater than 200 mg of docetaxel is required, use a larger volume of the infusion vahicle sa 
that a concentration of0.74 mg.fml 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 al temperature between 
2°C-8°C. From a mlcroblologlcal point of vlew, the product should be used lmmedlately. If not used 
immediately, in-use storage limes and conditions priorto 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 ln controlled and valldated aseptlc conditions." 
As with all parenteral products, doœlaxel premix solution and infusion solution should be visually 
inspecled prior la use, solutions containing a precipilate should be discarded. 
Contraindications 
Hypersensl!Mty 10 the active substance or to any of lhe excipients. 
Docalaxel must not be used in patients wilh baseline neutrophil count of< 1 ,500 œllslmm3. 
Doœlaxel must not be used ln patients wlth severe llver lmpalrment sin ce lhere ls no data avallable (see 
Dosage and Method of Administration and Wamîngs and Precautîons). 
Contralndlcatlons for other madlclnal products also apply, when comblned wlth docetaxel. 
Wamings and Precautions 
For breast and non-email cell lung cancers, premedication consisting of an oral corticosteroid, sucll as 
dexamethasone 16 mg per day (e.g. B mg BID) for 3 days starting 1 day priorto docelaxel administration, 
unless contraindicated, can reduce the incidence and severity of fluid retention as well as the severity 
of hypersensilivity reactions. For prostate cancer, the premadication is oral dexamelhasone 8 mg, 12 
hours, 3 hours and 1 hour before the docetaxel infusion (see Dosage and Methad of Administration). 

Haematology 
Neutropenia is the most frequent adverse reaction of docetaxel. Neutrophil nadirs occurred al a 
median of 7 deys but lhis interval may be shorter in heavily pre-trea.ted patients. Frequent monitoring 
of complete blood counts should be conducted on all patients receiving docetaxel. Palienls should be 
retreated with doœtaxel when neutrophils recover to a level 2: 1 ,500 cellsJmml {see Dosage and Method 
of Administration). 

ln the case of severe neutropenia (< 500 cellslmm3 for seven days or more) during a course of docetaxel 
therapy, a reductlon ln dose for subsequent courses of therapy or the use of approprlate symptomatlc 
measures are recommended (see Dosage and Mathad of Administration). 

ln patients treated with docataxal in combination wilh cisplatin and 5-fluorouracil (TCF), febrile 
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 effects). 
ln patients treated with docetaxel in combination with doxorubicin and cyclophosphamide (TAC), febrile 
neutropenia and/or neutropenic infection oc:curred at lower rates when patients received primary 
G-CSF prophylaxie. Primary G-CSF prophylaxie should be considered in patients who receive adjuvant 
ttlerapy with TAC for breast cancer to miligate the risk of complicated neutropenia (febrile neutropenia, 
prolonged neutropania or neutropanic infection). Patients receiving TAC should be closely monitored 
(see Dosage and Methad of Administration and Undesirable effecls). 

Hypersensitivity reactions 
Patients should be observed dosely for hypersensitivity reactions especially du ring the first and second 
infusions. Hypersensitivity reactions may occur within a few minutes following the initiation of the 
Infusion of docetaxel, thus facllltles for the treatment of hypotension and bronchospasm should be 
available. If hypersensitivity reactions occur, minor symptoms such as flushing or localised cutaneous 
reactlons do not requlre Interruption oftherapy. Howaver, savere reactlons, such as severe hypotension, 
bronchospasm or generalised rash/erylhema require immediate discontinualion of doœtaxel and 
appropriata therapy. Patients who have developed severe hyperaensitivity reactions should not be ra
challenged wlth docetaxel. 
CutaneŒJS raadinns 
Localised skin erylhema of the extremities {palma of the hands and soles of the feet) with oedama 
followed by desquamation has been observed. Severa symptorns such as eruplions followed by 
desquamation whlch lead to Interruption or dlscontlnuatlon of docetaxel treatment were reported (see 
Dosage and Mathod of Administration). 

fluid ratantion 
Patients with severe fluid relenlion such as pleural effusion, pericardial effusion and ascites should be 
monitored closely. 
Respiratory disorders 
Acute respiratory distress syndrome, interslitial pneumonia/pneumonitis, interstitial lung disease, 
pulmonary flbrosls and resplratoryfallure have been reported and may be assoclated wlth fatal outcome. 
Cases of radiation pneumonitis have been reported in patients receiving concomitant radiotherapy. 
If new or worsanlng pulmonary symptoms develop, pallenls should be closely monltored, promptly 
invesligaled, and appropriately treated. Interruption of docetaxel therapy is recommended until 
diagnosis is available. Earty use of supportive care measures may help improve the condition. The 
bene fit of resumlng docetaxel treatment musl be carefully evalualed. 
Patients with liver impairment 
ln patients treated with docetaxel at 100 mg.t m2 as single agent who have serum transaminase levels 
(ALT and/or AST) greater than 1 .5 times 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 
toxic dealhs including sepsis and gastrointestinal haemorrhage which can be fatal, febrile neutropenia, 
infections, thrombocytopenia, stomatitis and asthenia. Therafora, the recommended dose of docetaxel 
in those patients with elevated liver function test {LFTs) is 75 mg/ m2 and LFTs 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 phosphatase levels > 6 limes the ULN, no dose-reduction can be recommended and 
docetaxel should nol be used unless slrictly indicated. 
ln combination with cisplalin and 5-fluorouracil for the treatment of patients with gastric adenocarcinoma, 
the pivotai cllnlcal study excluded patients wlth ALT and/or AST > 1 .5 x ULN assoclated wlth alkallne 
phosphalase > 2.5 x ULN, and bilirubin > 1 x ULN; for these patients, no dose-reductions can be 
recommended and docetaxel should not be used unless st:rlctly lndlcated. No data are avallable ln 
patients with hepatic impairment lrealed by docelaxel in combination in the other indications. 
Patients with renal impairment 
There are no data available in patients wilh severely impaired renal fundion treated wilh docetaxel. 
Nervous system 
The development of severe peripheral neurotoxicity requires a reduction of dose (see Dosage and 
Mathod of Administration). 

Cardiac loxicity 
Heart failure has been observed in patients receiving docetaxel in combination with trastuzumab, 
particularty following anthracycline (doxorubicin or epirubicin)-containing chemotherapy. This may be 
moderate to severe and has been associated with death (see Undasirable affects). 
When patients are candidates for traatment with docetaxel in combination with trastuzumab, they 
should undergo baseline cardiac assessment. Csrdiac function should be further monitored during 
treabnent (e.g. every three months) to help identify patients who may develop cardiac dysfunction. For 
more details see summary of produd characteristics of trastuzumab. 
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