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 106 

SYNOPSIS 107 

TITLE Randomized phase III study comparing the combination of docetaxel (D1 = 

D21) plus a partial androgen blockade (PAB) versus a PAB in the treatment of 

prostate cancer in isolated biochemical recurrence, in high-risk patients. 

TRIAL CODE R-PSA-CP-03 
COORDINATORS Dr. S. Oudard (A.R.T.I.C group) 

Prof. S. Culine (G.E.T.U.G 

(Groupe d’Etude des Tumeurs 

Uro-Génitales [Urogenital 

Tumors Study Group]) group) 

AP-HP (Assistance Publique-Hôpitaux de Paris [Public Assistance-Paris 
Hospitals]) Urology + URO ONCOSUD Network 

BUREAU 

D’ETUDES 

CLINIQUES 

[CLINICAL 

STUDIES OFFICE] 

(Sponsor) 

ARTIC 

Hôpital Européen Georges Pompidou 

20, rue Leblanc, Paris 75015 

Tel.: 01.56.09.34.34 

Fax: 01.56.09.24.31 

OBJECTIVES Primary: To evaluate survival without biochemical progression (PSA) of 

the combination of docetaxel every 21 days (D1 = D21) plus a partial 

androgen blockade versus a PAB in treatment of prostate cancer in isolated 

biochemical recurrence. 

Secondary: To evaluate the following criteria: 

- Antitumor efficacy (decrease ≥ 50% in PSA) 

- Duration of the biochemical response (PSA), 

- Clinical progression-free survival, 

- Overall survival, 

- To evaluate the tolerability of the combination 

METHODOLOGY Parallel, phase III, randomized, multicenter, open-label, 

noncomparative trial with direct individual benefit 

SELECTION 

CRITERIA 

Inclusion criteria: 

- Histologically proven adenocarcinoma of the prostate, 

- No detectable metastasis (normal bone scan and CT scan of the abdomen 

and pelvis), 

- Prior local treatment of the prostate cancer with surgery, radiotherapy 

and/or brachytherapy, 

- Postprostatectomy salvage radiotherapy authorized, 

- Neoadjuvant and/or peri-radiotherapy hormone therapy authorized if the 

time period between the end of the local treatment and biochemical 

recurrence (PSA) is greater than six months, 

- In case of patients treated with a prostatectomy, the stage of the disease 

must be pT3 maximum, 

- At high risk of recurrence: patient operated on with pN+ and/or positive 

resection margins and/or Gleason score ≥ 8 and/or PSA doubling time 

≤ six months and/or time to initial biochemical progression ≤ one year 

and/or PSA velocity > 0.75, 

- Age ≥ 18 years old, 

- Life expectancy ≥ 12 months, 

- ECOG performance index of 0 or 1, 

- No external beam radiotherapy within four weeks prior to inclusion, 
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- biochemical progression of the disease is defined as follows: 

In order to use PSA as a marker of biochemical progression, its level 

must be greater than 0.2 ng/mL (prior radical prostatectomy) or 1 ng/mL 

(prior radiotherapy) 

- A PSA elevation is defined as follows: 

- PSA elevation in two successive examinations separated by one week 
minimum and four weeks maximum compared with its baseline level 
(first measurement) assayed in the same laboratory (three assays). 

- Satisfactory hematological, renal and hepatic parameters: 

Hematological criteria: 
- Neutrophil granulocytes ≥ 1.5·10

9
/L, 

- Platelets ≥ 100·10
9
/L, 

- Hemoglobin ≥ 10 g/dL, 

Renal function: 

- serum creatinine ≤ 1.5 x N,  

Hepatic function: 

- Alkaline phosphatases < 2 x N, 

- Bilirubin < 1.5 x N 

- Transaminases ≤ 1.5 x N 

- Written consent from the patient after being completely informed, 

 Exclusion criteria: 

- Concomitant treatment with an experimental drug or participation 

in another clinical trial within a time period < 30 days, 

- Prior treatment with chemotherapy, including taxanes and estracyt, 

- Other medical pathologies capable of interfering with the tolerability 

evaluation: congestive heart failure or angina even if it is medically 

controlled; history of myocardial infarction less than 12 months before 

entering the trial, 

- Presence of a severe infection, requiring antibiotic therapy, 

- Presence of symptomatic or progressive CNS damage, 

- Patient with a serious neurological disease, current symptoms of peripheral 

neuropathy ≥ NCI grade 2, 

- Existence of another severe pulmonary, hepatic or renal pathology, at risk 

of being aggravated by the treatment, 

- History of an allergy to polysorbate 80, 

- History or existence of another primary cancer (with the exception of basal-

cell skin cancer), 

- Systemic treatment with corticosteroids used for indications other than 

those specified in the protocol, 

- History of a peptic ulcer, stable and unstable diabetes, or another 

contraindication to using corticosteroids 



PROTOCOL –R-PSA-CP-03 2002 7 / 7 

 

 
Version No. 4 (amended) 
24 February 2004 

TREATMENTS ARM A (D1 = D21) 

Docetaxel = 70 mg/m² via 60-minute IV on D1, every 21 days  

Treatment for six cycles (except if it is poorly tolerated) 

Plus a partial androgen blockade for one year (concomitant): LHRH 

agonist: Decapeptyl SR 11.25 mg intramuscularly, every three months 

ARM B (D1 = D21) 

A partial androgen blockade for one year (concomitant): LHRH agonist: 

Decapeptyl SR 11.25 mg intramuscularly, every three months 

 

In order to avoid a possible “biochemical flare-up” at the beginning of 

treatment, both arms must also add a peripheral nonsteroidal antiandrogen 

concomitantly with the first injection of the LHRH agonist (Decapeptyl SR 

11.25 mg), for a planned duration of three weeks 

 

The theoretical intercycle interval is 21 days, except in case of nonrecovery 
from hematological or other toxicity. Dose adjustments are also planned by the 
protocol according to tolerability. 

TREATMENT 

ADMINISTRATION 

MODALITIES 

Premedication in Arm A of docetaxel with dexamethasone 8 mg per os (or 

equivalent) for three days, to begin the day before infusion with the following 

schedule for illustrative purposes: 8 mg the day before the infusion, then 8 mg 

in the morning, 8 mg one hour before the infusion, then 8 mg in the evening 

and then two doses the next day (i.e., six doses in total). 

Antiemetic prophylaxis with setrons will be left to the discretion of 

each site according to the investigator’s practice 

DURATION OF THE 

TREATMENTS 

The maximum number of cycles for docetaxel is six. 

The duration of the treatment will be adjusted according to tolerability and 

efficacy. Continuing chemotherapy will not be authorized after six cycles. 

NUMBER OF 

PATIENTS/ 

STATISTICAL 

ANALYSIS 

Two hundred and fifty-two patients will be randomized to obtain an increase in 

survival without biochemical progression. Control-experimental arm ratio 

= 1:1, power = 80%. A first intermediate tolerability analysis is planned on the 

first 30 patients and then a second intermediate analysis on 60 patients. 

JUDGMENT 

CRITERION 

Primary: 

- Survival without biochemical progression (PSA) 

Secondary: 

- PSA response (decrease ≥ 50%), 

- Duration of the response (PSA), 

- Tolerability 

- Time to clinical progression, 

- Overall survival, 

DURATION OF THE 
TRIAL 

Trial start date: 05.01.2003 

Duration of the inclusions: 05.01.2005 

Trial end date: 05.01.2008 



 

 

1. INTRODUCTION: JUSTIFICATIONS FOR THE STUDY 108 
 109 

1.1 General information on prostate cancer 110 
 111 

With an incidence of 26,500 new cases per year in France and a 2% annual increase, prostate 112 
cancer is a major public health problem. In the United States, it is the most frequently 113 
diagnosed cancer and the second cause of death in Americans (1). Despite earlier and earlier 114 
screening efforts and diagnoses, a large proportion of patients with a localized disease have a 115 
progression. Additionally, the concept of patients with an advanced disease is currently 116 
changing. In fact, a majority of patients will have an elevated PSA level after a radical 117 
treatment. 118 
The traditional presentation of advanced disease where patients had distant metastasis is 119 
decreasing. Crawford ED et al. (2) have suggested a new classification for stage D patients, 120 
with a stage D 1.5 corresponding to patients with only an elevation of their PSA level after a 121 
local treatment. At the localized stage, the therapeutic options offered to patients are either 122 
radical prostatectomy or radiation therapy. 123 

 124 
Radical prostatectomy helps obtain excellent control of the disease if the cancer is clinically 125 
localized. After radical prostatectomy for cancer, the PSA level must become undetectable and 126 
remain so if all prostate tissue has been removed. Elimination of the marker occurs in three to 127 
six weeks (3). Nevertheless, about 35% of patients will have a detectable PSA level in the 128 
ten years following the surgical procedure (4,5). 129 

 130 
The American SEER epidemiology program noted a 52% decrease in the stage D (distant 131 
metastasis) prostate cancer rate between 1990 and 1994. Additionally, these epidemiological 132 
data have shown that the prostatectomy rate had increased between 1988 and 1992, 37% of 133 
patients in 1992 had a radical prostatectomy and 32% received radiotherapy. Moul JW et al. (6) 134 
estimate that more than 50,000 men per year will develop an isolated biochemical recurrence. 135 
These data show that this is a significant problem, which henceforth must involve the urologist, 136 
oncologist, radiotherapists, patient and his family. 137 

 138 

1.2 Biochemical recurrence 139 
 140 

Pound CR et al. (7) carried out a retrospective study of 1,997 patients treated with radical 141 
prostatectomy for clinically localized prostate cancer with a median follow-up of 5.3 years (0.5–142 
15 year range). Out of the study population, 315 patients (15%) had an elevated PSA level 143 
(biochemical recurrence). Eleven of these patients received hormone therapy soon after the 144 
elevated PSA level was detected and were not included in the study. Out of the 304 remaining 145 
patients, 34% developed a metastatic disease during the study period. The median time to 146 
onset of metastasis after biochemical recurrence was estimated to be five years. Once 147 
metastasis is documented, the median time to onset of death occurs is 12 months. 148 

 149 
Additionally, factors that predict the risk of developing metastasis have been identified, such as 150 
the time to onset of the initial PSA elevation, Gleason score and PSA doubling time. 151 

  152 
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Moul JW et al. (6) have also developed models to predict biochemical recurrence after 153 
radical treatment. 154 
Biochemical recurrence after radical prostatectomy is defined by an elevated PSA level. 155 
Time to onset after surgery is significant. Patients whose level does not become 156 
undetectable are generally considered to have a residual disease. Patients who have an 157 
undetectable PSA level for many years (one to four years) and whose level gradually 158 
increases are instead considered to have a local recurrence. Some of these patients 159 
respond to salvage radiotherapy treatment in the prostatectomy bed. Furthermore, a 160 
rapid postoperative increase in patients’ PSA levels is a clear indication of metastatic 161 
disease. 162 

 163 
Jhaveri FM et al. (8) studied variables that can help predict whether the recurrence is 164 
local or systemic. The risks can be summarized in the following table: 165 

 166 
Summary of the risk of local versus distant recurrence in patients with a detectable PSA 

level after radical prostatectomy (RP) 

Local recurrence Distant metastasis 

Gleason score < 7 

No invasion of the seminal vesicles 

Negative pelvic lymph nodes 

Detectable PSA > one year after RP 

PSA velocity ≤ 0.75 ng/mL/year 

PSA slope < 0.12 

(doubling time > six months) 

Gleason score ≥ 7 

Invasion of the seminal vesicles 

Positive pelvic lymph nodes 

Detectable PSA < one year after RP 

PSA velocity > 0.75 ng/mL/year 

PSA slope ≥ 0.12 

(doubling time ≤ six months) 

 167 

When confronted with a patient at risk of local recurrence, evidence is important. It can 168 
be documented by a digital rectal examination (DRE) and transrectal ultrasound with 169 
ultrasound-guided biopsies. For their part, bone scans are rarely positive in biochemical 170 
recurrence. They seem to be useful in case of a PSA level  30 ng/mL. 171 

 172 
D’Amico AV et al. (9) carried out a study on 1,728 patients treated with radical 173 
prostatectomy. The team was interested in the percentage of positive biopsies. They 174 
attempted to associate clinical and anatomic pathology factors that were predictive of a 175 
postoperative biochemical recurrence, in order to identify patients at high risk (50%) of 176 
recurrence within two years following surgery. The result of the study suggests that the 177 
percentage of positive biopsies provides information, in addition to the initial PSA level 178 
before treatment, for identifying patients at a high risk of early recurrence ( two years). 179 
Additionally, the preoperative PSA level, margin status, presence of invaded seminal 180 
vesicles and a Gleason score between 8 and 10 are also independent predictive factors 181 
of a postoperative biochemical recurrence. 182 

 183 
The definition of biochemical recurrence after radiotherapy is controversial. However, in 184 
1997 ASTRO (10) reached a consensus and defined rules. PSA level elevation on three 185 
consecutive occasions indicates a biochemical recurrence. In the case of a clinical 186 
study, the selected recurrence date falls between the PSA nadir after irradiation and the 187 
first of the three doses showing a PSA elevation. 188 
The authors suggest that adjuvant treatment is necessary in such patients. 189 

  190 
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1.2.2 Treatment of biochemical recurrence 191 
 192 

Treatment of biochemical recurrence after radical prostatectomy or radiotherapy is 193 
controversial. The salvage therapeutic options can be: radiotherapy in the tumor bed, 194 
hormone therapy (LHRH analog whether or not in combination with an antiandrogen, 195 
antiandrogen monotherapy, etc.), or postradiotherapy surgical treatment. 196 

 197 
The radiotherapy option seems to provide a benefit to patients who have a Gleason 198 
score < 8, without invasion of the seminal vesicles or negative lymph nodes during the 199 
procedure and a PSA level  2 ng/mL upon the recurrence with a time to onset greater 200 
than one year since the surgical procedure (6). 201 
For patients treated with radiotherapy, salvage prostatectomy can be offered in a 202 
carefully selected population. Surgery is meant for patients whose disease is very likely 203 
confined to the prostate, but it includes elevated risks of incontinence and other 204 
morbidities. 205 

 206 
The Medical Research Council (MRC) randomized 938 patients with prostate cancer that 207 
was locally advanced or asymptomatic to compare immediate treatment (an orchiectomy 208 
or an LHRH analog) with the same treatment given when the indication presented itself. 209 
Early treatment is associated with an improvement in survival and a lower percentage of 210 
pathological fractures, spinal cord compression, urethral obstruction or the need for 211 
endoscopic resection. The MRC study showed an advantage in terms of survival for 212 
early hormone treatment in M0 patients (10). 213 

 214 
Bhayani SB et al. (11), for their part, estimate that the use of hormone therapy in this 215 
type of patient remains controversial, both in terms of the time that the hormone 216 
treatment is started up but also in terms of its choice of drug. The choice of a combined 217 
androgen blockade is not settled because it does not appear to provide a benefit for 218 
survival, although it improves the PSA response. The main value of nonsteroidal 219 
androgens used as a monotherapy is to decrease the adverse effects from castration. 220 
According to the authors, therapeutic choices must take into account both the patient’s 221 
interests (quality of life) and therapeutic efficacy. 222 

 223 
The study of Messing EM et al. (12) concerned patients who had a prostatectomy with 224 
lymph-node dissection. Patients with positive lymph nodes were randomized between 225 
immediate start-up of hormone therapy (an LHRH agonist or surgical castration) and 226 
mere monitoring. The results favor immediate androgen castration in this type of patient 227 
because it provides improvement in survival and a reduction in the risk of recurrence. 228 

 229 

1.3 Chemotherapy 230 
 231 

Prostate cancer is a heterogeneous tumor composed of cells that are hormone-sensitive 232 
and cells that are not hormone-sensitive, which results in it evading initial hormone 233 
treatment. Additionally, there are tumor cells that overexpress bcl-2 in prostate cancer. 234 

 235 
In recent years, the role of chemotherapy has been reexamined in patients suffering 236 
from metastatic prostate cancer. It is now clearly established that current protocols such 237 
as the mitoxantrone-corticosteroid combination lead to response rates (evaluated based 238 
on a decrease ≥ 50% in PSA), reduce pain, improve patients’ quality of life and decrease 239 
the cost of the disease for society (13,14). 240 

 241 
 242 
 243 
 244 
 245 
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1.2.3 Docetaxel in prostate cancer 246 
 247 

Mechanism of action 248 
 249 

Docetaxel acts on the microtubules present in all eukaryotic cells. Microtubules have 250 
multiple cellular functions, including chromosome movement during mitosis, maintaining 251 
cellular morphology, secreting hormones, transporting granules, attaching receptors to 252 
the membrane, and cellular mobility. 253 

 254 
Microtubules are created by polymerization of tubulin, a 100 kDa protein composed of 255 
two subunits (and ). A dynamic equilibrium exists between microtubules and free 256 
tubulin, and therefore between polymerization and depolymerization. This is controlled 257 
by various factors such as microtubule-associated proteins (MAPs) and can be modified 258 
by certain drugs. 259 
The overall effect of docetaxel is to favor polymerization of tubulin into microtubules and 260 
to inhibit depolymerization of these microtubules. This results in the formation of 261 
microtubule bundles, stable but nonfunctional, and leads to an interruption in mitosis 262 
and cellular replication. 263 
Docetaxel is mainly active during the S phase of the cell cycle. The affinity of docetaxel 264 
for the microtubule binding site is twice as great as that of paclitaxel. There is no 265 
interaction between this binding site and other molecules such as colchicine, vinblastine 266 
or epipodophyllotoxins. 267 
Metabolism 268 

 269 
The major route of docetaxel elimination is hepatic metabolism followed by biliary 270 
excretion. Docetaxel undergoes a series of oxidations under the influence of 271 
cytochrome P3A, an isoenzyme of the cytochrome P450 family, which results in the 272 
formation of four main inactive metabolites. 273 

 274 
Phase I studies were done concomitantly in Europe and the USA. In total, six studies 275 
were carried out, including 286 patients. 276 
Six different administration regimens were studied with doses ranging from 5 to 277 
130 mg/m². At each dose level, a sufficient number of patients were included to allow 278 
conclusions to be drawn on tolerability. 279 
Thus, the studies helped recommend, for phase II trials, the dose of 100 mg/m² via a 280 
one-hour infusion every three weeks. 281 

 282 
Docetaxel was used as a monotherapy in some studies to evaluate its efficacy in 283 
hormone-refractory prostate cancer. In these studies, patients with hormone-refractory 284 
prostate cancer were treated both according to a standard regimen (an administration 285 
every 21 days) and according to a weekly regimen. 286 

 287 
A phase II study on 35 patients with hormone-refractory prostate cancer and treated 288 
with docetaxel monotherapy (75 mg/m²) administered every 21 days was conducted by 289 
Picus J et al. (15). Thirty-five patients were included in the study including 25 patients 290 
with a measurable disease (18 with metastatic adenopathy). Sixteen patients (46%) had 291 
a decrease in the PSA level  50%. The median response duration was nine months 292 
(2‒24 month range). Overall median survival was 27 months. Tolerability was evaluated 293 
for all the patients (312 administered treatment cycles; median number of six cycles per 294 
patient). The most frequently encountered hematological toxicity was grade 4 295 
neutropenia (43%), without febrile neutropenia. Grade 3-4 hyperglycemia was observed 296 
in 22 of 35 patients (63%), related to the administration of dexamethasone. Other 297 
nonhematological toxicities were rare. 298 

 299 
Another phase II study on docetaxel administered according to a weekly regimen 300 
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(36 mg/m²/week for six out of eight weeks) on 60 patients with hormone-refractory 301 
prostate cancer was conducted by Berry W et al. (16). Twenty-seven percent of patients 302 
received mitoxantrone. It should be noted that 16 patients only received one treatment 303 
cycle or stopped treatment before having completed the second treatment cycle. Thus, 304 
seven patients (12%) were considered to be nonevaluable in terms of response. A 305 
decrease  50% in the PSA level for at least two months occurred in 24 patients (41%), 306 
including 16 (27%) with a decrease  80%. These results were not influenced by prior 307 
exposure to mitoxantrone. Six of 16 patients (38%) who received mitoxantrone 308 
beforehand had a decrease  50% in the PSA level, compared with 18 of 44 remaining 309 
patients (41%). The estimated median time to progression was 5.1 months (0.9‒310 
18.2 month range), and estimated median survival was 9.4 months (1.6‒18.2 months 311 
range). A decrease  50% in the PSA levels was associated with a significant 312 
prolongation, both of time to progression and median survival (p  0.01). The tolerability 313 
of the treatment was considered to be similar to the other studies on docetaxel. 314 

 315 
The same weekly regimen with docetaxel was also studied by Beer TM and al. (17) in 316 
patients with hormone-refractory prostate cancer, with decrease in pain as the principal 317 
objective (McGill-Melzack questionnaire). The response rate was considered to be a 318 
secondary objective. Eleven out of 25 patients (44%) were considered to have a 319 
palliative response with respect to pain. Twenty-three patients were evaluable for a 320 
biochemical response, 10 (43%) of whom had a decrease 50% in PSA. The median 321 
time to progression was 20 weeks. A decrease 50% in the PSA levels was correlated 322 
with a response with respect to pain (p = 0.02). The treatment was well tolerated, with 323 
grade 3-4 leukopenia-neutropenia in 16% of patients. No other grade 3-4 toxicity was 324 
found to occur in more than 10% of patients. 325 

 326 
Authors Picus Berry Beer 

Treatment Docetaxel 75 mg/m² 

(D1 = D21) 

Docetaxel  

36 mg/m²/week (6/8) 

Docetaxel  

36 mg/m²/week (6/8) 

No. of included pts 35 61 23 

Prior chemotherapy None 27% None 

Decr. in PSA ≥ 50% 46% 41% 47% 

OR rate* 28% (7/25) 13% (1 CP, 7 PR) NAv 

Median survival 27 months 9.4 months NAv 

*Patients with measurable targets, NAv: not available 327 
 328 

The results of a randomized study, CP-2000-01, comparing Novantrone to two dose 329 
regimens of docetaxel were reported at the 2002 ESMO conference (18). Docetaxel was 330 
administered every 21 days at the dose of 70 mg/m² (Arm A) or according to a split 331 
between D1 & D8 (Arm B) at a dose of 35 mg/m². Estramustine phosphate was started 332 
the day before docetaxel and given afterwards for four days at the oral dose of 333 
280 mg x 3/day. The third baseline arm (C) (corresponding to the MA recommendations) 334 
combined mitoxantrone (12 mg/m²/21 days) with prednisone (10 mg/day). In the 335 
docetaxel arm, prednisone was also given at the dose of 10 mg/day, and Coumadin 336 
(2 mg/day) was also systematically given to prevent the risk of thromboembolism. Out of 337 
127 analyzable patients, two combinations of docetaxel/estramustine showed a greater 338 
efficacy than the Tannock baseline regimen in terms of:  339 
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- decrease in the PSA level ≥ 50% (67% and 62% versus 17%; p = 0.00001), 340 
- improvement of the pain index (79% and 56% versus 41%; p = 0.007), 341 
- improvement of the performance index (79% and 59% versus 35%; p = 0.001), 342 
- improvement of the clinical benefit (70% and 50% versus 32%; p = 0.009), 343 
- improvement of the median duration of PSA progression, which was greater in Arms 344 

A and B compared with Arm C (9.1 and 9.5 months versus 1.7 months; p = 0.00001) 345 
In terms of tolerability, it should be noted that there was no grade 3-4 neutropenia for the 346 
split regimen B, compared with 37% (16/43) and 48% (20/42) respectively for Arms A 347 
and C. No febrile neutropenia was reported with docetaxel (three cases in the 348 
mitoxantrone arm). Despite the Coumadin coverage, it should be noted that 7% had 349 
thromboembolic complications in Arms A and B as well as one toxic death related to 350 
diabetic decompensation with premedication corticosteroid therapy for docetaxel. 351 
Above all, this is the first time that a randomized study showed an advantage in 352 
terms of survival in the docetaxel-estracyt-prednisone arms compared with the 353 
baseline regimen (18.6 and 18 months versus 11.6 months; p = 0.002). The patients 354 
who responded the best to chemotherapy in a univariate analysis are the patients who 355 
had an initial PSA level < 150 ng/mL and a good performance status. 356 

 357 
Since these data show that docetaxel is active in hormone-refractory prostate cancer, it 358 
seems to be justified to use docetaxel at an earlier stage of the disease, where the tumor 359 
mass to treat is smaller and where efficacy is therefore likely to be greater. 360 

 361 
 362 

1.2.4 Docetaxel in the treatment of biochemical recurrence 363 
 364 

Two studies were carried out in patients with prostate cancer in isolated 365 
biochemical recurrence. 366 

 367 
Hussain A et al. (19) administered docetaxel at the dose of 70 mg/m² every three 368 
weeks for a maximum of six cycles in patients initially treated with radical 369 
prostatectomy or radiotherapy. Then androgen-blockade type hormone therapy was 370 
started three weeks after the end of chemotherapy for a duration of four months. 371 
Patients with PSA 4 ng/mL then received finasteride combined with an antiandrogen 372 
for eight months, and patients with PSA 4 ng/mL received androgen-blockade type 373 
hormone therapy again and then finasteride combined with an antiandrogen for eight 374 
months. 375 
The study covered 27 patients; 23 received four or six chemotherapy cycles. Seventy-376 
four percent of patients who received chemotherapy had a decrease ≥ 40% in PSA. 377 
Sixteen of 18 patients (89%) who completed treatment with four months of a 378 
combined androgen blockade had a PSA level ≤ 1 ng /mL. Tolerability was marked by 379 
the occurrence of grade 3-4 neutropenia. The published data encouraged the authors 380 
to include more patients to confirm the value of this approach. 381 

 382 
Taplin MA et al. (20) report preliminary results on 15 patients initially treated with 383 
radical prostatectomy or radiotherapy. The treatment consisted of estramustine 384 
10 mg/kg/day for five days associated with docetaxel at the dose of 70 mg/m² every 385 
three weeks for four cycles. Then the patients received combined androgen blockade 386 
hormone therapy for a duration of 15 months. At the end of the chemotherapy 387 
treatment, 12 of 15 patients (80%) were considered to have a complete response 388 
(defined as normalization of the PSA level). Testosterone levels were reduced 389 
compared with those with castration at the end of chemotherapy. This observation 390 
shows that this chemotherapy combination has an endocrine effect that is 391 
nonnegligible but that can be explained by the use of estramustine, which contains an 392 
estrogen. 393 
Tolerability was marked by the occurrence of grade 3-4 neutropenia. The occurrence 394 
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of thrombophlebitis in patients results from the use of estramustine; prevention with 395 
Coumadin was initiated after the inclusion of the third patient in the study. 396 

 397 
 398 

1.4 Rationale of the study 399 
 400 

Treatment of isolated biochemical recurrence after radical treatment for prostate 401 
cancer remains controversial at this time. Hormone therapy has a nonnegligible role at 402 
this stage of the disease. 403 
Given the data showing the efficacy of docetaxel in hormone-refractory prostate 404 
cancer and the preliminary results in patients with an isolated biochemical recurrence, 405 
it seems reasonable to confirm these data. 406 
We propose comparing hormone treatment alone, consisting of a partial androgen 407 
blockade, with the same treatment combined with docetaxel. 408 

 409 
 410 

2. - TYPE OF TRIAL 411 
 412 

This trial is: 413 
 414 

- randomized, phase III, 415 
- parallel, 416 
- open-label, 417 
- multicenter, 418 
- with direct individual benefit. 419 

 420 

3. - OBJECTIVES OF THE TRIAL 421 

 422 

3.1 PRIMARY OBJECTIVE 423 
 424 

To evaluate survival without biochemical progression (PSA) 425 
 426 

3.2 SECONDARY OBJECTIVES 427 
 428 

- To evaluate the PSA response (decrease ≥ 50%), 429 
- To evaluate the duration of the response (PSA), 430 
- To evaluate the time to clinical progression, 431 
- To evaluate overall survival, 432 
- To evaluate tolerability 433 

 434 

3.3 JUDGMENT CRITERIA 435 

 436 

Primary criterion: 437 
 438 

Efficacy on survival without biochemical progression (PSA) 439 
 440 

Secondary criteria: 441 
- biochemical response (decrease ≥ 50% in PSA), 442 
- time to clinical progression, 443 
- overall survival, 444 
- the tolerability of the study treatment will be evaluated with the NCI-CTC criteria. 445 

 446 
 447 

 448 
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4. - PATIENT SELECTION 449 

 450 

4.1 ELIGIBILITY CRITERIA 451 
 452 

1. Histologically proven adenocarcinoma of the prostate, 453 
 454 

2. No detectable metastasis (normal bone scan and CT scan of the abdomen and pelvis), 455 
 456 

3. Prior local treatment (curative) of the prostate cancer with surgery, radiotherapy and/or 457 
brachytherapy, 458 

 459 
4. Postprostatectomy salvage radiotherapy authorized, 460 

 461 
5. In case of surgically treated (prostatectomy) patients, the stage must be ≤ pT3. 462 

 463 
6. Neoadjuvant and/or peri-radiotherapy hormone therapy authorized if the time period between 464 

the end of the local treatment and biochemical recurrence (PSA) is greater than six months, 465 
 466 

7. At high risk of distant recurrence: pN+ patients and/or positive resection margins in case of 467 
prostatectomy and/or Gleason score ≥ 8 and/or PSA doubling time ≤ 6 months and/or time to 468 
initial biochemical progression ≤ one year and/or PSA velocity > 0.75, 469 

 470 
8. Age ≥ 18 years old, 471 

 472 
9. Life expectancy ≥ 12 months, 473 

 474 
10. ECOG performance index of 0 or 1, 475 

 476 
11. No external beam radiotherapy within four weeks prior to inclusion, 477 

 478 
12. Biochemical progression of the disease is defined as follows: 479 

In order to use PSA as a marker of biochemical progression, its level must be greater than 480 
0.2 ng/mL (prior radical prostatectomy) or 1 ng/mL (prior radiotherapy – ASTRO criteria) 481 

PSA elevation is defined as follows: PSA elevation in two successive examinations separated 482 
by one week minimum and four weeks maximum compared with its baseline level (first 483 
measurement) assayed in the same laboratory (three assays in total). 484 

 485 
13. Satisfactory hematological, renal and hepatic parameters: 486 

Hematological criteria: 487 

- Neutrophil granulocytes ≥ 1.5·10
9
/L, 488 

- Platelets ≥ 100.10
9
/L, 489 

- Hemoglobin ≥ 10 g/dL, 490 
 491 

Renal function: 492 
- Serum creatinine ≤ 1.5 x N, 493 

 494 
Hepatic function: 495 

- Alkaline phosphatases < 2 x N, 496 
- Bilirubin < 1.5 x N, 497 
- Transaminases ≤ 1.5 x N, 498 

 499 
14. Written consent from the patient after being completely informed. 500 

 501 
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 502 

4.2 EXCLUSION CRITERIA 503 
 504 

- Concomitant treatment with an experimental drug or participation in another clinical trial 505 
within a time period < 30 days, 506 

 507 
- Prior treatment with chemotherapy, including taxanes and estracyt, 508 

 509 
- Other medical pathologies capable of interfering with the tolerability evaluation: congestive 510 

heart failure or angina even if medically controlled; history of myocardial infarction less than 511 
12 months before entering the trial, 512 

 513 
- Presence of a severe infection, requiring antibiotic therapy, 514 

 515 
- Presence of symptomatic or progressive CNS damage, 516 

 517 
- Patient with a serious neurological disease, current symptoms of peripheral neuropathy 518 

≥ NCI grade 2, 519 
 520 

- Existence of another severe pulmonary, hepatic or renal pathology, at risk of being 521 
aggravated by the treatment, 522 

 523 
- History of an allergy to polysorbate 80 or to one of its excipients, 524 

 525 
- History or existence of another primary cancer (with the exception of basal-cell skin 526 

cancer), 527 
 528 

- Systemic treatment with corticosteroids used for indications other than those specified in the 529 
protocol, 530 

 531 
- History of a peptic ulcer, stable and unstable diabetes, or another contraindication to using 532 

corticosteroids. 533 
 534 
 535 

4.3 STRATIFICATION OF PATIENTS ACCORDING TO PROGNOSTIC FACTORS 536 
 537 

Upon inclusion in this study, the following prognostic factors will be screened for and recorded in 538 
the inclusion form for randomization: 539 

 540 
- Treatment with radical prostatectomy versus curative radiotherapy 541 

 542 

- PSA doubling time ≤ six months versus > six months. 543 

These parameters will be used to stratify the randomization. 544 

 545 
 546 
 547 

5. EVALUATION PROCEDURES 548 
 549 

It consists of: 550 
 551 

5.1 UPON INCLUSION 552 
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 553 

5.1.1 A CLINICAL ASSESSMENT 554 
 555 

(to be carried out within ten days prior to inclusion) 556 
 557 

History of the disease, principal history with an indication of prior treatments and 558 
their toxicity, 559 
Retrieve the histological report of the biopsy or surgical specimen 560 
A complete clinical examination with an assessment of the general condition 561 
(ECOG) and weight, height, body surface area. 562 
Digital rectal examination. 563 

 564 

5.1.2 A BIOCHEMICAL ASSESSMENT 565 

(to be carried out within ten days prior to inclusion) 566 

CBC-platelets, 567 
Electrolyte panel, urea, creatinine, 568 
Hepatic panel: 569 
- alkaline phosphatases 570 
- transaminases (AST/ALT) 571 
- total bilirubin 572 
Blood glucose, albumin, serum calcium 573 
PSA assay 574 
Serum testosterone assay 575 

 576 
 577 

5.1.3 A TUMOR ASSESSMENT (to be carried out within 28 days prior to inclusion) 578 
 579 

- CT scan of the abdomen and pelvis, 580 
- Bone scan, 581 
- Simple chest x-ray ± chest CT in case of doubt 582 

 583 

5.2 FOLLOW-UP 584 
 585 

5.2.1 BEFORE EACH CYCLE 586 
 587 

- Specific interview evaluating tolerability during the period between courses, 588 
- Complete clinical examination with an indication of the general condition (ECOG) and 589 

weight, 590 
- CBC platelets - hepatic panel - electrolyte panel - creatinine albumin - serum calcium, 591 
- PSA assay 592 

 593 

Despite the efficacy of the preventive measures (corticosteroids ± antihistamines), the 594 
rare (2%) but still possible occurrence of a grade 3 or 4 allergic reaction during 595 
treatment with docetaxel requires medical monitoring during the first two courses and 596 
particularly during the first minutes of infusion with immediate proximity of 597 
resuscitation equipment, antihistamines, steroids, epinephrine, aminophylline and 598 
oxygen. 599 

 600 
 601 

5.2.2 BETWEEN CYCLES FOR ARM A 602 
 603 

Treatment cycles are separated by 21 days (D1 - D21) 604 
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 605 
In each of these cycles: 606 

 607 
- CBC platelet = D7 ± 1 and D15 ± 1 608 

and if necessary until complete hematological recovery. 609 
- Any other biochemical examination that proves to be abnormal during the 610 

previous cycles. 611 
- PSA assay (also for Arm B) 612 

 613 
 614 

5.2.3 EVERY THREE CYCLES AND DURING THE LAST CHEMOTHERAPY CYCLE 615 
 616 

Serum testosterone assay. 617 
 618 

5.3 UPON LEAVING THE STUDY 619 
 620 

A complete clinical examination with digital rectal examination, an assessment of the 621 
general condition (ECOG), weight and assessment of maximum toxicity, 622 
Verification of all biochemical abnormalities encountered during treatment, 623 
After stopping the treatment, monthly clinical and biochemical (PSA) monitoring will be 624 
carried out for the first three months following the end of treatment, 625 
Afterwards, and in the absence of persistent toxicity, clinical monitoring will be left to the 626 
investigator’s discretion. 627 
PSA will be assayed every month for the first year and then every three months 628 
afterwards. Assays will be more frequent if there is an elevation during follow-up 629 

 630 
Monitoring Table 631 

 632 
 633 

 INITIAL 

ASSESSMENT 

EVALUATION DURING 

TREATMENT 

(12 MONTHS) 

EVALUATION AT THE 

END OF 

TREATMENT 

EVALUATION DURING 

FOLLOW-UP 

Clinical examination + + + + 

Weight (1) + + + + 

General condition (ECOG) + + + + 

Informed consent + 
   

CBC platelets (1) + + + + 

Electrolyte panel/creatinine (1) + + + + 

Albumin, serum calcium (1) + + + + 
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Total bilirubin (1) + + + + 

SGOT/SGPT; GT/ALP (1) + + + + 

PSA (2) + + + + 

Serum testosterone (3) + + + + 

Lung x-ray (4) + 
  

+ 

Bone scan (4) + 
  

+ 

Abd/Pelvic CT scan (4) + 
  

+ 

Tolerability + + + + 
 634 

To be carried out within 10 days for biochemistry and within 28 days for imaging prior to inclusion in the trial. 635 
To be carried out within 30 days following the end of the treatment (as a reminder, there are 12 months of 636 
hormone therapy regardless of the trial arm) 637 
(1) Before each chemotherapy cycle (Arm A) 638 
(2) Arm A: every three weeks during chemotherapy and then every month until the end of the hormone treatment (one 639 

year in total). Finally, every three months during long-term follow-up and more frequently in case of an elevation. 640 
Arm B: every month for one year. Finally, every three months during long-term follow-up and more frequently in case 641 
of an elevation. 642 

(3) At inclusion, then every two cycles, at the end of treatment with chemotherapy (Arm A), and then every 643 
year during the follow-up period. 644 
(4) If necessary and depending on clinical symptomatology. 645 

 646 
 647 

6. TREATMENTS 648 

 649 

6.1 STUDY TREATMENTS 650 
 651 

1. Docetaxel 

(TAXOTERE SPC appendix) 
 652 

6.1.1 PRODUCT PRESENTATION 653 
 654 

Docetaxel is presented in 2 mL vials containing 80 mg of docetaxel product 655 
(40 mg/mL), diluted in polysorbate 80 (single-use vial). 656 

 657 
A solvent vial is systematically attached to each vial of docetaxel; it contains 6 mL 658 
of a sterile solution of 13/87 ethanol/water. 659 

 660 
Storage 661 

 662 
All vials of TAXOTEREand solvent must be stored in a location only accessible 663 
by the pharmacist of the institution, the investigator or any person duly appointed 664 
by him/her. The shelf life is 24 months. 665 
Vials of TAXOTEREmust be stored between +2°C and 25°C away from light. 666 
Solvent vials may be stored at room temperature or refrigerated. 667 

 668 
3. LHRH agonist 

 669 

6.1.2 PRODUCT PRESENTATION 670 
 671 

The LHRH agonist will be prescribed every three months (Decapeptyl SR
, 672 

11.25 mg) intramuscularly. The agonist will be prescribed for a duration of one year. 673 
 674 
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 675 
 676 

Storage 677 
 678 

Syringes should be stored at a temperature below +30°C. 679 
 680 

6.2 REGIMENS OF THE TWO ARMS OF THE PROTOCOL 681 
 682 
 683 

6.2.1 ARM A = DOCETAXEL + A PARTIAL ANDROGEN BLOCKADE 684 
 685 

Docetaxel will be administered: 686 
- On D1 of each cycle at a dose of 70 mg/m², 687 
- Sixty-minute IV infusion diluted in 250 mL of normal saline solution or glucose 688 

solution into a peripheral or central vein, 689 
- Every three weeks for six cycles (except if there is poor tolerability). 690 

 691 
 692 

NB 693 
Antiallergic premedication with dexamethasone 8 mg per os (or equivalent*) 694 
for three days, starting the day before the infusion with the following schedule 695 
for illustrative purposes: 8 mg the day before the infusion, then 8 mg in the 696 
morning, 8 mg one hour before the infusion, then 8 mg in the evening and then 697 
two doses the next day (i.e., six doses in total). 698 

 699 
* Equivalent corticosteroid doses: 700 

 701 
Dexamethasone Methylprednisolone Prednisone and 

prednisolone 
Hydrocortisone Cortisone  

DECADRON 
0.5 mg 

DECTANCYL 
0.5 mg 

MEDROL 4 mg 
16 mg 
32 mg 

SOLUPRED 5 - 20 mg 
HYDROCORTANCYL 

5 mg 
CORTANCYL 1 - 5 - 

20 mg 

HYDROCORTISONE 
10 mg 

CORTISONE 5 mg 

8 mg 40 mg 50 mg 200 mg 250 mg 

 702 
 703 

Antiemetic premedication: 704 
 705 

Treatment for six cycles (except if poorly tolerated) 706 
 707 

Plus a Partial Androgen Blockade (PAB) for one year (concomitant): 708 
 709 

- LHRH agonist (Decapeptyl SR 11.25 mg, intramuscularly): It is important to observe a 710 
precise frequency of administration (quarterly). 711 

  712 
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 713 

6.2.2 ARM B = PARTIAL ANDROGEN BLOCKADE 714 
 715 

Partial Androgen Blockade for one year: 716 
 717 

- LHRH agonist (Decapeptyl SR 11.25 mg): It is important to observe a 718 
precise frequency of administration (quarterly). 719 

 720 
In order to avoid a possible “biochemical flare-up” (the initial stimulation 721 

effect related to the action of the LHRH agonist on gonadorelin receptors) at the 722 

beginning of treatment, for both arms a nonsteroidal peripheral antiandrogen 723 

must be concomitantly added to the first injection of the LHRH agonist 724 

(Decapeptyl SR 11.25 mg), for a planned duration of three weeks. (Note that 725 

prescription of the LHRH analog by itself can be accompanied by a temporary 726 

increase in initial testosterone). 727 

 728 

6.3 TREATMENT DURATION 729 
 730 

In the absence of confirmed early progression (biochemical ± clinical) or 731 
unacceptable toxicity, patients will receive six complete cycles of docetaxel. 732 

 733 
All patients, whether they are in Arm A or B, will receive a partial androgen 734 
blockade (PAB) during the first year. 735 

 736 
After one year, if the patient has an objective PSA response, hormone treatment 737 
will be stopped. The same treatment will be resumed in case of a biochemical ± 738 
clinical recurrence if the interval until the recurrence is > six months. Biochemical 739 
recurrence must be proven by PSA levels > 0.2 ng/mL (in case of initial radical 740 
prostatectomy) or 1 > ng/mL (in case of initial radiotherapy – ASTRO criteria) 741 

 742 
For each patient, the studied parameters will be the PSA doubling time, velocity 743 
and interval until the second biochemical and/or clinical recurrence. 744 

 745 

6.4 REASONS FOR STOPPING THE TREATMENT 746 
 747 

- Six cycles of treatment with chemotherapy, 748 
- Objective tumor progression during the treatment (biochemical or clinical), 749 
- No hematological recovery on D35, 750 
- Patient refusal, withdrawal of consent, 751 
- Loss to follow-up, 752 
- Poor compliance with the treatment or toxicity, 753 
- Serious and unexpected adverse event as defined in Chapter VIII or death. 754 

 755 

6.5 DOSAGE ADJUSTMENT 756 
 757 

6.5.1 Modification of the docetaxel doses (Arm A) 758 
 759 

HEMATOLOGICAL TOLERABILITY 
  760 
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According to the recovery on D22 761 
 762 

CBC on D22 Date of the following treatment 

 
Neutrophils ≥ 1,500 and 

Platelets ≥ 100,000 

 
D22: docetaxel 

 
Neutrophils < 1,500 or 

Platelets < 100,000 

 
as soon as the CBC permits 

it, delay by one week 

 763 
Treatment will be interrupted and the patient removed from the study if there is nonrecovery at D35. 764 

 765 
 766 

According to the maximum toxicity observed between D1 and D22 767 
 768 

CBC at the nadir Dosage in the following cycle 

 
Neutrophils ≥ 500 and 

Platelets ≥ 25,000 

 
Same docetaxel dose as in the previous 

cycle 

 
Neutrophils < 500 for more 

than seven days or 

Platelets < 25,000 or 

Febrile neutropenia* 

or 

Documented infection 

 
15% reduction in the dose 

60 mg/m
2
 

and then 

50 mg/m
2

 

 769 
Febrile neutropenia*: * Fever, grade 2 (t° ≥ 38.5°C), not clinically or 770 
microbiologically documented, concomitant with grade 3-4 771 
neutropenia (neutrophils < 1.0·10

9
/L) requiring IV antibiotic therapy 772 

and/or hospitalization (NCI-CTC criteria). 773 
 774 

 If, despite two reductions in the docetaxel dose, a grade 4 775 
hematological nadir persists, the treatment will be stopped and the 776 
patient removed from the study. 777 

 778 
6.5.2 Modification of the estracyt doses 779 

EXTRAHEMATOLOGICAL TOLERABILITY 
 780 

Nausea and vomiting 781 
 782 

Grade 0, 1, 2: No dose modification 783 
Grade ≥ 3: Increase in the antiemetic treatment after the first cycle. Reduce the dose 784 
to a lower level (-1), if a grade ≥ 3 persists. If toxicity of grade ≥ 3 occurs again, 785 
further reduction by a dose level (-2). If these problems persist despite these dose 786 
reductions and the best preventive treatment, the patient will be removed from the 787 
trial. 788 

 789 
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Mucositis 790 
 791 

Grade ≤ 2: Delay the cycles until recovery to a grade ≤ 1. No dose modification is 792 
planned. 793 
Grade 3: Delay the cycles until recovery to a grade ≤ 1. Reduction by a dose level  794 
(-1). 795 
Grade 4: Removal from the trial 796 

 797 
Other side effects 798 

 799 
Grade ≤ 2: No dose reduction 800 
Grade 3: Outside of anemia and alopecia: delay the following cycle by one to two 801 
weeks until recovery to a grade ≤ 1. Fall back to a lower dose level. 802 
Extrahematological grade 4: Removal from the trial 803 

 804 
Hepatic toxicity 805 

 806 
 transaminases 807 

 808 
 809 

 AST/ALT Alkaline phosphatases Docetaxel dose modification 

 
Criterion 0 

 
Criterion 1 

 
Criterion 2 

 
≤ 3 

 
> 3 - ≤ 5 N 

 
> 5 N 

 
or ≤ 2.5 N 

 
or > 2.5 N - ≤ 6 N 

 
or > 6 N 

 
No modification 

Reduce the dose by 15% 

Reevaluation at two weeks: 

 
- if Criterion 0: full dose 
- if Criterion 1: 15% dose reduction 

- if Criterion 2: removal from trial 

 810 

 bilirubin 811 
 812 

- grade ≤ 2: No dose modification is planned. 813 
- grade 3: Delay the following cycle by two weeks maximum for the serum bilirubin 814 

to recover to < 1.25 x N. 815 
- grade 4: Removal from the trial. 816 

 817 
Practical advice for managing specific docetaxel toxicities 818 

 819 
◆  Acute hypersensitivity reactions 820 

 821 
Recommended measures: 822 

 823 
- Moderate symptoms: local skin reaction (pruritus, 

rash, flushing) 

- Slow down the flow rate, remain nearby until 

resolved, and then finish the infusion of 

docetaxel at the initial rate 

- Medium symptoms: any reactions between moderate 

and severe reactions: pruritus, flushing, generalized 

rash, dyspnea, hypotension with BP > 80 mm. 

- Stop the infusion of docetaxel, IV antihistamines and 

corticosteroids 

- Resume the infusion after the symptoms have 

completely resolved. In the next cycle, increased 

premedication with IV corticosteroids and 

antihistamines. 

- Severe symptoms: bronchospasm, generalized 

urticaria, hypotension with BP < 80 mm. 

- Stop the infusion, IV antihistamines and 

corticosteroids; use epinephrine or bronchodilators 

and/or macromolecules if necessary. 
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- After the symptoms have completely resolved, 

docetaxel can be resumed within the following 

24 hours, by medical decision with initial 

premedication. 

- In the next cycles: 

prednisolone at the dose of 100 mg per os H-24,  

-18, -13, -7, -1; 

cetirizine 10 mg at H-13, H7 and Polaramine 50 mg 

via IV one hour before docetaxel. 

If there is a new severe reaction, removal from the 
trial. 

 824 

◆  Fluid retention syndrome 825 
 826 

No reduction in dose is planned for this side effect. 827 
The decision whether or not to continue the treatment in the presence of an 828 
edematous syndrome belongs solely to the investigator. The factors involved in 829 
his/her decision will be his/her clinical observations and the patient’s response to the 830 
treatment. 831 
The occurrence of pleural effusion or ascites also requires a precise diagnostic 832 
approach in order to rule out tumor progression. 833 
The following table helps evaluate whether an effusion occurring during the trial is 834 
potentially caused by docetaxel: 835 

 836 
Effusions, Basal status During the trial Cytology Adverse event 

Edema 

1 - absent Present Positive 

Negative 

no 

yes 

1 - present Increase Positive 

Negative 

no 

yes 

 837 
 838 

Proposed curative treatment 839 
 840 

If symptoms of hypervolemia occur in a patient despite preventive treatment, the 841 
following measures are proposed: 842 
- Spironolactone 50 mg/d 843 
- Diosmin - Diosmil 1 g x 2/d 844 
- Symptomatic drainage of an effusion 845 

 846 
◆  Tear hypersecretion reaction 847 

 848 
Excessive tear secretion (epiphora) observed in certain patients treated with 849 
docetaxel is dose-dependent (mean dose ～ 300 mg/m²) and is reversible when the 850 
treatment is stopped. 851 
This hypersecretion seems to result from chemical conjunctivitis and/or chemical 852 
inflammation (with edema) of the epithelium of the tear duct (producing reversible 853 
stenosis in the tear duct). 854 

 855 
No dose reduction is planned for this secondary reaction. Nevertheless, some 856 
recommendations can be given for care of this event: 857 
Eye washing, frequent instillation of artificial tears, 858 
Application of ophthalmic steroid solution (e.g., prednisolone acetate): two drops in 859 
each eye BID for three days. This treatment will be started the day prior to the 860 
infusion of docetaxel, provided there are no preexisting ophthalmic herpetic 861 
pathologies. 862 
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 863 

6.6 ASSOCIATED TREATMENTS 864 
 865 

6.6.1 Authorized treatments 866 
 867 
 868 

- The investigator is free to choose to use hematopoietic growth factors if they are 869 
administered curatively. 870 

 871 
- Preventive setron-type antiemetic treatment will be used in Arm A for premedication of 872 
the docetaxel chemotherapy; the one normally used by the investigating site will be used. 873 

 874 

6.6.2 Unauthorized treatments 875 
 876 

- Any corticosteroid therapy other than as part of antiemetic treatment. 877 
- Any radiotherapy; its use will be considered a progression of the disease. 878 
- Any treatment with diphosphonates per os or IV is formally contraindicated. 879 

 880 

6.7 DELIVERY OF TREATMENTS 881 
 882 

The therapeutic units of study product, labeled with the study number, will be delivered to 883 
the pharmacy of each site participating in the trial. 884 

 885 
 886 

7.  EVALUATION CRITERIA 887 

 888 

7.1 EVALUATION OF EFFICACY (BIOCHEMICAL = PSA) 889 
 890 

 891 

7.1.1 Initial PSA value serving as a starting value (rising PSA): Definition 892 
 893 

The date of PSA elevation that will be taken into account will be the date of the first 894 
sample showing an elevation from the PSA nadir. The time to onset of elevated PSA will 895 
be the time period between the date of radical prostatectomy or the date of the end of 896 
prostate radiotherapy and the date of the first sample that shows an elevation from the 897 
PSA nadir. 898 
Biochemical progression of the disease is defined as follows: in order to use the PSA 899 
as a marker of biochemical progression, its level must be greater than 0.2 ng/mL (prior 900 
radical prostatectomy) or 1 ng/mL (prior radiotherapy – ASTRO criteria) 901 
- PSA elevation is defined as follows: PSA elevation in two successive examinations 902 
separated by one week compared to its baseline level (first measurement) assayed in 903 
the same laboratory (three assays in total). 904 

 905 

7.1.2 Assay frequency 906 
 907 

PSA will be determined before inclusion in the study and at each cycle, i.e., every three 908 
weeks for Arm A, and then every month until the end of the hormone treatment. Finally, 909 
the PSA will then be determined every three months until potential biochemical 910 
recurrence. Samples will be taken more frequently in case of a PSA increase. 911 
PSA will be determined before inclusion in the study and every month for one year for 912 
Arm B. Finally, the PSA will then be determined every three months until potential 913 
biochemical recurrence. Samples will be taken more frequently in case of a PSA 914 
increase. 915 

  916 
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 917 

The PSA assay must always be done in the same laboratory. 918 
 919 

7.1.3 Definition of the PSA response 920 
 921 

Complete response (CR): Normalization of the PSA level confirmed by two samples 922 
performed at an interval of three weeks: undetectable level according to the standards of 923 
the site in case of prior prostatectomy (mandatory < 0.2 ng/mL); a level < 1 ng/mL if the 924 
patient has had curative prostate radiotherapy. 925 

 926 
Partial response (PR): Decrease in the PSA level ≥ 50% of the value documented at inclusion and 927 

confirmed by two samples taken at an interval of three weeks. 928 
 929 

Stable (NC): Decrease criteria corresponding neither to CR nor PR. 930 
 931 

Progression: 932 
 933 

- Patient who does not initially respond: Increase in the PSA level ≥ 25% compared 934 
with the initial level at inclusion, confirmed by two successive examinations taken three 935 
weeks apart (values > 0.2 ng/mL in case of prior prostatectomy or > 1 ng/mL if the 936 
patient has had curative prostate radiotherapy) 937 

- Patient who initially responds: Increase in the PSA level ≥ 50% compared with the 938 
PSA nadir during the biochemical response confirmed by two successive 939 
examinations performed at an interval of three weeks (values > 0.2 ng/mL in case of a 940 
prior prostatectomy or > 1 ng/mL if the patient has had curative prostate radiotherapy) 941 

 942 
 943 

7.2 TOLERABILITY EVALUATION 944 
 945 

Evaluability of the patients: 946 
 947 

- All patients having received at least one administration of docetaxel will be evaluated for 948 
encountered toxicities. 949 

 950 
Evaluation criteria: 951 

 952 
- Tolerability will be evaluated according to the NCI-CTC toxicity criteria, version 2.0, as 953 

defined in the appendices. 954 
At the time of each new cycle, the interview, examination and biochemical results will 955 
establish adverse effects that have occurred during the previous cycle. 956 

 957 
 958 

8. ADVERSE EVENTS 959 
 960 

Any event occurring during the trial, regardless of the trial period and whether or not they are 961 
caused by the research, is said to be an adverse event and must be indicated in the case 962 
report form on the pages intended for this purpose. 963 

 964 
Adverse events involve any symptom, disease or reaction that develops or worsens during the 965 
trial. Any intercurrent disease must be considered to be an adverse event. Results of abnormal 966 
biochemical examinations are considered to be adverse events if they: 967 
- lead to a removal from the trial 968 
- are associated with a serious adverse event 969 

  970 
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- are associated with clinical signs or symptoms 971 
- require treatment or additional examinations 972 
- are considered to have clinical significance by the investigator 973 

 974 
The investigator must specify if the events are related to the research, trial products, 975 
associated drugs, an underlying pathology or another cause. 976 

 977 
Adverse events must be collected for 30 days following the last administration of study product. 978 

 979 
 980 
 981 
 982 

 983 
DEFINITIONS 984 

 985 

SERIOUS ADVERSE EVENT 986 
 987 

Any event that satisfies at least one of the following criteria: 988 
 989 

- is fatal, 990 
- is life-threatening, 991 
- requires hospitalization or an extended hospitalization, 992 
- leads to a disability or incapacity, 993 
- is a congenital abnormality, 994 
- is a significant medical event. 995 

 996 
A hospitalization scheduled prior to the trial is not a serious event; the same is true for placing 997 
a portacath to administer chemotherapy. 998 

 999 
The expression “likely to be life-threatening” is reserved for something immediately life-1000 
threatening at the time of the adverse event, and this is true independently of the 1001 
consequences that corrective or palliative therapy might have. 1002 

 1003 
The terms “disability” and “incapacity” correspond to any clinically significant handicap, 1004 
temporary or permanent. 1005 

 1006 
The occurrence of a congenital abnormality in the patient’s progeny will be considered serious. 1007 

 1008 
Deaths, regardless of their cause, including when they correspond to a progression of the 1009 
treated disease, are considered serious events. 1010 

 1011 
A “significant medical event” does not have to be immediately life-threatening, but show 1012 
evidence of major clinical significance. It may pose a risk to the patient and require a medical 1013 
procedure. 1014 

 1015 
Cancer, an overdose or abuse of medication must be considered serious. 1016 

 1017 
UNEXPECTED EVENT 1018 

 1019 

Any event that is not indicated or different in nature, intensity or frequency with respect to the 1020 
“investigator’s brochure” or the summary of product characteristics (SPC) for drugs with 1021 
marketing authorization. 1022 

  1023 
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 1024 

INTENSITY CRITERION 1025 
 1026 

The intensity criterion must not be confused with the seriousness criterion. 1027 
It can be assessed with three qualifiers: 1028 

 1029 
- mild: does not interfere with the patient’s normal daily activity 1030 

- moderate: interferes with the patient’s normal daily activity 1031 

- severe: prevents the patient’s normal daily activity. 1032 
 1033 
 1034 
 1035 
 1036 

CAUSALITY CRITERION 1037 
 1038 

The causal relationship, between the event on the one hand and the studied treatment on the 1039 
other, will be assessed according to the following criteria: 1040 

 1041 
- no relationship: the event is clearly unrelated to the treatment (for example, does not 1042 

follow a plausible chronological sequence with respect to the administration of the 1043 
treatment, was present before the treatment or has another well-defined cause) 1044 

- unlikely relationship: the relationship between the event and treatment does not seem 1045 
very likely, however it cannot be totally ruled out. 1046 

- possible relationship: the event occurs in a plausible chronological sequence with 1047 
respect to the administration of the treatment and/or it involves a known effect from 1048 
the trial treatment, even if it may also be related to other factors such as the patient’s 1049 
clinical status or concomitant administration of other treatments. 1050 

- likely relationship: the event occurs in a suggestive chronological sequence with 1051 
respect to the administration of the studied treatment, disappears when the treatment 1052 
is stopped and cannot be reasonably due to other factors, such as the patient’s clinical 1053 
status or concomitant administration of other treatments. 1054 

 1055 
The investigator must also decide on the causal relationship between the event and the 1056 
research in its entirety, for example an event related to an absence of treatment or an event 1057 
related to an additional examination requested as part of research. 1058 

 1059 
RESEARCH 1060 

 1061 

It includes all the restrictions resulting from this research or required by it, particularly the 1062 
studied treatments (the evaluated drug, baseline drug, placebo and absence of treatment), the 1063 
conducted investigations and the conditions in which they are carried out. 1064 

 1065 
DATA COLLECTION 1066 

 1067 

Any intercurrent event, clinical or biochemical, serious or not, whether related to the research or not, 1068 
must be noted in the case report form on the pages intended for this purpose. 1069 

 1070 
The investigator will note, for each event: 1071 

- its description as clearly as possible according to standard medical terminology, 1072 
  1073 
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- whether the event is serious or not, 1074 

- the start date, 1075 

- the start time, 1076 

- the duration, if less than 24 hours, 1077 

- the end date, or he/she will specify whether the event is in progress, at the time of collection, 1078 

- the intensity assessed according to the definition, 1079 

- the measures taken concerning the studied drug and the need or not for a corrective 1080 
treatment, 1081 

- if it leads to interrupting the trial or not, 1082 

- its progression. In case of a nonfatal event, progression must be monitored until 1083 
recovery, a return to the prior state or stabilization of potential sequelae, 1084 

- The causal relationship between this event and the trial product, It will be assessed according 1085 

to the definitions indicated above, 1086 

- the causal relationship with, potentially, the treated disease, another disease, another 1087 
treatment or a restriction related to the research (a period without treatment, placebo 1088 
period or additional examinations requested as part of the research). 1089 

 1090 
CONDUCT TO TAKE IN CASE OF SERIOUS EVENTS 1091 

 1092 

If a serious intercurrent event occurs, whether or not it is related to the research, the 1093 

investigator must immediately inform the sponsor, by telephone or fax, within 24 hours 1094 

following its observation. 1095 

He/she will contact the sponsor’s representative at the following numbers: 1096 

TRIAL MONITOR: DR. EUGENIU BANU (B.E.C (BUREAU D’ETUDES CLINIQUES [CLINICAL 1097 
STUDIES OFFICE]) MANAGER) 1098 

Service de cancérologie médicale 1099 
[Medical Oncology Department] 1100 
Hôpital Européen Georges Pompidou 1101 
20, rue Leblanc, Paris 75015 1102 
Telephone: 01.56.09.34.34 Fax: 01.56.09.24.31 1103 

 1104 

who will immediately send these reports to the coordinating investigator. 1105 

In any case, the investigator must fill in: 1106 

 the page provided for intercurrent events in the case report form. 1107 

 the form for a “report of a serious event occurring during a clinical trial,” attached to 1108 
the case report form (Appendix 4). 1109 
The first two pages of this triplicate form must be returned to the trial monitor within 1110 
five days following the initial call. 1111 

The investigator will keep the last page of the form in the case report form. 1112 
 1113 

Along with the form, the investigator will prepare, if necessary, a written report on this serious event 1114 
and the resulting consequences. 1115 

 1116 
This report must include a precise description:   1117 
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- of the clinical and/or biochemical symptoms constituting the SAE, 1118 

- of the patient’s history, 1119 

- of the history of the treated disease, 1120 

- of the concomitant diseases, 1121 

- of the various products combined during the trial (potentially stopped before the trial), 1122 

and of the dates of administration, 1123 

- of the progression as of the report date, 1124 

- of the differential diagnoses considered and the results of the tests carried out, 1125 

- of the therapeutic measures implemented and/or planned, 1126 

- of the approach adopted with respect to the trial product, 1127 

- and an assessment of the degree of the relationship between the event that 1128 
occurred and the trial products on the one hand, and the research on the other. 1129 

 1130 

In case of a biochemical intercurrent event, the following should be specified: 1131 

- the nature and date of the examinations, 1132 

- the normal biochemical values. 1133 

Additional information may be requested (by telephone or during a visit) by the monitor and/or 1134 
the physician responsible for drug safety. 1135 

In case of a hospitalization or extended hospitalization, the report must be provided. 1136 
 1137 

REPORTING OF SERIOUS EVENTS 1138 
 1139 

According to article L.209-12 of law No. 88-1138 of 20 December 1988, its subsequent texts 1140 
and the recommendations related to reporting serious events likely to be related to biomedical 1141 
research conducted on a drug or a similar product, the sponsor will report to the Agence du 1142 
Médicament deaths and events likely to be life-threatening, at the latest within seven calendar 1143 
days following the date on which it was informed for the first time and, in other cases, at the 1144 
latest within 15 calendar days. 1145 

If applicable, the trial coordinator, the various investigators, the Comité de Surveillance 1146 
[Monitoring Committee] of the trial, and the CCPPRB de Bobigny will also be informed. 1147 

 1148 
 1149 

9. STATISTICAL CONSIDERATIONS 1150 

 1151 

9.1 CHOICE OF THE NUMBER OF PATIENTS 1152 
 1153 

A total of 252 patients will be necessary in this study, randomized in two arms (Arms A 1154 

and B ratio = 1:1). With 126 patients in each arm, there will be a power of 80% to detect a 1155 

significant difference at 0.05 (two-tailed alpha), if the “hazard ratio” is 0.46. 1156 

This is based on the hypothesis that the inclusion period will last two years, the follow-1157 

up period will last three years, and that 66% of surviving patients will not have signs of 1158 

biochemical progression at the end of the study in the control group (Arm A) versus 82.5% in 1159 

the treated group (Arm B), which represents a rate greater than 25% for the treated group 1160 
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compared with the control group. The rate for losses to follow-up is set to 10%. 1161 

Taking into account the survival data, the sample size determined in this randomized 1162 

clinical trial to calculate the time to biochemical PSA progression uses the Lachin and Foulkes 1163 

methods (1986). These methods take into account losses to follow-up for each group; it is 1164 

assumed that all the patients will have an exponential distribution in terms of time to 1165 

biochemical failure. 1166 

Each patient is followed until the event (biochemical PSA progression), loss to follow-up 1167 

or death. 1168 

9.1.1 ASSIGNMENT OF THE TREATMENT 1169 

If all the inclusion criteria are satisfied, randomization will be done electronically and 1170 

centrally, by minimization, so as to homogenize the groups. Patients are stratified 1171 

according to initial local treatment (radiotherapy or surgery) and the PSA doubling time 1172 

evaluated over the last three PSA measurements (≤ six months versus > six months). 1173 

 1174 
 1175 

9.2 DESCRIPTION OF THE STUDIED POPULATIONS 1176 
 1177 

Population described at inclusion 1178 
 1179 

The description of the population will cover: 1180 
 1181 

The intention-to-treat population: this involves all patients included in the study. 1182 
 1183 

The eligible population: a patient will be said to be eligible if he satisfies the inclusion 1184 
criteria and if he has received at least one cycle of therapy. 1185 

 1186 
 1187 

Population for analysis of the principal criterion 1188 
 1189 

Survival without biochemical progression (PSA), time to clinical progression and overall 1190 
survival will be estimated over the entire intention-to-treat population using the log-rank 1191 
test (Kaplan-Meier]). 1192 

 1193 
Population for analysis of the secondary criteria 1194 

 1195 
The duration of response will be analyzed in eligible patients, for whom an objective response 1196 
is observed, using the same Kaplan-Meier test. 1197 

  1198 
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Tolerability will be studied per cycle and per patient. The analysis per patient will cover all 1199 
the patients who received at least one cycle of chemotherapy and who had at least one 1200 
evaluation of tolerability. 1201 

 1202 
 1203 

9.3 STATISTICAL ANALYSES 1204 
 1205 

All the results will be presented for the two analytical populations. 1206 
 1207 
 1208 

The patients’ important characteristics at inclusion will be presented in a descriptive 1209 

manner. In particular, the following will be specified: 1210 

- age, sex, initial clinical and/or pathological stage, the interval between the treatment 1211 

date and the inclusion date, 1212 

- prior treatments, 1213 

- performance status according to the ECOG, weight, height, body surface area 1214 

- type and histological grade 1215 

- general condition 1216 

- response rate and duration of the response 1217 

- relative dose intensity of the protocol for each patient (exclusive of chemotherapy) 1218 

- date of recurrence, death 1219 
 1220 
 1221 

The study of efficacy will cover: 1222 

 the analysis of the principal criterion: survival without biochemical progression 1223 

(unadjusted analysis of survival without biochemical progression using the log-rank 1224 

test). 1225 

 secondary criteria: overall survival, response rate, duration of the response, quality of 1226 

life and patient tolerability. 1227 

An additional analysis of prognostic factors will be done at the end of the study. 1228 

The response rate will be framed by its 95% confidence interval, using the chi-1229 

squared or Fisher test for comparison. 1230 

For tolerability, toxicity observed per cycle and maximum toxicity observed during the 1231 

treatment will be differentiated. The NCI-CTC criteria, version 2.0, will be used (see 1232 

Appendix X). The frequency and intensity with which adverse effects appear will be 1233 

studied. 1234 

Quality-of-life parameters will be described by the mean and standard deviation, with a 1235 

95% confidence interval, using the chi-squared or Fisher test to compare the two arms. 1236 

The analysis of survival as a function of the prognostic factors will be evaluated with 1237 

the Cox proportional hazard model. Multivariate analysis of prognostic factors will be done 1238 

according to the “stepwise” model.   1239 
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A first intermediate descriptive analysis of 30 patients is planned in order to evaluate 1240 

tolerability. A second intermediate descriptive analysis of 60 included and treated patients 1241 

is planned (about 30 patients in Arm A and 30 patients in Arm B) in order to evaluate 1242 

survival without biochemical progression, the response rate, tolerability and the patients’ 1243 

quality of life. 1244 

If no Bonferroni correction is applied, there will be a 0.1426 chance (14.26%) of 1245 

finding one or more significant differences by chance in the three analyses alone (two 1246 

intermediary and one final). The alpha must be lowered to 0.016 for each analysis to bring 1247 

the alpha level combination to 0.05 again. 1248 

However, hypotheses about this number of patients may be refined during the trial (in 1249 

scientific committees and in particular after reviewing the data from the two intermediate 1250 

analyses). In particular, estimates of survival without progression in each of the groups 1251 

may require this number to be revised (Bayesian methods). 1252 

Quantitative variables will be described by their mean, minimum and maximum 1253 

(range), median and standard deviation. 1254 

Qualitative variables will be described by their frequency. All tests will be performed 1255 

according to a two-tailed formulation and at the threshold of 5%. 1256 

For survival data (biochemical PFS and overall survival), univariate analysis is 1257 

planned, using all the prognosticated parameters, according to the Cox regression 1258 

model (quantitative variables) and the log-rank model (qualitative variables). 1259 

Variables related to survival using univariate analysis will be analyzed using multivariate 1260 

analysis, according to a “stepwise” model. 1261 

Computer input and statistical analysis will be carried out by Doctor Eugeniu BANU 1262 

(A.R.T.I.C Group), using FileMaker Pro 5.5v1 and SPSS 11.0 software, working with the 1263 

AVENTIS statistician. 1264 

 1265 
 1266 

10. ETHICAL AND REGULATORY CONSIDERATIONS 1267 

 1268 

10.1 DECLARATION OF HELSINKI, HURIET LAW 1269 
 1270 

The trial will be conducted with special care, according to the Declaration of Helsinki 1271 

(1989 Hong Kong version), the HURIET law (20 December 1988) and Good Clinical 1272 

Practice (see Appendix) 1273 

 1274 

10.2 INSTITUTIONAL REVIEW BOARD 1275 
  1276 
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Before starting the trial, a favorable opinion must be obtained from an Institutional 1277 

Review Board. A copy of the Board’s deliberations will be provided to the Coordinator, 1278 

who will in turn send it to the sponsor. He/she will provide it to the investigators and the 1279 

director of the hospital. 1280 

 1281 

10.3 DECLARATION OF INTENT 1282 
 1283 

The sponsor will legally inform the Ministère de la Santé [Ministry of Health] of the start-1284 

up of the trial and the participating sites, after having obtained approval from the 1285 

Institutional Review Board. 1286 

 1287 

10.4 WRITTEN CONSENT 1288 
 1289 

The investigator is responsible for ensuring that each patient actually provides his written 1290 

consent to participate in the trial. The investigator will explain to the patient the nature of 1291 

the trial, its purpose, its methodology, the planned duration as well as the expected 1292 

benefits, restrictions and possible inconveniences. 1293 

 1294 

“Patient information” will be provided to each patient in the same form as the 1295 

consent (see appendix). 1296 

 1297 
Patients will be informed of their anonymity and their privacy rights, but they will be 1298 

aware of the fact that trial data will be submitted to the sponsor as well as the 1299 

Supervisory Authorities for examination and evaluation. 1300 

 1301 

Patients will have the opportunity to ask questions and will be informed of their right to 1302 

withdraw from the trial at any time without incurring any liability. 1303 

 1304 

After these explanations, the patient will voluntarily sign the “Patient Consent” 1305 

document. 1306 

 1307 

The investigator will provide the informed consent to sign, in three copies; he/she will 1308 

keep the original, give a copy to the patient and will provide a copy to the sponsor, in a 1309 

sealed envelope to ensure the patient’s anonymity. 1310 

 1311 
 1312 

10.5 LIABILITY AND COMPENSATION IN CASE OF HARM 1313 
 1314 

The sponsor has taken out insurance covering its civil liability and that of each 1315 

investigator. 1316 
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 1317 

The sponsor agrees to compensate participants for the harmful consequences of the 1318 

research due to specific application of the protocol, notwithstanding any acts by third 1319 

parties or voluntary withdrawal of the person who initially consented to participate in the 1320 

research. 1321 

 1322 
Insurance number: 1323 

 1324 
A named certificate is given to the investigator at the set-up visit. 1325 

 1326 

A specimen identifying the title and code of the study is attached to this protocol (see 1327 

appendix). 1328 

 1329 
 1330 

11. INCLUSION PROCEDURE 1331 
 1332 

The request for inclusion will be made, using a template randomization form duly filled in by 1333 

the investigator, via fax to the coordinating investigator: 1334 

 1335 
Dr. Stéphane OUDARD 1336 
Hôpital Européen Georges Pompidou 1337 
20, rue Leblanc, Paris 75015 1338 
Tel.: 01.56.09.34.34 1339 
Fax: 01.56.09.24.31 1340 

 1341 
who will provide final authorization to include the patient (patient number and site number). 1342 

 1343 
 1344 

12. ADMINISTRATIVE ASPECT 1345 
 1346 

12.1 MONITORING 1347 
 1348 

The physician responsible for the trial is Doctor Stéphane OUDARD. 1349 
 1350 

He will ensure that the investigators fully understand the protocol and will have these 1351 
investigators meet when necessary. 1352 

He will inform the hospital director of each site, by mail, of the set-up of the trial and will 1353 

send him/her all necessary documents: copies of the protocol summary, the opinion of the 1354 

CCPPRB and the declaration of intent to the Agence du Médicament, as well as a copy of 1355 

the insurance certificate given to the investigator. 1356 

He will receive any important information about the protocol and documents sent by mail. 1357 

  1358 
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In particular, he will be informed of serious or unexpected effects (Chapter VIII), of which he 1359 

will inform the investigators. 1360 

At the end of the trial, he will draft a detailed report on the trial and its results, which he will 1361 

have the coordinator sign. 1362 

 1363 
The trial monitor will be the clinical research associate of the Clinical Study Office of the 1364 

Hôpital Européen Georges Pompidou Medical Oncology Department. 1365 

The trial will be monitored via regular visits to the site (set-up, monitoring and closing visit) 1366 

and telephone communications with the investigator. During visits to the site, the monitor 1367 

must check consistency with patient source records, drug counting registries and archiving 1368 

of documents (investigator’s file). 1369 

Furthermore, the monitor must check compliance with the protocol and discuss any 1370 

problems with the investigator. 1371 

The investigator must spend the time necessary for these visits. He must also check that 1372 

the monitor has free access to source documents (i.e., the patient’s clinical record, original 1373 

biochemical and radiological examinations, appointment book, etc.) that support the data 1374 

contained in the case report form. 1375 

 1376 
All documents necessary for the trial will be gathered in a binder given to the investigator: 1377 

* Final version of the protocol and its appendices, 1378 

* CCPPRB opinion, 1379 

* one template case report form, 1380 

* the patient information sheet and written consent, 1381 

* the form for reports of serious or unexpected events, 1382 

* an investigator’s brochure, 1383 

* a named insurance contract taken out by the sponsor for the trial identifying the title of 1384 

the trial and investigator’s name. 1385 
The monitor will obtain a curriculum vitae and normal biochemical values for this site from 1386 
the investigator, 1387 
At the end of the trial, the monitor will retrieve material returned to the investigators and 1388 
will account for the returned treatment units. 1389 

 1390 
 1391 

12.2 SPONSOR’S DUTIES 1392 
 1393 

BEFORE SETTING UP THE TRIAL: 1394 

The sponsor must provide the investigator with the following documents: 1395 

* prerequisites containing all chemical, pharmacological, toxicological and clinical data 1396 
available for the product. 1397 

* a copy of the CCPPRB opinion 1398 
  1399 
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* the test protocol and its appendices 1400 

* case report forms 1401 

* the insurance certificate 1402 

* the certificate of analysis of the trial treatments 1403 

* the tracking sheet for the treatment units 1404 

* the forms for reporting serious intercurrent events. 1405 

It must also inform, if applicable, the director and the responsible pharmacist of the in-1406 
house pharmacy. 1407 

DURING THE TRIAL: 1408 

The sponsor will provide the investigator with any new information likely to interfere with 1409 
conducting the trial and any update of prerequisites. 1410 

 1411 
AT THE END OF THE TRIAL: 1412 

It falls to the sponsor to monitor the execution of the end-of-trial procedures and to ensure the 1413 
return of all unused material. 1414 

The sponsor will communicate provisional trial results to the coordinator for examination and 1415 
approval, followed by the final report. 1416 

 1417 

12.3 INVESTIGATOR’S DUTIES 1418 
 1419 

* The investigator agrees to conduct the study in compliance with the Declaration of 1420 
Helsinki (1974 version revised in 1975 and 1989), Good Clinical Practice and the law 1421 
of 12/20/1988 (Appendix 16). 1422 

 1423 
Concerning the latter, the investigator agrees to collect the informed written consent 1424 
of each patient entering the trial (Appendix 4) in a triplicate document. One copy is 1425 
intended for the patient, the original for the investigator, and the last copy will be 1426 
stamped and kept by the sponsor. 1427 

 1428 
The investigator furthermore agrees to: 1429 

 1430 
- Report any serious or unexpected adverse event occurring during the trial 1431 

within the deadlines described in Chapter VIII. 1432 
- Receive a representative from the sponsor (a physician and/or clinical research 1433 

assistant responsible for the trial) at least once a month to validate the data in 1434 
the case report forms and, if applicable, an internal or external audit called by 1435 
the sponsor or a representative of the Supervisory Authorities. 1436 

- Archive the trial documents (a copy of the case report form pages and informed 1437 
consents) for a duration of 15 years. 1438 

- Only use the treatment units given to the hospital pharmacist for patients 1439 
included in the trial. 1440 

- Include at least ONE patient for the first three months following the set-up of 1441 
the trial and at least four patients for the duration of the trial. 1442 

- At the time each patient is included, the investigator will inform Doctor Oudard or 1443 
the CRA of the Hôpital HEGP Medical Oncology Department, as well as the 1444 
coordinating investigator, by telephone or fax. 1445 

Tel.: 01.56.09.34.34; Fax: 01.56.09.24.31 1446 
- Inform the hospital director of a potential cost overrun due to the study. 1447 
- Respect the confidentiality of the documents that are provided to him. 1448 

  1449 
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 1450 

COORDINATING INVESTIGATOR’S DUTIES: 1451 
 1452 

- centralize the trial inclusion requests, and check the inclusion criteria, 1453 
- check and validate the information collected in the case report form together 1454 

with the project manager, 1455 
- check and validate the results observed after analysis of the first 14 patients, 1456 

and communicate them in the investigators’ meeting, 1457 
- participate in preparing the study report, 1458 
- present the final results in the investigators’ meeting and potentially during 1459 

national or international conferences. 1460 
 1461 

12.4 INFORMATION GATHERING 1462 
 1463 

Case report forms will be provided using triplicate forms, allowing the investigator to 1464 
keep a copy and to deliver the original and a copy to the sponsor. 1465 
Corrections made to the form will be made during the Monitor’s visit, countersigned 1466 
by the investigator on the original and copies. 1467 
The investigator agrees to conduct the study in compliance with the Declaration of 1468 
Helsinki (1974 version revised in 1975 and 1989), Good Clinical Practice, and the law 1469 
of 12/20/1988. 1470 

 1471 

12.5 FINAL REPORT/PUBLICATIONS 1472 
 1473 

At the end of the study, a report will be drafted by Doctor S. OUDARD (study 1474 
coordinator). 1475 
The results of this study may not be published or presented in any way without the 1476 
agreement of all the parties. 1477 
The coordinating investigator of the trial, a member of each institution including at 1478 
least 5 to 10% of patients for written publications according to the number of included 1479 
patients and 15% for summaries or presentations at conferences, a member of the 1480 
evaluation group, as well as those responsible for the trial’s management 1481 
(statisticians and monitors), will be included in the list of authors. 1482 

 1483 

12.6 AMENDMENT AND RIDER PROCEDURES 1484 
 1485 

- Any minor modification of the protocol during the study will be sent to each 1486 
investigator, with his/her prior agreement, in the form of a rider. Doctor S. 1487 
OUDARD will inform the Institutional Review Board of it. 1488 

- Any major modification must be the subject of an amendment submitted to the 1489 
Institutional Review Board. The modification cannot take effect until the Board 1490 
approves it. 1491 

 1492 

12.7 QUALITY ASSURANCE 1493 
 1494 

The protocol and its appendices, as well as all data, are confidential as indicated in 1495 
the beginning of the protocol. 1496 

 1497 
An internal audit performed by appropriate personnel designated by the sponsor or 1498 
an inspection mandated by Supervisory Authorities by personnel subject to 1499 
professional secrecy may be required to ensure that all necessary source documents 1500 
are actually available and that the clinical trial is taking place according to Good 1501 
Clinical Practice and the law of 12/20/1988. 1502 

 1503 
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12.8 EVALUATION COMMITTEE 1504 
 1505 

A panel of clinical experts will meet, on the one hand to validate all objective or minor 1506 
responses, and on the other hand to determine the causal relationship of serious or 1507 
unexpected events reported during the study and disputed cases of eligibility and/or 1508 
evaluation. 1509 

 1510 

12.9 CALENDAR 1511 
 1512 

The protocol should start in the month of March 2003; the provisional duration of the 1513 
inclusions is two years (March 2005) and five years for follow-up (March 2008). 1514 

 1515 

12.10 EARLY END TO THE STUDY 1516 
 1517 

Any end to the study will be justified in writing by the coordinator. 1518 
This letter will be sent to the Agence du Médicament. The sponsor will retrieve 1519 
unused material and unused treatment units. 1520 

1521 
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13. SUMMARY OF APPENDICES 1522 

 1523 
 1524 

1. UICC (TNM) and AJCC (1997) common classification 1525 

2. Performance status according to the ECOG scale 1526 

3. Patient information leaflet and informed consent  1527 

4. Insurance certificate 1528 

5. CCPPRB opinion 1529 

6. Synopsis of examinations 1530 

7. NCI-CTC toxicity grading scale, version 2.0 1531 

8. WHO criteria for evaluating tumor response 1532 

9. Form for reporting serious and/or unexpected adverse events 1533 

10. Taxotere - Product form 1534 

11. Law on the protection of individuals. Declaration of Helsinki. 1535 

12. List of investigating sites 1536 

13. Questionnaire QLQ C-30 version 3.0 1537 

14. Amendments 1538 

15. Agence du Médicament 1539 
  1540 
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 1639 
 1640 

 1641 

UICC (TNM) and AJCC (1997) common classification 1642 

 1643 

 1644 
T — PRIMARY TUMOR 1645 

 1646 
T0 No existence of a primary tumor 1647 

 1648 
T1 Tumor undetectable either clinically or via imaging 1649 

T1a: tumor discovered during systematic histological examination of a 1650 
surgical specimen and representing less than 5% of resected tissue 1651 
T1b: tumor representing more than 5% of resected tissue 1652 
T1c: tumor identified by needle biopsy (in the case of elevated PSA) 1653 

 1654 
T2 Tumor limited to the prostate gland 1655 

T2a: tumor invading one sole lobe 1656 
T2b: tumor invading two lobes 1657 

 1658 
T3 Tumor extending through the prostate capsule 1659 

T3a: extracapsular extension (uni- or bilateral) 1660 
T3b: tumor invading seminal vesicle(s) 1661 

 1662 
T4 Tumor fixed or invading adjacent structures other than seminal vesicles, 1663 

such as the bladder neck, external sphincter, rectum, pelvic muscles 1664 
and/or wall 1665 

 1666 
 1667 
 1668 

N — LYMPH NODES 1669 
 1670 
 1671 

NX Insufficient information to classify the injury to the regional lymph nodes 1672 

N0 No injury to the regional lymph nodes (located downstream from the 1673 
bifurcation of the common iliac arteries) 1674 

N1 Injury to the regional lymph nodes 1675 
 1676 
 1677 
 1678 

M — METASTASIS 1679 
 1680 

Mx Insufficient information to classify the metastatic injury 1681 
M0 No distant metastasis 1682 
M1 Presence of distant metastasis 1683 

M1a Injury to nonregional lymph nodes (located upstream of the 1684 
bifurcation of the common iliac arteries) 1685 

M1b Presence of bone metastasis 1686 
M1c Presence of visceral metastasis (liver, lung, brain, etc.) 1687 

  1688 
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 1689 
 1690 
 1691 
 1692 

Residual tumor (R) (AJCC): 1693 

 1694 
- Rx: status of resection margins unknown, 1695 

- R0: resection margins microscopically free of residual tumors, 1696 

- R1: resection margins microscopically invaded, 1697 

- R2: macroscopic residual tumor (surgical observation), 1698 
 1699 
 1700 
 1701 
 1702 
 1703 
 1704 
 1705 
 1706 
 1707 

 1708 

AJCC PROSTATE STAGES 1709 
 1710 
 1711 

Stage I T1a No Mo G1 

Stage II T1a 
T1a 
T1c 
T2 

No 
No 
N0 
N0 

Mo 
Mo 
M0 
M0 

G2 
G2-3 
several Gs 
several Gs 

Stage III T3 N0 M0 several Gs 

Stage IV T4 

several Ts 

N0 

several Ns 
M0 
M1 

several Gs 
several Gs 

  1712 
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 1713 
 1714 
 1715 
 1716 
 1717 
 1718 
 1719 
 1720 
 1721 
 1722 
 1723 
 1724 
 1725 
 1726 
 1727 
 1728 
 1729 
 1730 
 1731 
 1732 
 1733 
 1734 
 1735 
 1736 
 1737 
 1738 
 1739 

 1740 

APPENDIX II 1741 

 1742 

Performance status according to the ECOG scale 1743 

  1744 
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 1745 
 1746 
 1747 

 1748 

 

EVALUATION OF GENERAL CONDITION ACCORDING 
TO THE KARNOFSKY CLASSIFICATION AND THE 

ECOG SCALE 
 

 1749 
 1750 

KARNOFSKY SCALE ECOG  

SCALE 

 

Normal, no complaints 

100 

 
 

Normal activity 

Minor signs or symptoms of the disease 

 

 

 

 

 

 

90 

0 

 

Normal activity with effort 
 

80 

1 
Able to care for self, but unable to carry on normal 

activity or to do work. 

 

70 

 
Requires occasional assistance, but is able to care for 

most of his needs 

 

60 

2 

Requires frequent assistance and medical care 50 

 
Requires considerable medical care and assistance 

 
Severely limited, bedridden. Hospitalization indicated, 

though death nonimminent 

30 

 

40 

3 

 
Severely injured. Hospitalization necessary. 

Symptomatic treatment necessary 

Requires considerable medical care and assistance 

 

Moribund patient 

10 

 

20 

4 

 1751 
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 1752 
 1753 
 1754 
 1755 
 1756 
 1757 
 1758 
 1759 
 1760 
 1761 
 1762 
 1763 
 1764 
 1765 
 1766 
 1767 
 1768 
 1769 
 1770 
 1771 
 1772 
 1773 
 1774 
 1775 
 1776 
 1777 
 1778 
 1779 
 1780 
 1781 
 1782 
 1783 
 1784 
 1785 
 1786 
 1787 
 1788 
 1789 

APPENDIX III 1790 

Patient information leaflet and informed consent 1791 

  1792 
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 1793 
 1794 
 1795 
 1796 
 1797 
 1798 

Document created pursuant to the law of 20 December 1988 on the protection of individuals 1799 
participating in biomedical research and the law on data processing, files and individual 1800 
liberties 1801 

 1802 
PATIENT INFORMATION LEAFLET 1803 

 1804 

Randomized phase III study comparing the combination of docetaxel (D1 = D21) plus a partial 1805 
androgen blockade (PAB) versus a PAB in the treatment of prostate cancer in isolated 1806 

biochemical recurrence, in high-risk patients. 1807 
 1808 

Investigator’s stamp 1809 
 1810 

Patient’s name: 1811 

…………………………………………………………………………………………. 1812 

Address: 1813 

………………………………………………………………………………………………… 1814 

…………………………………………………………………… 1815 
 1816 

INTRODUCTION 1817 
 1818 

In this document, you will find the description of the study that we are inviting you to 1819 
participate in, as well as information that is currently available on the studied treatments. 1820 

 1821 
OBJECTIVES 1822 

 1823 

The potency of docetaxel (Taxotere) is proven in the treatment of breast and lung tumors, 1824 
which is why it has been allowed to be marketed in several European countries. Furthermore, 1825 
this drug also seems to have a valuable potency profile for other types of tumors, including 1826 
prostate tumors. 1827 
We are inviting you to either receive suitable traditional treatment, namely a partial androgen-1828 
blockade type treatment (LHRH agonist only), which is the current reference treatment, or a 1829 
docetaxel-partial androgen blockade combination (LHRH agonist only). The purpose of this 1830 
study is to test the potency and safety of these treatments in your disease. 1831 
A block of your prostate tumor will be retrieved by the Anatomic Pathology Department of 1832 
HEGP for reinterpretation and immunohistochemical staining. 1833 

 1834 
CONDUCT OF THE STUDY 1835 

 1836 

Conditions of participation 1837 
 1838 

To be able to participate in this study, you must be over 18 years old and must not have 1839 
serious neurological, heart or other problems. 1840 
This study is being conducted by ARTIC (Association pour la Recherche de Thérapeutiques 1841 
Innovantes en Cancérologie). About 252 patients will participate in this study in several French 1842 
hospitals. 1843 
This is a randomized study; in other words, we will compare two groups of patients with a 1844 
different treatment. A group of about 126 patients will receive the standard treatment (a partial 1845 
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androgen blockade) and a second group of about 126 patients will receive the standard 1846 
treatment in combination with Taxotere®. 1847 
Treatment will be assigned to you using a random draw; each treatment is suitable. Neither you 1848 
nor your doctor may choose the treatment. 1849 

 1850 
Administration of the drugs: 1851 

 1852 
Docetaxel + partial androgen blockade (LHRH agonist alone) 1853 
Combination of docetaxel (D1, D21) + partial androgen blockade (LHRH agonist only). The 1854 
administration of docetaxel will be done intravenously on D1 and D21 at the dose of 70 mg/m2, 1855 
every three weeks. The LHRH agonist will be prescribed every three months (Decapeptyl SR 1856 
11.25 mg) intramuscularly. The agonist will be prescribed for a duration of one year. 1857 

 1858 
Partial androgen blockade (LHRH agonist alone) 1859 
The LHRH agonist will be prescribed every three months (Decapeptyl SR 11.25 mg) 1860 
intramuscularly. The agonist will be prescribed for a duration of one year. 1861 

 1862 
In order to avoid a possible “biochemical flare-up” (the initial stimulation effect, related to 1863 
action of the LHRH agonist on gonadorelin receptors) at the beginning of treatment, for both 1864 
arms a nonsteroidal peripheral antiandrogen must be added concomitantly to the 1st injection of 1865 
the LHRH agonist (Decapeptyl SR 11.25 mg), for a planned duration of three weeks. (Note that 1866 
prescription of the LHRH analog by itself can be accompanied by a temporary increase in initial 1867 
testosterone). 1868 

 1869 
Doses of each drug will be adjusted according to how you tolerate the treatment. The number of 1870 
cycles that you receive will be decided by your doctor, according to the progression of your 1871 
disease and how you tolerate the treatment. 1872 

 1873 
Medical follow-up: 1874 

 1875 
During this treatment, your doctor will monitor efficacy and side effects with examinations 1876 
normally carried out for this type of disease: a clinical examination, blood panels, PSA, 1877 
electrocardiogram, and routine radiological examinations such as a chest x-ray, abdominal and 1878 
pelvic CT scan, and bone scan. These examinations are the same as those that would be 1879 
performed if you received any other treatment for your disease. 1880 
You will therefore see your doctor again at the dates agreed upon with him/her to receive your 1881 
treatment. 1882 

 1883 
POTENTIAL SIDE EFFECTS 1884 

 1885 

Docetaxel is generally well-tolerated. However, it can lead to side effects, which have been 1886 
identified in previous studies and currently have effective treatments. These side effects may 1887 
occur even if the treatment is effective for your disease. 1888 

 1889 
▪ Gastrointestinal intolerance (loss of appetite, nausea, vomiting), which will be prevented by 1890 

a suitable treatment, and more rarely inflammation of the mucous membranes or diarrhea. 1891 
▪ Transient decrease in blood cells (white blood cells, red blood cells and, more rarely, 1892 

platelets). The drop in white blood cells can be accompanied by chills and fever. If this 1893 
occurs, you should immediately consult your doctor. If this decrease in white blood cells is 1894 
too great, the following doses of drugs may be reduced or delayed. 1895 

▪ Hair loss, which is almost constant but reversible upon stopping treatment 1896 
  1897 
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▪ Edema starting at the ankles. Preventive treatment for this edema will be offered to you. 1898 
▪ Problems with taste, with feeling in limb extremities (hands and feet) 1899 
▪ Other possible side effects that are rarer with this treatment have been described: allergic 1900 

reactions, constipation and low blood pressure. 1901 
 1902 

LHRH agonists are generally well-tolerated. However, they can lead to side effects, which have 1903 
been identified in previous studies, such as: 1904 

 1905 
 Hot flashes, a decrease in sex drive, gynecomastia and breast tenderness, joint pain, skin 1906 

rashes (normally minor and reversible despite continuing the treatment). 1907 
 Reaction at the injection site (occasional local reactions including bruises at the injection site). 1908 

 1909 
If you observe one of these symptoms or any other clinical signs, report them to your doctor. 1910 
He/she will explain what should be done and may, if applicable, modify or change the 1911 
treatment. Similarly, it will be important to communicate all drugs that you are taking at the 1912 
same time as this treatment, even those that you think are harmless. 1913 

 1914 
These side effects are reversible when the treatment is stopped. 1915 

 1916 
EXPECTED BENEFITS 1917 

 1918 

The benefit that you can expect from this study is an improvement in your state of health. In 1919 
case of insufficient efficacy or the occurrence of serious side effects, the treatment will be 1920 
stopped and another treatment will be offered to you. 1921 
Information from this study will also be useful for the patients who are likely to receive the 1922 
same treatment in the future. 1923 

 1924 
CONFIDENTIALITY 1925 

 1926 

All your data obtained in connection with this study will be kept confidential and will not be 1927 
disclosed, except to the legal authorities if they require it. No information bearing your name 1928 
will be provided to anyone, with the exception of the investigators participating in this study. 1929 
Collected data will be analyzed with computers and used anonymously by ARTIC to determine 1930 
the effect of the drug on you as well as other study participants in a final report on the observed 1931 
results. Confidentiality will be guaranteed by the fact that only your record number will appear 1932 
in the analyses and written documents and that your name will never be included. ARTIC may 1933 
send the study results to the various international health authorities, and the results may also be 1934 
used in study reports, for presentations or scientific publications. If you decide to withdraw from 1935 
the study at any time whatsoever, your information that has been collected until that time will be 1936 
anonymously sent to ARTIC. It may be checked according to current legislation. 1937 

 1938 
Of course, your medical records will remain confidential and may only be reviewed under the 1939 
supervision of the physician in charge of your treatment, as well as the Health Authorities and 1940 
individuals duly authorized by the research organizer. Your identity will be disclosed to them in 1941 
these circumstances. All these individuals are bound by professional secrecy. 1942 

 1943 

Given the needs of the research and its subsequent analysis, your collected data will be 1944 
processed with computers by ARTIC (or on its behalf). Law No. 78-17 of 6 January 1978, 1945 
“Data Processing, Files and Individual Liberties,” amended by law No. 94-548 of 1 July 1994, 1946 
gives you the right to access (articles 34 and 40) and correct (article 36) these data for the entire 1947 
duration of the study. These rights can be exercised through your doctor. 1948 

 1949 
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PROTECTION OF INDIVIDUALS 1950 
 1951 

Protection of individuals: 1952 
The sponsor, ARTIC, has taken all the measures provided for by law to protect participants and 1953 
has taken out insurance for this study. 1954 

 1955 
Comité Consultatif de Protection des Personnes participant à la Recherche Biomédicale 1956 
(CCPPRB): 1957 
The terms of this protocol were submitted for examination to the CCPPRB, whose mission it is 1958 
to check whether the conditions required for your protection and compliance with your rights 1959 
have been observed. 1960 
The protocol for this research and this document have been submitted to the Comité Consultatif 1961 
de Protection des Personnes dans la Recherche Biomédicale (CCPPRB) of Hôpital Robert 1962 
Ballenger [Robert Ballenger Hospital], Centre Daniel Eisenmann [Daniel Eisenmann Center], 1963 
93, Boulevard Ballenger, 93602, AULNAY SOUS BOIS Cedex, whose mission it is to check 1964 
whether the conditions required for your protection and compliance with your rights have been 1965 
observed according to the Huriet Law, No. 88-1138 of 20 December 1988 as amended, of the 1966 
French Public Health code and has been declared to the Health Authorities. This committee 1967 
provided its approval on 04.16.2003. 1968 

 1969 
YOUR RIGHTS 1970 

 1971 

You have the choice whether or not to participate in this study. If you accept, you may 1972 
withdraw from the study whenever you wish without having to justify yourself. Your refusal to 1973 
participate or your withdrawal from the trial will not have any effect on your relationship with 1974 
your doctor, who will continue to give you the best possible treatment. Similarly, your 1975 
relationships with the medical team will in no way be affected regardless of your decision. 1976 
Do not hesitate to ask your doctor any questions that you may have about this study. 1977 

 1978 
CONSENT 1979 

 1980 

Your participation in this study is entirely free and voluntary. Also, we ask that, if you consent 1981 
to participate, you sign the attached forms (as required by law). 1982 

  1983 



PROTOCOL –R-PSA-CP-03 2000 53 / 53 

 

 
Version No. 4 (amended) 
24 February 2004 

Patient informed consent form 1984 
 1985 

Randomized phase III study comparing the combination of docetaxel (D1 = D21) plus a partial 1986 
androgen blockade (PAB) versus a PAB in the treatment of prostate cancer in isolated 1987 

biochemical recurrence, in high-risk patients. 1988 
 1989 

I, the undersigned, Mr. Last name: First name: 1990 
……………………………………………………………………………………………… 1991 
Residing at 1992 
…………………………………………………………………………………………………………… 1993 
………………………………………………………………………………… 1994 
Confirm my agreement to participate in the study on docetaxel and a partial androgen blockade 1995 
(LHRH agonist alone) compared with a partial androgen blockade (LHRH agonist alone) in the 1996 
treatment of prostate cancer in patients who have been operated on and/or irradiated as part of 1997 
an isolated biochemical recurrence, and consent to be treated as provided for in the protocol and 1998 
under the following conditions: 1999 

 2000 
▪ My participation in this study is voluntary, and I am free to withdraw my consent and to end 2001 

my participation in the trial at any time whatsoever and for any reason whatsoever, without 2002 
this negatively affecting care of my disease. In this case, my doctor will offer me another 2003 
treatment. 2004 

▪ I have received from Doctor ……………………….. all information about the studied 2005 
products, especially about their potential risks and benefits. Additionally, the purpose and 2006 
duration of the treatment, evaluation methods, requested clinical and biochemical 2007 
examinations, as well as their potential risks, have been clearly explained to me. If I refuse 2008 
to participate or if I wish to leave the study, another treatment will be offered to me. 2009 

▪ I have had the opportunity to ask all my questions, and I know that I may ask the doctor who 2010 
is following me in this research for any additional information at any time. 2011 

▪ I agree that data recorded during this trial may be studied by the Health Authorities or 2012 
authorized individuals, but personal information will be considered strictly confidential and 2013 
unavailable to the public. 2014 

▪ I understand that the right of access and correction, provided by the law on data processing, 2015 
files and individual liberties (Article 40), may be exercised at any time with Doctor 2016 
…………………………………... 2017 

▪ My consent does not release the trial organizers from their liability. I reserve all rights 2018 
guaranteed by law. 2019 

▪ I will be kept informed, at all times during the study, of new information about docetaxel. This 2020 
information may change my consent to participate in this study. 2021 

▪ I agree to fully cooperate with the study doctor and inform him/her of all drugs that I may 2022 
take. 2023 

▪ I have received a copy of this document, I have been informed that a copy will also be kept 2024 
by the organizers in conditions that guarantee its confidentiality, and I consent. 2025 

 2026 
Patient: Date and signature, preceded by the text “signature after reading” 2027 

 2028 
Date: Signature 2029 

 2030 
Investigator: 2031 

 2032 
Date: Signature 2033 

  2034 
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 2036 
 2037 
 2038 
 2039 
 2040 
 2041 
 2042 
 2043 
 2044 
 2045 
 2046 
 2047 
 2048 
 2049 
 2050 
 2051 
 2052 
 2053 
 2054 
 2055 
 2056 
 2057 
 2058 
 2059 
 2060 
 2061 

 2062 

APPENDIX IV 2063 

 2064 

Insurance certificate No. 200300124 2065 
  2066 
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 2094 
 2095 
 2096 
 2097 
 2098 
 2099 
 2100 
 2101 
 2102 
 2103 
 2104 
 2105 
 2106 
 2107 
 2108 
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 2110 
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 2112 
 2113 
 2114 

 2115 

APPENDIX VI 2116 

 2117 

Synopsis of examinations 2118 

  2119 
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 2120 
 2121 
 2122 
 2123 

 2124 

Table of examinations 2125 
 2126 
 2127 
 2128 
 2129 
 2130 

 INITIAL 

ASSESSMENT

EVALUATION 

DURING 

TREATMENT  

(12 MONTHS) 

EVALUATION AT THE 

END OF 

TREATMENT

EVALUATION DURING 

FOLLOW-UP 

Clinical examination + + + + 

Weight (1) + + + + 

General condition (ECOG) + + + + 

Informed consent +    

CBC platelets (1) + + + + 

Electrolyte panel/creatinine (1) + + + + 

Albumin, serum calcium (1) + + + + 

Total bilirubin (1) + + + + 

SGOT/SGPT; GT/ALP (1) + + + + 

PSA (2) + + + + 

Serum testosterone (3) + + + + 

Lung x-ray (4) +   + 

Bone scan (4) +   + 

Abd/Pelvic CT scan (4) +   + 

Tolerability + + + + 
 2131 

To be carried out within 10 days for biochemistry and within 28 days for imaging prior to inclusion in the trial. 2132 
To be carried out within 30 days following the end of the treatment (as a reminder, there are 12 months of 2133 
hormone therapy regardless of the trial arm) 2134 
(1) Before each chemotherapy cycle (Arm A) 2135 
(2) Arm A: every three weeks during chemotherapy and then every month until the end of 2136 

hormone treatment (one year in total). Finally, every three months during long-term follow-up and more 2137 
frequently in case of an elevation. 2138 
Arm B: every month for one year. Finally, every three months during long-term follow-up and more 2139 
frequently in case of an elevation. 2140 

(3) At inclusion, then every two cycles, at the end of treatment with chemotherapy (Arm A), and then every 2141 
year during the follow-up period. 2142 
(4) If necessary and depending on clinical symptomatology. 2143 

 2144 
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 2145 
 2146 
 2147 
 2148 
 2149 
 2150 
 2151 
 2152 
 2153 
 2154 
 2155 
 2156 
 2157 
 2158 
 2159 
 2160 
 2161 
 2162 
 2163 
 2164 
 2165 
 2166 
 2167 
 2168 

 2169 

APPENDIX VII 2170 

 2171 

NCI-CTC toxicity grading scale, version 2.0 2172 

  2173 
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 2174 

CTC RECOMMENDATIONS FOR EVALUATING ACUTE AND SUBACUTE 2175 
TOXICITY FROM CHEMOTHERAPY 2176 

CTC (Common Toxicity Criteria) SCALE 2177 

CTC Version 2.0 2178 
Revised on 23 March 1998 2179 

 2180 
 Grade 

Toxicity 0 1 2 3 4 

CCT 

Code 

 

HEARING 

 Loss of conductive hearing is considered to be an injury to the middle ear 

 Auditory system pain is classified in the PAIN section. 

AH01 External 

auditory canal 

normal external otitis with 

erythema or dry 
desquamation 

external otitis with 

erythema or moist 
desquamation 

external  
otitis with discharge, or 
mastoiditis 

necrosis of the 

canal (soft tissue 
or bone) 

AH02 Inner ear normal hearing loss in 

audiometry only 

ringing ears or hearing loss, 

not requiring a hearing aid 
or treatment 

ringing ears or hearing 

loss, able to be corrected 
by a hearing aid or 
treatment 

severe unilateral 
or bilateral 

hearing loss 

(deafness), 
unable to be 

corrected 

AH03 Middle ear normal severe otitis without a 

subjective decrease in 

hearing 

severe otitis or infection 

requiring a medical 

treatment, subjective 
decrease in hearing, 
rupture of the tympanic 
membrane with discharge 

otitis with discharge, 

mastoiditis or loss of 

conduction 

necrosis of the 

canal (soft tissue 

or bone) 

AH99 Others normal mild moderate severe life-threatening 

or incapacity 

CCT 

Code 

 

HEMATOLOGY 

BM02 
CD4 normal (NL) < NL - 500/mm3

 200 - < 500/mm3
 50 - < 200/mm3

 < 50/mm3
 

BM03 Haptoglobin normal decreased - absent - 

BM04 Hemoglobin 
(Hgb) 

NL < NL- 10.0 g/dL 
< NL- 100 g/L 
< NL - 6.2 mmol/L 

8.0 - < 10.0 g/dL 
80 - < 100 g/L 
4.9 - < 6.2 mmol/L 

6.5 - < 8.0 g/dL 
65 - 80 g/L 
4.0 - < 4.9 mmol/L 

< 6.5 g/dL 
< 65 g/L 
< 4.0 mmol/L 

BM07 Leukocytes NL < NL - 3.0 x 109/L 
< NL - 3,000/mm3 

≥ 2 - < 3.0 x 109/L 
≥ 2,000 - < 3,000/mm3 

≥ 1.0 x 109/L - > 2 
≥ 1,000 - < 2,000/mm3 

< 1.0 x 109/L 
< 1,000/mm3 

BM12 Neutrophils/ 
granulocytes 

NL ≥ 1.5 - < 2.0 x 109/L 
≥ 1,500 - < 2,000/mm3 

≥ 1.0 - < 1.5 x 109/L 
≥ 1,000 - < 1,500/mm3 

≥ 0.5 - < 1.0 x 109/L 
≥ 500 - < 1,000/mm3 

< 0.5 x 109/L 
< 500/mm3 

BM15 Platelets NL < NL- < 75.0 x 109/L 
< NL - 75,000/mm3 

≥ 50.0 - < 75.0 x 109/L 
≥ 50,000 - < 75,000/mm3 

≥ 10.0 - < 50.0 x 109/L 
≥ 10,000 - < 50,000/mm3 

< 10.0 x 109/L 
< 10,000/mm3 

  
BM20 Transfusion 

of packed red 
blood cells 

none - - yes - 

BM99 Others absent mild moderate severe life-threatening 

or incapacity 

CCT 

Code 

 

CARDIOVASCULAR (ARRHYTHMIA) 

CA01 Conduction 

abnormality/ 
atrioventricular 
block 

absent asymptomatic, not 

requiring treatment 
(for example, 
second-degree AV 

block, Mobitz type I, 
Wenckebach) 

symptomatic but not 

requiring a treatment 

symptomatic requiring a 

treatment (Mobitz type II, 
third-degree AV block) 

 

life-threatening 
(for example, 
arrhythmia 
associated with 
heart failure, 
hypotension, 
syncope, shock) 
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 Grade 

Toxicity 0 1 2 3 4 

CA02 Rhythm 
disorders 

absent asymptomatic symptomatic but not 

requiring a treatment 

symptomatic requiring a 
treatment 

life-threatening (for 
example, 

arrhythmia 
associated with 
heart failure, 
hypotension, 
syncope, shock) 

 
CA03 Palpitations absent present - - - 

Note: palpitations only if the arrhythmia is not documented. 

CA05 Sinus 
bradycardia 

absent asymptomatic symptomatic but not 
requiring a treatment 

symptomatic requiring a 
treatment 

life-threatening (for 
example, 
arrhythmia 
associated with 
heart failure, 

hypotension, 
syncope, shock) 

CA06 Sinus 
tachycardia 

absent asymptomatic symptomatic but not 
requiring a treatment 

symptomatic requiring a 
treatment 

- 

CA07 Supraventricular 

tachycardia (atrial 

fibrillation/flutter) 

absent asymptomatic symptomatic but not 

requiring a treatment 

symptomatic requiring a 

treatment 

life-threatening (for 

example, 

arrhythmia 
associated with 

heart failure, 

hypotension, 
syncope, shock) 

 For syncope, see section: NEUROLOGY. 
CA08 Vagal 

episode 
absent - no loss of consciousness with loss of 

consciousness 
- 

CA09 Ventricular 
arrhythmia 

absent asymptomatic symptomatic but not 
requiring a treatment 

symptomatic requiring a 
treatment 

life-threatening 
(for example, 
arrhythmia 
associated with 
heart failure, 
hypotension, 

syncope, shock) 

CA99 Other 
cardiac 
arrhythmias: 

absent asymptomatic symptomatic but not 
requiring a treatment 

symptomatic requiring a 
treatment 

life-threatening 
(for example, 

arrhythmia 
associated with 
heart failure, 
hypotension, 
syncope, shock) 

CCT 

Code 

 

CARDIOVASCULAR (GENERAL) 

CG01 Capillary leak 
syndrome 

absent - symptomatic but not 
requiring fluid 

replacement 

respiratory function 
impairment or requiring 

fluid replacement 

life-threatening for 
the patient or 
requiring blood 
pressure support 
and/or mechanical 
ventilation 

CG02 Ischemia/ 
infarction 

absent abnormalities or 
nonspecific 
flattening of the T-
waves 

asymptomatic, ST and T-
wave abnormalities 
suggesting ischemia 

angina without clear signs 
of ischemia 

acute myocardial 
infarction 
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Toxicity 0 1 2 3 4 

CG03 Left 

ventricular 
function 

normal asymptomatic, 

decrease in VEF 
≥ 10% but < 20% of 

the baseline value; 
shortening fraction 
≥ 24% but < 30% 

asymptomatic but VEF 

below normal for the 
laboratory or decrease 
≥ 20% of the baseline 

value; < 24% shortening 
fraction 

Heart failure 

responding to treatment 

Heart failure 

that is severe 
or refractory 

requiring 
intubation 

For brain ischemia, see the NEUROLOGY section. 

CG04 Cardiac 

troponin I 

normal - - levels compatible with 

angina 

levels 

compatible with 

myocardial 
infarction 

CG05 Cardiac 

troponin T 

normal ≥ 0.03 - < 0.05 ng/mL 0.05 - < 0.1 ng/mL ≥ 0.1 - < 0.2 ng/mL ≥ 0.2 ng/mL 

CG06 Edema absent asymptomatic symptomatic requiring a 

treatment 

symptomatic edema 

interfering with daily 
activities and refractory 
to treatment or 
requiring removal from 
the trial 

state of 

anasarca 

CG07 Hypertension absent asymptomatic, 

transient with a 
diastolic increase 
> 20 mmHg or 

BP > 150/100* if 
previously normal; 
not requiring a 
treatment 

recent or permanent or 

symptomatic with a 
diastolic increase 
> 20 mmHg or BP 
> 150/100* if previously 
normal; requiring a 
treatment 

requiring a treatment or 

increase in the normal 
treatment 

hypertensive 

crisis 

CG08 Hypotension absent change not requiring 

a treatment 
(including orthostatic 
hypotension) 

requiring brief fluid 

replacement or other 
treatments but without 
hospitalization and 
without physiological 
consequences 

requiring a treatment but 

that is resolved without 
physiological sequelae 

hypovolemic 

shock (acidosis 
and injury to 
vital organ 
functions) 

Note: angina and myocardial infarction are classified in ischemia/infarction in the CARDIOVASCULAR (GENERAL) section. 

CG09 Myocarditis absent - - reducible chronic 

heart failure 

severe or 

irreducible 
chronic heart 
failure 

CG11 Pericardial 

effusion 

absent asymptomatic 

effusion not 
requiring treatment 

pericarditis (pericardial 

friction rub, ECG 
anomalies and/or chest 

pain) 

functional 

consequences 

tamponade 

requiring 
drainage 

CG12 Ischemia 

(peripheral 
artery) 

absent - brief episode of 

ischemia not requiring a 
surgical procedure and 
without sequelae 

requiring a surgical 

procedure 

life-threatening 

or with 
permanent 
sequelae (e.g., 
amputation) 

CG13 Phlebitis 

(superficial) 

absent - present - - 

Note: 
reaction at the injection site is classified in the section: DERMATOLOGY 

Syncope is classified in the section: NEUROLOGY 

CG14 Thrombosis, 

embolism 

absent - deep vein thrombosis 

not requiring 

anticoagulant treatment 

deep vein thrombosis 

requiring anticoagulant 

treatment 

embolism 

(including 

pulmonary 
embolism) 

CG15 Visceral artery 

ischemia 
(nonmyocardial) 

absent - brief episode of 

ischemia not requiring a 
surgical procedure and 
without sequelae 

requiring a surgical 

procedure 

life-

threatening or 
with 
permanent 
sequelae 
(e.g., ileum 

resection) 

CG99 Others absent mild moderate severe life-

threatening 
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 Grade 

Toxicity 0 1 2 3 4 

 

CCT Code 
 

CONSTITUTIONAL SYMPTOMS 

CS01 Fatigue 
(lethargy, 
malaise, 
asthenia) 

absent fatigue but not 
interfering with daily 
activities 

moderate (decrease in 

the PS by 1 according to 

the ECOG or 20% 
according to Karnofsky 

or Lansky) or difficulty 

performing some 

activities. 

severe (decrease in the 
PS ≥ 2 according to the 
ECOG or 40% according 
to Karnofsky or Lansky) 
or inability to perform 
some activities 

bedridden 

Note: see Appendix 2 for the PS scale 

CS02 Fever (in the 
absence of 
neutropenia 
defined by 
neutrophils 

absent 38.0-39.0°C 39.1-40.0°C > 40.0°C for less than 
24 hrs 

> 40.0°C for more 
than 24 hrs 

< 1.0 x 109/L) 
Also see allergy by hypersensitivity reaction 

 Note: taking the temperatures noted above can be done orally or tympanically. 
Hot flashes are classified in the section: ENDOCRINOLOGY 

CS03 Chills absent mild, requiring a 
symptomatic treatment 
(for example, a cover) 

or a nonnarcotic drug 

severe and/or requiring 
narcotic treatment 

not sensitive to narcotic 
treatment 

- 

CS04 Sweating 

(profuse) 

absent mild and 

occasional 

frequent and 

drenching 

- - 

CS05 Weight gain < 5% 5 - < 10% 10 - < 20% ≥ 20% - 

See also ascites, edema and pleurisy 

CS06 Weight gain, 
veno-
occlusive 
disease 

Note: the following criteria are only used for weight gain related to veno-occlusive disease 

 
 
 
 

 
< 2% 

 
 
 
 

 
≥ 2 - < 5% 

 
 
 
 
 
≥ 5 - < 10% 

 
 
 
 
 
≥ 10% or such as ascites 

 
 
 
 

 
≥ 10% or 

retention related 

to respiratory 

failure 

CS07 Weight loss < 5% 5 - < 10% 10 - < 20% ≥ 20% - 

Also see vomiting, dehydration, diarrhea 

CS99 Others none mild moderate severe life-threatening 

 DERMATOLOGY (SKIN) 

DS01 Alopecia absent mild hair loss complete or significant  - - 

DS02 Contusion, bruising 

(in the absence of 

grade 3/4 
thrombocytopenia) 

absent localized generalized - - 

 Note: bruising related to grade 3/4 thrombocytopenia is classified as petechiae/purpura, and bleeding with grade 3/4 
thrombocytopenia is classified in the HEMORRHAGING section 
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DS04 Dry skin normal controlled by 

ointments 

not controlled by 

ointments 

- - 

DS05 Erythema 

multiforme 

(e.g., 
Stevens-
Johnson 
syndrome) 

absent - dispersed but no 

generalized rash 

severe or requiring fluid 

replacement (e.g., 

generalized rash or 
painful mucositis) 

life-threatening 

(exfoliating 

dermatitis, 
ulcerous 
dermatitis or 
requiring 
parenteral 
nutrition) 

DS06 Hot flashes absent present - - - 

DS07 Hand-foot 

reaction 

absent skin abnormalities or 

painless dermatosis 
(e.g., erythema, 
desquamation) 

painful skin 

abnormalities, but not 
interfering with daily 
activities 

painful skin 

anomalies, interfering 
with daily activities 

- 

DS08 Reaction at the 

injection site 

absent pain or itching or 

erythema 

pain or swelling with 

an inflammatory 

reaction or phlebitis 

ulceration or severe or 

prolonged necrosis or 

requiring surgery 

- 

DS09 Alteration of 

the nails 

absent Discoloration, 

striation (koilonychia) 

partial or complete loss of 

the nail(s) or pain 

- - 

DS10 Photosensitivity absent painless erythema painful erythema erythema with 

desquamation 

- 

DS11 Modification of 

pigmentation 
(e.g., vitiligo) 

absent localized modification 

of pigmentation 

generalized modification 

of pigmentation 

- - 

DS12 Pruritus absent mild or localized, 

disappearing 
spontaneously or 
with local 
measures 

intense or extensive, 

disappearing 
spontaneously or after 
systemic treatment 

intense or extensive, 

and refractory to 
treatment 

- 

DS15 Rash/ 

Desquamation 

absent macule or papule 

or erythema 
without associated 
symptoms 

macule or papule or 

erythema with pruritus or 
other associated symptoms 
extending over < 50% of 

body surface area or 
localized desquamation or 
other lesions extending to 
< 50% of the body surface 
area 

erythroderma or rash 

or macule or papule 
or desquamation 
extending to 

> 50% of body 
surface area 

generalized or 

ulcerous 
exfoliating 
dermatosis 

DS17 Urticaria 

(rash, 
papules) 

absent not requiring a 

treatment 

requiring a PO or local or 

parenteral or 
corticosteroid treatment 
for less than 24 h 

requiring a parenteral 

or corticosteroid 

treatment ≥ 24 h 

- 

DS18 Infected 

wound 

absent cellulitis superficial infection infection requiring 

IV antibiotics 

gangrenous 

cellulitis 

DS99 Dermatology absent mild moderate severe life-threatening 

 

CCT 

Code 

 

GASTROINTESTINAL 

GI01 Anorexia absent loss of appetite clear decrease in 

oral food intake 

requiring IV hydration requiring enteral or 

parenteral nutrition 

GI02 Ascites 

(neoplastic) 

absent asymptomatic symptomatic, requiring 

diuretics 

symptomatic, 

requiring an 
exploratory 
puncture 

life-threatening 

GI03 Colitis absent - abdominal pain with 
serosanguineous stools 

abdominal pain, 
fever, transit 

abnormalities with 
ileus or signs of 
peritonitis 
(documented: 
biopsy or x-ray) 
 

perforation or 
surgery, toxic 

megacolon 

See hemorrhaging due to grade 3/4 thrombocytopenia, hemorrhaging without thrombocytopenia, melena, proctorrhagia, 

hypotension. 
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 Grade 

Toxicity 0 1 2 3 4 

GI04 Constipation absent requiring a change in 

diet or mineral oil 

requiring a laxative obstipation requiring 

manual removal or an 
enema 

obstruction or 

toxic 
megacolon 

GI05 Dehydration absent dry mucous 
membranes and/or 

skin fold 

requiring fluid 
replacement (brief) 

requiring IV fluid 
replacement (sustained) 

collapse 
requiring 

admission to 

intensive care 

See: hypotension, diarrhea, vomiting, stomatitis/pharyngitis, mucositis 

GI06 Diarrhea (in 

the absence of 
a colostomy) 

absent increase by < four 

stools/day 
compared with the 

baseline 

increase by four-six 

stools/day, or nocturnal 
stools 

increase by ≥ seven 

stools/day or incontinence 
or requiring parenteral 

rehydration 

collapse 

requiring 
admission to 

intensive care 

GI07 Diarrhea 

(presence of a 

colostomy) 

absent mild fluid loss, 

somewhat softer 

stools 

moderate fluid loss, softer 

stools but not interfering 

with daily activities 

severe fluid loss, very soft 

stools interfering with daily 

activities 

collapse 

requiring 

admission to 
intensive care 

GI10 Duodenal ulcer absent - requiring medical treatment requiring hospitalization Perforation or 
bleeding, 

surgery 

(confirmed by x-ray or endoscopy) 

GI11 

Dyspepsia, 
heartburn 

absent mild moderate severe - 

GI12 Dysphagia, 

esophagitis, 

odynophagia 

absent mild dysphagia, 

possible food intake 

dysphagia, liquid or pureed 

food intake 

dysphagia, requiring IV 

hydration 

complete 

obstruction 

(unable to 
swallow saliva): 

parenteral or 

enteral 
nutrition, 

perforation 

GI20 Gastric ulcer absent - requiring medical treatment bleeding without 

perforation requiring 
hospitalization or surgery 

perforation or 

bleeding, 
requiring 

emergency 

surgery 

(confirmed by x-ray or endoscopy) 
Including hemorrhaging due to grade 3/4 thrombocytopenia, hemorrhaging without thrombocytopenia, melena, proctorrhagia, 

hypotension. 

GI21 Gastritis absent - requiring medical treatment requiring hospitalization or 

surgery 

life-threatening 

bleeding, 
admission to 

intensive care 

Including hemorrhaging due to grade 3/4 thrombocytopenia, hemorrhaging without grade 3/4 thrombocytopenia. 

GI22 Ileus absent - Intermittent, not requiring 

treatment 

requiring medical 

treatment 

surgical 

treatment 

GI23 Dry mouth, 
mucositis 

absent mild moderate - - 

GI25 Nausea none able to eat decrease in food intake oral food intake 

impossible, parenteral 
rehydration 

- 

GI28 Abnormalities 

of the salivary 

glands 

absent slight thickening 

of saliva/slight 

impairment of 
taste (e.g., 

metallic taste); 

thick, viscous, sticky 

saliva/clear impairment of 

taste, diet modification 

- acute necrosis 

of the salivary 

gland 

GI29 Smell normal slightly impaired clear impairment - - 

GI30 Stomatitis/ 

pharyngitis 
(ENT mucous 

membrane) 

absent painless ulcer, 

erythema, or 
soreness but no 

lesion 

painful erythema, edema or 

ulcer, but swallowing 
preserved and food intake 

possible  

painful erythema, edema 

or ulcer, IV hydration 

severe 

ulceration or 
parenteral or 

enteral 

nutrition, 
intubation 

GI32 Taste 

(dysgeusia) 

normal slightly impaired clear impairment - - 
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GI33 Inflammation 
of the cecum 

absent - - abdominal pain, 

diarrhea, fever or 

radiological sign 

perforation, 
hemorrhagic 
necrosis or 
something else 
that is life-
threatening or 
requiring a 
surgical 
procedure (e.g., 
colostomy) 

See hemorrhaging due to grade 3/4 thrombocytopenia, hemorrhaging without grade 3/4 thrombocytopenia, febrile neutropenia, 
hypotension. 

GI34 Vomiting absent one episode in 24 h two-five episodes in 24 h  six episodes in 24 h 

or IV fluid replacement 

parenteral nutrition, 
transfer to intensive 
care, collapse 

See dehydration. 

GI99 Others absent mild moderate severe life-threatening 

CCT 

Code 

 

HEMORRHAGING 

 Note: For transfusions of packed red blood cells, refer to the TRANSFUSION section 

HG01 Bleeding 

with grade 3 

or 4 
thrombocyt-

openia 

absent mild, no 

transfusion 

- requiring a transfusion catastrophic 

bleeding requiring 

a major procedure 

See platelets, hemoglobin, platelet transfusion, transfusion of packed red blood cells. 

HG02 Bleeding 
without 
grade 3 or 4 
thrombocyt-
openia 

absent mild, no 
transfusion 

- requiring a 
transfusion 

catastrophic 
bleeding requiring 
a major procedure 

HG03 CNS 
bleeding 

absent - - bleeding discovered in 
the CT scan or another 
radiological 
examination, 
asymptomatic 

CVA with 

neurological 

symptoms 

HG04 Epistaxis absent mild, no 
transfusion 

- requiring a 
transfusion 

catastrophic 

bleeding requiring 

a major procedure 

HG05 Hematemesis absent mild, no 
transfusion 

- requiring a 
transfusion 

catastrophic 

bleeding requiring 

a major procedure 

HG06 Hematuria in 
the absence 

of uterine 
bleeding 

absent microscopic intermittent bleeding 
without clots 

continuous bleeding or 
clots, may require 

catheterization, or 
transfusion 

surgery or 

necrosis, deep 

ulceration 

HG07 Hemoptysis absent mild, no 
transfusion 

- requiring a 
transfusion 

catastrophic 

bleeding requiring 

a major procedure 

HG08 Hemorrhaging 

(postsurgery) 

absent mild, no 
transfusion 

- requiring a 
transfusion 

catastrophic 

bleeding requiring 

a major procedure 

HG09 Gastrointestinal 
bleeding 
(melena) 

absent mild, no 
transfusion 

- requiring a 
transfusion 

catastrophic 

bleeding requiring 

a major procedure 

HG10 Petechiae/ 

Purpura (skin 

and mucous 

membrane) 

absent few petechiae localized petechiae 
or purpura 

generalized petechiae 
or purpura 

- 
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HG11 Proctorrhagia absent mild, no 
transfusion 

persistent requiring a 
treatment (e.g., 

corticosteroids or 
stopping radiotherapy) 

requiring a transfusion catastrophic 
bleeding requiring 
a major procedure 

HG12 Uterine 
bleeding 

absent < two changes/day ≥ two changes/day, no 

transfusion 

requiring a transfusion catastrophic 
bleeding requiring 
a major procedure 

HG99 Others absent mild, no 
transfusion 

- requiring a transfusion catastrophic 
bleeding requiring 
a major procedure 

CCT 

Code 
HEPATIC 

HP01 Alkaline 
phosphatases 

NL > NL - 2.5 x NL > 2.5 - 5.0 x NL > 5.0 - 20.0 x NL > 20.0 x NL 

HP02 Bilirubin NL > NL - 1.5 x NL > 1.5 - 3.0 x NL > 3.0 - 10.0 x NL > 10.0 x NL 

HP04 GGT 

(-Glutamyl 
transpeptidase) 

NL > NL - 2.5 x NL > 2.5 - 5.0 x NL > 5.0 - 20.0 x NL > 20.0 x NL 

HP05 Hepatomegaly absent - - present - 

Note: only hepatomegaly related to veno-occlusive disease or drug toxicity 

HP06 Hypoalbu-

minemia 

NL < NL - 3 g/dL ≥ 2 - <3 g/dL < 2 g/dL - 

HP07 Hepatic 
failure 

absent - - flapping tremor encephalopathy 
or coma 

 Note: viral hepatitis is classified in INFECTION. 
HP08 Flow (portal 

vein) 

normal - decrease inverted - 

HP09 SGOT (AST) 
(serum 

glutamic 
oxaloacetic 
transaminase) 

NL > NL - 2.5 x NL > 2.5 - 5.0 x NL > 5.0 - 20.0 x NL > 20.0 x NL 

HP10 SGPT (ALT) 

(serum 
glutamic 
pyruvic 
transaminase) 

NL > NL - 2.5 x NL > 2.5 - 5.0 x NL > 5.0 - 20.0 x NL > 20.0 x NL 

HP99 Others absent mild moderate severe life-
threatening 

CCT 

Code 

 

ALLERGY/IMMUNOLOGY 

AI01 Allergic 
reaction 
(hypersen-

sitivity) 

none transient rash, fever 

(treatment-related) 

< 38° 

urticaria and/or T° = 38, 

and/or asymptomatic 

bronchospasm 

symptomatic 

bronchospasm, edema 

anaphylactic 

shock 

AI99 Others none mild moderate severe life-threatening 
for the patient 

CCT 

Code 

 

INFECTION/FEBRILE NEUTROPENIA 

IN01 Catheter 
infection 

absent mild, no 
treatment 

moderate, localized 
infection, local or PO 
treatment 

severe infection, 
sepsis, IV antibiotic or 
antifungal or 

hospitalization 

life-
threatening, 
(e.g., septic 
shock) 
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IN02 Febrile 
neutropenia 

absent - - present life-

threatening, 

septic shock 

(fever of unknown origin or documented) 

(Neutrophils < 1.0 x 109/L, fever  38.5°C) 

Note: including hypothermia associated with neutropenia 

IN03 Clinically or 
microbiological
ly documented 
infection with 
grade 3 or 4 
neutropenia 

absent - - present life-

threatening, 
septic shock 

(Neutrophils < 1.0 x 109/L) 
Note: including hypothermia associated with neutropenia. An undocumented infection associated with grade 3/4 neutropenia is 
classified as febrile neutropenia 

IN04 Infection 
(unknown 
neutrophil level) 

absent - - present life-threatening, 
septic shock 

IN05 Infection 
without 
neutropenia 

absent mild, no 
treatment 

moderate, localized 
infection, local or PO 
treatment 

severe infection, sepsis, 
IV antibiotic or antifungal 
or hospitalization 

life-

threatening, 
(e.g., septic 
shock) 

IN99 Others absent mild moderate severe life-
threatening 

 

CCT 

Code 

 

METABOLIC 

ML01 Acidosis (metabolic 
or respiratory) 

absent normal < pH  7.3 - pH < 7.3 pH < 7.3 

life-
threatening 

ML02 Alkalosis (metabolic or 
respiratory) 

normal pH > normal  7.5 - pH > 7.5 pH > 7.5 

life-
threatening 

ML03 Amylase NL > NL - 1.5 x NL > 1.5 - 2.0 x NL > 2.0 - 5.0 x NL > 5.0 x NL 

ML04 Bicarbonate NL < NL- 16 mEq/dL 11 - 15 mEq/dL 8 - 10 mEq/dL < 8 mEq/dL 

ML05 CPK (creatine 
phosphokinase) 

NL > NL - 2.5 x NL > 2.5 - 5 x NL > 5 - 10 x NL > 10 x NL 

ML06 Hypercalcemia NL > NL - 11.5 mg/dL 
> NL - 2.9 mmol/L 

> 11.5 - 12.5 mg/dL 
> 2.9 - 3.1 mmol/L 

> 12.5 - 13.5 mg/dL 
> 3.1 - 3.4 mmol/L 

> 13.5 mg/dL 
> 3.4 mmol/L 

ML07 Hypercholesterolemia NL > NL - 300 mg/dL 
> NL - 7.75 mmol/L 

> 300 - 400 mg/dL 
> 7.75 - 10.34 mmol/L 

> 400 - 500 mg/dL 
> 10.34 - 12.92 mmol/L 

> 500 mg/dL 
> 12.92 mmol/L 

ML08 Hyperglycemia NL > NL - 160 mg/dL 
> NL - 8.9 mmol/L 

> 160 - 250 mg/dL 
> 8.9 - 13.9 mmol/L 

> 250 - 500 mg/dL 
> 13.9 - 27.8 mmol/L 

> 500 mg/dL 
> 27.8 mmol/L 

or acidoketosis 

ML09 Hyperkalemia NL > NL - 5.5 mmol/L > 5.5 - 6.0 mmol/L > 6.0 - 7.0 mmol/L > 7.0 mmol/L 

ML10 Hypermagnesemia NL > NL- 3.0 mg/dL 
> NL - 1.23 mmol/L 

- > 3.0 - 8.0 mg/dL 
> 1.23 - 3.30 mmol/L 

> 8.0 mg/dL 
> 3.30 mmol/L 

ML11 Hypernatremia NL > NL - 150 mmol/L > 150 - 155 mmol/L > 155 - 160 mmol/L > 160 mmol/L 

ML12 Hypertriglyceridemia NL > NL - 2.5 x NL > 2.5 - 5.0 x NL > 5.0 - 10 x NL > 10 x NL 

ML13 Hyperuricemia NL > NL -  10 mg/dL 

 0.59 mmol/L, 

without a 
physiological 
disturbance 

- > NL -  10 mg/dL 

 0.59 mmol/L, with a 
physiological disturbance 

> 10 mg/dL 

> 0.59 mmol/L 

Including lysis syndrome, renal failure, creatinine, potassium 

ML14 Hypocalcemia NL < NL - 8.0 mg/dL 
< NL - 2.0 mmol/L 

7.0 - < 8.0 mg/dL 
1.75 - < 2.0 mmol/L 

6.0 - < 7.0 mg/dL 
1.5 - < 1.75 mmol/L 

< 6.0 mg/dL 
< 1.5 mmol/L 

ML15 Hypoglycemia NL < NL - 55 mg/dL 

< NL - 3.0 mmol/L 

40 - < 55 mg/dL 

2.2 - < 3.0 mmol/L 

30 - < 40 mg/dL 

1.7 - < 2.2 mmol/L 

< 30 mg/dL 

< 1.7 mmol/L 
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ML16 Hypokalemia NL < NL - 3.0 mmol/L - 2.5 - <3.0 mmol/L < 2.5 mmol/L 

ML17 Hypomagnesemia  NL < NL - 1.2 mg/dL 
< NL - 0.5 mmol/L 

0.9 - < 1.2 mg/dL 
0.4 - < 0.5 mmol/L 

0.7 - < 0.9 mg/dL 
0.3 - < 0.4 mmol/L 

< 0.7 mg/dL 
< 0.3 mmol/L 

ML18 Hyponatremia NL < NL - 130 mmol/L - 120 - < 130 mmol/L < 120 mmol/L 

ML19 Hypophosphatemia NL < NL - 2.5 mg/dL 

< NL - 0.8 mmol/L 
2.0 - < 2.5 mg/dL 

0.6 - < 0.8 mmol/L 

1.0 - < 2.0 mg/dL 

0.3 - < 0.6 mmol/L 

< 1.0 mg/dL 

< 0.3 mmol/L 

ML20 Lipase NL > NL - 1.5 x NL > 1.5 - 2.0 x NL > 2.0 - 5.0 x NL > 5.0 x NL 

ML99 Others absent mild moderate severe life-
threatening 

CCT 

Code 

 

MUSCULOSKELETAL 

 Arthralgia is classified in the PAIN section 

MS01 Arthritis absent mild pain with 

inflammation, 

erythema or swelling 
but no functional 

problems 

moderate pain with 

inflammation, erythema or 

swelling but not interfering 
with daily activities 

severe pain with 
inflammation, erythema or 
swelling and interfering 

with daily activities 

disabling 

MS02 Muscle 
weakness (not 
due to 
peripheral 
neuropathy) 

absent in the clinical 
examination but 
asymptomatic 

symptomatic and with 
functional problems but not 
interfering with daily 
activities 

symptomatic and 
interfering with daily 
activities 

disabling 

 Myalgia is classified in the section: PAIN 
MS03 Myositis 

(inflammation/ 
muscle 
damage) 

absent mild pain, 
without 
functional 
problems 

pain, with functional 

problems, but not 
interfering with daily 
activities 

pain, with functional 
problems and interfering 
with daily activities 

disabling 

MS04 Osteonecrosis absent radiological 
detection but 

asymptomatic 

symptomatic, with 
functional problems but not 
interfering with daily 
activities 

symptomatic and 
interfering with daily 
activities 

disabling 

MS99 Others absent mild moderate severe life-

threatening 

or disabling 

CCT 

Code 

NEUROLOGY 

NY01 Arachnoiditis/ 
Meningitis/ 
Radiculitis 

absent mild pain, 
without 
functional 
problems 

moderate pain, with 
functional problems but not 
interfering with daily 
activities 

severe pain, interfering 
with daily activities 

disabling 

See also headaches, vomiting, fever 

NY02 Ataxia 

(incoordination) 

absent asymptomatic, 

abnormal clinical 
examination, no 
functional problems 

mild symptoms, with 

functional problems but not 
interfering with daily 
activities 

moderate symptoms, 

interfering with daily 

activities 

disabling 

NY03 Ischemia 
(CNS) 

absent - - transient ischemia CVA 

NY05 Confusion 
(disorientation) 

absent confusion or 
disorientation or a 

problem with short-

term alertness; no 

sequelae 

confusion or disorientation 
or problems with alertness 

with functional problems but 

not interfering with daily 

activities 

confusion or delirium 

interfering with daily 

activities 

dangerous (to 
himself or those 

around him), 

requiring 

hospitalization 

NY07 State of 
consciousness 

normal drowsiness or 
sedation without 
functional problems 

drowsiness or sedation, 

with functional problems, 
but not interfering with daily 
activities 

difficulty waking up, 
somnolence or sedation, 
interfering with daily 
activities 

coma 

NY08 Vertigo absent without 
functional 
problems 

functional problems, but 
not interfering with daily 
activities 

interfering with 
daily activities 

bedridden or 
disabling 

NY09 Extrapyramidal signs absent mild moderate severe, interfering 

with daily activities 

bedridden or 

disabling 

NY10 Hallucinations absent - - present toxic 
psychosis 

 Headaches are classified under PAIN 
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NY11 Insomnia absent occasional, without 
functional problems 

not interfering with daily 
activities 

frequent, interfering 
with daily activities 

- 

NY14 Memory loss absent without 

functional 

problems 

with functional problems 

but not interfering with 

daily activities 

interfering with daily 

activities 

amnesia 

NY15 Mood 

problems: 

agitation 

absent mild moderate severe suicidal 
tendencies 

NY16 Mood 
problems: 
depression 

absent mild moderate severe suicidal 
tendencies 

NY17 Mood problems: 

euphoria 

absent mild moderate severe dangerous 

NY18 Central 
neuropathy 

absent - present, not interfering 
with daily activities 

present, interfering 
with daily activities 

life-threatening, 
disability 

NY19 Motor 
neuropathy 

absent subjective 
weakness, no other 
objective sign 

objective yet mild 
weakness but not 
interfering with daily 
activities 

objective weakness, 
interfering with daily 
activities 

paralysis 

NY20 Sensory 
neuropathy 

absent absent DTR or 
paresthesia 
without functional 
problems 

objective sensory 
disorders, paresthesia with 
functional problems but not 
interfering with daily 

activities 

sensory problems or 

paresthesia interfering 
with daily activities 

permanent 
sensory 
problems with 
functional 

problems and 
interfering with 
daily activities 

NY21 Nystagmus absent present - - - 

See also vision problems    

NY22 Conduct normal problems not 

disturbing the 

patient or family 

disturbing the patient or his 

family 

disturbing the patient and 

his family, recourse to a 

psychiatrist 

dangerous to 

himself or 

others, requiring 

hospitalization 

NY23 Pyramidal 
signs (e.g., 

tonus, good 
DTR, positive 

Babinski) 

absent asymptomatic 
with 
abnormalities in 
the clinical 
examination 

symptomatic or 
functional problems, not 
interfering with daily 
activities 

interfering with daily 
activities 

bedridden, 
disabling 

NY24 Epileptic 
attack 

absent  localized, preserved 
consciousness 

with impairment in 
consciousness 

repeated, 

prolonged or 
difficult to 
control 

NY25 Speech 
problems: 
dysphasia or 
aphasia 

absent - dysphasia, not interfering 
with communication 

dysphasia, interfering 
with communication 

unable to 
communicate 

NY26 Syncope absent - - present - 

NY27 Trembling absent mild and brief or 
intermittent without 
functional problems 

moderate severe, interfering 
with daily activities 

- 

NY28 Vertigo absent mild, no functional 

problems 

with functional problems interfering with daily 

activities 

bedridden or 

disabling 

NY99 Others absent mild moderate severe life-threatening 
or disabling 

CCT 

Code 

OCULAR 

OV01 Cataract absent asymptomatic symptomatic, partial 

loss of visual acuity 
symptomatic, loss of visual 
acuity requiring treatment 
or functional problems 

- 
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OV02 Conjunctivitis absent ophthalmological 
abnormalities, but 

asymptomatic or 
symptomatic without 
vision problems (e.g., 
pain and irritation) 

symptomatic, functional 
problems but not 

interfering with daily 
activities 

symptomatic, interfering 
with daily activities 

- 

OV03 Dry eyes absent mild, no treatment moderate or 
artificial tears 

- - 

OV04 Glaucoma absent increase in intraocular 
pressure, no loss of 
visual acuity 

increase in 

intraocular pressure, 

retina abnormalities 

decrease in visual acuity unilateral or 
bilateral loss 
of vision 

(blindness) 

OV05 Keratitis 

(inflammation, 

corneal ulcer) 

absent ophthalmological 

abnormalities, 
asymptomatic or 

symptomatic without 

vision problems (e.g., 

pain) 

symptomatic, functional 
problems but not 
interfering with daily 
activities 

symptomatic, 

during activity 

unilateral or 

bilateral loss 
(blindness) 

OV06 Tearing absent mild moderate bothersome - 

OV07 Vision 

problems: 

blurred vision 

absent - symptomatic, functional 
problems 

symptomatic, interfering 
with daily activities 

- 

OV08 Diplopia absent - symptomatic, functional 
problems 

symptomatic, interfering 
with daily activities 

- 

OV09 Photopsy absent mild symptomatic with 
functional problems 

symptomatic, interfering 
with daily activities 

- 

OV10 Nyctalopia 

(night 

blindness) 

absent electroretinography 
abnormalities but 

asymptomatic 

symptomatic with 

functional problems 

symptomatic, interfering 

with daily activities 

- 

OV11 Photophobia absent - symptomatic with 
functional problems 

symptomatic, interfering 
with daily activities 

- 

OV99 Others absent mild moderate severe unilateral or 
bilateral loss of 

visual acuity 

(blindness) 

CCT 

Code 

PAIN 

PN01 Abdominal 
pain or 

cramps 

absent mild, no functional 
problems 

moderate: pain or 
analgesics with functional 
problems but not interfering 
with daily activities 

severe: pain or 
analgesics, interfering 

with daily activities 

disabling 

PN02 Arthralgia absent mild moderate: pain or 
analgesics with functional 
problems but not interfering 
with daily activities 

severe: pain or 

analgesics, interfering 

with daily activities 

disabling 

PN03 Bone 

pain 

absent mild moderate: pain or 
analgesics with functional 

problems but not interfering 

with daily activities 

severe: pain or 
analgesics, interfering 

with daily activities 

disabling 

PN04 Chest pain 
(without a 
cardiac or 
pleural origin) 

absent mild moderate: pain or 
analgesics with functional 
problems but not interfering 
with daily activities 

severe: pain or 
analgesics, interfering 
with daily activities 

disabling 

PN05 Dysmenorrhea absent mild moderate severe disabling 

PN06 Dyspareunia absent mild moderate without an 
impact on sex life 

severe, prevents sexual 
activity 

- 

PN07 Otalgia absent mild moderate: pain or 

analgesics with functional 
problems but not interfering 

with daily activities 

severe: pain or 

analgesics, interfering 
with daily activities 

disabling 
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PN08 Headaches absent mild moderate: pain or 

analgesics with functional 
problems but not 
interfering with daily 
activities 

severe: pain or 

analgesics, interfering 

with daily activities 

disabling 

PN09 Hepatic 

pain 

absent mild moderate: pain or 

analgesics with functional 

problems but not 
interfering with daily 

activities 

severe: pain or 

analgesics, interfering 

with daily activities 

disabling 

PN10 Myalgia absent mild moderate: pain or 
analgesics with functional 

problems but not 
interfering with daily 
activities 

severe: pain or 
analgesics, interfering 
with daily activities 

disabling 

PN11 Neurological 
(e.g., 
neuralgia, 
phantom limb, 
neuropathy) 

absent mild moderate: pain or 
analgesics with functional 
problems but not 
interfering with daily 
activities 

severe: pain or 
analgesics, interfering 
with daily activities 

disabling 

PN13 Pelvic 
pain 

absent mild moderate: pain or 
analgesics with functional 
problems but not 

interfering with daily 
activities 

severe: pain or 

analgesics, interfering 

with daily activities 

disabling 

PN14 Pleural 

pain 

absent mild moderate: pain or 

analgesics with functional 
problems but not 

interfering with daily 

activities 

severe: pain or 

analgesics, interfering 
with daily activities 

disabling 

PN15 Proctalgia absent mild moderate: pain or 
analgesics with functional 
problems but not 
interfering with daily 
activities 

severe: pain or 
analgesics, interfering 
with daily activities 

disabling 

PN16 Pain from 
tumors 

absent mild moderate: pain or 
analgesics with functional 
problems but not 
interfering with daily 
activities 

severe: pain or 
analgesics, interfering 
with daily activities 

disabling 

(related to the start of treatment) 

PN99 Others absent mild moderate severe disabling 

CCT 

Code 

PULMONARY 

PU01 Respiratory 
distress 
syndrome 

absent - - - present 

PU02 Apnea absent - - present intubation 

PU03 Diffusing 
capacity for 
carbon 
monoxide 
(DLCO) 

90% Nl or 

value before 
treatment 

75 - < 90% NL 50 - < 75% NL 25 - < 50% NL < 25% of NL 

PU04 Cough absent mild, relieved by 

treatments, without a 

prescription 

requiring an antitussive 

(narcotic) 

severe or spasmodic, 

poorly controlled or 

refractory to treatment 

- 

PU05 Dyspnea 

(shortness of 

breath) 

absent - exertional dyspnea dyspnea during 
normal activities 

dyspnea at 

rest or 
mechanical 
ventilation 

PU06 VEF 90% NL or 

value before 

treatment 

75 - < 90% NL 50 - < 75% NL 25 - < 5 0% [sic: 50%] 
NL 

< 25% NL 

PU07 Hiccups absent mild, no 
treatment 

moderate, requiring 
treatment 

severe, prolonged and 
refractory to treatment 

- 

PU08 Hypoxia absent - decrease in O2 saturation 

during exertion 

decrease in O2 

saturation at rest, 
oxygen therapy 

mechanical 

ventilation 
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PU09 Nonmalignant 
pleurisy 

absent asymptomatic, no 

treatment 

symptomatic, diuretics symptomatic, oxygen 
therapy or puncture 

life-threatening 

(e.g., 

intubation) 

PU10 Pulmonary 
disease 

absent radiological signs but 

asymptomatic or 

symptoms not 
requiring 

corticosteroids 

radiological signs, 
corticosteroid therapy 
or diuretics 

radiological signs 
and oxygen therapy 

mechanical 
ventilation 

PU11 Pneumothorax absent no procedure drainage sclerosis or a 

surgical procedure 

life-threatening 

PU12 Pulmonary 
fibrosis 

absent radiological signs but 

asymptomatic or 

symptoms not 

requiring 
corticosteroids 

corticosteroid therapy 
or diuretics 

oxygen therapy mechanical 
ventilation 

PU13 Vocal 

abnormalities 
(hoarseness, 
laryngitis) 

absent mild or intermittent 

hoarseness 

permanent 

hoarseness, mild or 

moderate edema 

speaking in 
whispers, clear 
edema 

significant 

dyspnea 
requiring 
tracheotomy or 
intubation 

PU99 Others absent mild moderate severe life-threatening, 

incapacity 

CCT 

Code 

RENAL/GENITOURINARY 

RG01 Bladder 
spasms 

absent mild, no 
treatment 

antispasmodic severe, analgesic - 

RG02 Creatinine NL > NL - 1.5 x NL > 1.5 - 3.0 x NL > 3.0 - 6.0 x NL > 6.0 x NL 

RG03 Dysuria absent mild symptoms sedation on treatment persistent despite 
treatment 

- 

RG04 Fistula (e.g., 

vaginal, 

vesicovaginal) 

absent - - requiring a treatment surgical 

procedure 

RG05 Hemoglobinuria - present - - - 

RG06 Incontinence absent during exertion 
(coughing, 
sneezing) 

spontaneously, partial 
control 

uncontrollable (in the 
absence of a fistula) 

- 

RG08 Proteinuria normal or 

< 0.15 g/ 

24 h 

1+ 

or 0.15 - 1.0 g/24 h 

2+ to 3+ 

or 1.0 - 3.5 g/24 h 

4+ 

or > 3.5 g/24 h 

nephrotic 

syndrome 

RG09 Renal 
insufficiency 

absent - - dialysis, but reversible dialysis, 
irreversible 

RG10 Ureteral 
obstruction 

absent unilateral (no 
surgery) 

- bilateral (no surgery) nephrostomy, 
double J or 

surgery 

RG11 Urinary 
electrolyte 
leak 

absent asymptomatic, no 
treatment 

mild, reversible 
(PO treatment) 

reversible, IV treatment irreversible 
requiring 
permanent 
replacement 

treatment 

(e.g., Fanconi syndrome, renal tubular acidosis) 
Including acidosis, alkalosis, hypocalcemia, hypophosphatemia. 

RG12 Diuresis normal increase in 
frequency of 
nocturnal urination or 
up to 2 x normal 

> 2 x normal but < every 
hour 

every hour, urinary 
urgency or requiring a 
catheter 

- 

RG13 Urine 
retention 

absent difficulty urinating or 
leak but no 

postmicturition 
residue 

treatment or occasional 
catheterization 
(< 4 x/week) or bladder 
atonia with an indwelling 
catheter < six weeks 

frequent 

catheterization 

( 4 x/week) or 

surgery 

bladder rupture 

RG14 Coloration 
(urine) 

normal asymptomatic 

color change 

- - - 

RG15 Vaginitis (no 
infection) 

absent mild, no 
treatment 

moderate, relieved by 
treatment 

severe, refractory to 
treatment or ulceration 
but no surgery 

ulceration and 
surgery 

RG99 Other absent mild moderate severe life-threatening, 

disabling 
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 Grade 

Toxicity 0 1 2 3 4 

CCT 

Code 

 

SEXUALITY/REPRODUCTIVE FUNCTION 

SR01 Erectile 

dysfunction 

absent mild (difficult but 

sufficient 
erections) 

moderate (erections but 

insufficient for sexual 
relations) 

impotence - 

SR02 Female 

sterility 

absent - - sterile - 

SR03 Irregular 

menstruation 

absent irregular, 

occasional or 
extended 

intervals 

very irregular but 

persistence of cycles 

persistent amenorrhea - 

SR04 Libido normal decrease loss - - 

SR05 Male sterility - - oligospermia (decrease 

in sperm levels) 

azoospermia - 

SR06 Vaginal 

dryness 

absent mild treatment and/or 

interference with 
sexual activity, 
dyspareunia 

- - 

SR99 Others absent mild moderate severe incapacity 

  2181 
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 2182 
 2183 
 2184 
 2185 
 2186 
 2187 
 2188 
 2189 
 2190 
 2191 
 2192 
 2193 
 2194 
 2195 
 2196 
 2197 
 2198 
 2199 

 2200 

APPENDIX VIII 2201 

 2202 

WHO criteria for evaluating tumor response 2203 
  2204 
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 2205 

WHO CRITERIA FOR EVALUATING TUMOR RESPONSE 

 2206 

(MILLER et al., 1981, amended by BERETTA et al., 1987) 2207 
 2208 

Evaluation of objective antitumor efficacy will be performed according to the international criteria 2209 
defined by the WHO. 2210 

 2211 
1. Definition of objective measurement for a measurable lesion. 2212 

 2213 
 CR (Complete response): complete disappearance of any measurable lesion, any 2214 

functional or biochemical sign of the disease, without the appearance of a new lesion, 2215 
confirmed with two examinations at an interval of four weeks minimum. 2216 

 2217 
 PR (Partial response): decrease in bidimensional lesions of more than 50% of the sum of 2218 

the products of the largest perpendicular diameters of each measurable lesion, confirmed 2219 
by two examinations at an interval of four weeks minimum. 2220 
For unidimensional lesions, more than 50% decrease in the sum of the largest diameters of all 2221 
lesions for four weeks minimum. 2222 

 2223 
Additionally, it is also necessary that there be no progression of the other targets (if there are 2224 
multiple targets), or appearance of new location(s). 2225 

 2226 
 NC (Stable disease, no change, stationary disease): less than 50% decrease in the tumor 2227 

volume estimated according to the preceding rules, or less than 25% increase in the 2228 
volume of one or more measurable lesions. 2229 
Furthermore, no new lesions should appear. 2230 

 2231 
 PD (Progression): more than 25% increase in the size of at least one of the uni- or 2232 

bidimensional lesions and/or appearance of new lesions. 2233 
Occurrence of ascites or a pleural effusion will also be considered to be progression after 2234 
cytological confirmation. 2235 
A patient will only be evaluated for progression eight weeks after his inclusion in the study. 2236 

 2237 
2. Definition of the objective response for a nonmeasurable lesion (evaluable) 2238 

 2239 
 CR: complete disappearance of all known lesions for four weeks minimum. 2240 

 2241 
 NC: no significant change for four weeks minimum, including: stationary disease, decrease 2242 

estimated to be less than 50%, progression estimated to be less than 25%. 2243 
 2244 
 PD: increase estimated to be more than 25% of the existing lesions and/or appearance of 2245 

new lesions. 2246 
 2247 
 2248 

4. Evaluation of the overall response in advanced solid tumors 2249 
 2250 

The evaluation is done organ by organ and then: 2251 
  2252 
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 In case of multiple measurable lesions, the overall response is defined by the response 2253 
of the worst-case organ. 2254 

 2255 
 In case of measurable and nonmeasurable concomitant lesions, results are separately 2256 

coded and the global response is assessed over all the lesions. 2257 
 2258 

- An NC for the nonmeasurable lesions leads to a complete response being devaluated to 2259 
a partial global response; however, a partial response assessed for the measurable 2260 
lesions will not be modified. 2261 

- In case of progression in a target or appearance of new lesions, the overall response 2262 
will be assessed as PD, regardless of the result noted for the other targets. 2263 

 2264 
5. Summary of the evaluation of responses in case of measurable and evaluable lesions 2265 

 2266 
 The evaluation of responses will be done as follows: 2267 

 2268 
- In case of multiple measurable lesions: 2269 

 2270 
Measurable lesion + Measurable lesion + Measurable lesion = Overall response 

CR + CR + CR = CR 

CR + ST + ST = PR 

CR + PR + ST = PR 

CR + CR + PR = PR 

PR + PR + ST = PR 

PR + ST + ST = ST 

PD + Regardless of the 

response 

+ Regardless of the 

response 

= PD 

 2271 
 2272 

- In case of measurable and nonmeasurable lesions: 2273 
 2274 

Measurable lesion + Nonmeasurable 

lesion 

= Overall 

response 

CR + CR = CR 

CR + ST = PR 

PR + CR = PR 

PR + ST = PR 

ST + CR/ST = ST 

PD + Regardless of the 

response 

= PD 

Regardless of the 

response 

+ PD = PD 

 2275 

Complete and partial responses must be confirmed with the same evaluation method four 2276 
weeks after obtaining this response. 2277 

  2278 
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 2279 
 2280 
 2281 
 2282 
 2283 
 2284 
 2285 
 2286 
 2287 
 2288 
 2289 
 2290 
 2291 
 2292 
 2293 
 2294 
 2295 
 2296 
 2297 
 2298 
 2299 
 2300 
 2301 
 2302 
 2303 
 2304 
 2305 

 2306 

APPENDIX IX 2307 

 2308 

Form for reporting serious and/or unexpected adverse 2309 

events 2310 

  2311 
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 2312 
SERIOUS ADVERSE EVENT REPORT 2313 

(Art. L. 209-12, Paragraph, French Public Health Code) 2314 
I - INFORMATION ABOUT THE EVENT 2315 

1 –PATIENT 
REF 

1a COUNTRY 2- Date of birth 2a Age 3 Sex 4-6 Beginning of the event 8-12 Check the applicable boxes 
(serious event) 

... death 
 ... likely to be life-threatening  

... disability or incapacity 

 ... hospitalization or extended 

hospitalization 

.. other, specify 

 FRANCE day month year   day month year 

7-13 - DESCRIBE THE EVENT (including potential examinations and/or biochemical results) 

II - INFORMATION ON THE SUSPECTED DRUG(S) 2316 
14. SUSPECTED DRUG(S) 15. DOSAGE 16. ROUTE OF ADMINISTRATION 20 - DOES THE EVENT 

DISAPPEAR AFTER STOPPING 
THE TREATMENT? 
 YES  NO ... N/A 

17 - THERAPEUTIC INDICATION 21 DOES THE EVENT 
REAPPEAR AFTER 
REINTRODUCTION? 
 YES  NO ... N/A 

18 - TREATMENT DATE 

 

from  /  /  to  /  /  

19 - TREATMENT DURATION N/A (not applicable) 

Administered drug: has the code been lifted? 

 Yes, result: .........................................  No ... Not Applicable 

III ASSOCIATED DRUG(S) AND HISTORY 2317 
22 - ASSOCIATED DRUG(S) AND DATES OF ADMINISTRATION (excluding those used to treat the [observed] event) 

23 – RELEVANT HISTORY (e.g., diseases, allergies, pregnancy with date of last period). 

IV - INFORMATION ON THE SPONSOR 2318 
24a NAME AND ADDRESS OF THE SPONSOR 
A.R.T.I.C 
Hôpital Européen Georges Pompidou - PARIS 

24b EVENT IDENTIFICATION NO. FROM THE 
SPONSOR: No. 

24b DATE OF RECEPTION BY THE SPONSOR 
 

/  /  

24d- SOURCE OF THE REPORT 
 Biomedical research 

 study  literature  health profession 

 other 
if applicable, references to the investigator: site No. 

24c DATE OF THIS REPORT  /  /    

25a TYPE OF REPORT:  initial  follow-up No.   

V - CONCLUSIONS 2319 
According to the investigator, the adverse event seems to be more 
related: 
 to the evaluated drug 
 to the trial protocol 
 other, specify: 

According to the sponsor, the adverse events seems to be more 
related: 
 to the evaluated drug* (see box below) 
 to the trial protocol 
 other, specify: 

*If, according to the sponsor, the adverse event seems to be more related to the evaluated drug: 
 the adverse event is expected  the adverse event is unexpected 

Comments from the sponsor 

 2320 

DATE  /  /   Name and position of the sponsor’s representative: Dr. Stéphane OUDARD 2321 

Signature  2322 
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 2323 
 2324 
 2325 
 2326 
 2327 
 2328 
 2329 
 2330 
 2331 
 2332 
 2333 
 2334 
 2335 
 2336 
 2337 
 2338 
 2339 
 2340 
 2341 
 2342 
 2343 
 2344 

APPENDIX X 2345 

 2346 

TAXOTERE (docetaxel) 2347 

  2348 
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TAXOTERE 80 mg 2349 

 2350 

Other names: 2351 
European MA No. - EU/1/95/002/002 2352 

 2353 
1. Form: CONCENTRATE AND SOLVENT FOR SOLUTION FOR INJECTION 2354 

Status: marketed 2355 
 2356 
 2357 

PRESENTATION AND PACKAGING 2358 

MA number: 559518-5 2359 
one 2 mL glass vial of lyophilizate 2360 

one 6 mL glass vial of solvent 2361 

Events: 2362 
 2363 

1. public entity approval 1/31/1996 2364 

 2365 
Delivery location: hospitals 2366 
Current status: marketed 2367 
Storage (in its packaging): 24 months 2368 
STORE IN THE REFRIGERATOR 2369 
AWAY FROM LIGHT 2370 

 2371 
Storage (prepared, reconstituted or unpackaged): eight hour(s) 2372 
AT ROOM TEMPERATURE 2373 

 2374 
Composition 2375 

Active ingredients 2376 
 2377 

 DOCETAXEL 80 mg 2378 
 2379 

Inactive ingredients 2380 
 2381 

 POLYSORBATE 80 excipient 2382 
 2383 

 95% ETHANOL excipient of the solvent 2384 
 2385 

 WATER FOR INJECTION excipient of the solvent 2386 
 2387 

THERAPEUTIC PROPERTIES 2388 

1. TUBULIN-BINDING CYTOSTATIC (TAXANE) (principal) 2389 
ATC: L01C-D02. 2390 
1- Preclinical data: 2391 
Docetaxel is an antineoplastic agent, which acts by promoting the assembly of tubulin into 2392 
stable microtubules and by inhibiting their depolymerization, leading to a marked decrease in 2393 
free tubulin. Binding docetaxel to microtubules does not affect the number of protofilaments. 2394 
- In vitro, docetaxel disrupts the intracellular microtubular network, which is essential for vital 2395 
mitotic and interphase functions. 2396 

Docetaxel was found to be cytotoxic in vitro in several murine and human tumor cell lines as 2397 
well as in freshly excised human tumor cells, during the clonogenic assays that were performed. 2398 
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Docetaxel penetrates cells at high concentrations and has a long cell residence time. 2399 
Furthermore, docetaxel was found to be active in many, but not all, cell lines overexpressing the 2400 
p-glycoprotein encoded by the multiple resistance gene. 2401 
- In vivo, the activity of docetaxel is independent of administration modalities, and 2402 
experiments have shown a broad antitumor spectrum in terms of advanced murine or 2403 
human grafted tumors. 2404 
2- Clinical data: 2405 
A/ Breast cancer: 2406 
Six phase II studies have been conducted in patients with locally advanced or metastatic 2407 
breast cancer. In total, 117 patients never received chemotherapy (not pretreated) and 2408 
111 received prior chemotherapy (pretreated), 83 of whom saw their disease progress 2409 
during treatment with anthracycline (anthracycline-resistant). In these clinical studies, 2410 
docetaxel was administered at a dose of 100 mg/m2 in a one-hour infusion every three 2411 
weeks. 2412 
The overall response (OR) percentage was 56% in anthracyclines-resistant patients with a 2413 
4.4% complete response (CR) rate. A 46% OR percentage was observed in anthracyclines-2414 
refractory patients with a 7.3% CR rate. 2415 
The median response duration was 27 weeks in anthracyclines-resistant patients. The mean 2416 
response duration was 27 weeks in anthracyclines-resistant patients and 28 weeks in 2417 
anthracyclines-refractory patients. The median survival was 11 months in anthracyclines-2418 
resistant patients. 2419 
The percentage of responses was elevated in patients with visceral metastasis: 53.1% in 2420 
49 anthracyclines-resistant patients. 2421 
In anthracyclines-resistant patients, a significant 40% response rate was observed in patients 2422 
with hepatic metastasis and a 63.2% response rate was observed in patients with soft-tissue 2423 
tumors. 2424 
Two randomized phase III comparative studies have been conducted in patients with 2425 
metastatic breast cancer. They were carried out in 326 patients with an alkylating agent 2426 
failure and 392 patients with an anthracycline failure, respectively. 2427 
In these clinical studies, docetaxel was administered according to the recommended dosage 2428 
regimen of 100 mg/m2 every three weeks. 2429 
After failure of chemotherapy including an alkylating agent, docetaxel was compared with 2430 
doxorubicin (75 mg/m2 every three weeks). Without affecting overall survival (docetaxel 2431 
for 15 months versus doxorubicin for 14 months, p = 0.38) or progression-free survival 2432 
(docetaxel for 27 months versus doxorubicin for 23 weeks, p = 0.54), docetaxel increases 2433 
the response rate (52% versus 37%, p = 0.01) and reduces the time to response (12 weeks 2434 
versus 23 weeks, p = 0.007). 2435 
Three patients on docetaxel (2%) stopped treatment because of fluid retention while 2436 
15 patients on doxorubicin (9%) stopped the treatment because of cardiac toxicity (three 2437 
cases of fatal congestive heart failure with a fatal outcome). 2438 
In patients whose chemotherapy with anthracycline failed, docetaxel was compared with a 2439 
combination based on mitomycin C and vinblastine (12 mg/m2 every six weeks and 6 mg/m2 2440 
every three weeks). Docetaxel increases the response rate (33% versus 12%, p < 0.0001), 2441 
progression-free survival (19 weeks versus 11 weeks, p = 0.0004) and overall survival 2442 
(11 months versus 9 months, p = 0.01).  2443 
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During these phase III studies, the tolerability profile of docetaxel was similar to that 2444 
observed in phase II studies. 2445 
B/ Non-small cell lung cancer: 2446 
Patients who received prior chemotherapy with or without radiotherapy: 2447 
In a phase III study conducted in previously treated patients, time to progression 2448 
(12.3 weeks versus 7 weeks) and overall survival were significantly longer for docetaxel at 2449 
the dose of 75 mg/m2 compared with the best supportive care. Survival at one year was also 2450 
significantly greater with docetaxel (40%) compared with the best supportive care (16%). 2451 
Use of morphinic analgesics (p < 0.01), nonmorphinic analgesics (p < 0.01), other 2452 
treatments related to the disease (p = 0.06) and radiotherapy (p < 0.01) was lower in 2453 
patients treated with docetaxel at the dose of 75 mg/m2 compared with those treated with 2454 
the best supportive care. 2455 
The overall response rate was 6.8% in evaluable patients, and the median response 2456 
duration was 26.1 weeks. 2457 
* Pharmacokinetic properties: 2458 
The pharmacokinetic parameters of docetaxel have been evaluated in cancer patients after 2459 
administration of a dose of 20 to 115 mg/m2 in phase I trials. 2460 

The kinetics of docetaxel are dose-independent and correspond to a three-compartment 2461 
model, with half-lives of 4 min, 36 min and 11.1 hours for the alpha, beta and gamma 2462 
phases, respectively. The late phase is due in part to relatively slow efflux of docetaxel 2463 
from the peripheral compartment. After administration of a 100 mg/m2 dose, in the form of 2464 
a one-hour infusion, mean plasma concentration reaches 3.7 microg/mL, with an area under 2465 
the curve (AUC) of 4.6 h x microg/mL. Mean values for total clearance and steady-state 2466 
volume of distribution were equal to 21 L/h/m2 and 113 L, respectively. 2467 
Interindividual variation in total clearance was approximately 50%. 2468 
Docetaxel binds to more than 95% of plasma proteins. 2469 
A study on docetaxel marked with C 14 was conducted in three cancer patients. 2470 
Docetaxel was eliminated in seven days in urine and feces, following cytochrome P450-2471 
mediated oxidative metabolism of the tert-butyl ester group. 2472 
Urine and fecal excretion corresponded to 6% and 75% of administered radioactivity, 2473 
respectively. About 80% of radioactivity found in feces is excreted in the first 48 hours in the 2474 
form of inactive metabolites (one primary metabolite and three secondary metabolites) and 2475 
very small quantities of unchanged product. 2476 
A pharmacokinetic analysis was carried out on a population of 577 patients. The 2477 
pharmacokinetic parameters estimated with the model were very close to those that were 2478 
deduced from the phase I trials. The pharmacokinetic parameters of docetaxel did not vary 2479 
according to age or sex. In several subjects (n = 23) with moderately elevated ALT and/or 2480 
AST levels (> or equal to 1.5 times the ULN) and alkaline phosphatase levels (> 2.5 times 2481 
the ULN), mean total body clearance decreased by 27%. Docetaxel clearance was not 2482 
modified in patients with low to moderate fluid retention, and there is no available data in 2483 
patients with severe fluid retention. 2484 
* Preclinical safety data: 2485 
The carcinogenic potential of docetaxel has not been studied. 2486 
Docetaxel was found to be mutagenic in the in vitro micronucleus and chromosome 2487 
aberration tests in CHO-K1 cells, as well as in the in vivo micronucleus test in mice. Neither 2488 
the Ames test nor the CHO/HGPRT gene mutation assay demonstrated a mutagenic effect 2489 
from the product. These results are consistent with the pharmacological activity of docetaxel. 2490 

Abnormalities related to testes were observed in studies on rodents and suggest that 2491 
docetaxel may impair male fertility. 2492 

 2493 
 2494 
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THERAPEUTIC INDICATIONS 2495 

1. 2496 
Taxotere (docetaxel) monotherapy is indicated in the treatment of locally advanced or 2497 
metastatic breast cancer after failure of cytotoxic chemotherapy, including anthracycline or 2498 
an alkylating agent. 2499 
Taxotere (docetaxel) monotherapy is indicated in the treatment of locally advanced or 2500 
metastatic non-small cell lung cancer after failure of a prior chemotherapy. 2501 
Use of docetaxel should be reserved to units specialized in the administration of cytotoxics, 2502 
and docetaxel should only be administered under the supervision of a specialist qualified in 2503 
the use of anticancer chemotherapy. 2504 

 2505 
2. BREAST CANCER 2506 

 2507 
3. NON-SMALL CELL LUNG CANCER 2508 

 2509 
SIDE EFFECTS 2510 

1. GENERAL COMMENTS 2511 
Adverse effects that are possibly or probably caused by treatment with docetaxel have been 2512 
analyzed in a population of 1,312 patients with normal hepatic function at the basal state, 2513 
who received an initial planned dose of 100 mg/m2 in a one-hour infusion independently of 2514 
premedication. Patients were included in 36 phase II trials conducted in Europe and North 2515 
America (514 patients with breast cancer and 798 patients with other types of tumors). 2516 

2. NEUTROPENIA (COMMON) 2517 
Reversible and noncumulative neutropenia was the most common adverse effect of 2518 
docetaxel (in patients not receiving G-CSF). The median day that the nadir appeared was 2519 
the seventh day, and the median duration of severe neutropenia (< 500/mm3) was 2520 
seven days. Severe neutropenia occurred in 56.4% of cycles (76.4% of patients) and lasted 2521 
more than seven days in 3.5% of evaluable cycles. 2522 
A fever was associated with neutropenia (< 500/mm3) in 11.8% of patients (3% of cycles), 2523 
and the incidence of severe infections associated with a number of neutrophil granulocytes 2524 
< 500/mm3 was 4.6% of patients (1.2% of cycles). Infectious episodes were found in 20% 2525 
of patients (6% of cycles) and were severe (including cases of sepsis and pneumonia) in 2526 
5.7% of patients (1.4% of cycles), leading to death in 1.7% of treated patients. 2527 

 2528 
3. THROMBOCYTOPENIA (COMMON) 2529 

Thrombocytopenia (< 100,000/mm
3
) was reported in 7.8% of patients. 2530 

Hemorrhaging episodes were observed in 2.4% of these cases and were rarely 2531 
associated with severe thrombocytopenia (< 50,000/mm

3
). 2532 

 2533 
4. ANEMIA (COMMON) 2534 

Anemia (Hb < 11 g/dL) was observed in 90.4% of patients. This phenomenon was severe 2535 
(Hb < 8 g/dL) in 8.9% of them. 2536 

 2537 
5. HYPERSENSITIVITY REACTION (COMMON) 2538 

Hypersensitivity reactions occurred in 25.9% of patients (9.4% of cycles), generally in 2539 
the minutes following the beginning of the docetaxel infusion, and were generally mild to 2540 
moderate. The most commonly reported symptoms were the following: flushing, rashes 2541 
with or without pruritus, a feeling of chest tightness, lombalgia, dyspnea, fever or chills. 2542 
Severe reactions characterized by hypotension and/or bronchospasm or generalized 2543 
rash/erythema were observed in 5.3% of patients. They disappeared after stopping the 2544 
treatment and initiating a symptomatic treatment. 2545 

 2546 
6. FLUSHING (COMMON) 2547 

 2548 
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7. SKIN RASH (COMMON) 2549 
With or without pruritus. 2550 

 2551 
8. CHOKING SENSATION (COMMON) 2552 

 2553 
9. LUMBAR PAIN (COMMON) 2554 

 2555 
10. FEVER (COMMON) 2556 

 2557 
11. CHILLS (COMMON) 2558 

 2559 
12. ARTERIAL HYPOTENSION (UNCOMMON) 2560 

Severe reactions characterized by hypotension were observed in 5.3% of patients. They 2561 
disappeared after stopping the treatment and initiating a symptomatic treatment. 2562 
Hypotension occurred in 3.8% of patients and required symptomatic treatment in 2563 
0.7% of cases. 2564 

 2565 
13. BRONCHOSPASM (UNCOMMON) 2566 

Severe reactions characterized by bronchospasm were observed in 5.3% of patients. They 2567 
disappeared after stopping the treatment and initiating a symptomatic treatment. 2568 

 2569 
14. GENERALIZED ERYTHEMA (UNCOMMON) 2570 

Severe reactions characterized by a generalized rash/erythema were observed in 5.3% of 2571 
patients. They disappeared after stopping the treatment and initiating a symptomatic 2572 
treatment. 2573 

 2574 
15. MUCOCUTANEOUS TOXICITY (COMMON) 2575 

Reversible skin reactions were observed in 56.6% of patients and were generally considered 2576 
to be mild to moderate. 73% of these effects were reversible within 21 days. It involved 2577 
rashes mainly located on the feet and hands, as well as on the arms, face or chest, and 2578 
frequently associated with pruritus. These rashes generally occurred in the week following 2579 
the infusion of docetaxel. They disappeared before the next infusion and were in no way 2580 
disabling in nature. Severe side effects such as a rash followed by desquamation were 2581 
reported less commonly (5.9% of patients). Suspending or stopping the treatment with 2582 
docetaxel was only occasionally necessary. Localized bullous rashes were rarely reported. 2583 
27.9% of patients had hypopigmentation or hyperpigmentation of the nails; pain and 2584 
onycholysis were sometimes reported (2.6% of patients). 2585 

 2586 
16. ONYCHOLYSIS (RARE) 2587 

 2588 
17. SODIUM AND FLUID RETENTION (COMMON) 2589 

Fluid retention was reported in 64.1% of patients (6.5% of severe cases) who received the 2590 
recommended premedication compared with 81.6% of patients (22.4% of severe cases) 2591 
who did not receive premedication. Symptoms like peripheral edema or, less frequently, 2592 
pleurisy, pericarditis, ascites, tearing with or without conjunctivitis and weight gain were 2593 
reported. Dehydration and pulmonary edema were rarely reported. Peripheral edema 2594 
generally starts in the lower extremities and can become generalized with a weight gain of 2595 
3 kg or more. Fluid retention is cumulative in incidence and severity. The occurrence of 2596 
moderate and severe fluid retention is delayed (median cumulative dose: 818.9 mg/m

2
) in 2597 

patients who received the recommended premedication compared with patients who did 2598 
not receive it (median cumulative dose: 489.7 mg/m

2
); however, this symptom was 2599 

reported in some patients during the initial chemotherapy cycles. The median cumulative 2600 
dose when the treatment was stopped was more than 1,000 mg/m

2
 in patients receiving 2601 

the recommended premedication. The median time to reverse fluid retention was 2602 
16.4 weeks (range: 0 to 42 weeks) in patients receiving the recommended premedication. 2603 
Fluid retention was not accompanied by acute oliguria or hypotension episodes. 2604 
 2605 

 2606 
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18. DEHYDRATION (RARE) 2607 
 2608 

19. PULMONARY EDEMA (RARE) 2609 
 2610 

20. NAUSEA (RARE) 2611 
 2612 

21. VOMITING (RARE) 2613 
 2614 

22. DIARRHEA (RARE) 2615 
 2616 

23. ABDOMINAL PAIN (RARE) 2617 
 2618 

24. ANOREXIA (COMMON) 2619 
Anorexia was reported in 16.8% of patients and was rarely severe. 2620 

 2621 
25. CONSTIPATION (COMMON) 2622 

Constipation was reported in 9.3% of patients (0.2% of severe cases). 2623 
 2624 

26. STOMATITIS (COMMON) 2625 
Stomatitis was reported in 41.8% of patients (5.3% of severe cases). 2626 

 2627 
27. ESOPHAGITIS (COMMON) 2628 

Esophagitis was reported in 1% of patients (0.4% of severe cases). 2629 
 2630 

28. GASTROINTESTINAL HEMORRHAGING (RARE) 2631 
Gastrointestinal hemorrhaging was reported in 1.4% of patients (0.3% of severe cases). 2632 

 2633 
29. GASTROINTESTINAL PERFORATION (RARE) 2634 

 2635 
30. ENTEROCOLITIS (RARE) 2636 

Rare cases of enterocolitis concomitant with a neutropenia episode were reported. 2637 
 2638 

31. PARESTHESIA (COMMON) 2639 
 2640 

32. DYSESTHESIA (COMMON) 2641 
 2642 

33. BURNING SENSATION (COMMON) 2643 
 2644 

34. MUSCLE WEAKNESS (COMMON) 2645 
Neuromotor symptoms, mainly characterized by weakness, were reported in 13.8% of patients. 2646 

 2647 

35. PERIPHERAL NEUROPATHY (UNCOMMON) 2648 
The occurrence of severe peripheral neuropathy was observed in 4% of patients and 2649 
requires a reduction in dose. 2650 

 2651 
36. NEUROLOGICAL TOXICITY (UNCOMMON) 2652 

The effects were spontaneously reversible within three months in 35.3% of patients with 2653 
neurotoxicity for whom data was available. 2654 

 2655 
37. ARRHYTHMIA (RARE) 2656 

Arrhythmias occurred in 4.1% of patients and were severe in 0.7% of cases. 2657 
 2658 

38. ARTERIAL HYPERTENSION (RARE) 2659 
Other significant cardiovascular symptoms occurred, including cases of hypertension (2.4% 2660 
of patients); the relationship between these reactions and the administration of docetaxel has 2661 
not been not clearly established. 2662 

 2663 
39. HEART FAILURE (RARE) 2664 

Other significant cardiovascular symptoms occurred, including cases of heart failure (0.46% 2665 
of patients); the relationship between these reactions and the administration of docetaxel has 2666 
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not been clearly established. 2667 
 2668 

40. THROMBOEMBOLIC EVENT (RARE) 2669 
 2670 

41. MYOCARDIAL INFARCTION (RARE) 2671 
 2672 

42. REACTION AT THE INJECTION SITE (UNCOMMON) 2673 
Reactions at the infusion site generally remained minor and occurred in 5.6% of patients. 2674 
They involved hyperpigmentation, inflammation, redness or dry skin, phlebitis or 2675 
extravasation and vein swelling. 2676 

 2677 
43. TRANSAMINASES (INCREASE) (RARE) 2678 

 2679 
44. SERUM BILIRUBIN (INCREASE) (RARE) 2680 

 2681 
45. ALKALINE PHOSPHATASES (INCREASE) (RARE) 2682 

Elevated alkaline phosphatases, to values exceeding 2.5 times the upper limit of normal 2683 
(ULN), were observed in less than 5% of patients. 2684 

 2685 
46. ALOPECIA (COMMON) 2686 

Alopecia was observed in 79% of patients but was considered severe in about 67% of cases. 2687 
Alopecia was reversible in 13% of patients for whom data were available, with a median 2688 
recovery time of 22 weeks following initial hair loss. 2689 

 2690 
47. ASTHENIA (COMMON) 2691 

Asthenia occurred in 62.6% of patients and was severe in 11.2% of cases. 2692 
 2693 

48. JOINT PAIN (COMMON) 2694 
Arthralgia affected 8.6% of patients; it was generally considered minor to moderate. 2695 

 2696 
49. MUSCLE PAIN (COMMON) 2697 

Myalgia affected 20% of patients; it was generally considered minor to moderate. 2698 
 2699 

50. DYSPNEA (COMMON) 2700 
Dyspnea was reported in 16.1% of patients (2.7% of severe cases) and was frequently 2701 
associated with acute hypersensitivity reactions, respiratory infections and pulmonary 2702 
complications in cancer patients. 2703 

 2704 
51. ACUTE RESPIRATORY FAILURE (RARE) 2705 

 2706 
52. INTERSTITIAL PNEUMONIA (RARE) 2707 

 2708 
53. PAIN 2709 

Generalized or localized pain was observed in 16.5% of patients and was severe in 2710 
0.8% of cases. Chest pain was reported in 4.5% of patients (0.4% of severe cases) 2711 
without a cardiac or respiratory complication. Radiation recall phenomena were rarely 2712 
reported. 2713 

 2714 
PRECAUTIONS FOR USE 2715 

1. PREMEDICATION 2716 
Premedication with an oral corticosteroid such as dexamethasone at a dose of 16 mg per 2717 
day (for example: 8 mg BID) for three days, starting the day before the docetaxel infusion, 2718 
unless contraindicated, can reduce the incidence and severity of fluid retention and the 2719 
severity of hypersensitivity reactions. 2720 
Serious hypersensitivity reactions, characterized by hypotension, bronchospasm or 2721 
generalized rash/erythema, were observed in 5.3% of patients treated for docetaxel 2722 
without premedication. 2723 
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2. REGULAR HEMATOLOGICAL MONITORING 2724 
Neutropenia is the most commonly observed adverse effect with docetaxel. The nadir was 2725 
observed after a median duration of seven days, but this interval may be shorter in 2726 
pretreated patients. Blood counts must be frequently monitored in all patients treated with 2727 
docetaxel. Treatment with docetaxel must not be resumed as long as the number of 2728 
neutrophil granulocytes has not returned to > or equal to 1,500/mm

3
. 2729 

In case of severe neutropenia (< 500/mm
3
 for seven days or more) during a course of 2730 

docetaxel, it is recommended to reduce the dose in the following courses or to take 2731 
appropriate symptomatic measures. 2732 

 2733 
3. MEDICAL MONITORING 2734 

- Patients must be closely monitored because of the risk of hypersensitivity reactions, 2735 
particularly during the first and second infusions. Hypersensitivity reactions can occur in the 2736 
minutes following the beginning of the docetaxel infusion; for this reason, medical 2737 
equipment must be available to treat hypotension and bronchospasm. Minor symptoms, 2738 
such as flushing or localized skin reactions, do not justify interrupting the treatment. 2739 
However, severe reactions, such as severe hypotension, bronchospasm or a generalized 2740 
rash/erythema, require docetaxel to be immediately stopped and symptomatic treatment to 2741 
be initiated. Docetaxel must not be readministered to patients with severe hypersensitivity 2742 
reactions. 2743 
- Cases of erythema that are mainly localized to the extremities (palms of the hands and 2744 
soles of the feet), accompanied by edema and followed by desquamation, have been 2745 
observed. In 5.9% of patients, severe symptoms such as rashes followed by 2746 
desquamation, leading to temporary or permanent interruption of the docetaxel 2747 
treatment, were observed. Localized bullous rashes were rarely reported. 2748 

 2749 
4. FLUID RETENTION 2750 

Premedication with an oral corticosteroid such as dexamethasone at a dose of 16 mg per 2751 
day (for example: 8 mg BID) for three days, starting the day before the docetaxel infusion, 2752 
unless contraindicated, can reduce the incidence and severity of fluid retention and the 2753 
severity of hypersensitivity reactions. 2754 
Patients with severe fluid retention such as pleurisy, pericarditis and ascites must 2755 
especially be monitored. 2756 
 2757 

 2758 
5. HEPATIC FAILURE 2759 

In patients treated with 100 mg/m
2
 of docetaxel and with transaminases (ALT and/or AST) 2760 

greater than 1.5 times the ULN as well as alkaline phosphatases greater than 2.5 the ULN, 2761 
the risk of developing adverse effects, such as toxic deaths (including sepsis and 2762 
gastrointestinal hemorrhaging, which can be fatal), febrile neutropenia, infections, 2763 
thrombocytopenia, stomatitis and asthenia, is increased. Consequently, the recommended 2764 
dose of docetaxel in patients with an elevated hepatic function panel (HFP) is 75 mg/m

2
, 2765 

and a complete hepatic function panel (HFP) must be done at the beginning of the 2766 
treatment and before each course. 2767 
In patients with serum bilirubin > the ULN and/or ALT and AST 3.5 times greater than the 2768 
ULN with alkaline phosphatases 6 times greater than the ULN, no dose reduction can be 2769 
recommended and docetaxel must not be administered unless strictly indicated. 2770 

 2771 
6. PERIPHERAL NEUROPATHY 2772 

The occurrence of severe peripheral neuropathy was observed in 4.1% of patients and 2773 
requires a reduction in dose. 2774 

 2775 
7. CONTRACEPTION 2776 

Contraceptive measures must be taken during treatment and continued for at least three 2777 
months after the end of the course. 2778 
 2779 
 2780 
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 2781 
CONTRAINDICATIONS 2782 

1. HYPERSENSITIVITY TO ONE OF THE COMPONENTS 2783 
 2784 

2. NEUTROPENIA 2785 
Docetaxel must not be initiated in patients whose initial number of neutrophils is 2786 
less than 1,500/mm

3
. 2787 

 2788 
3. PREGNANCY 2789 

The safety of docetaxel has not been established in pregnant women. Docetaxel was found 2790 
to be embryotoxic and fetotoxic in rabbits and rats, and it was found to reduce fertility in 2791 
rats. As with other cytotoxic agents, docetaxel can lead to fetal injuries when it is 2792 
administered to pregnant women. Therefore, docetaxel must not be administered to 2793 
pregnant women. Women who are of child-bearing age and on docetaxel must avoid any 2794 
pregnancy and immediately inform the physician if they become pregnant. 2795 

 2796 
4. BREASTFEEDING 2797 

Docetaxel is a lipophilic substance, but it is not known if it passes into breast milk. 2798 
Therefore, given the risks of adverse effects in infants, breastfeeding must be stopped 2799 
during treatment with docetaxel. 2800 

 2801 
5. SEVERE HEPATIC FAILURE 2802 

Docetaxel must not be administered to patients with severe hepatic failure in the 2803 
absence of available data. 2804 

 2805 
OVERDOSE 2806 

Signs of intoxication: 2807 

1. BONE MARROW FAILURE 2808 

2. PERIPHERAL NEUROPATHY 2809 

3. MUCOSAL INFLAMMATION 2810 

Treatment 2811 
Two observations of an overdose have been reported. In one case, the patient had received 2812 
150 mg/m

2
 and, in the other, 200 mg/m

2
 of docetaxel, in a one-hour infusion. In both cases, the 2813 

patients recovered after a phase of severe neutropenia, moderate asthenia, skin reactions and mild 2814 
paresthesia. 2815 
In case of an overdose, the patient must be admitted to a specialized unit in order to strictly 2816 
monitor vital functions. There is no known antidote in case of an overdose from docetaxel. The 2817 
main anticipated complications are bone marrow suppression, peripheral neurotoxicity and 2818 
mucositis. 2819 

ROUTES OF ADMINISTRATION 2820 
- 1 - INTRAVENOUS (INFUSION) 2821 

DOSAGE & METHOD OF ADMINISTRATION 2822 
 2823 

Normal dosage: 2824 
1- Breast cancer: 2825 
- In patients treated for breast cancer, the recommended dosage of docetaxel monotherapy is 2826 
100 mg/m

2
 administered in a one-hour infusion every three weeks. 2827 

- Patients must be monitored more carefully during the first and second infusions of docetaxel 2828 
because of the risk of hypersensitivity reactions. 2829 
2- Non-small cell lung cancer: 2830 
- In patients treated for non-small cell lung cancer, the recommended dosage of docetaxel 2831 
monotherapy is 75 mg/m

2
 administered in a one-hour infusion every three weeks. 2832 

* Premedication with an oral corticosteroid such as dexamethasone at a dose of 16 mg per day (for 2833 
example: 8 mg BID) for five days, starting the day before docetaxel infusion, unless contraindicated, 2834 
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can reduce the incidence and severity of fluid retention and the severity of hypersensitivity 2835 
reactions. 2836 
* Dosage adjustment: 2837 
Docetaxel must not be administered so long as the number of neutrophils is less than 1,500/mm

3
. 2838 

In patients treated for breast cancer or lung cancer and who have had febrile neutropenia during 2839 
treatment, a neutrophil level less than 500/mm

3
 for more than one week, severe or repeated skin 2840 

reactions or severe peripheral neuropathy, the dose of docetaxel must be reduced from 100 to 2841 
75 mg/m

2
. If the reactions persist at 75 mg/m

2
, the dose must be reduced from 75 to 55 mg/m

2
 or 2842 

the treatment must be interrupted. 2843 
 2844 
Special dosage: 2845 
- Hepatic failure patients: 2846 
According to pharmacokinetic studies, in patients with an increase in transaminase levels (AST or 2847 
ALT) 1.5 times greater than the upper limit of normal (ULN) and an increase in phosphatase 2848 
alkaline levels exceeding 2.5 times the ULN, the recommended dose of docetaxel is 75 mg/m

2
. In 2849 

patients with serum bilirubin greater than the ULN and/or ALT and AST levels 3.5 times greater 2850 
than the ULN combined with alkaline phosphatases 6 times greater than the ULN, no dose 2851 
reduction can be recommended and docetaxel must not be administered except if strictly indicated. 2852 
- Children: 2853 
The tolerability and efficacy of Taxotere has not been established in children. 2854 
- Elderly patients: 2855 
In light of the data on population pharmacokinetics, no special precaution must be taken in elderly 2856 
patients. 2857 
 2858 

Directions for use: 2859 
* Recommendations for safe handling: 2860 
Taxotere is an antineoplastic agent and, like all other potentially toxic compounds, must be carefully 2861 
handled and prepared. Use of gloves is recommended. 2862 
In case of skin contact with the concentrate, premix or solution for infusion, skin should be 2863 
immediately and carefully rinsed with soap and water. In case of mucous membrane contact with the 2864 
concentrate, premix or solution for infusion, the contaminated area should be immediately washed 2865 
with plenty of water. 2866 
* Preparation for intravenous administration: 2867 
- Preparation of the Taxotere premix (10 mg of docetaxel/mL): 2868 
If vials are refrigerated, let the required number of Taxotere boxes stand at room temperature for 2869 
5 min. For each vial of Taxotere, aseptically extract all the solvent from the Taxotere vial using a 2870 
syringe equipped with a needle. Inject all the contents of the syringe into the corresponding 2871 
Taxotere vial. Remove the syringe and needle, and manually agitate the mixture for 15 seconds. 2872 
Let the vial with the premix solution stand for five minutes and then check that the solution is clear 2873 
and limpid. (Foaming is normal even after 5 min because of the presence of polysorbate 80 in the 2874 
composition of the drug.) 2875 
The premix solution contains 10 mg/mL of docetaxel and must be used immediately after 2876 
reconstitution; however, the physicochemical stability of this premix solution stored between 2877 
2 and 8 degrees C or at room temperature has been demonstrated over a period of eight hours. 2878 
- Preparation of the solution for infusion: 2879 
More than one premix vial may be necessary to obtain the dose prescribed to a patient. Taking into 2880 
account the dosage required for the patient, expressed in mg, aseptically extract the corresponding 2881 
volume of premix solution containing 10 mg/mL of docetaxel from the suitable number of premix 2882 
solution vials using a graduated syringe equipped with a needle. For example, a 140 mg dosage of 2883 
docetaxel will require 14 mL of premix solution. 2884 
Inject the quantity of premix solution volume into a 250 mL bag or a bottle for infusion containing 2885 
either 5% glucose solution or 0.9% NaCl solution. If a docetaxel dose greater than 200 mg is 2886 
necessary, use a greater quantity of the infusion vehicle so that a 0.74 mg/mL docetaxel 2887 
concentration is not exceeded. 2888 
Manually mix the infusion bag or bottle by manually rotating it. 2889 
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The Taxotere solution for infusion must be used within four hours and must be aseptically 2890 
administered in a one-hour infusion, at room temperature and in normal lighting conditions. 2891 
Like all parenterally administered drugs, the premix solution and solution for infusion of Taxotere 2892 
must be visually checked before any use, and solutions containing a precipitate must be discarded. 2893 
* Waste disposal: 2894 
Any equipment used to reconstitute and administer Taxotere must be destroyed according to the 2895 
hospital procedures for handling cytotoxic waste. 2896 

  2897 
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 2898 
 2899 
 2900 
 2901 
 2902 
 2903 
 2904 
 2905 
 2906 
 2907 
 2908 
 2909 
 2910 
 2911 
 2912 
 2913 
 2914 

APPENDIX XI 2915 

 2916 

Law on the protection of individuals  2917 

Declaration of Helsinki 2918 

  2919 
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 2920 
 2921 
 2922 
 2923 
 2924 

RECOMMENDATIONS INTENDED TO GUIDE DOCTORS IN BIOMEDICAL RESEARCH ON HUMAN 2925 
BEINGS 2926 

 2927 
DECLARATION OF HELSINKI FROM THE 2928 

WORLD MEDICAL ASSOCIATION 2929 
Adopted by 18th World Medical Assembly in HELSINKI, Finland, June 1964, and amended by the 29th World Medical Assembly, 2930 
TOKYO, Japan, October 1975, 35th World Medical Assembly, VENICE, Italy, October 1983 and 41st World Medical Assembly, 2931 
HONG KONG, September 1989. 2932 

 2933 
INTRODUCTION 2934 
It is the mission of the physician to safeguard the health of the people. His or her knowledge and conscience are dedicated to the 2935 
fulfillment of this mission.  2936 
The Declaration of Geneva of the World Medical Assembly binds the physician with the words, “The health of my patient will be my first 2937 
consideration,” and the International Code of Medical Ethics declares that, “A physician shall act only in the patient’s interest when 2938 
providing medical care, which might have the effect of weakening the physical and mental condition of the patient.” 2939 
The purpose of biomedical research involving human subjects must be to improve diagnostic, therapeutic and prophylactic procedures 2940 
and the understanding of the etiology and pathogenesis of disease. 2941 
In current medical practice, all diagnostic, therapeutic or prophylactic procedures involve hazards. This applies especially to biomedical 2942 
research. 2943 
Medical progress is based on research, which ultimately must rest in part on experimentation involving human subjects. 2944 
In the field of biomedical research, a fundamental distinction must be recognized between medical research in which the aim is 2945 
essentially diagnostic or therapeutic for a patient, and medical research in which the essential object is purely scientific and does not 2946 
imply direct diagnostic or therapeutic value to the person subjected to the research. 2947 
Special caution must be exercised in the conduct of research which may affect the environment, and the welfare of animals used for 2948 
research must be respected. 2949 
Because it is essential that the results of laboratory experiments be applied to human beings to further scientific knowledge and to help 2950 
suffering humanity, the World Medical Association has prepared the following recommendations as a guide to every physician in 2951 
biomedical research. These recommendations should be kept under review in the future. It must be stressed that the standards as 2952 
drafted are only a guide to physicians all over the world. Physicians are not relieved from criminal, civil and ethical responsibilities under 2953 
the laws of their own countries. 2954 

 2955 
1. BASIC PRINCIPLES 2956 
1.1. Biomedical research involving human subjects must conform to generally accepted scientific principles, and should be based on 2957 

adequately performed laboratory and animal experimentation, and on a thorough knowledge of the scientific literature. 2958 
1.2. The design and performance of each experimental procedure involving human subjects should be clearly formulated in an 2959 

experimental protocol, which should be transmitted for consideration, comment and guidance to a specially appointed 2960 
committee independent of the investigator and the sponsor, provided that this independent committee is in conformity with the 2961 
laws and regulations of the country in which the research experiment is performed. 2962 

1.3. Biomedical research involving human subjects should be conducted only by scientifically qualified persons, and under the 2963 
supervision of a clinically competent medical person. The responsibility for the human subject must always rest with a medically 2964 
qualified person, and never rest on the subject of the research, even though the subject has given his or her consent. 2965 

1.4. Biomedical research involving human subjects cannot legitimately be carried out, unless the importance of the objective is in 2966 
proportion to the inherent risk to the subject. 2967 

1.5. Every biomedical research project involving human subjects should be preceded by careful assessment of predictable risks, in 2968 
comparison with foreseeable benefits to the subject or to others. Concern for the interests of the subject must always prevail 2969 
over the interests of science and society. 2970 

1.6. The right of the research subject to safeguard his or her integrity must always be respected. Every precaution should be taken 2971 
to respect the privacy of the subject, and to minimize the impact of the study on the subject’s physical and mental integrity, and 2972 
on the personality of the subject. 2973 

1.7. Physicians should abstain from engaging in research projects involving human subjects, unless they are satisfied that the 2974 
hazards involved are believed to be predictable. Physicians should cease any investigation, if the hazards are found to outweigh 2975 
the potential benefits. 2976 

1.8. In publication of the results of his or her research, the physician is obliged to preserve the accuracy of the results. Reports of 2977 
experimentation not in accordance with the principles laid down in this Declaration should not be accepted for publication. 2978 

1.9. In all research on human beings, each potential subject must be adequately informed of the aims, methods, anticipated benefits 2979 
and potential hazards of the study, and the discomfort it may entail. He or she should be informed that he or she is at liberty to 2980 
abstain from participation in the study, and that he or she is free to withdraw his or her consent to participation at any time. The 2981 
physician should then obtain the subject’s freely-given informed consent, preferably in writing. 2982 

1.10. When obtaining informed consent for the research project, the physician should be particularly cautious, if the subject is in a 2983 
dependent relationship to him or her, or may consent under duress. In that case, the informed consent should be obtained by a 2984 
physician, who is not engaged in the investigation, and who is completely independent of this official relationship. 2985 

1.11. In case of legal incompetence, informed consent should be obtained from the legal guardian in accordance with national 2986 
legislation. Where physical or mental incapacity makes it impossible to obtain informed consent, or when the subject is a minor, 2987 
permission from the responsible relative replaces that of the subject, in accordance with national legislation. Whenever the 2988 
minor child is in fact able to give a consent, the minor’s consent must be obtained in addition to the consent of the minor’s legal 2989 
guardian. 2990 

1.12. The research protocol should always contain a statement of the ethical considerations involved, and should indicate that the 2991 
principles enunciated in the present Declaration are complied with. 2992 

 2993 
2. MEDICAL RESEARCH COMBINED WITH CLINICAL CARE (Clinical Research) 2994 
2.1. In the treatment of a sick person, the physician must be free to use a new diagnostic and therapeutic measure, if, in his or her 2995 

judgment, it offers hope of saving life, reestablishing health, or alleviating suffering. 2996 
2.2. The potential benefits, hazards and discomfort of a new method should be weighed against the advantages of the best current 2997 

diagnostic and therapeutic methods. 2998 
2.3. In any medical study, every patient --including those of a control group, if any-- should be assured of the best proven diagnostic 2999 

and therapeutic method. 3000 
2.4. The refusal of the patient to participate in a study must never interfere with the physician-patient relationship. 3001 
2.5. If the physician considers it essential not to obtain informed consent, the specific reasons for this proposal should be stated in 3002 

the experimental protocol for transmission to the independent committee (1.2). 3003 
2.6. The physician can combine medical research with professional care, the objective being the acquisition of new medical 3004 

knowledge, only to the extent that medical research is justified by its potential diagnostic or therapeutic value for the patient. 3005 
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 3006 
3. NON-THERAPEUTIC BIOMEDICAL RESEARCH INVOLVING HUMAN SUBJECTS  3007 

(Non-Clinical Biomedical Research) 3008 
3.1. In the purely scientific application of medical research carried out on a human being, it is the duty of the physician to remain the 3009 

protector of the life and health of that person, on whom biomedical research is being carried out. 3010 
3.2. The subjects should be volunteers --either healthy persons, or patients for whom the experimental design is not related to the 3011 

patient’s illness. 3012 
3.3. The investigator or the investigating team should discontinue the research, if in his/her or their judgment it may, if continued, be 3013 

harmful to the individual. 3014 
3.4.  In medical research, the interest of science and society should never take precedence over considerations related to the well-3015 

being of the subject. 3016 
  3017 
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 3018 
 3019 
 3020 
 3021 
 3022 
 3023 
 3024 
 3025 
 3026 
 3027 
 3028 
 3029 
 3030 
 3031 
 3032 
 3033 
 3034 
 3035 
 3036 
 3037 
 3038 
 3039 
 3040 
 3041 
 3042 
 3043 
 3044 
 3045 
 3046 

APPENDIX XII 3047 

 3048 

List of investigating sites 3049 

(amendments of 20 November 2003 and 10 February 2004) 3050 
  3051 
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Site 

No. 
Investigator Specialty Total 

 

 
01 

 

 
Oudard, Stéphane 

 

medical oncology 

specialist 

Hôpital Européen Georges  

Pompidou, Paris 

Service d’Oncologie Médicale  

[Medical Oncology Department]  

20, Rue Leblanc 

75908, Paris Cedex 15 

 

 
01 

 

 
Housset, Martin 

 

 
radiotherapy specialist 

Hôpital Européen Georges  

Pompidou, Paris 

Service De Radiothérapie [Radiotherapy 

Department]  

20, Rue Leblanc 

75908, Paris Cedex 15 

 

02 

 

Beuzeboc, Philippe 

 
medical oncology 

specialist 

Institut Curie [Curie Institute], Paris 

Service d’Oncologie Médicale  

26, Rue d’Ulm 

75005 Paris 

 

 
03 

 

 
Coscas, Ivan 

 

 
radiotherapy specialist 

Clinique De La Porte De St Cloud [Porte 

de St Cloud Clinic], Boulogne 

Service De Radiothérapie  

30, Rue De Paris 

92100 Boulogne Billancourt 

 

04 

 

Goldwasser, François 

 
medical oncology 

specialist 

Hôpital Cochin [Cochin Hospital], Paris 

Service d’Oncologie Médicale 

27, Rue Du Faubourg Saint Jacques 

75679 Paris Cedex 14 

 

05 

 

Voog, Eric 

 
medical oncology 

specialist 

Clinique Victor Hugo [Victor Hugo Clinic], 

Le Mans 

Service d’Oncologie Médicale 

18, Rue Victor Hugo 

72000 Le Mans 

 

07 

 
Hardy-Bessard, Anne 

Claire 

 
medical oncology 

specialist 

Clinique De Radiologie [Radiology 

Clinic], St Brieuc 

Service d’Oncologie Médicale 

21, Rue Du Vieux Séminaire 

22000 Saint Brieuc 

 

 
08 

 

 
Guinet, François 

 

medical oncology 

specialist 

Hôpital Européen De La Roseraie, 

[Roseraie European Hospital], 

La Roseraie 

Service d’Oncologie Médicale 

120 Avenue De La République 

93308 Aubervilliers 

 

 
09 

 

 
Boaziz, Catherine 

 

 
radiotherapy specialist 

Centre De Cancérologie Du Rouget, 

[Rouget Cancer Center], Sarcelles 

Service De Radiothérapie 

6, Avenue Charles Peguy 

95200, Sarcelles 

 

10 

 

Linassier, Claude 

 
medical oncology 

specialist 

Chu Bretonneau [Bretonneau CHU], 

Tours 

Service d’Oncologie Médicale 
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2 Boulevard Tonnellé 

37044 Tours 

 

11 

 

Ciupa, Michel 

 

radiotherapy specialist 

Polyclinique St Come [St Come 

Polyclinic], Compiègne 

Service De Radiothérapie 

72, Rue Carnot 

60200, Compiegne 

 

11 

 

Gay, Daniel 

 

radiotherapy specialist 

Polyclinique St Come, Compiègne  

Service De Radiothérapie 

72, Rue Carnot 

60200, Compiegne 

 

11 

 

Pellae-Cosset, Brigitte 

 

radiotherapy specialist 

Polyclinique St Come, Compiègne  

Service De Radiothérapie 

72, Rue Carnot 

60200, Compiegne 

 

 
12 

 

 
Vannetzel, Jean Michel 

 

 
radiotherapy specialist 

Clinique Hartmann [Hartmann Clinic], 

Neuilly Sur Seine 

Service De Radiothérapie 

26, Boulevard Victor Hugo 

92200, Neuilly Sur Seine 

 

15 

 

Rodier, Jean Michel 

 
medical oncology 

specialist 

Centre René Huguenin [René Hugenin 

Center], St Cloud 

Service d’Oncologie Médicale 

35, Rue Dailly 

92211, St Cloud 

 

15 

 

Goupil, Alain 

 
medical oncology 

specialist 

Centre René Huguenin, St Cloud Service 

d’Oncologie Médicale 

35, Rue Dailly 

92211, St Cloud 

 

16 

 

La Plaige, Phillippe 

 
medical oncology 

specialist 

Clinique Florimond Robertet [Florimond 

Robertet Clinic], Blois 

Service D’Oncologie Médicale 

40, Rue Monin 

41034, Blois Cedex 

 

17 

 

Vitu-Loas, Laurence 

 

radiotherapy specialist 

Crtt - Clinique De Meudon [Meudon 

Clinic] 

Service De Radiothérapie 

7, Avenue De Villacoublay 

92360 Meudon La Foret 

 

17 

 

Thiellet, Anne 

 

radiotherapy specialist 

Crtt - Clinique De Meudon 

Service De Radiothérapie 

7, Avenue De Villacoublay 

92360 Meudon La Foret 

 

 
18 

 

 
Rousseau, Frédérique 

 

medical oncology 

specialist 

Cmc (Centre Médico-Chirurgical 

[Medical-Surgical Center]) Cergy 

Pontoise [Cergy Pointoise CMC], Hôpital 

Rene Dubos [Rene Dubos Hospital] 

Service d’Oncologie Médicale 

6, Avenue D’ Ile De France 
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19 

 

Piot, Gilles 

 
medical oncology 

specialist 

Cmc Les Ormeaux [Ormeaux CMC], Le 

Havre 

Service d’Oncologie Médicale 

37, Rue Guillaume Le Conquérant 

76600 Le Havre 

 

19 

 
Damour, Marie 

Dominique 

 
medical oncology 

specialist 

Cmc Des Ormeaux, Le Havre 

Service d’Oncologie Médicale 

37, Rue Guillaume Le Conquéran 

76600 Le Havre 

 

20 

 

Netter, Pinon Geneviève 

 
medical oncology 

specialist 

Centre Hospitalier De Meaux [Meaux 

Hospital Center] 

Service d’Oncologie Médicale 

6-8, Rue St Fiacre 

77104 Meaux 

 

21 

 

Darse, Thierry 

 
medical oncology 

specialist 

Hôpital André Mignot [André Mignot 

Hospital], Versailles 

Service d’Oncologie Médicale 

177, Route De Versailles 

78150 Le Chesnay 

 

21 

 

Mayeur, Didier 

 
medical oncology 

specialist 

Hôpital André Mignot, Versailles  

Service d’Oncologie Médicale 

177, Route De Versailles 

78150 Le Chesnay 

 

21 

 
Abraham, Christine 

(Jaillon) 

 
medical oncology 

specialist 

Hôpital André Mignot, Versailles  

Service d’Oncologie Médicale 

177, Route De Versailles 

78150 Le Chesnay 

 

22 

 

Aubert, Christianne 

 
medical oncology 

specialist 

Polyclinique St Claude [St Claude 

Polyclinic], St Quentin 

Service d’Oncologie Médicale 

1, Boulevard Albert Schweitzer 

02100 Saint Quentin 

 

23 

 

Misset, Jean-Louis 

 
medical oncology 

specialist 

Hôpital Saint Louis [Saint Louis 

Hospital], Paris 

Service d’Oncologie Médicale 

1, Avenue Claude Vellefaux 

75475 Paris Cedex 10 

 

23 

 

Hennequin, Christophe 

 

radiotherapy specialist 

Hôpital Saint Louis, Paris 

Service De Radiothérapie 

1, Avenue Claude Vellefaux 

75475 Paris Cedex 10 

 

 
24 

 

 
Laguerre, Brigitte 

 

medical oncology 

specialist 

Centre Eugéne Marquis [Eugéne 

Marquis Center], Rennes 

Service d’Oncologie Médicale 

Rue De La Bataille Flandres-Dunkerque 

35062 Rennes 
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26 

 

Zylberait, David 

 
medical oncology 

specialist 

Centre Hospitalier De Compiegne 

[Compiegne Hospital Center] 

Service d’Oncologie Médicale 

8, Avenue Henri Adenot 

360321 Compiegne 

 

28 

 

Mignot, Laurent 

 
medical oncology 

specialist 

Hôpital Foch [Foch Hospital], Suresnes  

Service d’Oncologie Médicale 

40, Rue Worth 

92151, Suresnes 

 

34 

 

Berdah, Jean-François 

 
medical oncology 

specialist 

Clinique De L’espérance [Hope Clinic], 

Hyères 

Service d’Oncologie Médicale 

14 Bis Avenue Victoria 

83400 Hyeres 

 

35 

 

Chinet-Charrot, Paule 

 
medical oncology 

specialist 

Centre Henri Becquerel [Henri Becquerel 

Center], Rouen 

Service d’Oncologie Médicale 

1, Rue D’amiens 

76038, Rouen Cedex 

 

 
36 

 

 
Culine, Stéphane 

 

medical oncology 

specialist 

Crlc Val D’aurelle Paul Lamarque, 

Montpellier 

Service d’Oncologie Médicale 

Parc Euromédicine 

34298 Montpellier Cedex 5 

 

37 

 

Ferrero, J.M. 

 
medical oncology 

specialist 

Centre Antoine-Lacassagne [Antoine-

Lacassagne Center], Nice 

Service d’Oncologie Médicale 

33, Avenue De Valombrose 

06189, Nice Cedex 2 

 

38 

 

Chevreau, Christine 

 
medical oncology 

specialist 

Institut Claudius Regaud [Claudius 

Regaud Institute], Toulouse 

Service d’Oncologie Médicale 

20-24, Rue Du Pont Saint Pierre 

31052, Toulouse Cedex 

 

39 

 

Gravis, Gwenaëlle 

 
medical oncology 

specialist 

Institut Paoli Calmettes [Paoli Calmettes 

Institute] - Marseille 

Service d’Oncologie Médicale 

232, Boulevard Sainte Marguerite 

13273, Marseille Cedex 09 

 

40 

 

Abbassi, Fares 

 

radiotherapy specialist 

Clinique St Jean [St Jean Clinic], Melun 

Service De Radiothérapie 

41, Avenue De Corbeil 

77000, Melun 

 

41 

 

Bressac, Claude 

 
medical oncology 

specialist 

Hôpital Saint-Joseph [Saint-Joseph 

Hospital], Marseille 

Service d’Oncologie Médicale 

26, Boulevard Louvain 

13008, Marseille 
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43 

 

Blanc, Anne Sophie 

 
medical oncology 

specialist 

Hôpital De Creil [Creil Hospital] 

Service d’Oncologie Médicale 

Bd Laënnec 

60100 Creil 

 

 
44 

 

 
Miglianico, Laurent 

 

medical oncology 

specialist 

Centre Hospitalier Privé [Private Hospital 

Center], Saint Gregoire 

Service d’Oncologie Médicale  

Boulevard De La Boutiére 

35760 Saint Gregoire 

 

 
44 

 

 
Bassoulet, James 

 

medical oncology 

specialist 

Centre Hospitalier Privé, Saint Gregoire 

Service d’Oncologie Médicale 

Boulevard De La Boutiére 

35760 Saint Gregoire 

 

 
45 

 

 
Priou, Frank 

 

medical oncology 

specialist 

Centre Hospitalier La Roche Sur Yon 

[Roche Sur Yon Hospital Center] 

Service Oncologie-hématologie 

[Hematology-Oncology Department] 

85925, La Roche Sur Yon - Les 

Oudairies 

 

46 

 

Caty, Anne 

 
medical oncology 

specialist 

Centre Oscar Lambret [Oscar Lambret 

Center], Lille 

Service d’Oncologie Médicale 

3, Rue Frédéric Combemale 

59000, Lille 

 

47 

 

Ravaud, Alain 

 

radiotherapy specialist 

Hôpital Saint-André, Bordeaux 

Service De Radiothérapie 

1, Rue Jean Burguet 

33075, Bordeaux 

 

48 

 

Roland, Fréderique 

 
medical oncology 

specialist 

Centre René Gauducheau [René 

Gauducheau Center], Nantes 

Service d’Oncologie Médicale 

Boulevard Jacques Monod 

44805, Nantes Saint-Herblain 

 

53 

 

Sevin, Emmanuel 

 
medical oncology 

specialist 

Centre François Baclesse [François 

Baclesse Center], Caen 

Service d’Oncologie Médicale 

Route De Lion Sur Mer 

14076 Caen Cedex 05 

 

53 

 

Brune, Daniel 

 

radiotherapy specialist 

Centre François Baclesse, Caen 

Service De Radiothérapie 

Route De Lion Sur Mer 

14076 Caen Cedex 05 

 

 
55 

 

 
Vanoli, Andre 

 

medical oncology 

specialist 

Cabinet De Cancérologie [Oncology 

Office], Saint Remy 

Service d’Oncologie Médicale 

14, Rue Charles Dodille 

71100, Saint Remy 
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56 

 

Muracciole, Xavier 

 

radiotherapy specialist 

Ch (Centre Hospitalier [Hospital Center]) 

De Timone [Timone CH], Marseille 

Service De Radiothérapie 

Rue Saint Pierre 

30085 Marseille Cedex 5 

 

56 

 

Aquaron, Corinne 

 

research physician 

Ch De Timone, Marseille 

Service De Radiothérapie 

Rue Saint Pierre 

30085 Marseille Cedex 5 

 

56 

 

Baciuchka, Marjorie 

 
medical oncology 

specialist 

Ch De Timone, Marseille 

Service d’Oncologie Médicale 

Rue Saint Pierre 

30085 Marseille Cedex 5 

 

56 

 

Mercier, Cedric 

 
medical oncology 

specialist 

Ch De Timone, Marseille 

Service d’Oncologie Médicale 

Rue Saint Pierre 

30085 Marseille Cedex 5 

 

58 

 

Rixe, Olivier 

 
medical oncology 

specialist 

Hôpital Pitié-Salpetriere [Pitié-Salpetriere 

Hospital], Paris 

Service d’Oncologie Médicale 

47-83, Boulevard De L’hôpital 

75651 Paris Cedex 13 
 3052 
  3053 
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APPENDIX XIII 3077 

 3078 

Quality of Life Questionnaire 3079 

  3080 
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QUALITY OF LIFE QUESTIONNAIRE 3081 

EORTC QLQ-C30 version 3 3082 

We are interested in you and your health. Please answer all of the questions yourself by circling 3083 
the number that best applies to your situation. There are no “right” or “wrong” answers. This 3084 
information is strictly confidential. 3085 

 3086 
 3087 
 3088 
 3089 
During the past week Not 

at all 
A little Quite a 

bit 
Very 
much 

1. Do you have any trouble doing certain strenuous physical activities 
like carrying a heavy shopping bag or a suitcase? 

1 2 3 4 

2. Do you have any trouble taking a LONG walk? 1 2 3 4 

3. Do you have any trouble taking a SHORT walk outside? 1 2 3 4 

4. Do you need to stay in bed or a chair for most of the day? 1 2 3 4 

5. Do you need help with eating, dressing, washing, grooming or 

going to the toilet? 

1 2 3 4 

6. Are you limited in any way in doing either your work or your usual 

chores at home? 

1 2 3 4 

7. Are you completely unable to work or to do your usual chores at 

home? 

1 2 3 4 

 3090 
 3091 
During the past week Not 

at all 
A little Quite a 

bit 
Very 
much 

8. Were you short of breath? 1 2 3 4 

9. Have you had pain? 1 2 3 4 

10. Did you need to rest? 1 2 3 4 

11. Have you had trouble sleeping? 1 2 3 4 

12. Have you felt weak? 1 2 3 4 

13. Have you lacked appetite? 1 2 3 4 

14. Have you been nauseous (sick to your stomach)? 1 2 3 4 

15. Have you vomited? 1 2 3 4 

16. Have you been constipated? 1 2 3 4 

  3092 
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During the past week Not 
at all 

A little Quite a 
bit 

Very  
much 

17. Have you had diarrhea? 1 2 3 4 

18. Were you tired? 1 2 3 4 

19. Did pain interfere with your daily activities? 1 2 3 4 

20. Have you had difficulty concentrating on certain things, for 

example reading the newspaper or watching television? 

1 2 3 4 

21. Did you feel tense? 1 2 3 4 

22. Did you worry? 1 2 3 4 

23. Did you feel irritable? 1 2 3 4 

24. Did you feel depressed? 1 2 3 4 

25. Have you had difficulty remembering certain things? 1 2 3 4 

26. Has your physical condition or medical treatment interfered 

with your FAMILY life? 

1 2 3 4 

27. Has your physical condition or medical treatment interfered with 

your SOCIAL life (for example, going out with friends, going to the 

movies, etc.) 

1 2 3 4 

28. Has your physical condition or medical treatment caused you 

financial difficulties? 

1 2 3 4 

 3093 
 3094 
 3095 

 3096 

FOR THE FOLLOWING QUESTIONS, PLEASE ANSWER BY CIRCLING THE NUMBER 3097 
BETWEEN 1 AND 7 THAT BEST APPLIES TO YOUR SITUATION. 3098 

 3099 
 3100 
 3101 

29. How would you rate your overall PHYSICAL CONDITION during the past week? 3102 
 3103 

1 2 3 4 5 6 7 

Very poor      Excellent 
 3104 

30. How would you rate your overall QUALITY OF LIFE over the past week? 3105 
 3106 

1 2 3 4 5 6 7 

Very poor      Excellent 

 3107 


