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1.
SYNOPSIS

Title:
Weekly Taxol® plus Xeloda vs. Taxotere® every three weeks plus Xeloda in the treatment of metatstatic breast cancer.



A multicentre, randomized phase II/III study

Design:
Open randomized multicentre phase II/ III trial comparing the following combinations: 


A: Taxol® weekly + Xeloda days 1-14 every three weeks


B. Taxotere® every three weeks + Xeloda days 1-14 every three weeks

Rationale:
Background


Docetaxel 100 mg/m2 every 3 week has shown superiority in comparison with Methotrexate/5-FU/Leukovorin (MFL) (Sjöström et al) and mitomycin C/vinblastine (MV) (Nabholz et al) and has been recognized as second line chemotherapy in advanced metastatic breast cancer after failure on an anthracykline containing regimen.

Paclitaxel is an effective agent in the treatment of metastatic breast cancer. In phase II and III trials where paclitaxel has been given every 3 week at doses of 135–250 mg/m2 administered by 3-h or 24-h infusion, response rates of 23–60% have been reported (Fountzilas et al., Smith RE et al., Nabholz JM et al., Seidman AD et al. ,Davidson NG et al.)  

The activity and tolerability of weekly dosing of paclitaxel have attracted much interest. Weekly paclitaxel is usually associated with little myelosuppression and mild-to-moderate reversible neuropathy. It is considered as both dose-dense and dose-intense therapy and may, therefore, have advantages with respect to cumulative drug exposure. When given weekly by 1-hour infusion in doses of 80–100 mg/m2, response rates of 21.5–68% have been reported (Perez E et al., Seidman A et al., Sola C et al., Wist E et al.)


Preclinical data have shown that the taxanes upregulate the expression of thymidine phosphorylase, TP, in tumors. Access to TP is a prerequisite for the activation of capecitabine. TP converts the capecitabine metabolite 5’-DFUR to the active drug, 5-fluorouracil.


Under these circumstances, a combination of paclitaxel or docetaxel with capecitabine is expected to enhance the availability of fluorouracil as an active chemotherapeutic agent with a synergistic cytotoxic effect surpassing the effects which are expected from the addition of one further drug. A recent study has shown that the addition of capecitabine to docetaxel results in a significant increase of objective response, time to progression and overall survival (O’Shaughnessy et al).

Objectives:
Primary endpoint:


Time to treatment failure


Secondary endpoint:


Comparison of response rate, overall survival, and safety related to treatment with weekly Taxol® or Taxotere® every three weeks.

Study Arms
A: Taxol ®+ Xeloda


B: Taxotere® + Xeloda

Patients, in whom complete response is achieved, should receive additional cycles of the study treatment for consolidation for a period of 6 weeks, thereafter maintenance treatment upon the physician’s decision until progressive disease.

Simultaneous use of bisphosphonates is allowed, if this treatment has been initiated at least four weeks before study entry.

Dose regimen:
A: Taxol® 80 mg/m2 every week plus Xeloda 2000 mg/m2 orally on days 1-14 every 21 days


B: Taxotere® 75 mg/m2 every 3 weeks plus Xeloda® 2000 mg/m2 orally on days 1-14 every 21 days


All patients receiving paclitaxel will be premedicated with the histamine H1-receptor blocker dexchloropheniramin   (Phenamin®) 5 mg administered intravenously (i.v.) and the histamine H2-receptor blocker cimetidine 300 mg i.v., both administered 30 minutes before paclitaxel along with dexamethasone 8 mg i.v. 40 minutes before paclitaxel for the two first courses. If no hypersensitivity reaction occurs, the dexamethasone dose is reduced to 4 mg i.v. for the next two courses. If no reaction occurs with this lower dose, dexamethasone is omitted from the following premedication courses.


Cetirizine (Zyrtec®) 10 mg can be used in stead of Phenamin®. 


Ranitidine (Zantac®) 50 mg can be used in stead of cimetidine). 


Dexamethasone at a dose of 4 mg i.v. can be continued at the discretion of the researcher even if no hypersensitivity reaction occurs after 4 courses).


All patients receiving docetaxel will be premedicated with dexamethasone 8 mg orally the evening before treatment (day -1), 8 mg twice daily on day 1 and 2 and in the morning of day 3.


Patients will be treated as long as they experience clinical and objective benefits. The treatment will be disrupted due to progressive disease, intolerable side effects, other medical reasons, or due to the patients’ desire.

Evaluation:
An objective evaluation of the treatment, limited to measurable/evaluable lesions, will be performed every 9 week until progression. Follow up after discontinuation of chemotherapy due to toxicity or the will of the patient should also be on a 9 week basis until progression. Thereafter every 6 months or at the discretion of the researcher.  



Objective response to the treatment will be evaluated according to RECIST criteria for soft tissue and visceral metastases, and according to WHO criteria for bone metastases.

Subjects:
Female patients with histologically confirmed advanced breast cancer with measurable or evaluable lesions who may or may not have received adjuvant or one line of metastatic treatment. 

Sample size:
224 patients evaluable for time to treatment  failure will be included.

Evaluation criteria:


Physical examination


CT-scan of marker lesions


Chest X-ray


Bone scan, X-ray of bones, MRI


Other imaging techniques as appropriate

Safety criteria:
Biochemical tests


Blood counts


Performance status


Physical examination

Participants:
Members of the Trialists Group


Erik Wist, Department of Oncology, Ullevål University Hospital


Erik Løkkevik, Department of Oncology, The Norwegian Radium Hospital


Lars Ottestad, Department of Oncology, The Norwegian Radium Hospital


Thomas Jansson, Department of Oncology, St. Olav’s Hospital

2.
INTRODUCTION

2.1
Breast Carcinoma

Breast carcinoma is the most frequent neoplasm in women in the western world. Statistics from 1990 and 1991 indicate that a total of 324,400 women in the United States, in the European Community and in Canada are diagnosed with carcinoma of the breast every year. This disease is also the primary cause of death due to cancer in women with about 113,700 deaths per year, twice as high the figure of any other neoplasm (American Cancer Society, Gaudette et al, Møller Jensen et al).   

At initial presentation, the majority of patients with breast cancer present with disease limited to the breast. However, there are still some patients who present with locally advanced or even metastatic disease at the time of diagnosis.

Once regionally extensive or metastatic breast cancer has been diagnosed, the goal of the treatment in the early period of metastatic disease is mainly to delay the natural course of the disease and, if possible, prolong survival. Principally, the most effective therapy with tolerable side effects will be preferred. 

A review of single agent efficacy of cytotoxic compounds against metastatic breast cancer indicates that the anthracyclines, taxanes, alkylating agents, antimetabolites and vinca alkaloids are among the most active drugs in the treatment of the disease, presenting an overall cumulative response rate exceeding 20%. However, a wide variation of results is apparent when the data are analyzed according to any versus no prior chemotherapy for metastatic disease. In previously untreated patients, response rates range from 26 to 73%, whereas in patients who have already gone through chemotherapy for metastatic disease these figures decrease to a range from 15 to 40%.

	Single-agent chemotherapy of metastatic breast cancer (mod. from Henderson 1987)

	Compound
	All Patients
	No Prior Chemo
	With Prior Chemo

	
	Eval
	CR + PR

%
	Eval
	CR + PR

%
	Eval
	CR + PR

%

	Doxorubicin Epirubicin

Paclitaxel

Docetaxel

Cyclophosphamide

Fluorouracil

Capecitabine

Methotrexate

Vinorelbine
	1122

210

2116

1181

887

1921

196

547

981
	32

34

26

44

33

27

23

28

34
	182

30

826

253

594

667

61

76

471
	43

73

31

59

36

28

30

26

42
	940

180

1290

928

135

116

135

134

510
	29

27

23

40

22

15

20

17

27


The choice of treatment is made on the basis of known prognostic factors in advanced disease, performance status, localization and number of metastatic sites, duration of the recurrence-free interval, and biological markers, i.e. presence or absence of hormone receptors, c-erbB2, and S-phase fraction. 

2.2
Paclitaxel in Breast Carcinoma

Paclitaxel is an effective agent in the treatment of metastatic breast cancer. In phase II and III trials where paclitaxel has been given every 3 week at doses of 135–250 mg/m2 administered by 3-h or 24-h infusion, response rates of 23–60% have been reported (Fountzilas et al., Smith RE et al., Nabholz JM et al., Seidman AD et al. ,Davidson NG et al.)  

The activity and tolerability of weekly dosing of paclitaxel have attracted much interest. Weekly paclitaxel is usually associated with little myelosuppression and mild-to-moderate reversible neuropathy. It is considered as both dose-dense and dose-intense therapy and may, therefore, have advantages with respect to cumulative drug exposure. When given weekly by 1-hour infusion in doses of 80–100 mg/m2, response rates of 21.5–68% have been reported (Perez E et al., Seidman A et al., Sola C et al., Wist E et al.)

2.3
Docetaxel in breast carcinoma


Docetaxel 100 mg/m2 every 3 week has shown superiority in comparison with Methotrexate/5-FU/Leukovorin (MFL) (Sjöström et al) and mitomycin C/vinblastine (MV) (Nabholz et al) and has been recognized as the standard second line chemotherapy in advanced metastatic breast cancer after failure on an anthracykline containing regimen.

2.4
Capecitabine in Breast Carcinoma

Capecitabine is an oral tumor-activated and tumor-selective fluoropyrimidine carbamate, developed with the aim of preferential conversion to 5-FU at the tumor site by exploiting the higher levels of thymidine phosphorylase (TP) found in tumor tissues compared to normal tissues (Miwa M et al).

After oral administration it passes unchanged from the gastrointestinal tract and is metabolized in the liver by 60 kDa carboxyl esterase (previously known as acylamidase isozyme A), to 5’–DFCR which is then converted to 5’–DFUR by cytidine deaminase located in the liver and also in tumor tissues. Further metabolism of 5’–DFUR preferentially occurs at the site of the tumor under the action of thymidine phosphorylase, to 5–FU. The exposure of normal body tissues to systemic 5–FU is, therefore, minimized.

Capecitabine has been shown in vitro to be active in xenograft models resistant to 5-FU and can achieve higher tumor concentrations of 5-FU than intravenous 5-FU (Miwa M et al, Ishikawa et al). The improved therapeutic index of capecitabine appears directly related to tumor-specific generation of 5-FU by tumor-associated enzymes. This tumor-selective activation has been verified in mouse models where the administration of capecitabine resulted in 16 to 35 fold higher concentrations of 5-FU within tumors than did 5-FU administration. Capecitabine treatment also produced concentrations of 5-FU that were considerably higher in tumor tissue relative to the levels in plasma and muscle (AUC ratio of 209 and 22 for intratumoral values versus plasma and muscle, respectively). In summary, the total amount of 5-FU found within tumors was selectively higher following the administration of capecitabine than 5-FU. The difference was enhanced when tumor-to-plasma ratios were analyzed. By selectively generating high concentrations of 5-FU within tumor tissue through intermediates of lesser toxicity, capecitabine is expected to be more effective in the clinical setting than 5-FU, and than other fluoropyrimidines which undergo non-specific enzymatic activation in the liver.

5-FU is inactivated by dihydropyrimidine dehydrogenase (DPD). The ratio between TP and DPD correlates with the access to active drug. Low levels of active DPD may cause increased toxicity. About 3 % of the normal population are heterozygote carriers of DPYD gene mutations (McMurrough J, Lu Z).

2.5
Synergism between taxanes and capecitabine

Preclinical results have shown that taxanes upregulate the expression of thymidine phosphorylase, TP, the prerequisite for the activation of capecitabine, in tumors (Ishikawa et al, Sawada et al). Among tested compounds, paclitaxel had the highest potential in the concentrations used in the in vitro model (Ishitsuka, Sawada et al). From that, a synergistic effect for the combination of taxane with capecitabine would be expected.

Two phase II trials investigated treatment with paclitaxel 175 mg/m2 on day 1 every three weeks in combination with capecitabine, given continuously on days 1-14 twice daily at doses 1000 mg/m2 (Perez-Manga G et al) and 825 mg/m2 (Meza LG et al). Both showed objective response rates of 51% and median times to progression of 8.1 and 10.5 months, respectively. Since both regimens achieved similar results, capecitabine doses of 825 mg/m2 must be assumed adequate in combination with paclitaxel in the used dosage.

Results from a randomized trial including in total 511 patients were recently presented by O’Shaughnessy et al. In this trial, docetaxel 100 mg/m2 alone was compared with capecitabine 1250 mg/m2 plus docetaxel 75 mg/m2. There was a significant advantage for the combination compared to the single drug treatment regarding overall objective response (42 vs. 30%), time to progression (6.1 vs. 4.2 months) and overall survival (14.5 vs. 11.5 months). These results confirm the early findings of a synergistic effect of taxanes with capecitabine.

2.6
Study rationale

Paclitaxel (Taxol®) and docetaxel (Taxotere®) have demonstrated significant activity in breast cancer. Preclinical data suggest that taxanes stimulate the production of thymidine phosphorylase (TP), thereby increasing the conversion of 5’–DFUR to 5-FU (Ishikawa et al, Sawada et al). A recent study has shown that the addition of capecitabine to docetaxel results in a significant improvement of objective response, time to progression and overall survival (O’Shaughnessy et al). Similarly, a combination of paclitaxel with capecitabine is expected to enhance the availability of fluorouracil as an active chemotherapeutic agent with a synergistic cytotoxic effect surpassing the merely additional effect contributed by one further drug.

In the trial combining docetaxel and capecitabine a dose of 2500 mg/m2 divided in two daily doses were used (O’Shaughnessy et al). A dose reduction of 25% was necessary in the majority of patients without reducing the effect of the combination. A dose of 2000 mg/m2 divided in two daily doses is therefore used in this trial both for the docetaxel and the paclitaxel arms.

The following tasks will be investigated by this trial:

1. Comparison of the combination of Xeloda® treatment with weekly Taxol® or the recommended three weekly schedule of Taxotere®
2. Impact of the different treatments on the quality of life.

3.
OBJECTIVES

3.1
Study design:

Open labeled randomized multicentre phase II/III trial. It is intended to include patients who are not usually included into clinical trials because they are not having disease with measurable lesions. In breast cancer the bulk of patients with metastatic disease is presenting with bone metastases which is difficult to evaluate with respect to response.  In this study it is one of the main objectives to include this kind of everyday patients that we see in the clinic. 

Because of this we will be using TTF as the primary endpoint. Skeletal events requiring radiotherapy or major changes in pain medications are defined as treatment failures causing stop in treatment even in the absence of radiological findings.

A:
weekly Taxol® plus Xeloda® on days 1-14 q 3w

B:
Taxotere® q 3w plus Xeloda® on days 1-14 q 3w

Patients are randomized equally between the two arms. 

Concomitant therapy (see also p 5.1.7): Simultaneous use of bisphosphonates is allowed, if this treatment has been initiated at least four weeks before study entry.

Patients in complete response (CR; see also p. 5.1.8): These patients should receive additional study treatment for consolidation for 6 weeks, thereafter maintenance treatment until progressive disease either with the same treatment or alternative tumor therapy upon the physician’s decision.

3.2
Primary endpoint .

Time to treatment failure (TTF)

3.3 Secondary endpoints 

Difference in quality of life between the two treatment arms.

4.
STUDY SUBJECTS

Prior endocrine therapy (adjuvant or for the treatment of metastatic disease),   localized radiotherapy, and bisphosphonates (if started > 4 weeks before inclusion) are allowed.

One prior regimen of chemotherapy for metastatic disease is allowed

Patients with documented metastatic breast carcinoma in the situation where 1st or 2nd line chemotherapy is indicated. 

· Patients, who have ended adjuvant anthracycline containing chemotherapy within the last 12 months, should be using taxanes as 1st line chemotherapy.

· Patients, who have ended adjuvant anthracycline containing chemotherapy for more than 12 months ago, should be using an anthracykline containing regimen as 1st  line chemotherapy and taxanes as 2nd .line.

4.1    
Inclusion criteria

Patients must fulfill all of the following criteria to be eligible for admission to the study:

Morphologically proven breast carcinoma

Written informed patient consent  

Measurable and/or evaluable disease

Measurable disease is defined as least one lesion that can be accurately measured in at least one dimension as ≥20 mm by conventional techniques, or as ≥10 mm by spiral CT scan) as defined in section 8.  

Evaluable metastases. Lytic bone metastases as only site of recurrence are allowed and can be evaluated for response according to the WHO-criteria for reporting on response in bone metastases.

Age 18 years or older

ECOG Performance Status 0-2

Life expectancy of at least three months


Adequate cardiac functions

Adequate hematological, renal and hepatic functions, defined as:

White blood cell count 
> 3.9 x 109/L

Trombocytes
> 100 x 109/L

Serum creatinine
< 1.25 x ULN* 

Bilirubin
< 1.5 ULN

If alkaline phosphatases (ALP) is normal

ALAT
< 3.5 ULN

ASAT
< 3.5 ULN

If alkaline phosphatases (ALP) is > 2.5 ULN

ALAT
< 1.5 ULN

ASAT
< 1.5 ULN

Patient must be accessible for treatment and follow-up.

4.2
Exclusion criteria

Recurrence-free interval less than one year, if previous adjuvant or neoadjuvant regimen contained a taxane 

Neoplasm other than breast carcinoma, except for non-melanoma skin cancer or curatively treated carcinoma in situ of the cervix, diagnosed during the past five years

Pregnancy or lactation

Known brain metastases

Preexisting motor or sensory neuropathy ≥ grade 2 according to NCI CTC 2.0 criteria (severe paresthesia and/or mild weakness, or worse)

Severe hepatic or renal impairment (for capecitabine: calculated creatinine clearance below 30 ml/min; for calculation, see p. 5.1.4) not allowing for adequate use of the proposed regimens

History of known dihydropyrimidine dehydrogenase (DPD) deficiency (severe reaction on previous treatment with fluorouracil)

Active infection or other serious underlying medical condition which would impair the ability of the patient to receive protocol treatment, including prior allergic reactions to drugs containing cremophor, such as teniposide, cyclosporin or vitamin K

Dementia or significantly altered mental status that would prohibit the understanding and giving of informed consent.

5.
STUDY EXECUTION

5.1
Treatment Plan


5.1.1
Premedication

Premedication for the schedule containing Taxol® is performed according to the following schedule:

Table 2

	AGENT
	DOSE
	ROUTE
	DURATION

	Dexchloropheniramin (Phenamin®) 
	5 mg
	i.v.
	30 minutes prior to treatment

	Cimetidine 

(Cimet®, Tagamet®)
	300 mg
	i.v.
	30 minutes prior to treatment

	Dexamethasone* (Decadron®) 
	8 mg
	i.v.
	40 minutes prior to treatment


*If no hypersensitivity reaction occurs, the dexamethasone dose is reduced to 4 mg i.v. for the next two courses. If no reaction occurs with this lower dose, dexamethasone should be omitted from the following premedication courses but can be continued at the investigators discretion. 

OR

	AGENT
	DOSE
	ROUTE
	DURATION

	Cetirizine (Zyrtex®) 
	10 mg
	p.o.
	2 hours prior to treament

	Betamethasone*

(Betapred®)
	8 mg
	i.v.
	30 minutes prior to treatment

	Ranitidine (Zantac®, eventuelt synonymer)
	50 mg
	i.v.
	30 minutes prior to treatment


*If no hypersensitivity reaction occurs, the betamethasone dose is reduced to 4 mg i.v. for the next two courses. If no reaction occurs with this lower dose, betamethasone should be omitted from the following premedication courses but can be continued at the investigators discretion

Pre- and postmedication for arm B Taxotere®:

All patients receiving docetaxel will be premedicated with dexamethasone 8 mg orally the evening before treatment (day -1), 8 mg twice daily on day 1 and 2 and in the morning of day 3.

5.1.2
Dose Schedule

Taxol® 80 mg/m2 will be administered weekly as a one hour infusion. Taxotere® 75 mg/m2 will be administered every three weeks as a one hour infusion. Xeloda® is given orally within 30 minutes after the end of a meal (breakfast, dinner) for 14 days. This treatment can be initiated with an evening dose at day 1, ending with a morning dose on day 15. After the 14 days treatment period the medication is stopped for one week.

5.1.3
Dose adjustments

The paclitaxel administration is held pending recovery of absolute neutrophil count to 1.0 x 109 cells/L and/or platelets more than 100 000 x 109 cells/L and resolution of any nonhematologic toxicity to grade 2 or less.  Paclitaxel is reduced in increments of 10 mg/m2 or 20 mg/m2 in the event of grade 2 or 3 nonhematologic toxicity respectively. Paclitaxel is also reduced in increments of 10 mg/m2 in patients requiring more than 2 weeks to recover from any toxicity.

Docetaxel administration will be held pending recovery of absolute neutrophil counts to 1.5 x 109 cells/L. In patients with febrile neutropenia and/or neutrophil count for more than one week < 0.5 x 109 cells/L, the dose of docetaxel should be reduced to 60 mg/m2. In case of severe skin reactions and/or neuropathy the dose should be reduced correspondingly.

Dose adjustment for capecitabine (Xeloda®) is described in Appendix 1.   

5.1.4
Precautions in Xeloda® treatment

Liver function. At increase of total serum bilirubin ≥1.25 x upper normal limit (ULN) treatment should be adjusted. If > 3.0 x ULN stop treatment.
Renal function. Patients with reduced renal function should be treated with caution. At moderate reduction (creatinine clearance 30-50 ml/min), Xeloda® doses are reduced to 75% (dose step –1) of the planned dose from start. In cases of severe renal dysfunction (creatinine clearance <30 ml/min), treatment is contraindicated. The clearance will be calculated according to the Cockcroft Gault formula:

	Creatinine clearance
	=
	(140 – age) x weight (kg) x 0.85

	(mL/min) in females
	
	72 x serum creatinine (μg/L)


5.1.5
Drug interactions with Xeloda®
Xeloda® interacts with several drugs which are commonly used in cancer patients. Plasma concentrations of warfarin, phenytoin, and folate may be influenced by concomitant use of capecitabine, or vice versa. Plasma concentrations of these drugs have to be checked and their doses must be adjusted with caution.

5.1.6
During treatment administration

It is expected that some patients will experience asymptomatic bradycardia during Taxol® or Taxotere® infusion. In addition, hypersensitivity reactions are possible and occur generally within the first 30-45 minutes from the beginning of the infusion. Therefore, supervision and monitoring of vital signs during the  hour of treatment administration is recommended. Thereafter, the patient should be observed and vital signs monitored according to clinical requirements.


Cardiac complications

Asymptomatic bradycardia
Continue treatment


Isolated and asymptomatic 


ventricular extrasystoles              
Continue treatment





First degree AV block
Continue treatment under cardiac   





monitoring

Hypersensitivity reactions

*
Administer clemastine (Tavegyl®) 2 mg i.v. (or its equivalent)

*
Administer adrenaline (or its equivalent) every 15-20 minutes until the reaction subsides or a total of six doses are given

*
If hypotension is present that does not respond to adrenaline (or its equivalent), administer i.v. fluids

*
If wheezing is present that is responsive to adrenaline (or its equivalent),


administration of nebulized salbutamol solution (Ventoline®) (or its 


equivalent) is recommended

*
Although corticosteroids have no effect on the initial reaction, they have been shown to block "late" allergic reactions to a variety of substances. Thus, dexamethason 8 mg i.v. (or its equivalent) may be administered to prevent recurrent or ongoing allergy manifestations.

5.1.7
Concomitant therapy

*
Other medication at entry and during ongoing study , as well as supportive treatment, antiemetics, analgesics, G-CSF support and prophylactic antibiotics, will be recorded.

*
Prophylactic and/or symptomatic antiemetics are given according to established policy.

*
Patients must not receive any other anticancer drugs while on study including hormonal agents, with the following exception:

            Concomitant use of bisphosphonates is allowed if the treatment has   

             started not later than four weeks before study entry.

*
  Patients can receive palliative radiotherapy, if necessary.   Increase in symptoms requiring radiotherapy will be evaluated as progression.

5.1.8
Discontinuation of study treatment

Study treatment is discontinued for the following reasons:

*
Progressive disease

*
Patients desire

*
Grade 4 nonhematologic toxicity except alopecia

*
Termination of study treatment due to other medical conditions at the investigators discretion


*
Patients in complete response (CR) after 6 weeks consolidating therapy 

5.2
Evaluation procedures

Each patient will be followed as outlined below and summarized in the Patient Evaluation Flow Sheet (Appendix II).

5.2.1
Prestudy evaluation

Baseline evaluations should be performed within two weeks of study start.


The procedures for tumor evaluation used at entry should be applied at subsequent re-evaluations.
*
Medical history - physical examination:

-
Medical history (general and disease specific including disease status, menopausal status, stage at diagnosis)

-
Height, weight, body surface area (BSA) and performance status (ECOG)

-
Physical examination including documentation of measurable, evaluable and nonmeasurable disease sites.

-
Record of signs and symptoms present at baseline.

*
Laboratory:

-
Hematology: Hemoglobin (Hb), white blood count (WBC) with neutrophils and platelets before treatment in both arms and day 8 – 9 in patients treated with docetaxel/capecitabine.  
-
Biochemistry: S-creatinine. Total bilirubin, alkaline phosphatase (S-ALP), S-ASAT, S-ALAT,  

Pregnancy test, if indicated.



MUC1, Ca15-3 or equivalent tumour markers

*
Radiology:

-
Chest X-ray or CT scan of the chest

· CT scan in case of measurable metastatic abdominal lesions

-
Bone scan or axial X-ray. X-ray, CT scan or MRI of evaluable bone lesions. For more details, see p. 8.

*
Cardiac investigations:

-
ECG

-
ECHO or MUGA scan at clinical signs or symptoms of cardiac disease.

5.2.2 
Treatment evaluation

*
At each cycle in the docetaxel/capecitabine arm  
-
Recording of toxicity and performance status after each cycle

-
Laboratory
Hematology: Hb, WBC, neutrophils and TPK before treatment.

Biochemistry: S- creatinine. Total bilirubin, S-ALP, S-ASAT, S-ALAT.
*
At each cycle in the paclitaxel/capecitabine arm

-
Recording of toxicity and performance status after each cycle

-
Laboratory
Hematology: Hb, WBC, neutrophils and TPK before treatment.

Every third cycle:


            -         Biochemistry: S- creatinine. Total bilirubin, S-ALP, S-ASAT,                                           S-ALAT.

*
Response evaluation after every 9 week:

· Physical examination

· Tumor measurement of measurable metastases found at baseline

· Record of any new lesion(s) as soon as discovered.

5.2.3
Off study evaluation

When a patient goes off treatment (i.e. for toxicity, progression, see p. 5.1.8), evaluation of the marker lesions should be performed with imaging technique(s) used throughout the study.

Physical examination, recording of performance status and toxicity.

5.2.5
Follow up 

Date for progression and date and cause of death are reported. Persistent severe toxicity is reported on a yearly basis.

5.3
Safety

The investigator is responsible for the monitoring of the safety of patients who have entered the trial and for appropriate medical care during the participation.

5.3.1 
Safety measures

*
Safety will be assessed through clinical Adverse Events and Common Toxicity Criteria (CTC) laboratory and non-laboratory toxicities. NCI CTC version 2.0 will be used. A written version will be available at each study site, see also http://ctep.cancer.gov/reporting/ctc.html If, for a given symptom, no CTC grade is described, toxicity should be graded as 1 = mild, 2 = moderate, 3 = severe, and 4 = life threatening.

*
Prior to enrolment, a baseline status must be documented to note the occurrence and nature of each patient’s medical conditions

*
A CTC toxicity rating will be performed before each cycle for any adverse events that were experienced during the previous cycle.

5.3.2
Adverse event reporting

All adverse events occurring after enrolment must be documented in the clinical Case Report Form (CRF)


Unexpected serious adverse drug reactions

Adverse drug reactions (ADR) are defined as adverse events with at least a possible relationship to the study drug. Any ADR that to its nature is serious, i.e.

i. life threatening,

ii. results in death,

iii. requires inpatient hospitalization or prolongation of existing    hospitalization,

iv. results in persistent or significant disability or incapacity

and also unexpected, i.e.is not consistent with the applicable product information, are subject to expedited reporting (see below).

5.3.3
Registration of unexpected serious adverse drug reactions 

All unexpected serious adverse drug reactions occurring during or within a month of after last administration of study drug must be reported to the study secretariat. 

6.
STUDY ADMINISTRATION

6.1
Registration and randomization

Patients who fulfill the criteria for inclusion are, after having given their oral and written consent, registered and randomized at The Centre for Clinical Cancer Research, Ullevål University Hospital

6.2
Data management

Data collection during the study will be performed at the Centre for Clinical Cancer Research, Ullevål University Hospital

6.3
Quality control and quality assurance

The Centre for Clinical Cancer Research, Ullevål University Hospital

serves as the Clinical Trial Office (CTO) for the study.  
7. 
ETHICS

This study will be conducted in compliance with the protocol and in accordance with the ethical principles put forward in the Declaration of Helsinki and in accordance with GCP rules.

The rights, safety and well-being of the trial subjects are the most important considerations and should prevail over interests of science and society.

Study personnel involved in conducting this trial will be qualified by education, training and experience to perform their respective tasks.

8.
CRITERIA FOR RESPONSE

Definitions

Response criteria:
All soft tissue and visceral tumor sites will be evaluated according to the RECIST criteria (Therasse et al). Longest diameter to be recorded. Measurable lesions must be ≥ 20 mm with conventional techniques (as defined below) or ≥ 10 mm with spiral CT scan using a 5 mm contiguous reconstruction algorithm. All other lesions, including cytologically positive pleural effusion or ascites, are considered non-measurable lesions.

Conventional techniques: MRI or conventional CT scan with a 10 mm contiguous cut. Chest X-ray acceptable only when lesions are well defined and surrounded by aerated lung. Clinical examination allowed for superficial lesions only, e.g. skin, palpable lymph nodes. Ultrasound should not be used routinely as evaluation method.
Up to 10 measurable lesions may be grouped as target lesions. Target lesions should represent all involved organs. All other lesions (non-measurable as well as measurable) are grouped as non-target lesions.

In cases with skeletal metastases only, the WHO criteria will be applied. Skeletal lesions will be followed by X-ray, CT scan or MRI. 

Evaluable for response. All eligible patients who have received at least 9 weeks of protocol treatment will be considered evaluable for response. In addition, those patients who develop rapid tumor progression after one course of therapy will also be considered evaluable for response.

Evaluable for toxicity. All patients will be evaluable for toxicity from time of their first dose of the treatment

Response duration will be measured according to the RECIST/WHO criteria (Therasse P et al, WHO). The duration of overall response should last from the date the complete or partial response was first recorded to the date progressive disease was first noted. The duration of complete response should last from the date the complete response was first recorded to the date progressive disease was first noted. The duration of stable disease lasts from start of treatment until progressive disease is first noted.

Measurable Disease (RECIST):

Complete response (CR): Disappearance of all clinical evidence of tumor (target and non-target lesions), determined by two observations not less than four weeks apart.

Partial response (PR): 30% or greater decrease in the sum of the longest diameter of target lesions, determined by two observations not less than 4 weeks apart. No unequivocal increase in the size of non-target lesions or the appearance of new lesions may occur. 

Stable disease (SD): Steady state of response (i.e. not PR and not PD) of at least 9 weeks duration. There may be no appearance of new lesions for this category. Stable disease for > 24 weeks will be calculated.

Progressive disease (PD): 20 % or greater increase in the sum of the longest diameter of target lesions or unequivocal progression of non-target lesions. Appearance of new lesions will also constitute progressive disease.

Skeletal disease only (WHO):

Complete response (CR): Disappearance of all clinical evidence of tumor, determined by two observations not less than 4 weeks apart.

Partial response (PR): Partial decrease in size of lytic lesions, recalcification of lytic lesions, or decreased density of blastic lesions for at least four weeks.

Stable disease (SD): No significant change for at least eight weeks. 

Progressive disease (PD): Increase in size of existing lesions or appearance of new lesions.

9.
STATISTICAL CONSIDERATIONS

The two treatment arms will be compared pairwise with regard to time to treatment failure (primary endpoint), overall survival, objective response rate, and safety. All randomized patients will be included in the analysis (intention to treat).

The study is designed as a randomized phase II/III trial.

At least 224 patients ( 2 x 112) must be randomized to detect a difference of 2 months in TTF with = 0.05 and a power of 80 %.

To detect a difference of 10 % in quality of life at least 132 patients (66 x 2) must be randomized. To detect a difference of 20% 36 patients need to be randomized.
10. PUBLICATION POLICY

The study will be published in an international scientific cancer journal.. The study responseble physician at any participating centre recruiting > 5% of the toatl number of patients (10 patients) will be offered to join the writing committee and to be co-author. Some centres might have more than one co-author depending on factors like accrual, data handling and interpretation. 
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APPENDIX I

PHARMACEUTICAL INFORMATION, TOXICITY

1.
Docetaxel (TAXOTERE®)

Supplied:
Taxotere® is commercially available by Aventis Pharma as single-dose vial as a sterile, pyrogen-free, non-aqueous viscous solution, 40 mg/ml paclitaxel in a 0.5 ml vial (20 mg per vial) and 2 ml vial (80 mg per vial), respectivelywith an accompanying sterile, non-pyrogenic, diluent (13% Ethanol in water for injection). 

Stability:
Taxotere® infusion solution, if stored between 2 and 25ºC is stable for 4 hours. Fully prepared Taxotere® infusion solution in either 0.9% Sodium Chloride solution or 5% Dextrose solution) should be used within 4 hours (including the 1 hour i.v. administration).

Storage:
The intact vial should be stored between 2 and 25°C and retained in the original package to protect from bright light. Freezing does not adversely affect the product.

Route of administration:

Intravenous.
Solution Preparation for Taxotere®:

Taxotere® is a cytotoxic anticancer drug and, as with other potentially toxic compounds, caution should be exercisedwhen handling and preparing Taxotere® solutions. The use of gloves is recommended. If TAXOTERE® concentrate, initial diluted solution, or final dilution for infusion should come into contact with the skin, immediately and thoroughly wash with soap and water. If TAXOTERE ®concentrate, initial diluted solution, or final dilution for infusion should come into contact with mucosa, immediately and thoroughly wash with water. TAXOTERE® for Injection Concentrate requires two dilutions prior to administration. Please follow the preparation instructions provided below. Note: Both the TAXOTERE® for Injection Concentrate and the diluent vials contain an overfill. 

A   
Preparation of the Initial Diluted Solution 


Remove the appropriate number of vials of Taxotere® for Injection Concentrate and diluent (13% Ethanol in Water for Injection) from the refrigerator. Allow the vials to stand at room temperature for approximately 5 minutes. Aseptically withdraw the entire contents of the appropriate diluent vial into a syringe by partially inverting the vial, and transfer it to the appropriate vial of Taxotere® for Injection concentrate. If the procedure is followed as described, an initial diluted solution of 10mg docetaxel/mL will result. Mix the initial diluted solution by repeated inversions for at least 45 seconds to assure full mixture of the concentrate and diluent. Do not shake. The initial diluted Taxotere® solution (10 mg docetaxel/mL) should be clear; however, there may be some   foam on top of the solution due to the polysorbate 80. Allow the solution to stand for a few minutes to allow any foam to dissipate. It is not required that all foam dissipate prior to continuing the preparation process. The initial diluted solution may be used immediately or stored either in the refrigerator or at room temperature for a maximum of 8 hours.  

B. Preparation of the Final Dilution for Infusion 

Aseptically withdraw the required amount of initial diluted Taxotere® solution (10 mg docetaxel/mL) with a calibrated syringe and inject into a 250 mL infusion bag or bottle of either 0.9% Sodium Chloride solution or 5% Dextrose solution to produce a final concentration of 0.3 to 0.74 mg/mL. If a dose greater than 200 mg of Taxotere® is required, use a larger volume of the infusion vehicle so that a

      
concentration of 0.74 mg/mL Taxotere® is not exceeded.   Thoroughly mix the infusion by manual rotation. As with all parenteral products, Taxotere® should be inspected visually for particulate matter or discoloration prior to administration whenever the solution and container permit. If the Taxotere® for Injection initial diluted solution or final dilution for infusion is not clear or appears to have precipitation, these should be discarded. 


The final Taxotere® dilution for infusion should be administered intravenously as a 1-hour infusion under ambient room temperature and lighting conditions.


Contact of the Taxotere® concentrate with plasticized PVC equipment or devices used to prepare solutions for infusion is not recommended. In order to minimize patient exposure to the plasticizer DEHP (di-2-ethylhexyl phthalate), which may be leached from PVC infusion bags or sets, the final Taxotere® dilution for infusion should be stored in bottles (glass, polypropylene) or plastic bags (polypropylene, polyolefin) and administered through polyethylene-lined administration sets.

Adverse events:
See also p. 6.1.6 (“During Taxol administration”).


The most frequently reported toxicities are:

· Hematologic: Reversible marrow suppression was the major dose-limiting toxicity of TAXOTERE®. The median time to nadir was 7 days, while the median duration of severe neutropenia (<500 cells/mm3) was 7 days. Among 2045 patients with solid tumors and normal baseline LFTs, severe neutropenia occurred in 75.4% and lasted for more than 7 days in 2.9% of cycles. Febrile neutropenia (<500 cells/mm3 with fever > 38°C with IV antibiotics and/or hospitalization) occurred in 11% of patients with solid tumors, in 12.3% of patients with metastatic breast cancer, and in 9.8% of 92 breast cancer patients premedicated with 3-day corticosteroids. Severe infectious episodes occurred in 6.1% of patients with solid tumors, in 6.4% of patients with metastatic breast cancer, and in 5.4% of 92 breast cancer patients premedicated with 3-day corticosteroids. Thrombocytopenia (<100,000 cells/mm3) associated with fatal gastrointestinal hemorrhage has been reported.

· Hypersensitivity Reactions:  Minor events, including flushing, rash with or without pruritus, chest tightness, back pain, dyspnea, drug fever, or chills, have been reported and resolved after discontinuing the infusion and appropriate therapy.

· Fluid Retention: Severe fluid retention has been reported following TAXOTERE® therapy. Patients should be premedicated with oral corticosteroids prior to each TAXOTERE® administration to reduce the incidence and severity of fluid retention. Patients with pre-existing effusions should be closely monitored from the first dose for the possible exacerbation of the effusions. When fluid retention occurs, peripheral edema usually starts in the lower extremities and may become generalized with a median weight gain of 2 kg. Among 92 breast cancer patients premedicated with 3-day corticosteroids, moderate fluid retention occurred in 27.2% and severe fluid retention in 6.5%. The median cumulative dose to onset of moderate or severe fluid retention was 819 mg/m2. 9.8% (9/92) of patients discontinued treatment due to fluid retention: 4 patients discontinued with severe fluid retention; the remaining 5 had mild or moderate fluid retention. The median cumulative dose to treatment discontinuation due to fluid retention was 1021 mg/m2. Fluid retention was completely, but sometimes slowly, reversible with a median of 16 weeks from the last infusion of Taxotere® to resolution (range: 0 to 42+ weeks). Patients developing peripheral edema may be treated with standard measures, e.g., salt restriction, oral diuretic(s).

· Cutaneous: Reversible cutaneous reactions characterized by a rash including localized eruptions, mainly on the feet and/or hands, but also on the arms, face, or thorax, usually associated with pruritus, have been observed. Eruptions generally occurred within 1 week after Taxotere® infusion, recovered before the next infusion, and were not disabling. Severe nail disorders were characterized by hypo- or hyperpigmentation, and occasionally by onycholysis (in 0.8% of patients with solid tumors) and pain.

· Neurologic: Severe neurosensory symptoms (paresthesia, dysesthesia, pain) were observed in 5.5% (53/965) of metastatic breast cancer patients, and resulted in treatment discontinuation in 6.1%. When these symptoms occur, dosage must be adjusted. If symptoms persist, treatment should be discontinued. Patients who experienced neurotoxicity in clinical trials and for whom follow-up information on the complete resolution of the event was available had spontaneous reversal of symptoms with a median of 9 weeks from onset (range: 0 to 106 weeks). Severe peripheral motor neuropathy mainly manifested as distal extremity weakness occurred in 4.4% (42/965).

· Gastrointestinal: Gastrointestinal reactions (nausea and/or vomiting and/or diarrhea) were generally mild to moderate. Severe reactions occurred in 3-5% of patients with solid tumors and to a similar extent among metastatic breast cancer patients. The incidence of severe reactions was 1% or less for the 92 breast cancer patients premedicated with 3-day corticosteroids. Severe stomatitis occurred in 5.5% of patients with solid tumors, in 7.4% of patients with metastatic breast cancer, and in 1.1% of the 92 breast cancer patients premedicated with 3-day corticosteroids.

· Cardiovascular: Hypotension occurred in 2.8% of patients with solid tumors; 1.2% required treatment. Clinically meaningful events such as heart failure, sinus tachycardia, atrial flutter, dysrhythmia, unstable angina, pulmonary edema, and hypertension occurred rarely. 8.1% (7/86) of metastatic breast cancer patients receiving Taxotere® 100 mg/m2 in a randomized trial and who had serial left  ventricular ejection fractions assessed developed deterioration of LVEF by > 10% associated with a drop below the institutional lower limit of normal.

· Infusion Site Reactions: Infusion site reactions were generally mild and consisted of hyperpigmentation, inflammation, redness or dryness of the skin, phlebitis, extravasation, or swelling of the vein.

· Hepatic: In patients with normal LFTs at baseline, bilirubin values greater than the ULN occurred in 8.9% of patients. Increases in SGOT or SGPT > 1.5 times the ULN, or alkaline phosphatase > 2.5 times ULN, were observed in 18.9% and 7.3% of patients, respectively. While on Taxotere®, increases in SGOT and/or SGPT > 1.5 times ULN concomitant with alkaline phosphatase > 2.5 times ULN occurred in 4.3% of patients with normal LFTs at baseline. (Whether these changes were related to the drug or underlying disease has not been established.)

2.
Paclitaxel (Taxol®)

Supplied:
Taxol® is commercially available by Bristol-Myers Squibb as a concentrated sterile solution, 6 mg/ml paclitaxel in a 5 ml vial (30 mg per vial) and 16.7 ml vial (100 mg per vial), respectively, in polyoxyethylated castor oil (Cremophor EL) 50% and dehydrated alcohol USP 50%. The contents of the vial must be diluted as required before use.

Stability:
Shelf life surveillance of the vial product is ongoing. Concentrations of 0.3-1.2 mg/ml in 5% dextrose or normal saline solution have demonstrated chemical and physical stability for at least 27 hours at room temperature (approximately 25C).

Storage:
The intact vial should be stored at room temperature (approximately 25°C).

Route of administration:

Intravenous.
Solution Preparation for Taxol®:

Taxol® should be administered as a continuous infusion in dextrose (D5W) or normal saline (NS, NaCl 0.9%). A concentration of 1.2 mg/mL should not be exceeded. Dilutions should be mixed as closely as possible to the start of each infusion since Taxol® is only known to be stable up to 27 hours in solution. In line filtration is mandatory, since a small number of fibers within acceptable limits of USP Particulate Matter Test for LVP have been observed. Cellulose acetate filters with 0.22 micron pore size (such as IVEX II) should be used. Solution exhibiting excessive particulate formation should be discarded.


Plasticized Polyvinyl chloride (PVC) bags and sets should be avoided since cremophor may leach plasticizer from such products. This consideration applies also to the material (such as syringes) used during reconstitution. Only glass or polyolefin containers and polyethylene-lined nitroglycerin tubing have been recommended for drug administration.

Adverse events:
See also p. 6.1.6 (“During Taxol® administration”).


The most frequently reported toxicities are:

*
Hematologic

-
Neutropenia is the major dose limiting toxicity of Taxol®. Leukopenia and neutropenia are both dose dependent and rapidly reversible. Nadirs usually occur during the second week of therapy (day 7 to 10) and reverse within one week. Myelosuppression is usually not cumulative.


-
Thrombocytopenia is less frequent and less severe than neutropenia. Most patients maintain a platelet count above 100 x 109/L. Nadirs consistently occur on day 8 or 9.


-
Anemia (Hb < 110 g/L) is commonly seen with Taxol®. Incidence and severity increase with increasing exposure to Taxol®. Severe anemia is seen more frequently in those patients who are anemic at baseline.

*

Fever and infection. Fever is frequent and at times associated with severe neutropenia. In patients with ovarian or breast carcinoma, the most frequently reported infectious complications include urinary tract infections, upper respiratory tract infections, and sepsis. 

*

Hypersensitivity reactions. The most frequent symptoms are erythematous rashes, urticaria, blood pressure changes (mainly hypotension) dyspnea with or without bronchospasm and, less frequently, angioedema. Sufficient data are presently available to demonstrate that providing administration of premedication, the risk of developing a severe hypersensitive reaction is minimal after Taxol® infusion.


For management of acute reactions to Taxol®, see p. 5.1.6 in the clinical protocol.

*
Neurologic toxicity is peripheral, and principally characterized by neurosensory manifestations (numbness and paresthesia in a glove and stocking distribution). Peripheral neuropathy is dose dependent, cumulative and progressively worsens after multiple courses at high doses (≥ 200 mg/m). Neuropathy is usually reversible after discontinuation of Taxol®.

*
Arthralgia/Myalgia are common side effects with one to two days duration which may occur three to five days after administration. 

*
Alopecia has been observed in almost all patients. It is reversible and characterized by its suddenness and completeness (loss of all body hair after the first dose).

*
Cardiovascular. Among 402 patients treated in eight phase II studies, transient asymptomatic bradycardia and hypotension were frequent during Taxol® infusion (usually not simultaneously) but asymptomatic and did not require specific intervention. Neither bradycardia nor hypotension are dose dependent. Phase II data yielded information on ECG alterations. The only ECG modifications requiring therapeutic intervention consisted of atrioventricular blocks in two patients. Significant cardiac events consisted of symptomatic ventricular tachycardia, two sinusal blocks (one resolved spontaneously, the other required implantation of a pacemaker), tachycardia and palpitation requiring treatment at two syncopal episodes after Taxol® discontinuation (one of which associated with coronary stenosis and severe hypotension resulted in death).

*

Gastrointestinal adverse events including nausea, vomiting, diarrhea and mucositis are generally mild or moderate and infrequent.

*

Hepatic. In patients with normal baseline liver function, increases in serum bilirubin, alkaline phosphatases, ASAT and ALAT have been reported in approximately 10 to 20% of the patients. Modification of the liver function test on study showed some dose relationship consistent with Taxol® contribution. 

3.
Capecitabine (Xeloda®)

Supplied:
Xeloda® is commercially available by Roche AS, Norway and is supplied as film-coated tablets in two dose strengths: 150 mg and 500 mg. The tablets are not scored and should not be split. The 150 mg tablet strength is packed in bottles of 60 tablets, and the 500 mg packed in bottles containing 120 tablets.

Stability:
As per package insert.

Storage:
Capecitabine must be stored in a locked facility in a dry place at room temperature (15-25 ºC).

Route of Administration:


Oral. Tablets should be swallowed with water. Approximately 200 ml of water should be ingested in total. The first dose is taken on day 1 within 30 minutes after meal.

Adverse events:
Safety profiles from phase II studies with capecitabine in metastatic breast cancer have displayed that hand-foot syndrome and diarrhea were the predominant treatment related adverse events. Severe symptoms (grade 3) were reported for hand-foot syndrome in 9-22%, and for diarrhea (grade 3 – 4) in 14-19% of patients. These side effects are in the present schedules most probably associated with capecitabine and must not change the administration (timing and doses) of the other drugs (paclitaxel or epirubicin).

*
Hand-foot syndrome (palmar-plantar erythrodysesthesia or chemotherapy induced acral erythema) is a typical side effect from prolonged exposure to fluorouracil and characterized by the following: numbness, dysesthesia/paresthesia, tingling, painless or painful swelling, erythema, desquamation, blistering and severe pain. Toxicity is graded according to NCIC.


-
Grade 2 hand-foot syndrome is defined as painful erythema and swelling of the hands and/or feet which results in severe discomfort affecting the patients activities of daily living.


-
Grade 3 hand-foot syndrome is defined as moist desquamation, ulceration, blistering and severe pain of the hand and/or feet which leads to severe discomfort causing disability to work or perform activities of daily living.

*
Diarrhea. Patients with severe diarrhea should be carefully monitored and given fluid and electrolyte replacement if they became dehydrated. Stop capecitabine as soon as a patient experiences grade 2 diarrhea (increase to 4-6 stools a day or nocturnal stools) and treat symptomatically (recommended immediate use of loperamide for diarrhea). Restart at reduced dose according to Table 6 after recovery has been obtained. Loperamide should not be used to treat diarrhea if neutropenia concurs simultaneously with diarrhea, as loperamide could increase the risk of intestinal bacteremia.

Dose adjustment of Xeloda®:

Toxicity due to Xeloda® administration may be managed by symptomatic treatment and/or modification of the dose (treatment interruption or dose reduction). Once the dose has been reduced, it should not be increased at a later time. Doses of Xeloda® omitted for toxicity are not replaced or restored, instead the patient should resume the planned treatment cycle. The following are the recommended dose modifications for toxicity:

	Toxicity grades (NCIC)
	During ongoing treatment cycle
	Dose adjustment for next cycle

	Grade 1
	Maintain dose level
	Maintain dose level

	Grade 2
	Weekly TAXOL + Xeloda


	Taxotere q3w + Xeloda

	1st appearance
	Interrupt until resolved to grade 0-1
	1000 mg/m2 x 2 (2000 mg/m2)
	1000 mg/m2 x 2 (2000 mg/m2)

	2nd appearance
	Interrupt until resolved to grade 0-1
	750 mg/m2 x 2 (1500 mg/m2)
	750 mg/m2 x 2 (1500 mg/m2)

	3rd appearance
	Interrupt until resolved to grade 0-1
	500 mg/m2 x 2 (1000 mg/m2)
	500 mg/m2 x 2 (1000 mg/m2)

	4th appearance
	Discontinue treatment permanently
	
	

	Grade 3

	1st appearance
	Interrupt until resolved to grade 0-1
	750 mg/m2 x 2 (2000 mg/m2)
	750 mg/m2 x 2 (2000 mg/m2)

	2nd appearance
	Interrupt until resolved to grade 0-1
	500 mg/m2 x 2 (1000 mg/m2)
	500 mg/m2 x 2 (1000 mg/m2)

	3rd appearance
	Discontinue treatment permanently
	
	

	Grade 4

	1st appearance
	Discontinue permanently

or 

If physician deems it to be in the patient’s best interest to continue, interrupt until resolved to grade 0-1
	500 mg/m2 x 2 (1000 mg/m2)
	500 mg/m2 x 2 (1000 mg/m2)


APPENDIX II

Capecitabine Dose calculationS According to BODY Surface Area

	Dose Level

1000 mg/m2 x 2

(2000 mg/m2/day)
	Number of tablets to be taken at each dose

(morning and evening)

	Surface area (m2)
	Total Daily Dose (mg)*
	150 mg 
	500 mg

	< 1.20
	1150 x 2
	1
	2

	1.21 - 1.35
	1300 x 2
	2
	2

	1.36 - 1.55
	1500 x 2
	0
	3

	1.56 - 1.70
	1650 x 2
	1
	3

	1.71 - 1.90
	1800 x 2
	2
	3

	1.91 - 2.14
	2000 x 2
	0
	4

	> 2.14
	2150 x 2
	1
	4

	* Total Daily Dose calculated on mg/m2 for the median value and rounded to the nearest 100 mg.


	Dose Level

750 mg/m2 x 2

(1500 mg/m2/day)
	Number of tablets to be taken

at each dose

(morning and evening)

	Surface area (m2)
	Total Daily Dose (mg)*
	150 mg 
	500 mg

	< 1.15
	800 x 2
	2
	1

	1.15 - 1.40
	1000 x 2
	0
	2

	1.41 - 1.55
	1150 x 2
	1
	2

	1.56 - 1.75
	1300 x 2 
	2
	2

	1.76 - 2.14
	1500 x 2
	0
	3

	>2.14
	1650 x 2
	1
	3

	* Total Daily Dose calculated on mg/m2 for the median value and rounded to the nearest 100 mg.


	Dose Level

500 mg/m2 x 2

(1000 mg/m2/day)
	Number of tablets to be taken

at each dose

(morning and evening)

	Surface area (m2)
	Total Daily Dose (mg)*
	150 mg 
	500 mg

	< 1.15
	500 x 2
	0
	1

	1.15 - 1.40
	650 x 2
	1
	1

	1.41 - 1.75
	800 x 2
	2
	1

	1.76 - 2.14
	1000 x 2
	0
	2

	>2.14
	1150 x 2
	1
	2

	* Total Daily Dose calculated on mg/m2 for the median value and rounded to the nearest 100 mg.


	ASSESSMENT
	Prestudy1
	During 1st cycle 
	Prior to each cycle
	Every 3rd cycle
	  Off       1st line treatment
	
	
	Follow Up

	Signed Informed Consent
	X
	
	
	
	
	
	
	

	Pregnancy test2
	X
	
	
	
	
	
	
	

	Medical History 
	X
	
	
	
	
	
	
	

	Physical examination, Weight, Body Surface Area and Vital signs
	X
	
	
	X
	X
	
	
	

	Performance status
	X
	
	X
	
	X
	
	
	

	Tissue samples if available
	X
	
	
	
	
	
	
	

	QoL assessment3
	X
	
	
	
	
	
	
	

	Hemoglobin, White Blood Count, Differential and Platelets
	X
	X4
	X
	
	X
	
	
	

	Serum Chemistry5
	X
	
	X
	
	X
	
	
	

	Chest X-ray
	X
	
	
	
	
	
	
	

	Bone scan or bone X-ray
	X
	
	
	
	X
	
	
	

	CT scan or similar imaging procedures, if indicated
	X
	
	
	
	
	
	
	

	Tumor measurement of marker lesions6
	X
	
	
	X
	
	
	
	

	Toxicity assessment
	
	
	X
	
	X7
	
	
	X7

	ECG, LVEF8
	X
	
	
	
	
	
	
	


1. Within two weeks, radiological procedures within four weeks before entry. Informed consent prior to prestudy investigations

2. Women of child bearing potential must have a negative pregnancy test performed within 3 days prior to start of treatment

3. Subsequent questionnaires are sent out directly from the trial office at 2, 4, 6, and 9 months after entry

4. Blood tests on days 10, 12/13 &15 during the first treatment cycle

5. Includes S-ASAT, alkaline phosphatase, total bilirubin, and creatinine

6. At objective response, repeat the procedure after four weeks at earliest

7. Regularly until toxicities have resolved or are deemed irreversible by the investigator

8. LVEF if indicated

Forespørsel om å delta i en undersøkelse av en ny kombinasjon av medikamenter til behandling av brystkreft.

EN UNDERSØKELSE (FASE II-STUDIE) AV UKENTLIG TAXOL (PACLITAXEL) I KOMBINASJON MED XELODA (CAPECITABINE) SAMMENLIGNET MED TAXOTERE (DOCETAXEL) GITT HVER TREDJE UKE I KOMBINASJON MED XELODA (CAPECITABINE) SOM FØRSTE- ELLER ANNENLINJES CELLEGIFTBEHANDLING VED BRYSTKREFT MED SPREDNING
Innledning

Din lege har nylig informert deg om at du vil trenge behandling med cellegift (cytostatika) for din brystkreft. Vanlig behandling for det stadium din sykdom nå er i, har i Norge vært Taxotere (docetaxel) alene gitt hver 3. uke. En stor internasjonal studie har vist at en kombinasjon av Taxotere (docetaxel) og Xeloda (capecitabine) kanskje gir bedre effekt enn Taxotere alene. Blant annet på denne bakgrunn har man begynt å studere effekten av Xeloda i kombinasjon med et annet medikament, Taxol (paclitaxel). Taxol og Taxotere tilhører begge gruppen av medikamenter vi kaller taxaner, men kan ha forskjellig virkning. Alle de tre medikamentene er godkjente for bruk ved brystkreft av norske myndigheter.

Vår avdeling deltar nå i et forskningsprosjekt hvor vi vil se nærmere på behandling av brystkreft i din fase av sykdommen med enten Taxol gitt hver uke i kombinasjon med Xeloda, eller Taxotere gitt hver tredje uke i kombinasjon med Xeloda. Hvilken av behandlingene du skal ha, avgjøres ved loddtrekning.

Formål med studien
Målet med undersøkelsen er å finne ut om det er forskjeller mellom de to behandlingene med hensyn til hvor lenge man kan behandles samt finne ut om det er forskjeller med hensyn til den livskvalitet du har under behandlingen.

Studieprosedyre
Behandlingen vil bli gitt gjennom et drypp i armen i løpet av en time enten hver uke med Taxol eller hver tredje uke med Taxotere. Samtidig vil du selv ta Xeloda i kapselform i 14 dager og deretter 7 dager pause så lenge cellegiftbehandlingen varer.  Fordi Taxol og Taxotere kan gi allergiske reaksjoner, vil du få medisiner som motvirker dette like før kuren starter. Det vil enten bli gitt inn i en blodåre (intravenøst) eller som tabletter.

Før og under behandling må du gjennomgå vanlige undersøkelser inkludert blodprøver og forskjellige røntgenundersøkelser avhengig av hvor i kroppen sykdommen er aktiv. Dette er de samme undersøkelser som du ville ha gjennomgått hvis du skulle fått vanlig cellegiftbehandling.

Fordi man ikke vet nok om eventuelle virkninger på foster, skal du ikke delta i undersøkelsen hvis du tror du er gravid eller det er en mulighet for at du kan bli gravid. 

Mulige bivirkninger 

Docetaxel (Taxotere)

Som de fleste cellegifter har docetaxel (Taxotere) en del uønskede bivirkninger. Noen av disse kan unngås ved å bruke steroider før og etter infusjonene. Det kan av og til bli nødvendig å stoppe eller utsette behandlingen eller redusere dosen av docetaxel (Taxotere) pga. bivirkninger. Du bør ikke bruke docetaxel (Taxotere) hvis du har leverproblemer, har gulsot eller har tenkt å bli gravid. Docetaxel (Taxotere) reduserer vanligvis antallet hvite blodceller noe som øker infeksjonsfaren. Andre vanlige bivirkninger er feber (som kan være tegn på infeksjon, ta i tilfellet snarest kontakt med legen), allergiske reaksjoner, parykktrengende hårtap, slapphet og muskelsmerter, rødme, væskeopphopning, mageproblemer, munnsår, lavt blodtrykk, raskere og uregelmessige hjerteslag, svimmelhet, rød og tørr hud, neglforandringer, hevelse og ømhet på innstikkstedet. Noen mennesker tåler docetaxel (Taxotere) dårligere en andre. Kontakt behandlende lege så snart du skulle mistenke en mer alvorlig reaksjon. 

Capecitabine (Xeloda)

Flere studier på Capecitabine konkluderer med at de mest hyppige bivirkningene er: Diare, ”hånd-fot syndrom” (smertefull eller kløende rødme og avskalling i håndflater og fotsåler), kvalme, oppkast, munnsår, appetittløshet og hudrødme. Hvis du ikke klarer å drikke så mye som normalt eller mister mye væske pga. diare, skal du stoppe å ta capecitabine-tablettene til du kommer i kontakt med behandlende lege. Dette er bivirkninger som vanligvis kan kontrolleres med en dosejustering eller et kort opphold i behandlingen. Ved noen tilfeller er det rapportert at capecitabine kan gi reduksjon i antall blodceller. Dette kan igjen gi noen av de samme bivirkningene som Docetaxel (Taxotere). Du kan erfare noen av disse bivirkningene. Bivirkningene kan være milde, moderate eller alvorlige. De fleste av bivirkningene opphører når behandlingen stoppes. I tillegg kan uventede virkninger forekomme. Det er viktig at du kontakter behandlende lege hvis du opplever bivirkninger. Da kan du eventuelt få medisin som kan dempe bivirkningene eller man vil eventuelt vurdere et opphold eller avbrudd i behandlingen.  Du vil få utdelt et identitetskort som sier at du deltar i en klinisk undersøkelse. Dette kan du vise til andre leger du eventuelt måtte ta kontakt med. I tilfelle skade/bivirkninger vil du til en hver tid være forsikret i henhold til norsk produktansvarslov om legemidler.

Paclitaxel (Taxol)

Kjente bivirkninger av Taxol innbefatter blodforandringer som kan gjøre deg mer utsatt for infeksjoner, forbigående allergiske reaksjoner som lavt blodtrykk, tungpustethet og/eller kløe, smerter i muskler og ledd, håravfall (vanlig) samt forbigående prikking i hender og føtter. I noen tilfeller sees munnsår, mild kvalme og påvirkning av hjertefunksjonen som vanligvis ikke gir plager. Dersom alvorlige hjerteproblemer skulle oppstå, vil Taxolbehandlingen bli avbrutt. 

Kjente bivirkninger av Taxotere innbefatter innbefatter blodforandringer som kan gjøre deg mer utsatt for infeksjoner, hudforandringer, forbigående prikking i hender og føtter, opphopning av væske i kroppen. Forbigående allergiske reaksjoner med tungpustethet og blodtrykksfall kan inntreffe. Håravfall er vanlig  I noen tilfeller sees munnsår, mild kvalme og påvirkning av hjertefunksjonen som vanligvis ikke gir plager. Dersom alvorlige hjerteproblemer skulle oppstå, vil Taxoterebehandlingen bli avbrutt. 

Andre behandlingsalternativer
Dersom du av en eller annen grunn må avbryte behandlingen vil du bli tilbudt sykehusets standardbehandling og oppfølging.

Personvern og frivillig deltagelse
Deltakelsen i undersøkelsen er helt frivillig. Dersom du velger å ikke delta, tilbys du sykehusets standardbehandling. Dersom du velger å delta, kan du når som helst trekke deg fra studien uten å behøve å begrunne en slik avgjørelse. En slik beslutning vil heller ikke påvirke ditt forhold til behandlende lege på noen negativ måte.

Som ved alle andre kliniske studier av nye medikamenter er du forsikret mot evt. skader som følge av legemidlet eller de ekstra prøver som utføres i forbindelse med studien. Fremkommer nye opplysninger om medikamentet vil du få beskjed om dette. Protokollen er for øvrig forelagt Regional komité for medisinsk forskningsetikk, Øst-Norge (REK Øst) og Statens legemiddelverk.

Ingen opplysninger fra undersøkelsene vil bli brukt på en slik måte at enkeltpersoner kan identifiseres. Representanter for norske og utenlandske legemiddelmyndigheter vil kunne ha behov for å kontrollere studiens kvalitet og vil i den forbindelse kunne ha tilgang på data som kun er relatert til din kreftsykdom. Kontrollen vil bli utført under taushetsplikt, og enkeltpersoner som har deltatt i studien vil ikke kunne identifiseres når resultatene av undersøkelsen blir presentert. 

Studien er startet av kreftleger ved Ullevål Universitetssykehus i Oslo, St. Olavs Hospital i Trondheim og Det norske Radiumhospital.  Hovedansvarlig lege er Erik Wist, ved Ullevål Universitetssykehus. 

Skulle du under prosjektets gang ha noen spørsmål eller problemer, kan du kontakte din behandlende lege / sykepleier, se informasjon nedenfor.

______________________________________________________________________________________-

Jeg har lest og blitt forklart innholdet i denne pasientinformasjonen og har fått tildelt en kopi av denne. Jeg sier meg villig til å delta i prosjektet.

...........................................................................
................................

Signatur







Dato

...........................................................................
................................

Lege








Dato

Kontaktperson på sykehuset er:

…………………………………………….                            
……………….

Navn










Telefon

Behandlende lege er 

…………………………………………….                            
……………….

Navn










Telefon
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Patient Evaluation Flow Sheet, CLINICAL PROTOCOL
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