2. SYNOPSIS
	Name of sponsor/company
SOGUG
	Protocol no.
QRT-SOGUG
Clinicaltrials.gov Identifier
NCT03432780

	Name of active ingredients
	

	Docetaxel
	

	Study title
Radiation-hormone and Docetaxel VS Radiation-hormone in Patients With High-Risk Localized Prostate Cancer (QRT-SOGUG)

	Study principal investigator
Dr Joan Carles Galceran (medical oncology)
Dr. Palmira Foro Arnalot (radiotherapy oncology)

	Publication based on study results
Not Applicable

	Ethics
This study was performed in full compliance with the protocol, Good Clinical Practices (GCP), local requirements regarding ethical committee review, informed consent and applicable regulatory requirements regarding the protection of rights and welfare of human subjects. Information regarding GCP compliance can be found in Sections 5.2 and 5.3. 
All required study documentation was archived as required by regulatory authorities.

	Study Centers
This study was conducted at 12 study sites in Spain. Each Principal Investigator was responsible for the conduct and compliance of this clinical trial at their site according to this protocol and GCP.

	Study dates
First subject first visit: 18 December 2008
Last subject last visit: 20 January 2023

	Clinical phase: 2

	Test drug and mode of administration 
All patients received radiotherapy and hormonal therapy. Patients included in the experimental arm received additional docetaxel, 20 mg/m2 administered intravenously in a 1-hour infusion. The treatment was administered once a week for a maximum of 9 weeks.

	Objectives
The below table presents the primary and secondary objectives, each with its corresponding endpoints:

	Study Objectives 
	Study Endpoints 

	Primary

	To determine the percentage of patients free of biochemical relapse at five years after receiving a combination of radiotherapy with docetaxel associated with hormone therapy or the usual treatment of radiotherapy and hormone therapy, in patients affected by localized prostate cancer in stages III and IV with a poor prognosis.
	Percentage of patients free of elevation of PSA by 2 ng/mL above the minimum level reached since treatment (biochemical recurrence), calculating the at-call event, i.e., the date of last confirmatory test (Phoenix criteria) within 5 years.

	Secondary

	To evaluate the efficacy of the treatment in terms of survival free of biochemical relapse, progression-free survival and overall survival.
	The duration of survival, in months, between randomization of the patient in the study and the date of recurrence by PSA. In the remaining patients, the last available follow-up will be taken as the last control. Measured up to 5 years.

	To evaluate the activity of the treatment (clinical response rate and biochemical response rate).
	Clinical response rate: percentage of patients with partial and complete response, according to RECIST criteria.
Biochemical response rate: percentage of patients with partial and complete response, according to PSA levels.

	To evaluate the quality of life of the patients.
	Change from baseline in the Quality-of-Life Questionnaire C30 scale (QLQ-C30) to week 9. The QLQ-C30 has five functional scales (physical, role, cognitive, emotional, and social); three symptom scales (fatigue, pain, nausea and vomiting); and a global health and quality-of-life scale. They are assigned values between 1 and 4 (1: nothing, 2: a few, 3: enough, 4: a lot) according to the patient's responses to the item, only in items 29 and 30 are assessed with a score from 1 to 7 (1: terrible, 7: excellent).

	To evaluate the safety profile of the treatment.
	AEs and SAEs - graded according to the Common Terminology Criteria for Adverse Events (CTCAE), version 3.0.





	Number of subjects planned and analyzed: 
A total of 134 subjects were planned to be enrolled.
With up to 67 patients per arm, efficacy for experimental arm would be accepted (biochemical relapse <50%) with a power 80% and alpha 0.05. Probability to identify best treatment set up as 90%, as long as the difference between arms is no less than 15%, using Fleming method.

	Study design:
Randomized Phase II Clinical Study of Radiation Therapy, Hormone Therapy and Chemotherapy with Docetaxel Versus Radiation Therapy and Hormone Therapy in Patients with High-Risk Localized Prostate Cancer (Stage III and IV). Primary Objective: to determine the percentage of patients free of biochemical recurrence within 5 years of receiving a combination of radiation therapy with docetaxel associated with hormone therapy or the standard of care of radiation therapy and hormone therapy in patients with stage III and IV localized prostate cancer with a poor prognosis.

	Study methodology: 
A prospective, multicenter, parallel-group, open-label study with randomized group assignment.
After signing the informed consent and following the screening assessments, eligible patients with high-risk prostate cancer were randomized. 
On Day 1 of every cycle and prior to treatment administration, physical examination including weight, vital signs, ECOG performance status and local safety laboratory tests (hematology, serum biochemistry) were performed. 
The EOT visit included physical examination (and weight), ECOG status, vital signs, and safety laboratory tests.
Survival data was to be collected up to five years after randomization.
All AEs were to be collected from the time of informed consent, up to 30 days after the last dose of study drug. 
End of Study (EOS) for each participant was defined as the participant's last FU visit.
All visits were in-clinic visits. Unscheduled visits were conducted at any time for safety reasons or for any other reason, as per the Investigator's discretion.

	Inclusion Criteria: 
A participant was eligible to be included in the study only if all of the following criteria applied: 
1. Histological confirmation of adenocarcinoma of the prostate.
2. Age > 18 years.
3. Localized high-risk prostate cancer, defined as:
Stage III: T3 N0 M0, Gleason grade 8, 9, or 10, or
Stage IV: T4 N0 M0, any Gleason grade or Tx N1 M0, any Gleason grade
4. PSA > 20 ng/mL.
5. Karnofsky index ≥ 70%
6. Good bone marrow reserve, with white blood cell count > 3000/mm3, hemoglobin >9.5 g/dL and platelets > 150,000/mm3.
7. Absence of hepatic abnormality, with bilirubin values < 1.5 mg/dL and with SGOT/SGPT values up to 2 times the upper limit of normality for each site.
8. Absence of abnormality in renal function, with creatinine levels up to 2 times the upper limit of normality for each site.
9. Having given informed consent in writing.
Exclusion Criteria:
A participant was excluded from the study if any of the following criteria applied:
1. Previous hormone treatment during more than 3 months.
2. Previous surgical treatment, pelvic radiation therapy, or chemotherapy for the current illness.
3. Concomitant second neoplasm or history of neoplastic disease in the last 5 years, except for cutaneous basal cell carcinoma.
4. Metabolic disease or uncontrolled systemic disease.
5. Previous history of grade III-IV neuropathy (NCI CTCAE v3).
6. Psychological, social, family, or geographical conditions that may compromise compliance with or follow-up of the study.
7. Having received treatment with an investigational medicinal product during the 30 days prior to inclusion in the study.
8. Inflammatory bowel disease.

	Duration of Study: 
The total duration for each participating subject was up to 9 weeks of treatment and up to 5 years follow up.

	Criteria for evaluation
Efficacy:
Percentage of patients free of biochemical progression/recurrence within 5 years of receiving a combination of radiation therapy with docetaxel associated with hormone therapy or the standard of care of radiation therapy and hormone therapy: percentage of patients free of elevation of PSA by 2 ng/mL above the minimum level reached since treatment (biochemical recurrence), calculating the at-call event, i.e., the date of last confirmatory test (Phoenix criteria) within 5 years.
Percentage of patients with biochemical recurrence-free survival: the duration of survival, in months, between randomization of the patient in the study and the date of recurrence by PSA. In the remaining patients, the last available follow-up is taken as the last control. Measured up to 5 years.
Percentage of patients with progression-free survival (PFS): the duration of survival, in months, between randomization of the patient in the study and the date of progression by PSA, clinical manifestations or death due to disease. In the remaining patients, the last available follow-up will be taken as the last control.
Overall survival (OS): time that elapses, in months, between randomization of the patient in the study and the date of death, regardless of the cause. In the remaining patients, the last available follow-up will be taken as the last control.
Clinical response rate: percentage of patients with partial and complete response, according to RECIST criteria.
Biochemical response rate: percentage of patients with partial and complete response, according to PSA levels.
Quality of life of the patients: Change from baseline in the Quality-of-Life Questionnaire C30 scale (QLQ-C30) to week 9. The QLQ-C30 has five functional scales (physical, role, cognitive, emotional, and social); three symptom scales (fatigue, pain, nausea and vomiting); and a global health and quality-of-life scale. They are assigned values between 1 and 4 (1: nothing, 2: a few, 3: enough, 4: a lot) according to the patient's responses to the item, only in items 29 and 30 are assessed with a score from 1 to 7 (1: terrible, 7: excellent). 
Safety:
Safety assessments were based on the following:
AEs and SAEs - graded according to the Common Terminology Criteria for Adverse Events (CTCAE), version 3.0.

	Statistical Methods
The data cut-off for the primary analysis was scheduled when the last participant had the last study visit.
With up to 67 patients per arm, efficacy for experimental arm will be accepted (biochemical relapse <50%) with a power 80% and alpha 0.05. The probability to identify the best treatment was 90%, as long as the difference between arms was no less than 15%, using Fleming method.
Analysis populations:
· Intent-to-Treat (ITT): All participants enrolled into the study and who received at least one treatment dose.
· Safety (SAF): All participants who received at least one treatment dose.
Analyses
· The number and percentage of patients screened, enrolled, the primary reasons for screening failure, and the primary reason for discontinuation were displayed. Demographic variables, baseline characteristics, diagnoses, and prior and concomitant therapies were summarized by treatment, either by descriptive statistics or categorical tables.
· Efficacy analyses used the ITT population.
· Safety analyses were conducted on the safety population. All safety parameters were presented overall, by arm and by relationship to study drug. 
All relevant subject data was included in the listings. The listings were generally sorted by subject ID, and date of assessment, unless specified otherwise.
All date calculations that were required considered date of first dose of study drug date as a reference, unless otherwise specified.
All applicable data was summarized overall and by arm, unless specified otherwise. In addition, data was summarized by FU date and/or time-point when appropriate.
Continuous variables were summarized using the number of observations (n), mean, standard deviation (SD), median, Q1, Q3, minimum, and maximum, along with the total number of participants contributing values. Unscheduled or repeated assessments were not included in the summary tables but were included in listings.
Descriptive statistics for categorical/qualitative data included frequency counts and percentages.
The absolute values of proportion the 95% confidence interval (95% CI) were calculated using a Wald estimate and exact (Clopper-Pearson) confidence limits for the binomial proportion.
Time to event distributions (e.g., PFS and OS) were estimated using the Kaplan-Meier methodology. In these analyses, in addition to the Kaplan-Meier curve, the median, Q1, Q3, and their corresponding CI 95% (if estimable), the number of events and censored cases distribution were shown.
Missing data was not imputed. 

	Results
Efficacy
The efficacy analyses were based on the ITT set. The ITT set was defined as those participants who were enrolled into the study and received at least one dose of treatment. Participants not having received any dose were excluded from the ITT. 
Of the 129 evaluable patients, there was a higher PSA reduction in the experimental arm (median -6.66 for the control arm versus -10.32 for the experimental arm). Furthermore, the number of patients who achieved a PSA <0.2 at the three months follow up visit was higher for experimental arm (90.48 versus 81.25%), although there were no statistically significant differences (p value 0.2028). The percentage of patients with biochemical relapse was higher in experimental arm (33.85 versus 28.13%).
Biochemical response rates were completely aligned between arms, with percentages of patients achieving response being 96.2% patients in the control arm and 96.6% patients in the experimental arm.
Median follow up was 134.1 months in the control arm and 128.9 months in the experimental arm.
Median time to biochemical progression had not been achieved by the time of study closure, as only 26.56% (control arm) and 33.85% (experimental arm) had developed biochemical relapse. Within the first year, no patient developed biochemical progression.
As for the median progression free survival (PFS), there were no statistically significant differences among the groups, although there was a slight trend to a longer PFS in the control arm. There were no statistically significant differences for OS.
Safety
One hundred and twenty-nine patients (96.99%) received at least one cycle of treatment. The total dose of docetaxel administered in each cycle remained constant at 20 mg/m2. Radiotherapy was received by 127 patients (95.49%). Hormonotherapy consisted in LHRH analogs for 3 years (antiandrogen was started within 14 weeks before analogs and it was kept for a month). Radiotherapy was administered once a day, five days a week, total 41 doses, total dose 73.8 Gy, or 2 Gy per day (37 doses, total dose 74 Gy). Four patients withdrew consent and hence, were not included in the safety population.
Only nineteen patients (29.23%) completed nine weeks of docetaxel treatment.
Out of 129 evaluable for safety patients, 123 (95.35%) experienced at least one treatment emergent adverse event (TEAE); per arm, it was 92.19% in control arm versus 98.46% in experimental arm (p value 0.1148). The vast majority of the TEAEs were grade 1/2. The most frequent TEAEs reported were diarrhea (58.14%), asthenia (41.09%), dysuria (31.01%), hot flashes (21.71%). Diarrhea was much more frequent in the experimental arm (79.23% versus 35.94%), with no grade 3-4 events in the control arm versus 7 grade 3-4 events in the experimental arm. Asthenia was more common in the experimental arm (58.45 versus 23.44%). Dysuria was more frequent in the control arm (25.95 versus 18.46%), and there were no differences in hot flashes incidence per arm.
Thirty-two patients (24.81%) participants reported CTCAE grade ≥3 TEAEs (most frequently reported were diarrhea and lymphopenia with 25 (19.38%) related to study treatment). Out of those 32 patients with grade 3-4 AEs, 27 were from the experimental arm; hence 41.54% patients in the experimental arm experienced at least one grade 3-4 AE, while only 5 patients (7.81%) experienced grade 3-4 AE in the control arm.
The frequency of serious adverse events (SAEs) related to the study treatment was very low – overall, 3 (2.33%) participants reported at least one SAE (only in one case it was considered as related to study treatment -docetaxel and radiotherapy-). All three patients were from the experimental arm. SAEs included pneumonia, rectal bleeding and gastric perforation.
There were no additional observations in vital signs, physical examination or ECG. Shifts in ECOG PS and concomitant medications were as expected for the underlying disease, the medical conditions and the commonly reported TEAEs in the study.
The safety profile observed in this clinical trial was consistent with that expected from docetaxel and radiotherapy-hormonotherapy. Adverse events observed for this combination were slightly more frequent (not statistically significant) and severe compared to the control arm. 

	Overall conclusions 
In this phase 2 trial, the safety profile was manageable, although the number and severity of AEs was higher for the experimental arm. 
There was a higher PSA reduction in the experimental arm, and the number of patients who achieved a PSA <0.2 at the three months follow up visit was higher for the experimental arm, although there were no statistically significant differences. The percentage of patients with biochemical relapse was also higher in the experimental arm.
Biochemical response rates were completely aligned between arms.
Median time to biochemical progression had not been achieved by the time of study.
There were no statistically significant differences in PFS or OS due to the low number of events in both arms.
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