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Abstract

A prospective, multicentre, three-arms, randomized, controlled study comparing the
Studv titl efficacy of neoadjuvant hormonal therapy combined with systemic chemotherapy

tudy title
(NCHT), neoadjuvant hormonal therapy (NHT) and radical prostatectomy only in locally

advanced prostate cancer

To evaluate of the value of radical prostatectomy and extended pelvic lymph
Study objectives | node dissection in locally advanced prostate cancer after neoadjuvant hormonal
therapy with or without docetaxel chemotherapy

. Prospective, Multicenter, Open-label, Parallel group, Randomized (2:2:1) Controlled,
Study design
Clinical Trial

Newly diagnosed, untreated cT3a-cT4.2:.any cT, cN1 in locally advanced hormone-
Study group
sensitive prostate cancer

Study group Randomized 2:2:1

number

(1) 18< Aged <75/vea.s, male;
(2) Histology o1 cytology diagnosis: Prostz e adenocarcinoma;
(3) ECOG periormance Status <1; Exrected lifetime 210 years;

(¢X%v'tnout clinical or radiogrzpiii= metastases in 6 months (Bone scan, MRI or pelvic
enhanced CT scan, PET-CT! betore randomized;

(5) The patients of lecal;“advanced prostate cancer need to satisfy at least one of the
following requireiaents: clinical stageT3a-T4, NO, MO; any T, N1, MO;
Inclusion Criteria | (g) \ithou.-an Irogen Blockade Treatment in 4 weeks before randomized;

(7) Withoct radiographic treatment towards primary tumour;

‘] Without opioids (including codeine and dextropropoxyphene) relieving relevant

| pain of cancer;
(9) Without azole drugs (such as fluconazole, itraconazole);
(10) Important laboratory indicators are as follows:

a. Haemoglobin 290g/L
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b. ANC > 1500/pL
¢+ PLT>100*1079/L
d. K+2=3.5mmol/L

e+ AST or ALT <1.5 times upper limit of normal (ULN), TBIL should be <ULN (except
patients with certified Gilbert syndrome) and ALP<5ULN

f. ALB230g/L
g- calculated Ccr>60 ml/min, serum creatinine < ULN
(11) Without swallowing disease, able to swallow the whole piece of drugs;

(12) Without other tumour chemotherapy history, without chemotherapy and
endocrine therapy contraindications;

(13) If patient’s spouse is at her childbearing/are, cthe patient needs to agree that
effective contraception should be taken.ciing the treatment and 4 months after the

operation.

(14) Subjects volunteer to par.icipate, the subject must sigt. an informed consent form
(ICF), indicating the under:tanding of the purpose and tiio required procedures of the
study, and willing to rarticij ate in the study. Subjects n ust be willing to comply with

the prohibitions a~d rectrictions set forth in the program.

(1) The pathoiosy result of prostate is neuscaivdocrine prostate cancer, including small

cell carcincinia;
(2).Priavinus cytotoxic chemotherau ! or biological therapy for prostate cancer;
(3)"Contraindications to pracnizone, such as active infections or other disorders;

(4) Patients with chrunis disease needed to be given dose of prednisone (each time
5mg, bid a day) excaed the dose in the study;

. L (5) High ko~ pressure with poor control of drugs (systolic blood pressure
Exclusion Criteria , . .
>160mmiig or diastolic blood pressure 295mmHg);

(6) + ¢rive or symptomatic viral hepatitis or other chronic liver disease, known infected

\ith human immunodeficiency virus (HIV);

|
(7) A disease history of pituitary or adrenal dysfunction;

(8) Patients with active autoimmune disease who need hormone therapy;

(9) Heart disease with clinical significance, including: myocardial infarction or arterial

thrombosis occurred in the past 6 months; severe or unstable angina; New York Heart
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Association grade Il or IV heart disease (Appendix 4); atrial fibrillation or other

arrhythmias that require treatment;

(10) Subjects who participated in other clinical studies within a month before the first
use of chemotherapy; (the elution time is at least 5 times the half-life time of the study
drug if the half-life time is too long.)

(11) Patients with a history of hypersensitivity to Taxanes or docetaxel
(12) Patients who are concomitantly receiving strong CYP3A4 inhibitors

(13) Other circumstances considered inappropriate by investigator.

Arm A: Docetaxel 75mg/m? IV (every 3 weeks) +Prednisone 5mg BID orally + HT
(Bicalutamide Tablets, 50mg QD orally; Goserelin, 3.6mg, subcutaneous injection,
g28d), 4-6 cycles

Arm B: HT (Bicalutamide Tablets, 50mg QD ¢ 2!ly;, Goserelin, 3.6mg, subcutaneous
injection, q28d), 3-6 cycles

Radical Prostatectomy (RP)+ extenc =¢.'ymph node dissection: Within three months
after neoadjuvant treatment.

Treatment plan . .
Arm C: RP+/- extended I/m.vn iode dissection alone

Treatment after proitatectomy: There will not have-uny drug treatment after surgery

until disease p.o.jression.

Pelvic lympinnode dissection is require 3¢ reach the level of bilateral iliac artery. If the
postoratative pathology indicated ncxitive incisional margin or pelvic lymph node
n e*astasis, pelvic adjuvant razictkerapy should be performed within 3 months after

surgery.

Neoadjuvant trcatment period: Neoadjuvant hormone therapy combined with
chemotherapy s,roup has a follow-up period every 21 days, and it can be used

The time of continui « ly, with the longest time of 6 cycles.
follow-up Thket evadjuvant hormone therapy group has a follow-up cycle every 28 days.

| Fustoperative follow-up period: one follow-up period every 4 weeks, after 3 consecutive

weeks of monitoring, changed to a follow-up period every 12 weeks for a total of two

years.
Efficacy Primary:
evaluation bPFS (Biochemical progression-free survival)

F : Not licensed for commercial use or resale.
This document was created using gj SoLID FRAMEWORK o SoldD et o


http://www.SolidDocuments.com/

Secondary:

1. First year biochemical progression-free survival rate

The proportion of patients with PSA levels <0.2 ng/ml monitored continuously

over 1 year and no postoperative adjuvant treatment in each group.
2. Overall survival (OS)
3. No imaging progression survival period (rPFS)
4. TTPP

5. Symptomatic progression occurred through the Quality of Life Assessment Scale
(FACT-P) score.

6. The ECOG score indicates the time when the subject's physical condition

deteriorated.

1. general physical examination indicato z:iespiration, pulse, blood pressure, body
temperature and weight.

2. clinical examination: to <psari'e whether the subjectts have symptoms such as

nausea, fatigue, backache a..d cough.

3. laboratory indicztors related to safety of neoaZjuvunt therapy: blood routine, urine
Safety evaluation routine, live: tui ciion and blood electrolyte, renal function, coagulation function

and othe’ b'oou biochemistry.
4. ECC e<ainrination.

5.+ Sursjical complications: deep :ein thrombosis, pulmonary embolism, bone marrow
~uppression, infection, cc rd ovascular complications, fractures and other related or

unrelated complizatnis:

Estimated
Enrollment is p'antiad to finish within 24 months
progress

Project revision |Jan 15t>..020

date

Version numbuor [ v1.8
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Study background

1.1 Prostate cancer

Prostate cancer (PCa) represents the most common malignancy in men and the second
leading cause of death in Western countries. The incidence of prostate cancer in East Asian
countries is much lower than in Western countries. But during the recent twenty years, the
incidence of PCa in China has been increasing rapidly, likely due to a longer life expectancy
and Westernized lifestyles associated with dramatic economic growth and sociocultural
changes. The PCa incidence in Shanghai increased six fold from an age standardized rates
(ASR) of 2.13/100,000 in 1973 to 12.96/100,000 in 2009, and its ranking ascended from the

17th to the 4th most common cancer during the period.

Prostate cancer is a highly heterogeneous tumor. The 5-v2ai survival rate of early
patients with low pathological grade is nearly 100%, wk:i's the 5-year survival rate of
patients with advanced metastatic prostate cancer iz an, 2 30%. The European Association of
Urology (EAU) guidelines defines patients with hi“h-7isk prostate cancer as.2SA>20ng/ml,
Gleason score >8 and clinical stage >T2c. Ur'ix=:Europe and the United S.atcs, in our
country, because prostate specific ant’zen \nrostate - specific antigeii, 2SA) screening has
not been widely spread and other<easons, Chinese men with prostate cancer were often
diagnosed with late-stage. The<rr po.tion of locally advancea wirnor can reach 50-70%, and

these patients become the th:eaten in patients with prosu:te cancer besides metastatic PCa.

The standard treat:iiiit for high-risk locally advanced prostate cancer has not been
established yet. Ra¥iCa prostatectomy is one o7 thi='important treatment methods, which is
expected to provide long-term survival time fo, patients. Spahn et al. retrospectively
analyzed the results of a multicenter stuily ¢ f 712 patients with prostate cancer diagnosed
with PSA> 20ng/ml, who were follavied “or an average of 77 months after radical resection.
The non-biochemical recurrence su vival rate was 64.8% at 5 years, 51.9% at 10 years, 89.9%
at 5 years, and 84.5% at 10 ycars. Similarly, Eggener et al. reported 1326 patients with GS 8-
10 high-risk prostate cant = followed up for an average of 96 months after radical surgery,
and the tumor-specifi > urvival rate was 89% 10 years and 72% 15 years. However, the
failure rate of the. @ natients with radical prostatectomy alone was higher, and some
patients had ear'y PSA recurrence and distant micro-metastasis after operation. Ward et al.
followed 7,175 patients with locally advanced (cT3) prostate cancer for an average of 2.4
years.ate. radical surgery, and the biochemical recurrence rate was 52.6% in 5 years and
64.3..in 10 years. It can be seen that patients with high-risk or locally advanced prostate

cancer are prone to recurrence and metastasis after simple radical prostatectomy, with low
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long-term survival rate. It may be necessary to combine with HT, radiotherapy and

chemotherapy to improve surgical efficacy and further improve the prognosis of patients.

Prostate cancer is an androgen-dependent malignant tumor, and HT is an effective
treatment. Neoadjuvant endocrine therapy before radical resection of prostate cancer can
reduce the clinical stage and pathological grade of high-risk or locally advanced tumors,
reduce the positive rate of resection margin, and improve the rate of surgical resection.
However, there is still controversy over whether it can ultimately benefit patients. Shelley's
study showed that neoadjuvant HT did not improve the overall survival of the disease and
the progression-free survival of the disease. However, the latest meta-analysis of 5194
patients showed that neoadjuvant HT had a significant effect on the downgrading and
downstaging of high-risk prostate cancer. Although it significantly improved the non-
biochemical recurrence disease free survival rate (bDFS) and overall survival rate (OS) of the
patients, it was not helpful to improve the disease-free survival period (DFS) of the patients.
Therefore, to further optimize the existing neoadjuvant treatme -2 cheme for prostate
cancer, in order to enable high-risk locally advanced prosta*tc caricer patients to gain stable

and definite long-term survival benefits from radical pres.atectomy, is clinically needed.

1.2 Relevant research results at prescric

1.2.1 Relevant research conclusions'conc'ucted abroad

In 2004, Tannock et al. first re,xorti'd in the New England jeurnal of medicine that the
systematic chemotherapy base\' ~n docetaxel could reduce e risk of death in PCa patients
with advanced prostate canrc: by 24%, increase the rate ¢ progression-free survival (PFS),
and increase the rate of fua.ar remission, pain remissian‘and PSA remission. Docetaxel
combined with preuniccze (DP) has been listed au tr 2 first choice for the treatment of
castration-resistant piostate cancer after thaai!“re of HT. Based on this, some scholars
tried to use this program to conduct nehadj Ivant treatment for high-risk locally advanced
prostate cancer and then conduct racica' prostatectomy. Mark Thalgott et al. treated 30
cases of high-risk or locally advarzal prostate cancer by RP combined with neoadjuvant
therapy of DP. Long-term foliev up results showed that the therapy significantly reduced
clinical staging but could n\t he pathologically completely relieved, and could extend 5 years
without biochemical re -u. rence and survival. Preoperative joint application of docetaxel,
estrostatin and trin.oi.n for the treatment of 21 patients with high-risk prostate cancer was
performed, witiy ai. average follow-up of 53 months. 42% of the patients had no disease
survival, an 85% of those who responded to the drug had no disease survival rate for 5
years. Seila st al studied 22 cases of high-risk prostate cancer, combined preoperative
docctasel, estrostatin and endocrine therapy, with an average follow-up of 23.6 months,

and a disease-free survival rate of 54.5%.

1.2.2 The advance of previous research conducted by our center
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From March 2014 to July 2017, a total of 166 patients who had very-high-risk locally

advanced PCa were enrolled in this study. There were 56 men in NCHT group (2-10 cycles of
DP chemotherapy), 70 men in NHT group and 44 men in No-NT group. The RP and ePLND was
carried out in 52 men in NCHT group, 70 men in NHT group and 44 men in No-NT group. As
shown in table 1.

Table 1 The basic characteristics of patitr:s

No-NT group NHT group | NCHT group P

age (y,SD) 68.845.3 67.845.5 63.9+7.5 RP vs NHT 0.652

RP vs NCHT 0.001

NHT vs NCHT 0.006

PSAO 60.53+30.08 35.52+53.29 126.20:142.60 RP vs NHT 0.005
(ng/ml) j RP vs NCHT 0.001

NHT vs NCHT 0.052

Gleason score 0.040

<6 5(11.36%) 5\7.44%) 1(1.92%) RP vs NHT 0.606
7 20(45.45%). ( )" 27(38.57%) 28(53.85%) RPvs NCHT 0.020
NHT vs NCHT 0.031
8 13(29:55%) 23(32.86%) 7(13.46%)
>9 C(15.63%) 15(21.43%) 16(30.77%)
|
AN
primary lesior:s 0.003

o 5(11.36%) 5(7.14%) 1(1.92%) RP vs NHT 0.035
T3 37(84.09%) 50(71.43%) 35(67.31%) RPvs NCHT 0.000
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T4 1(2.27%%) 13(18.57%) 16(30.77%) NHT vs NCHT 0.086

Local lymph node 0.000
NO 38(86.36%) 53(75.71%) 22(44.23%) RP vs NHT 0.168
RP vs NCHT 0.000
N1 6(13.63%) 17(24.29%) 29(55.77%)
NHT vs NCHT 0.000
PSA level After neoadjuvant 4.65 0.99 NHT vs NCHT 0.006
therapy

All the patients in the three groups completed the surgery, and the intraoperative
situation was as shown in table 2. In the no-HT group, 1 patient suffered with intraoperative
mesenteric vessel injury and hemorrhagic shock after the surgery. Then he immediately
recovered after the reoperation of small intestinal segment resesdion, and the patient was
discharged successfully. In the NHT group, 1 patient pres(¢r2u intraoperative rectal injury,
and intraoperative repair was performed. One patieriinderwent replantation of ureteral
bladder due to tumor invasion. NCHT group: 1.ati ot underwent replantation of ureteral
bladder due to tumor invasion. One case of laparaszopic prostate cancer usnderwent external

iliac vein injury due to lymph node dissectio.» uuring the operation.

Table 2 The-on.ration summary of patient.

Ry z‘;u;) NHT group i \ "ICHT group P

surgery | QY - 0.012

RP ‘ 24(54.5%) 35(50.0%) 17(32.7%)

LA-RP 8(18.2%) . . 14(20.0%) 5(9.6%)

RA-RP 120273%0" | 21(30.0%) 30(57.7%)
lymph node o 0.000
dissection

IPLND L 26(59.1%) 28(40.0%) 4(7.7%)

ePLID o 18(40.9%) 42(60.0%) 48(92.3%)
Av 'raggo;)erating 158 170 183 0.131
time(min)
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Intraoperative blood | 355 347 335 0.344
loss(ml)

post operation 6.5 6.1 6.2 0.286
hospitalization
duration(d)

The postoperative pathology of the patients was shown in table 3. All patients were
followed up for 19.8 months. Without adjuvant drug treatment within 3 months after surgery,
serum PSA decreased to the lowest point <0.2ng/ml, which is defined as reaching the value of

0. Two consecutive PSA test values of > 0.2ng/ml were defined as biochemical recurrence.

Table 3 Postoperative situations of patients

RP group NHT group NZaT group P

Gleason score a 0.040
Unable to classification 6(2:0%) - 9(17.3%)

6 2(4.5%) ‘ =17.1%) 1(1.9%) < %

7 16(36.4%) | 18(25.7%) 14(25.9%)

8 14(21:8%) 17(24.3%) . 25(19.2%)

>9 \L2007.3%) 24(34.3%p. = | 16(30.8%)
positive margin O 14(31.8%) 16020 9%) 9(17.3%) 0.244
primary lesion pT . 0.000

0 > | 6(8.6%) 9(17.3%)

2 =y 25(35.7%) 15(28.8%)

3 29(65.9%) 29(41.4%) 18(34.6%)

4 0] 13(29.5%) 10(14.3%) 10(19.2%)
lymph node pN+ 9(20.5%) 13(18.6%) 22(42.3%) 0.003
Is it O arae 0.001
yes 21(47.7%) 51(72.9%) 42(80.8%) RP vs NHT 0.007
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no 23(52.4%) 19(27.1%) 10(19.2%) RP vs NCHT 0.001

NHT vs NCHT 0.310

The annual progression-free survival rate was 52.1% in the HCNT group, 27.9% in the
NHT group and 19.3% in the direct surgery group, respectively. The biochemical progression-

free survival curves of the three groups were shown in figure 1 (P<0.01).
Fig 1 The biochemical non-progression-free survival curve

Of patients in the three groups
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1.3 Clinical research res.i*s and conclusions

Hormonal therapy comuisiel! with neoadjuvant chemotherapy for high-risk or locally
advanced prostate cancer.i1ay be beneficial to improve patients' biochemical progression-
free survival. To date;only a few small samples have been reported for disease-free
progression-free s:tivival and long-term survival, lacking a prospective and randomized
controlled study. In addition, due to the strong racial specificity of prostate cancer, there are
no clinicalienerts of endocrine therapy combined with systematic neoadjuvant
chemc herapy for high-risk or locally advanced prostate cancer in Chinese population, so

this ield needs to be further explored.

Based on the previous work, this project intends to carry out a prospective,

randomized, controlled study on the Chinese population with a large sample size, and
15
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compares the clinical efficacy of endocrine therapy combined with or without system
neoadjuvant chemotherapy in the treatment of locally advanced prostate cancer. The
pathological characteristic changes before and after neoadjuvant treatment were analyzed.
To find the important risk factors affecting the long-term prognosis of these patients, so as
to provide the basis for the formulation of the optimal treatment plan for locally advanced

prostate cancer, prolong the survival time of the patients and improve the quality of life.

2 Experiment purpose

Using larger sample prospective randomized controlled study design, and comparing
neoadjuvant HT combined with docetaxel chemotherapy to neoadjuvant HT followed by RP
and extended lymph node dissection to determine whether neoadjuvant HT combined with
docetaxel chemotherapy can more effectively improve biochemical progression-free survival

of locally advanced prostate cancer patients.

Further analysis was performed to determine whether c.#"treatment regimen helped to

prolong the radiologic progression-free survival (rPFS) 2=.CS in these patients.

The pathological changes of tumor before zinc"af ‘er neoadjuvant treatn ent were also
analyzed. To search for the important risk factors i.ifluencing the long-ter=) prognosis of
these patients, the safety characteristice of g atients in different treatrient'groups were
analyzed. Therefore, it can provide the ['asis for the formulation of the optimal treatment
plan for locally advanced prostatz.conezr, prolong the survivel i, of patients and improve
the quality of life.

3 Experimen’. d=c.gn
3.1 General design principles

Perspective, multi-center, threa-orms, random, control.

3.2 Control group treat..ient selection

According to tha.2u 18 guidelines for the diagnosis and treatment of EAU prostate cancer,
radical prostatocte.ni.y and enlarged lymph node dissection in patients with cT3aNOMO, cT3b-
cTANOMO o+ «ny cT, NIMO are highly recommended. However, neoadjuvant HT is not
recomry2r.dr.d. Based on the above, direct radical resection of prostate cancer and pelvic

enia‘g2uiymph node dissection were used in the control group.

However, before radical surgery, HT of prostate cancer patients for a certain period of

time can reduce tumor volume, reduce clinical stage, and reduce the positive rate of prostate
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tumor excision margin. According to the existing retrospective study of our center,
neoadjuvant endocrine therapy may still have possible benefits in bPFS for extremely high-
risk patients. Therefore, neoadjuvant endocrine therapy was included in the study.

3.3 Number of cases and distribution

In this study, on the basis of combined HT, usage of neoadjuvant chemotherapy as a control
group was tested for superior efficacy between groups. According to the retrospective study
of our center, the median bPFS of patients in the three groups was 8.95 months, 13.24 months
and 19.26 months respectively. According to the age =0.05, 90% grasp rate, 10% of each group
were lost to follow-up, 24 months were enrolled, and the whole study was 48 months.

Two hypothesis tests are planned to declare that bPFS differs in NCHT vs. NHT and NCHT vs.
RP group.

A two-sided log-rank test with a sample size of 340 subjects (170 '» the NHT group and 170
in the NCHT group) achieves 80.2% power at a 0.025 signifi:z:ce level to detect a hazard
ratio of 0.6842 when the NHT group median survival tiriic. iz 13 months. (see report 1 as
attached)

A two-sided logrank test with a sample size«=f 255 subjects (85 in the RP_4i2up and 170 in
the NCHT group) achieves 99.9% power at 3 1'.025 significance level tc detect a hazard ratio

of 0.4737 when the RP group medias=uvival time is 9 months. (see.r~port 2 as attached)
The study lasts for 48 months ¢ v nicn subject accrual (entr;} c=curs in the first 24 months.

In total, 475 patients are.eninll :d after adjusted with 7:1.:% drop-out rate (i.e. 190 for NCHT,
190 for NHT, and 95 fo; k2 group, respectively).

3.4 Randomization methods

Use block randomization, to 5,enes2.e the random number table according to the SAS software

simulation, set the seed numkzi, segment length, and number of segments.

4 Subject sela<tion and withdrawal
4.1 Subk’ects
New high-risk locally advanced hormone-sensitive prostate cancer.

4.2 Diagnostic criteria for prostate cancer
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Referring to {Surgery) , People's medical publishing house, January 7, 2008

Combined with clinical symptoms, rectal examination, serum prostate-specific antigen
(PSA) and imaging results, the early diagnosis of prostate cancer can be made, and the

diagnosis requires the pathological diagnosis of prostate puncture biopsy.

4.3 Case inclusion criteria

(1) 18< Aged <75 years, male;
(2) Histology or cytology diagnosis: Prostate adenocarcinoma;
(3) ECOG performance Status <X 1; Expected lifetime =10 years;

(4) Without clinical or radiographic metastases in 6 months (Bone scan, MRI or pelvic

enhanced CT scan, PET-CT) before randomized,;

(5) The patients of locally advanced prostate cancer need to scZisfy at least one of the

following requirements: clinical stageT3a-T4, NO, MO; any T, M1, MO;
(6) Without Androgen Blockade Treatment in 4 wae!: he*ore randomized;
(7) Without radiographic treatment towards. orima:y tumour;

(8) Without opioids (including codeine‘and Jdextropropoxyphene) reliaving relevant pain of

cancer;
(9) Without azole drugs (such as tuconazole, itraconazole);
(10) Important laboratory.i:aicators are as follows:

a. Haemoglobin =203/L

b. ANC = 1500/ 1L

c. PLT=100*1079/L

d. K+=3.5mmol/L

e. ASTor ALT <.1.5 tim=s upper limit of normal (ULN), TBIL should be <<ULN (except
patients with certified Ciluert syndrome) and ALP<<5ULN

f. ALB=30g /L
g- calculzied <cr>60 ml/min, serum creatinine << ULN
(12)ivhout swallowing disease, able to swallow the whole piece of drugs;

(12) Without other tumour chemotherapy history, without chemotherapy and endocrine

therapy contraindications;

18

F : Not licensed for commercial use or resale.
This document was created using gj SoLID FRAMEWORK o SoldD et o


http://www.SolidDocuments.com/

(13) If patient’s spouse is at her childbearing age, the patient needs to agree that effective

contraception should be taken during the treatment and 4 months after the operation.

(14) Subjects volunteer to participate, the subject must sign an informed consent form (ICF),
indicating the understanding of the purpose and the required procedures of the study, and
willing to participate in the study. Subjects must be willing to comply with the prohibitions

and restrictions set forth in the program.

4.4 Case exclusion criteria

(1) The pathology result of prostate is neuroendocrine prostate cancer, including small cell

carcinoma;
(2) Previous cytotoxic chemotherapy or biological therapy for prostate cancer;
(3) Contraindications to prednisone, such as active infections or other disorders;

(4) Patients with chronic disease needed to be given dose of L Inisone (each time 5mg, bid
a day) exceed the dose in the study;

(5) High blood pressure with poor control of drugs+. <ialic blood pressure. =160mmHg or
diastolic blood pressure =95mmHg);

(6) Active or symptomatic viral hepatitiz or cther chronic liver diseas(:, i nown infected with

human immunodeficiency virus (HIV:;
(7) A disease history of pituitar; o’ aarenal dysfunction;
(8) Patients with active auto miaune disease who need-h.:r"none therapy;

(9) Heart disease wit. _linical significance, ircluding: myocardial infarction or arterial
thrombosis occurrecin the past 6 months; :evere or unstable angina; New York Heart
Association grade Ill or IV heart diseass (App<ndix 4); atrial fibrillation or other arrhythmias
that require treatment;

(10) Subjects who participated it: o her clinical studies within a month before the first use of
chemotherapy; (the elution ¢me is at least 5 times the half-life time of the study drug if the

half-life time is too long.)
(11) Patients with a'ivi tory of hypersensitivity to Taxanes or docetaxel
(12) Patients vrho are concomitantly receiving strong CYP3A4 inhibitors

(13) Otr.2r <i.cumstances considered inappropriate by investigator.

4.5 Case withdrawal criteria
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4.5.1 Subjects decided by researchers to withdraw

(1) patients with adverse events should be stopped according to the doctor's judgment.

(2) patients with local or systemic deterioration of prostate cancer during preoperative
neoadjuvant therapy, such as new metastatic lesions or obstructive renal failure, should be

stopped according to the doctor's judgment.

(3) subjects' poor compliance; Or automatic midway change of treatment regimen, hospital,
or addition of drugs prohibited by this regimen, which has been confirmed by the researcher

as having a serious effect on the judgment of curative effect.

(4) cases with various causes leading to treatment suspension.

4.5.2 Subjects withdrawal by themselves

(1) no matter what the reason is, the patient is unwilling or imr<ssiole to continue the
clinical trial, and the patient discontinues the trial by asking tie"Competent doctor to

withdraw from the trial.
(2) although the subject did not explicitly propose o \/ithdraw from the test, he/she will no
longer receive the drug and test and lose the inter/iewee.

4.6 Management of withdraw:i cases

When subjects fall out, the investirjai=v should take measures “o.zomplete the last treatment
evaluation as far as possible in orcer to analyze their efficacy.and safety. All withdrawal cases
should be filled in the“cuse-report form, the test carniclusion form and the reason for
withdrawal. If the =aten: is withdrawn from the. urial due to allergic reactions, adverse
reactions and ineftectve treatment, the researcher should take corresponding treatment

measures according to the actual situatiziioft!ie subject.

4.7 Case elimination criteri

(1) after randomization, viol\itizi> Ut inclusion criteria or exclusion criteria is found.
(2) patients who have no. = ceived treatment according to the protocol after randomization.
(3) after randomiza‘ic., no patients were recorded after treatment.

(4) after randcmization, patients in the treatment group were required to be replaced, that
is, patients roquiring combination chemotherapy during neoadjuvant endocrine therapy or

patient..requiring discontinuation of chemotherapy before neoadjuvant chemotherapy.
(5) others (such as serious violations of combined medication).

The final exclusion of cases is determined by the researchers.
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4.8 Complete trial abortion criteria

(1) If a wide range of serious adverse reactions occur in the test, the test should be aborted

in time.

(2) Significant errors were found in the clinical trial program, or serious deviations occurred
in the implementation of the good program, which was difficult to evaluate the therapeutic

effect, and the trial should be suspended.

(3) In the test, it was found that the treatment effect of the experimental group was
significantly different from that of the control group, and it did not have clinical value.

Therefore, the test should be suspended.
(4) The investigator demands to suspend the test due to irresistible factors;

(5) Administrative departments shall cancel the test.
5 Treatment Plan

5.1 Drugs involved

Casodex (bicalutamide tablets), specification 50mg, Manufacturer: Corden Pi:zrma S.P.A,

registration number of imported drugs: H.0.00390.

Zhaohuixian (bicalutamide tablets) spucification 50mg; Manufasturer: Shanghai Zhaohui
Pharmaceutical co., LTD. Apprcisal nu.nber: H20064085.

Zoladex (goserelin sustainac-re'ease implant), 3.6mg/10.%n.g; Manufacturer: AstraZeneca

UK Limited, import drusgvagistration number: H201€0524.

Leuprorelin (Leuprore!n Acetate For Injection), sp 2cification: 3.75mg/11.25mg;
Manufacturer: Takeda pharmaceutical iziausc=, co., LTD., registration standard for imported
drugs: JX20090036.

Estracyt (Estramustine phosphat Capsules), specification: 0.14g; Manufacturer: Pfizer Italia
S.r.L.

Taxotere (Docetaxel inicciien), specification: 0.5ml:20mg; License holder: Aventis Pharma S.
A., import drug regicttavon standard: JX20130260.

Prednisolone ac=tate tablets, specification 5mg; Manufacturer: Shanghai Xinyi

pharmaceuiicel co., LTD. Approval number: H3120771.
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5.2 Different group treatment

5.2.1 Neoadjuvant HT combined with chemotherapy group

Neoadjuvant HT combined with docetaxel chemotherapy + radical resection of prostate
cancer + extended pelvic lymph node dissection. Goserelin/Leuprorelin subcutaneous
injection + docetaxel 75mg/m? intravenous drip every 3 weeks for a total of 4-6 cycles.
Prednisolone acetate 5mg bid/ day started 14 days before docetaxel chemotherapy and
stopped 3 weeks after the end of the last chemotherapy cycle. Radical prostatectomy was
performed within 3 months after neoadjuvant therapy. Pelvic lymph node dissection was
required to reach the level of bilateral common iliac artery. If the postoperative pathology
indicated positive incisal margin or pelvic lymph node metastasis, pelvic adjuvant

radiotherapy should be performed within 3 months after surgery.

Among them: selective oral bicalutamide tablets anti-male treatment. Acetaminophen

tablets, if accidental omission, can be ignored, not to supplemert

5.2.2 Neoadjuvant HT group

Neoadjuvant HT with radical resection of prostate cancer plus extended pelvic lymph
node dissection. Neoadjuvant endocrine therapv: bic. iztemide 50mg qd Po + subcutaneous
injection of goserelin / leuprorelin, with a total 0. 3.0 cycles. Radical resection of prostate
cancer was performed within 3 months afte. ricuadjuvant therapy. Pelic !'vinph node
dissection was required to reach the l<vei ot bilateral common iliacaart=y. If the
postoperative pathology indicated nosi ive incisal margin or pelvic Iymph node metastasis,

pelvic adjuvant radiotherapy shavid be performed within 3 2iw0iths after surgery.
Among them: selective cra! vicalutamide tablets anti-riiai27creatment.

5.2.3 Direct operuuna.5roup

Radical prostateciomy and extended pelich'mph node dissection. The enrolled patients
received direct radical prostatectomy. duriig which pelvic lymph node dissection was
required to reach the level of bilaterai ~cmmon iliac artery. If the postoperative pathology
indicated positive incisal marsin..cr pelvic lymph node metastasis, pelvic adjuvant

radiotherapy should be perfire=d within 3 months after surgery.

5.2.4 Neoadjuvant the 21y course and follow-up
The experimentz'.<roup received docetaxel chemotherapy on the first day of each cycle,
followed by outgt’ent visits on the 18th to 20th day to assess the safety of the next

chemotherapy, \vhich was continuously conducted, with a maximum of 6 cycles.

In the lortol group, LHRH- a was injected every 28 days, and outpatient visits were

coiucted on the 25th to 27th days of each cycle. Use up to 6 cycles.
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In all three groups, PSA test will be conducted within 2-4 days before each cycle ends, and
radiographic evaluation will be conducted every three cycles of neoadjuvant therapy,
including (bone scan, pelvic MRI/CT, or PET-CT).

Termination of neoadjuvant therapy in the presence of either of the following:

(1) according to the researcher's judgment, the comprehensive conditions of the patient were
in line with the surgical conditions, and the surgical treatment was performed, including
obvious reduction of prostate volume, reduction of local invasion, reduction of lymph node

enlargement, and obvious relief of PSA.

(2) prostatic cancer disease progression (Appendix 2), or castration-resistant prostate cancer,
is no longer suitable for continuing the current treatment. Special note: in the first 2 cycles of
neoadjuvant therapy, if PSA alone is elevated but no imaging progress, this condition is not

disease progression.

(3) start new anticancer therapies, such as second-line encdorririe therapy (enzalutamide,

abiraterone, etc.), radiotherapy, change of chemotherapy-1=gimens, and immunotherapy.

(4) the use of the study drug will be terminated aftir ke inadmissibility of drug toxicity or

other adverse events are confirmed by the researinel.

(5) poor compliance during treatment, with »otential risk of medical dizputes.
(6) withdraw informed consent.

(7) subjects are lost to visit.

(8) other reasons, such aswn:aior protocol violations ccniimed by the researcher, occurred

during the study.
5.2.5 Follow-up aficr radical prostatecteany

Postoperative follow-up nodes o1 *h> t'iree groups were 4 weeks postoperative, 8 weeks
postoperative, 12 weeks postope:acivaand 6 months postoperative. Necessary laboratory
and imaging examinations ware ve formed to determine the curative effect of surgery and
the prognosis of treatment.

Six months after the operation, the follow-up period of the patients was adjusted to 3
months. At least or.2 . naging examination and four PSA examinations (each interval of more

than 2 monttis) sricll be conducted in our hospital every year.
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5.3 Principles of management of adverse reactions during neoadjuvant

therapy

5.3.1 General principles of management of adverse reactions to chemotherapy

drugs

Adverse event

classification

Management of adverse

events

Drug adjustment

Grade 1-2

The researchers made
their own decisions
about the treatment

No reduction or adjustment based on the researcher's
experience

Grade 3 or above

The researchers made
their own decisions
about the treatmer:¢

In the first case of grade 3 or above toxicity, the
patient was given symptomatic treatment after 1 week
of delayed/cramotherapy.

In the rase of recurrence, the patient was treated with
sy metomatic treatment for 1 week after reprieve of
chimotherapy, and the drug was restored to 50mg/m?
when the toxicity level was no more than 1

If reappeared, thzzt.2amotherapy was terminated,
symptomatic frezunent was given, and the surgery

was assessed by direct imaging.

5.3.2 General principle:aor the management of wdverse drug reactions in

endocrine therapy

Common adverse rea=tions such as castration.cvnirome and male breast development

require no special treatment. If liver toyicin;: vccurs, symptomatic treatment is required. The

treatment principles are as follows,

Adverse event

classification

Maiiagement of adverse

events

Drug adjustment

Grade 1.2

The researchers made
their own decisions
about the treatment

No dosage reduction, oral or intravenous
hepatoprotective therapy is required

Grade 3 or above

The researchers made
their own decisions
about the treatment

If the transaminase is more than 2 times the normal
value, the anti-male drug will be discontinued, the
castrated drug alone will be combined with

chemotherapy, and the oral or intravenous

24

Not licensed for commercial use or resale.
5 SOLID FRAMEWORK e


http://www.SolidDocuments.com/

hepatoprotective drug will be treated until the
transaminase decreases to 1.5uln.

For patients with bone pain, a bone scan or magnetic resonance imaging (MRI) is needed to
identify pain caused by new metastases or osteoporosis caused by drugs. Combination

therapy with bisphosphonate is allowed.

5.4 Surgical treatment and postoperative adjuvant therapy

Radical prostatectomy (RP) is one of the most effective methods to cure localized
prostate cancer. The main operative methods included in this study were: open transcranial
retropubic radical prostatectomy, laparoscopic radical prostatectomy and robot-assisted

laparoscopic radical prostatectomy.

Extended pelvic lymph node dissection, which covers bilateral obturator lymph nodes,
external iliac nodes, internal iliac nodes, general iliac nodes, incliding or excluding anterior

sacral nodes.

According to the actual situation, if the scope of suigery is expanded but the tumor is
finally removed, including not only total cystectoray; »2r.ial cystectomy, ureteral bladder
replantation, colorectal bowel segment resectioi. ard colonic ostomy, etc. are also included
in this study.

Surgical evaluation will be perfe=mi:d at least twice, at the scre2n'ng stage and at the
end of the third cycle of neoadjuwart therapy. Preoperative € /aiuztion should take into

account the level of risk factars 1or tumors, life expectancy ind overall health status.
5.4.1 Surgical indicatio.s

(1) imaging showel' *iict the tumor could be co:niipiacely excised, and there was no evidence
of distant lymph node metastasis (diagnose(! p. eoperatively by imaging or lymphatic biopsy),

bone metastasis or other viscera metzsiasis, and no other tumors were combined.

(2) good treatment compliance anaadequate understanding and preparation for surgical

treatment and complication;.

(3) health status: the phy:ical'status score of the eastern cancer cooperative group (ECOG) is
no more than 1, and ¢« lite expectancy is no more than 10 years. After neoadjuvant
treatment, the pa i< nt was in good condition and the results of laboratory examination were

still qualified 1or.inclusion.
5.4.2,S.ryi2al contraindication

(1) patients with diseases that significantly increase the risk of surgery, such as serious

cardiovascular diseases and pulmonary dysfunction.

(2) suffering from severe bleeding tendency or coagulation disorder.
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(3) there are distant lymph node metastases (diagnosed preoperatively by imaging or

lymphatic biopsy), bone metastases, other viscera metastases, or other tumors.

(4) the fitness score of the eastern cancer cooperative group (ECOG) was greater than or

equal to grade 2, or the life expectancy was less than 10 years.
5.4.3 Postoperative adjuvant therapy

The postoperative adjuvant treatment was determined according to the postoperative

pathology. The details are as follows:

(1) if the postoperative pathological cutting edge is positive, remedial external radiotherapy

shall be performed immediately after the recovery of urinary incontinence.

(2) no matter the postoperative pathological stage, lymph node metastasis, seminal vesicle
and Vas deferens invasion, postoperative positive observation was adopted and auxiliary
drug was discontinued.12 weeks after the operation, if the patien*has biochemical
recurrence or the postoperative PSA fails to reach the radica! ireatment level (PSA>,
0.2ng/ml), the endocrine therapy is started (accompaniet by castration therapy combined

with anti-androgen therapy).

5.5 Treatment compliance

Four days before the end of each<:yzie, the subjects were evaliiat-.'in sequence. In
addition to suspension due to drug tox.:ity, if the subject takes srednisolone acetate and
Bicalutamide tablets for two co.scutive drug cycles, the coiauliance is no more than
75%;0r adherence to a medi_ation cycle is no more than 52%;0r the patient refused or
delayed docetaxel chemotherapy more than 2 times: Then the subjects will stop
participating in the ciinici trial, complete the treatn =nt termination visit within the
specified time limit, aiid enter the survival fo!iaa:-up. Subject's medication compliance is
determined by drug count combined wich i quiry, and test medication compliance = (total
number of prescriptions used/total.niimher of drugs to be prescribed) x 100%.

5.6 Rules for combine nm2dication

From the beginning ©t the incorporation of clinical trials, all the combined drugs need to
be recorded during tl 2 abservation period, and the study program stipulates that the
combination of E< v :cyt, prednisolone acetate tablets and Bicalutamide tablets are not
included in this program. The cutoff time for the combined medication was 28 days after the
last admirisiration of the study drug. If there is combined therapy due to adverse events, it
is neceosary o record the disappearance of adverse events or the stable state considered by

the rusearcher.
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5.6.1 Combination medication allowed for use
Patients who cannot tolerate bicalutamide can switch to another generation of anti-male

drugs, such as flutamide.
Conventional vitamin formulation;

On the day of chemotherapy, systemic glucocorticoid, highly selective 5-HT3 receptor
antagonist antiemetic, prolactin or antacids, bisphosphonates, immune modulators and
hepatoprotective agents are allowed.

Use bisphosphonates orally or intravenously;

Oral liver protection drugs;

Oral selective a blockers, such as doxazosin mesylate, tamsulosin hydrochloride, etc.
Blood transfusion and hematopoietic growth factor;

Short or long term recombinant human granulocyte stimulatii.z 1actor;

If the body is combined with other diseases, it can be 'seaon demand without violating the

following prohibition.

5.6.2 prohibited drugs
Other chemotherapy drugs;

Other anti-androgenic drugs: Niroriite, n.ethadone acetate, cyproterone acetate, estradiol

valerate, Enzalutamide, abirate or.e;

Immunotherapy drugs;

Chinese traditionalsiielliciane with anticancer indicadons;

Ketoconazole;

5 a - reductase inhibitor;

Diethylstilbestrol, and Chinese h/:ria: medicine containing estrogen;

Radioactive drugs such as streiziium (89Sr), samarium (153Sm) and radium (223Ra);

Coumarin anticoagulan:s such as warfarin: competing with bicalutamide protein binding

sites, resulting in 2kaormal prothrombin time;
Pomegranat2 juice: may affect the stability of prostate specific antigen;

Linsee.  ¢il- has the estrogen activity and the anti-androgen function; Potentially reduces the

role »f potassium in blood.
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5.7 Study conditions and treatment of termination

Termination of the clinical study if either of the following occurs to the subject:

(1) the disease progression of prostate cancer (annex 2), or castration-resistant prostate
cancer, is no longer suitable for continuing the current treatment. Special note: in the
neoadjuvant drug cycle, if PSA alone is elevated but no imaging progress, this condition is

not a disease progression.

(2) start new anticancer therapies, such as second-line endocrine therapy (enzalutamide,

abiraterone, etc.), radiotherapy, change of chemotherapy regimens, and immunotherapy.

(3) the use of the study drug will be terminated after the inadmissibility of drug toxicity or

other adverse events are confirmed by the researcher.

(4) poor compliance during treatment, with potential risk of medical disputes.
(5) withdraw informed consent.

(6) subjects are lost to visit.

(7) other reasons, such as major protocol violatihns cc nfirmed by the researcher, occurred
during the study.

After termination of the study, subjec*s wilienter the stage of survival fzilow-up after

completing all examinations for trcatm 2nt termination visits.

Definition of treatment terminat.an visits: subjects who hate tarminated neoadjuvant
therapy for any reason or'hzve not received surgical tr2a ent shall complete the relevant

clinical and laboratory rvoluation within 28 days after tiie last neoadjuvant treatment.

5.8 Patients requiring changing th2 \reatment group

In this study plan, patients in the zan“ ol group and experimental group were required
to change the treatment group, that iz, neoadjuvant endocrine therapy patients were
required to combine with chziothzrapy, or neoadjuvant endocrine therapy combined with
chemotherapy group were required to stop chemotherapy. Both are deemed to have
withdrawn the informed.coiisent. Follow-up treatment, including neoadjuvant and surgical
treatment, will be perioimed clinically on a case-by-case basis, but this data will not be

included in the {:#=! statistics.
6 Oh:zrvation indicators and observation time points

6.1 helevant time Windows

The time window of the screening period was 28 days before the first use of the study drug.

28

F : Not licensed for commercial use or resale.
This document was created using gj SoLID FRAMEWORK o SoldD et o


http://www.SolidDocuments.com/

During the neoadjuvant treatment period, each visit window was + / - 2 days (except the

time window of each imaging examination and ECG examination was + / - 4 days).
The time window from neoadjuvant treatment to surgical treatment is 3 months.
In patients who were followed up after the operative treatment period, the time window of

outpatient visit was + / - 7 days.

6.2 Demographic and general clinical data

Including the age, gender, height and ethnicity of the subjects; Medical history, previous
treatment history, associated diseases and medication. This class of data is recorded once
during the filter period.

Prior treatment for prostate cancer/prostate cancer before screening should be traced back

to 6 months before prostate biopsy.
A copy of the most recent histological or cytological diagnosticie port of prostate cancer will

be provided as a diagnostic document.

6.3 Screening indicators

The following indexes are tested only once (u ing the screening period:
Hepatitis b surface antigen (HbsAg), ani-hcv, HIV antibody;

Chest CT or MRI;

Echocardiogram;

Paclitaxel gene deteztitn hefore chemotherapy is recemmended for patients in the

experimental group.

6.4 Efficacy indicators and efti~c.oy evaluation criteria

6.4.1 Efficacy indicators

(1) Serum prostate spzuific antigen (PSA): before prostate biopsy, screening period
after prostate biopsy, 2-4 ¢.ays before the end of each cycle of neoadjuvant treatment period,
1 day before surgery. < waeks after surgery, 8 Weeks, 12 weeks, 3 months, and 6 months,
each subsequent fc'low-up visit should be performed once. In particular, if the subject is to
undergo a digiwal vectal examination, the blood sample collection of the PSA should be

performec-priny to the digital rectal examination.

(2} Overall survival of the patient (OS): OS is starts from the neoadjuvant therapy to
death for any reasons, and the time of the last time the lost participant was contacted was

censored data. For subjects who discontinue treatment for various reasons, the investigator
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should call the subject once every 3 months to obtain information on overall survival, with the

total survival follow-up stopped at 24 months after last patient enrollment.

(3) CT (or MRI), bone scan or PET-CT: during the screening period, every 3 cycles during
the neoadjuvant treatment period, before surgery, every six months after surgery. PET-CT
examination can replace CT/MRI and bone scan. During the neoadjuvant treatment, if a
metastasis is observed by bone scan, it will take at least 6 weeks to confirm with a bone scan.
One can be checked by CT or MRI. The imaging assessment is valid for 28 days and does not
need to be repeated. It can be done before the date of the informed consent form signed by

the subject, but to ensure that the relevant examination is traceable and effective.
(4) Relevant quality of life scores: including:
a. ECOG fitness status,
b. Pain Scale (BPI-SF),
c. Analgesic use score,
d. Quality of Life Scale (FACT-P).

The three indicators a, b, and ¢ were exari irzd.ut the end of each screening period and
before the surgical treatment in the screeni’ .z neriod and neoadjuvant tr::a*ment period. The
d item (FACT-P) is in the screening pericy, e 7€y 2 cycles of the neoadit va it treatment period,

and before the surgical treatment.
6.4.2 Evaluation criteria for «¥icacy
6.4.2.1 Main efficacy evaivaticn (primary endpoint)

Biochemical recurrzncea £ree survival (bPFS): defiiiea as the time from randomization to
biochemical recurrerile. The definition of biecheriical recurrence is as follows: in the case of
normal testosterone levels, the PSA wa' >0.2 ng/ml twice for more than 4 consecutive

weeks.

6.4.2.2 Secondary efficacy assessment (secondary endpoints)

(1) The 1-year bioche: ' :al progression-free survival (bPFS) rate: the ratio of patients whose

consecutive pestc ;- rative PSA <<0.2ng/ml within 1-year.
(2) Overall.curvival (OS): the time from randomization to death due to all causes.

(3).R2aingraphic progression-free survival (rPFS): the time from randomization to first
conflimed imaging progression or death (whichever first is counted). Imaging progression

was defined as one of the following: a. Progression of soft tissue lesions as defined in the
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revised RECIST 1.1 (Appendix 8) found by CT or MRI. b. Confirmation of bone metastasis
lesions by ECT or PET-CT examination.

(4) TTPP: the time from randomization to the time when PSA increased by 25%.

(6) ECOG score progression-free survival: the time from treatment to the time of ECOG score

progression.

6.5 Safety indicators

6.5.1 General physical examination indexes
Respiratory rate, pulse rate, blood pressure, body temperature and body weight.

Tested at the time of screening, the end of each cycle of neoadjivant therapy (every 21 days
in the experimental group, 28 days in the control group), 1 da,“u:tore surgery, and 4 weeks

after surgery.
6.5.2 Clinical symptom examination

During the study, the investigator shou!d proi.iptly record the symptz ms.such as

nausea, fatigue, back pain, and cough, 2nc record them in the adverse event tables timely.
6.5.3 Laboratory safety indicat7rs 1 21ated to neoadjuvant-therapy

Complete blood count: red c=ll count, hemoglobin, plz-eict count, and white cell count.
Tested at the time of screan ng  during each cycle of nao.d uvant therapy (the 5th, 10th,
and 20th days of the exgurimental group, every 28 G.ays in the control group), 1 day before

surgery, and 4 wee “='d ter surgery.

Urine routine: urine sugar, urine protein,-urinary red cell count, white cell count. Tested
at the time of screening, the end of ez.cix ¢ycle of neoadjuvant therapy (every 21 days in the
experimental group, 28 days in the ccatrol group), 1 day before surgery, and 4 weeks after

surgery.

Liver function, renal:finciion and blood electrolytes: ALT, AST, GGT, TBIL, DBIL, AKP,
LDH, albumin, total pia:<in, urea nitrogen, serum creatinine, uric acid, potassium, sodium,
chlorine. Tested a* e time of screening, the end of each cycle of neoadjuvant therapy
(every 21 day:.ir the experimental group, 28 days in the control group), 1 day before

surgery, 214 4‘'weeks after surgery.

o:2ud lipids and blood sugar: triglycerides, cholesterol, high-density lipoprotein, low-
density lipoprotein, fasting blood sugar. Tested at the time of screening, 1 day before

surgery, and 4 weeks after surgery.
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Note: The date of the laboratory screening test should be < 14 days from the start of
the neoadjuvant medication.

6.5.4 Electrocardiogram

Electrocardiogram (12-lead): Recorded at the time of screening period, 1 day before
surgery, and half a year after surgery. If necessary, add an ECG test. When the blood
potassium concentration is <3.5mmol/L, the electrocardiogram should not be performed.

The hypokalemia should be corrected before the electrocardiogram performed.
6.5.5 Chemotherapy related complications

For the patients who received 75 mg/m? of docetaxel alone, the response was
described according to the NCI General Toxicity Criteria (Grade 3 = G3, Grade 3-4 = G3/4;
Grade 4 = G4) and COSTART terminology. The frequency is defined as: very common (1/10),
common (1/100-1/10); uncommon (1/1000-1/100); rare (1/10000-1/1000); rare (< 1/10000).

The report is as follows:

Hematologic abnormalities: bone marrow suppression and other hematological

adverse reactions.

Very common: neutropenia (89.8%; G4: 54..24, anemia (93.3%; G3/4:10.8%); infection
(10.7%; G3/4: 5%); thrombocytopenia (16%) : a=: 1.7%).

Common: febrile neutropenia /5.2%).

Abnormal immune system. '/lost of the allergic reacticiiz cccur in the first few minutes
of docetaxel infusion, usually 12ild to moderate. The mo<t-coinmonly reported symptoms are
erythema and rash with.o.without itching, chest tigltaess, back pain, difficulty breathing,
and drug-induced faver i chills. Severe reactions.ini.iude hypotension and/or
bronchospasm or systemic rash/erythema, viiiiciz'can be resumed after stopping the infusion

and symptomatic treatment.
Common (2.5%, no serious reaciic:)

Abnormal skin and sub ‘1”.cneous tissue: The skin reaction is usually mild to moderate
and reversible, often mani‘ested as a local rash that is mainly found in the hands, feet, arms,
face, or chest, often accoi.:panied by itching. The rash occurs mostly within a week after
infusion of docetaxul."cess common severe symptoms is severe rash that causes disturbance
or discontinuation of docetaxel treatment followed by peeling. Severe nail lesion is
characterizad hy hyperpigmentation or hypopigmentation, sometimes causes pain and nail

loss.
Viary common: hair loss (38%); skin reaction (15.7%; G3/4: 0.8%).
Common: nail changes (9.9%; severe 0.8%).
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Body fluid retention: such as peripheral edema, there are a few reports of pleural
effusion, pericardial effusion, ascites and weight gain. Peripheral edema usually begins at
the lower limb and may progress to the whole body with a weight gain of 3 kg or more. The

incidence and extent of body fluid retention can be accumulated.
Very common (24.8%; weighed 0.8%).
Gastrointestinal discomfort:

Very common: nausea (28.9%; G3/4: 3.3%); stomatitis (24.8%; G3/4: 1.7%); vomiting
(16.5%; G3/4: 0.8%); diarrhea (11.6%; G3/ 4:1.7%).

Common: constipation (6.6%).

Abnormal nervous system: When severe peripheral neurotoxic symptoms occur, the
dose of docetaxel should be reduced. Mild to moderate sensory neuropathy includes
paresthesia, sensory disturbances or pain including burning pain "e main motor

neurological event is weakness.
Very common: sensory neurological symptoms (24%; 3. 5.8%).
Common: motor neurological events (9.9%; G3;4:2.54).
Abnormal heart:
Common: arrhythmia (2.5%; ne-savare events); hypotension (1.7%).
Abnormal hepatobiliary sy=t:m:
Common: bilirubin inereas=d (G3/4 <2%).
Metabolic and nui:i*,0nal abnormalities:
Very common: anorexia (19%).

Ocular abnormalities: transient visva. impairments (sparkling, flashing, blind spots) are
rarely reported, especially when the.arug is infused intravenously with an allergic reaction. It
can be reversed after stoppifig t*heinfusion. Tears with or without conjunctivitis, tear duct

obstruction due to excessie tearing are rarely reported.

Ear and labyrinth abn :r malities: Other ototoxic drugs related ototoxicity, hearing

abnormalities,.ani/»r hearing loss are rarely reported.
Musculoskeletal, connective tissue and bone abnormalities:
Comiion: myalgia (5.8%).
Respiratory, thoracic and mediastinal abnormalities:

Very common: difficulty breathing (16.1%; severe 2.7%).
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Whole body and injection site abnormalities:
Very common: weak (48.8%; severe 12.4%); pain (10.7%).
6.5.6 Surgery related complications

Perioperative complications (7 days before surgery to 28 days after surgery):
hemorrhage, anastomotic leakage, obturator nerve injury, iliac vascular injury,
lymphocystosis, deep vein thrombosis, pulmonary embolism, infection, cardiovascular
complications and other related or unrelated complications. Recorded timely and reported

as required.

Long-term complications: erectile dysfunction, urinary incontinence, anastomotic

stricture, and pseudo-dwelling.
6.5.7 Other adverse events and serious adverse events

Record Instantly and reported as required.

7. Adverse events

7.1 Adverse events definition:

Adverse events: Any untowa.d medical occurrence in.a natient or clinical study
participant, temporally assaci=ed with the use of stuciy iiitervention, whether or not
considered related ta the study intervention.

Serious adverse cvents: any untoward ricaizal occurrence that, at any dose: result in
death; is life-threatening; requires inpa'tent hospitalization or prolongation of existing
hospitalization; results in persistens d sahinty/incapacity; is a congenital anomaly/birth

defect; or is considered an imporiantinedical event.

Adverse reactions: all noxicus and unintended responses to a medicinal product related
to any dose should be coi:' lered adverse drug reactions. “Responses to a medicinal
product” means that o <ausal relationship between a medicinal product and an adverse

event is at least.a ¢ :sonable possibility.

7.2 Reconding and handling of adverse events

“he investigator should observe any adverse events that occur during the clinical trial of
the subjects and ask the patients to truthfully reflect the disease changes after treatment

and avoid inducing questions. The investigator should observe adverse effects or

34

F : Not licensed for commercial use or resale.
This document was created using gj SoLID FRAMEWORK o SoldD et o


http://www.SolidDocuments.com/

unexpected clinical manifestations and side effects (including symptoms, signs, and
laboratory tests) while observing the effects. Regardless of the relevance of adverse event
and study intervention , it should be recorded in the CRF, including the time, symptoms,
signs, degree, duration, laboratory test indicators, treatment methods, development
process, results, follow-up time, etc. of the adverse event. Meanwhile, the concomitant
medication should be detailed recorded to analyze the association of adverse events with

study procedures and study medications, and signed and dated are needed.

All AE and SAE will be collected from the date of signed the informed consent until the
end of study. Investigators are not obligated to actively seek AE or SAE after conclusion of
the study participation. However, if the Investigator learns of any SAE, including a death, at
any time after a participant has been discharged from the study, and he/she considers the
event to be reasonably related to the study intervention or study participation, the

Investigator must promptly notify the Sponsor or designate.

Medical treatment of the subjects: When an adverse reactiisr-sicurs, the investigator
should take necessary treatments according to the condit‘c*, Such as surgical intervention,
adjustment of chemotherapy dose, temporary interru; ticn of treatment, etc., and decide
whether to terminate the study drug. When a seiicus adverse event occurs immediate

treatment should be taken to protect the safety ¢<ne subject.

7.3 Classification of adverse € zn\s

All AEs are graded using NCl's C"CAE standard (CTCAE V5.0):

If an adverse event is no* ¢n'ered by the CTCAE standwin, it is recorded according to the

following criteria:

(1) Mild: Does not aficct the normal functior-ai+he participants, causing minimal discomfort

and not interfering with everyday activi:ies

(2) Moderate: Affects the normal {uiciizn of the subject to some extent, causing sufficient

discomfort, and interferes with r orinal everyday activities.

(3) Severe: Significantly aff=cts the normal function of the subject, preventing normal

everyday activities.

Pay attentior. i« the severity and intensity of adverse events. When the intensity of
adverse eventis severe, it may not be SAE. For example, a severe headache in intensity may

not be inc uced in the SAE unless it meets the SAE criteria.

7.4 Tvaluation of causality between adverse events and study

drugs/study procedures
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Researchers should make full use of their medical knowledge and clinical experience to
comprehensively analyze when reporting adverse events. During the evaluation, the
reporter should first understand the patient's treatment and various examination data, ask
the patient's medication history to prevent the omission of suspicious drugs or medical
behavior, and initially find the association between adverse events and study drugs/study

procedures.

The analysis methods of adverse events used in China mainly follow the following five
principles:

1. Is there a reasonable time relationship between study drugs/study procedures and the

occurrence of adverse events?

For example, it takes only a few seconds for cyanide poisoning to die; anaphylactic shock or
death caused by penicillin occurs several minutes to several hours after administration;

phenothiazine-induced liver damage usually occurs after 3-4 we®!; of taking the drug.
2. Does it meet the type of adverse reactions known in clin.~af trials?

For example, docetaxel chemotherapy can cause bori 2 i=4rrow suppression and liver

damage; endocrine therapy can lead to osteopcCrrsis. ‘oreast pain and so on.

3. Does the reaction disappear or reduce «ft > adjusting the medicatio=9: cnanging the

treatment plan?

4. When the suspicious drug or.<iiica!operation is resumed wza'r, does the same reaction

event occur again?

5. Whether the reaction.eents can be explained by. rn> effects of combined medication, the

progression of the bati=.il's condition, and the efi=c 5 of other treatments?

Under the premise of consulting the-z2i2r¢ nce literatures and analyzing the relevant
information of the report, the adverse =v=r s will be evaluated as required. For serious
adverse events or adverse events wich difficult evaluation, the relevant experts can be
consulted; if necessary, an ex;22r* d scussion will be held, among which difficult cases will be
re-evaluated. According to the five principles of adverse event analysis, the relevance
evaluation is divided into si levels: affirmative, very likely, possible, possibly irrelevant, to

be evaluated, and uncviluable.

Affirmatior: i.ie adverse reactions occurs reasonably in the time; the response stops or
rapidly reducesor improves after discontinuation of treatment (some ADR responses may
occur'mitar ceveral days depending on the body's immune status); the response reappears
afte..re-use, and may be significantly aggravated (ie, the positive re-priming test); at the
same time, there is literature evidence; and other confounding factors such as the original

disease have been excluded.
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Very likely: no repeated exposure history, the rest is the same with "affirmation ", or
although there is a combination of drugs, the possibility of combined use of drugs to cause
the reaction can be ruled out basically.

Possibly: The clinical trial is closely related to the time of occurrence of the reaction,
and there is literature supported; however, there is more than one drug that causes ADR, or

the progression of the original disease cannot be excluded.

Possibly irrelevant: ADR is not closely related to the clinical trial, and the response is not
consistent with the known ADR of the drug. The progression of the original disease may also

develop similar clinical manifestations.

To be evaluated: the content of the report is not completed, the supplement and then
evaluation are wanted, or the causal relationship is difficult to determine, and literatures

and evidence are insufficient.

Unevaluable: There are too many missing items in the rerort,che causal relationship is

difficult to determine, and the information cannot be supni=ir'anted.

Detailed description is in the table below.

1 2 3 4 5
Affirmation + K + . -
Very likely + 4 + ? -
S
Possibly + + +? ? +?
Possibly : ) . ” 49
irrelevant
To be Ny )
Adcitional materials needed
evaluated
Unevaluable The necsstary information for the evaluation is unavailable

Note: + affirmation; - negatior;<- hard to be affirmative or negative; ? unknown.

7.5 Serious advaise events reporting

Any serious adverse events that occur during the clinical trial, should be promptly dealt
with and{eported to the Sponsor or designee and the ethics committee responsible for the
clinicat wrial within 24 hours, Regardless of the relevance of serious adverse events and
clinica! trial. The investigator should quickly investigate the serious adverse events and take
some necessary measures to ensure the safety and rights of subjects, and timely report to
the departments of management and health administration. The investigator should bear
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the cost of rescue, treatment and give the corresponding economic compensation if the

serious adverse event is determined to be related to clinical trial.

The investigator must complete the “Serious Adverse Event Report Form” and record

when, how, and to whom the serious adverse event was reported in the original data.

7.6 Follow-up of unresolved adverse events

All adverse events (including adverse drug reactions) that have not been fully resolved
at the end of the course of treatment should be followed up to time of proper resolution or

stable condition.

8. Data management

8.1 Requirements of filling the clinical trial observziion form

The investigator should carefully fill the case record. The outpatient medical records at
the time of follow-up shall be used as the original recori's and shall not be altered. The
original records shall not be altered during othe: zorrections, and only the aaditional
narratives can be used to explain the reasoi s:2nd be signed and dated by tixe physician
participating in the clinical trial. All thelabcrztory data in the clinical t:ia) should be
recorded.

8.2 Data traceability

The outpatient medivai records of all the testea sases, whether they are in accordance
with the clinical tria:'pl: n or the cases of shedd ng, snould be written timely, completely and
accurately, and the laboratory and exami=atior records can be traced to the hospital CIS
system and imaging system. For the sthjact whose examinations were performed in other
hospitals, a copy of the patient's ruleves¢ medical record to be retained is needed, and the

original image archive is avail=bl fcr imaging.
8.3 Filling the case i2»o0rt form

The data in ti = case report form are derived from the outpatient medical record and
are filled in by tie investigator. The case report form must be filled in for each case. The
various d='ta 91 descriptions recorded in the case report form should be checked with the
origina. records and test reports in the research medical records. The researcher performs

data antry and management based on the case report.

8.4 Data entry
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Data entry and management is the responsibility of the designated researcher. Data
administrators use Excel software for data entry and management. To ensure the data
accuracy, the enrollment/exclusion criteria, integrity, logical consistency, outlier data, time
window, combined drug, adverse event, etc. are checked again, after all the case report

forms have been inputed and verified.

9. Statistical Analysis

9.1 Analytical data set

Full Analysis Set (FAS): All subjects that have received neoadjuvant therapy after

randomization.

Per Protocol Set (PPS): a subset of FAS, all the subjects that meet the test protocol and
have good compliance (the actual use of neoadjuvant drugs acccuns for 80%-120% of the
applied dose), and successfully complete the radical surger/, :kic¢ 3 months outpatient

follow-up after surgery, the entire clinical observation 724 the contents of CRF.

Safety Analysis Set (SAS): all the subjects wich.at east one safety assessinent after

randomization and neoadjuvant therapy.

In this trial, baseline data are ana!vzed using FAS. The primary aad.s2condary efficacy
indicators are analyzed by FAS and P simultaneously. However, the conclusions are from
the FAS analysis. When the con Iu.ions obtained by FAS and.*S'are consistent, the
credibility of the conclusion £2n be increased.

In the safety analysic, caverse events and advei e veaction data, vital signs, and
laboratory indicatc eai e analyzed by SAS. Subjzct.tvho are prematurely terminated due to

adverse events and various non-therapeutic reysons are included in the safety analysis.

9.2 Statistical methods

Statistical analysis was (271102a out using SPSS. All the statistical tests were two-sided.
Differences were considered *o be statistically significant if p < 0.05. 95 % confidence

interval (Cl) were comg:cd.

Baseline ¢2*a w 2re analyzed by FAS. All efficacy indicators were analyzed according to
FAS and PPS; tie safety analysis used SAS.

€ ft ctiveness analysis:

For the primary endpoint bPFS, The survival curves will be estimated using Kaplan-
Meier estimates: cumulative incidence of events at 6 months and by year, and appropriate
confidence interval will be presented by treatment arm using Kaplan-Meier estimates.
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Kaplan-Meier curves will be displayed by treatment arm. The Log-Rank test is used to

compare the survival indicators of three groups.
For the secondary endpoint

(1) First year biochemical progression-free survival rate: cumulative incidence of events
at one year will be presented by treatment arm using Kaplan-Meier estimates. The X2 test or
Fisher's exact test is used to compared the biochemical progression-free survival rate of
subjects.

(2) Overall survival (0OS)
(3)No imaging progression survival period (rPFS)
(4)TTPP

(5)Symptomatic progression occurred through the Quality of Life Assessment Scale
(FACT-P) score.

(6) The ECOG score indicates the time when the subjci's physical condition
deteriorated.

All the above time to events secondary endpinit will use the same staiistical methods

as primary endpoint.

@ Safety analysis: Descriptivesint.ttical analysis is the main meatiod. The AEs that
occurred in this clinical trial are 4esciiked in the list. If necess.ry Fisher's exact test method
is used to compare the incidance ~f AEs between groups..! choratory test results that are
normal pre-test but abnerimcl rost-treatment and the iaictionship with the test drug should

be descriptive statisticz| analysis.

10. Quality control and assi'rz=n:..e of clinical trial

In the course of this study, the pessonnel participating in the clinical trial is relatively
fixed. The clinical trial plan and c'inizal trial manual must be carefully studied and discussed,

and the recording methods anid iudgment criteria should be unified.

Researchers should usc¢ 2 pen or carbon pen to fill in the CRF in a realistic, detailed and

serious manner.

All observations and findings in clinical trial should be verified to ensure the data
reliability.an1 to ensure that conclusions of clinical trial are derived from raw data. There are

corresyohialiig data management measures in the clinical trial and data processing stages.

Outpatient medical records are the original records and cannot be changed generally. The

original records shall not be altered during other corrections, and only the additional
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narratives can be used to explain the reasons and be signed and dated by the physician

participating in the clinical trial.

Researchers should take active measures (such as notification of follow-up) to control the

case drop rate within 20%.

In order to ensure the compliance of subjects, researchers should make the subjects
fully understand the significance of the trial and the importance of neoadjuvant therapy. The
researchers shall record the medication on the outpatient medical record. Those who do not
fully follow the requirements should be persuaded in time and the reasons should be

recorded in detail.

Laboratory data should be recorded in the CRF and can be traced to the hospital's CIS system
and imaging system. For the subject whose examinations were performed in other hospitals,
a copy of the patient's relevant medical record to be retained is needed, and the original

image archive is available for imaging.

11. Ethical principles

Before the clinical trial begins, the trial proto<olie, the program) discusse, revised, and
signed by the investigator must be submitte to the ethics committee for'coproval. If the
program has problems during the actua’in:p.2mentation of the clinice( ti‘ai, and needs to be
revised, it should be re-submitted te-the ethics committee for appreyvad. If new information
related to clinical research is foiiil!, th< informed consent for 1 inust be modified in writing
and sent to the ethics committee for approval. After that. t.e subject's consent should be
obtained again.

Before the start ot thaclinical trial, the investigatc * must provide the subject with details
about the clinical tria:, including the nature 2ac »urpose of the trial, the possible benefits
and risks, alternative treatment option:. an\\ wne subject's rights and obligations that are
compliance with the Helsinki Declaration. etc, to enable the subject and his legal
representatives to fully understan< ond agree to and sign the informed consent form before
starting clinical trial. Each pecient snould leave a detailed contact address, telephone
number, ID card, etc., and “he doctor should leave his contact number to the patient so that
the patient can find the uictor at any time when the condition changes, which is also helpful
for the doctor to ur.ac stand the condition changes, remind the subject to return to hospital

in time to avcia loos of follow-up.

Throughout the study period, the researchers in our center strictly protect the rights of
earh.cuhiect'in accordance with the GCP requirements and the Helsinki Declaration. The
specliic implementation method is leaving the contact number of ourselves and the second
researcher (24 hours remain unblocked) to the patients and their guardians, in addition, the

research team is equipped with a dedicated call system, each member has a short call
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number to ensure that the subject contacts his or her supervisor in case of any discomfort. It
also ensures that the investigator is fully aware of the subject's condition throughout the
study period.

12. Data preservation

According to GCP regulations, research medical records are archived as raw materials.
After the data input are completed, the investigator saved them 5 years after the end of the

clinical trial.

13. Modification of the trial

After the program has been approved by the ethics committee, the main researcher should

|II

write a “program modification manual” and sign it, if it needs to be revised during the
implementation process, and the program may be modified afte, (r.e agreement of the

sponsor.

After the plan is revised, it must be approved by the etaic; committee before

implementation.
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Appendix1  Prostate Cancer Clinical Trials Working Group (PCWG2) Standards

Excerpted from “Design and End Points of Clinical Trials for Patients With Progressive
Prostate Cancer and Castrate Levels of Testosterone: Recommendations of the Prostate
Cancer Clinical Trials Working Group” published by Scher et al at 2008.

Journal of Clinical Oncology 2008; (26), 1148-1159.
Screening period: high-risk or locally advanced prostate cancer

Patients should meet one or more of the following three criteria: PSA > 20 ng / ml,
Gleason score(GS) 8-10, clinical stage > T3a.

Follow-up period: The criteria used for efficacy judgment during the study observation
stages:

Early changes in PSA should not be used as the basis for developing the clinical trial
protocol. PSWG2 defines PSA progression as a 25% or greaterziicrzase and an absolute
increase of 2 ng/mL or more from the nadir, which is confir ~.ed by a second value obtained

3 or more weeks later (as shown below).

[ ]
E
= D
w . .
- C
B ° 25% above nadir
¢ . ° and
w) e 2 ng/mL increase
| |
> 3-4 Weeks

Schematic illustration: + state-specific antigen (PSA) progression. An increase of 25% and
absolute increase 0 2 1g/mL or more above the nadir. Values A, B, and C show rising PSA
values that du rouv neet the criteria. Value D is the first PSA value that is greater than 25%
and more than 2 ng/mL above the nadir, confirmed with a further rise in PSA shown by value
E. For'z=po0. Ing purposes, PSA progression would be recorded on the date value D was
obtcined.
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Appendix 2 Prostate Cancer Progression Standards

After treatment, subjects who meet any of the following criteria will be identified as disease

progression:

1.PSA progression as determined by the PCWG2 standards.
2.Progression in imaging.

3.Clinical progression.

Definition of progression:

® Prostate specific antigen progression:

See " The criteria used for efficacy judgment during the study observation stages " of Annex
1

® Progression in imaging, at least one of the followings:

1. Bone scan showed disease progression, new lesioi s «ipeared and did not meet
tumor flare, and was confirmed in the second bone s:an ~.fter 26 weeks, this bone scan

showed =1 additional new lesions;

2.Compliance with soft tissue (lymphati- i visceral) disease progras:ion as defined by
the modified RECIST criteria (baseline ript. nodes must be 2 2.0 cri t,"ue considered as

target lesions or evaluable lesions)
o Clinical progression, meeting ai v of the followings:

1. Pain progression: r.ggravation of pain due to./i.>tastatic bone disease, which was
observed in two coiisec.tive evaluations 4 weeks apart, refers to that the most severe pain
score is increased by'230% based on the Concisa."ain Questionnaire in the past 24 hours in
the case of an undecreased analgesic dug s-ure, or an increase in analgesic use scores of
>30% is observed in two consecutive (iss2ssments 4 weeks apart, and the subject's brief pain

guestionnaire score must be 24.

2. Skeletal-related events: rathological fractures, spinal cord compression, bone
palliative radiotherapy, o * one surgery associated with progression of prostate cancer in
the bone.

3. Increase tii. prednisone dose or replace with a more potent glucocorticoid such as
dexameth~<onv, or add opioid analgesics to treat prostate cancer related symptoms and

signs,'such s pain and fatigue.

4. Therapist decides to start a new systemic anticancer treatment (whether or not there

is evidence of PSA or imaging disease progression.
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Appendix 3 Physical Status (ECOG PS) Scoring Criteria

0 Fully active, able to carry on all pre-disease performance without restriction

1 Restricted in physically strenuous activity but ambulatory and able to carry out
work of a light or sedentary nature, e.g., light house work, office work

2 Ambulatory and capable of all selfcare but unable to carry out any work activities;
up and about more than 50% of waking hours

3 Capable of only limited selfcare; confined to bed or chair more than 50% of waking
hours
4 Completely disabled; cannot carry on any selfcare; totally confined to bed or chair
5 Dead.
46

- . \ Not licensed f ial le.
This document was created using SoLiIiD FRAMEWORK & O SOl dDomants s


http://www.SolidDocuments.com/

Appendix4 The New York Heart Association (NYHA) Functional Classification

The heart function is generally divided into four levels, and the heart failure is divided into
three degrees (slightly added according to the NYHA classification).

Level I: No symptoms and no limitation in ordinary physical activity, e.g. no shortness of
breath when walking, climbing stairs etc.

Level II: Mild symptoms (mild shortness of breath and/or angina) and slight limitation during

ordinary activity.

Level lll: Marked limitation in activity due to symptoms, even during less-than-ordinary
activity, e.g. walking short distances (20—100 m).Comfortable only at rest.

Level IV: Severe limitations. Experiences symptoms even while at rest. Mostly bedbound
patients.
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Appendix 5 Brief pain inventory
Brief pain inventory (BPI)

1.Throughout our lives, most of us have had pain from time to time (such as minor
headaches, sprains, and toothaches). Have you had pain other than these every- day kinds of
pain today?

(1) Yes  (2) No

2. On the diagram, shade in the areas where you feel pain. Put an X on the area that hurts
the most.

Anterior Posternor

Left

3. Please rate your pain.k . ircling the one number that best describes your pain at its worst
in the last 24 hours.

(NoPain)012:-4.6789 10(as bad as Pain you can imagine)

4. Please atv your pain by circling the one number that best describes your pain at its least

in tha last 24 hours.

(No Pain)0123456789 10(as bad as Pain you can imagine)
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5. Please rate your pain by circling the one number that best describes your pain on the

average.
(No Pain)0123456789 10(as bad as Pain you can imagine)

6. Please rate your pain by circling the one number that tells how much pain you have right

now.
(No Pain)0123456789 10(as bad as Pain you can imagine)
7. What treatments or medications are you receiving for your pain?

8. In the last 24 hours, how much relief have pain treatments or medications provided?

Please circle the one percentage that most shows how much relief you have received.
(' No Relief) 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% (Complete Relief)

9. Circle the one number that describes how, during the past 24/0=urs, pain has interfered

with you:

A. General Activity

( Not affected )0 123456789 10(Completely afiec.ed)
B. Mood

( Not affected )0 123456789 10/Caioletely affected)
C. Walking Ability

( Not affected )0 12345 823 10(Completely affecteq,
D. Normal Work (irCiua2s'ooth working outside kon < and housework)
( Not affected )0123 456789 10(Comnle-el ' affected)
E. Relations with other people

( Not affected )0123 45678 ¢ 1L{Completely affected)
F. Sleep

( Not affected )0 12 245 6 7 8 9 10(Completely affected)
G. Enjoyment ¢

( Not affected40123 456789 10(Completely affected)
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Appendix 6 Analgesic Usage Score
According to the WHO pain level grading ladder
0: Do not use analgesics

1: Non-opioid analgesics (including paracetamol, acetaminophen, antidepressants, drugs for
the treatment of neuropathic pain)

2: (weak) Opioids for moderate pain

3: (weak) Strong tablets for severe pain
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Appendix 7 Functional Assessment of Cancer Therapy-Prostate cancer

FACT-P (Version 4)

Below is a list of statements that other people with your iliness have said are

important. Please circle or mark one number per line to indicate your

response as it applies to the past 7 days.

PHYSICAL WELL-BEING

GP1

GP2

GP3

GP4

GP5

GP6

GP7

I have a lack of @Nergy...... e i

| HAVe NAUSEA......coeeceeceeceeeeeeee s ee s

Because of my physical condition, | have trouble

meeting the needs of my family. ...,

I RAVE PAIN.cet e e e e e
| am bothered by side »ffec:s of treatment..............
FFEEI Il T e D D

| am forced to.srend time in bed............. ol

SOCIAL/F# v.ILY WELL-BEING

GS1

GS?

GS3

This document was created using

' g2t emotional support from my family........................

| get support from my friends..........cccooveeeeceiieceeeeeeienens
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| feciclese to my friends.........cceeccveeccrieeceeeceeeeeeeeiena,

Not

a’ all

5 SOLID FRAMEWORK

Alittle Some- Quite Very

bit what a bit much

1 2 3 4
1 2 3 4
1 2 3 4
1 2 3 4
1 2 3 4
1 2 3 4
1 2 3 4

Alittle Some- Quite Very

bit what a bit much

1 2 3 4
1 2 3 4
1 2 3 4
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GS4 | My family has accepted my illness.......ccocvvecveevecreennnne. 0 1 2 3 4

GS5 | | am satisfied with family communication about my 0 1 2 3 4
HIINESS ettt ettt s s s s e e eens

GS6 | | feel close to my partner (or the person who is my main 0 1 2 3 4
SUPPOI) covvireeiries ctrtere et etete st s e tee s st e reae s

Q1 | Regardless of your current level of sexual activity, please

answer the following question. If you prefer not to
answer it, please mark this box o and go to the next
section.

GS7 | | am satisfied with my sex life.....cceeveveecvnreceeiinas 0 1 2 3 4

FACT-2>(version 4)

Please circle or mark one ramiYar per line to indica*e vour response as it
applies to the past 7 davs.

Not A little Some- Quite Very

EMOTIONALZ WELL-BEING
atall bit what a bit much
(] =5 I I L= 157 Vo S L N TR 0 1 2 3 4
GE2 || am satisfied witk""haw | am coping with my O 1 2 3 4
HIINESS. et et et e st
GE3 |1 am losing. hupe in the fight against my O 1 2 3 4
N SS i ettt s s e e
GE4 | 1 fERIMBIVOUS..cce ettt st s s 0 1 2 3 4
GE5 | "Wty about dYiNg....ccoe e 0 1 2 3 4
|
GE6 |'| worry that my condition will get worse........................ 0 1 2 3 4
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Not Alittle Some- Quite Very

FUNCTIONAL WELL-BEING
atall bit  what abit much
GF1 | I am able to work (include work at home).................... 0 1 2 3 4
GF2 | My work (include work at home) is fulfilling............... 0 1 2 3 4
GF3 | | am able to enjoy life ... 0 1 2 3 4
GF4 | | have accepted my illNess.......cocvevevevreeecevire s 0 1 2 3 4
GF5 | Iam sleeping Well........ooeoireiieiie e 0 1 2 3 4
GF6 | | am enjoying the things | usually do for fun................ 0 1 2 3 4
GF7 | I am content with the quality of my life right now...... 0 1 2 3 4
“AC1-P (Version 4)

Please circle or mark or e n"umber per line to in“irate your response as it

applies to the p st 7uays.

Not Alittle Some- Quite Very

ADDITIONAL CONCERNS

atall bit what abit much

C2 | lam losing Weighto .l 0 1 2 3 4

C6 | lhave a good ol Detite. e 0 1 2 3 4

P1 | I have aches and pains that bother me.............ccc........ 0 1 2 3 4

P2 | I heve certain parts of my body where | experience 0 1 2 3 4
| D0 s

P3 | My pain keeps me from doing things | want to 0 1 2 3 4
Ot b s e st
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P4 || am  satisfied with my present comfort 0 1 2 3 4
[EVEL et e
P5 | Iam able to feel like @ Man....ccoeccivnnivccinnncee 0 1 2 3 4
P6 | I have trouble moving my bowels.........cccceeuercrerrennneee. 0 1 2 3 4
P7 | I have difficulty urinating.......ccccceoeevvevvverecseececce s 0 1 2 3 4
BL2 | | urinate more frequently than usual...........ccooeuuen.e. 0 1 2 3 4
P8 | My problems with urinating limit my activities......... 0 1 2 3 4
BL5 | | am able to have and maintain an erection.................. 0 1 2 3 4
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Appendix 8 Response Evaluation Criteria in Solid Tumors(RECIST)
(RECIST Version 1.1)
Measurability of tumor at baseline
1.1. Definitions

At baseline, tumour lesions/lymph nodes will be categorized measurable or non-

measurable as follows:
1.1.1. Measurable

Tumour lesions: Must be accurately measured in at least one dimension (longest diameter in

the plane of measurement is to be recorded) with a minimum size of:
e 10mm by CT scan (CT scan slice thickness no greater than 5 mm).

e 10mm callipers measurement by clinical exam (lesions rv~i¢ii cannot be accurately

measured with callipers should be recorded as non-meas!:1=0'2).
e 20mm by chest X-ray.

¢ Malignant lymph nodes: To be considered = chologically enlarged aric.raeasurable, a
lymph node must be 215mm in short axis v <n assessed by CT scan (C7sean slice thickness
recommended to be no greater than 5 m). At baseline and in follc w-ip, only the short axis
will be measured and followed (see Sch wartz et al. in this Speci!-izsuel5). See also notes
below on ‘Baseline documentati=n of target and non-target icsiuns’ for information on

lymph node measurement.
1.1.2. Un-measurab!=

All other lesions, including small lesions/{ivrigest diameter <10mm or pathological
lymph nodes with 210 to <15mm short xis) as well as truly non-measurable lesions. Lesions
considered truly non-measurable iriclide : leptomeningeal disease, ascites, pleural or
pericardial effusion, and inflammatouy breast disease, lymphangitic involvement of skin or
lung, abdominal masses/abc~inal organomegaly identified by physical exam that is not

measurable by reproducihiz imaging techniques.

1.1.3. Special cuns.derations regarding lesion measurability

Bone lesions, cystic lesions, and lesions previously treated with local therapy require
particzuer comment:

Bone lesions:
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¢ Bone scan, PET scan or plain films are not considered adequate imaging techniques to
measure bone lesions. However, these techniques can be used to confirm the presence or

disappearance of bone lesions.

¢ Lytic bone lesions or mixed lytic-blastic lesions, with identifiable soft tissue
components, that can be evaluated by cross sectional imaging techniques such as CT or MRI
can be considered as measurable lesions if the soft tissue component meets the definition of

measurability described above.
* Blastic bone lesions are non-measurable.
Cystic lesions:

e Lesions that meet the criteria for radiographically defined simple cysts should not be
considered as malignant lesions (neither measurable nor non-measurable) since they are, by

definition, simple cysts.

e ‘Cystic lesions’ thought to represent cystic metastases.or be considered as
measurable lesions, if they meet the definition of measut. biicty described above. However,
if non-cystic lesions are present in the same patient. ‘hu-¢ are preferred for selection as

target lesions.
Lesions with prior local treatment:.

e Tumour lesions situated in asiwviausly irradiated area, or in anarea subjected to
other loco-regional therapy, are‘u: uc!"y not considered meas..ran'2 unless there has been
demonstrated progression ii.the i2sion. Study protocols shculd detail the conditions under

which such lesions would k= =z nsidered measurable.

1.2. Specifications by methods ot nieasurements

1.2.1. Measurement of lesions

All measurements shouiu b¢ recorded in metric notation, using callipers if clinically
assessed. All baseline eve'tiations should be performed as close as possible to the treatment

start and never more it an 28days (4 weeks) before the beginning of the treatment.
1.2.2. Method ai = ssessment

The <an e'method of assessment and the same technique should be used to
charac.=r.ze each identified and reported lesion at baseline and during follow-up. Imaging
base!' evaluation should always be done rather than clinical examination unless the lesion(s)

being followed cannot be imaged but are assessable by clinical exam.
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Clinical lesions: Clinical lesions will only be considered measurable when they are
superficial and P10mm diameter as assessed using calipers (e.g. skin nodules). For the case
of skin lesions, documentation by colour photography including a ruler to estimate the size
of the lesion is suggested. As noted above, when lesions can be evaluated by both clinical
exam and imaging, imaging evaluation should be undertaken since it is more objective and

may also be reviewed at the end of the study.

Chest X-ray: Chest CT is preferred over chest X-ray, particularly when progression is an
important endpoint, since CT is more sensitive than X-ray, particularly in identifying new
lesions. However, lesions on chest X-ray may be considered measurable if they are clearly

defined and surrounded by aerated lung.

CT, MRI: CT is the best currently available and reproducible method to measure lesions
selected for response assessment. This guideline has defined measurability of lesions on CT
scan based on the assumption that CT slice thickness is 5mm or less. When CT scans have
slice thickness greater than 5 mm, the minimum size for a meis::ruole lesion should be twice

the slice thickness. MRl is also acceptable in certain situaticxs'(e.g. for body scans).

Ultrasound: Ultrasound is not useful in assessmenu = lesion size and should not be used
as a method of measurement. Ultrasound exani.»atinns cannot be reproduced in their
entirety for independent review at a later d \t2.and, because they are op:rctor dependent, it
cannot be guaranteed that the same techniqu.e and measurements 'l b 2 taken from one
assessment to the next. If new lesiciis'ara identified by ultrasound irine course of the
study, confirmation by CT or M1 i advised. If there is concer:..about radiation exposure at

CT, MRI may be used insteaa of Ci in selected instances.

Endoscopy, laparoszopy. The utilisation of thes: tuchniques for objective tumour
evaluation is not acvizau. However, they can be-uze ul to confirm complete pathological
response when biopsies are obtained or to ’ec2iinine relapse in trials where recurrence

following complete response or surgica. res: ction is an endpoint.

Tumour markers: Tumour mai“e~s alone cannot be used to assess objective tumour
response. If markers are initiziiy ob/ve the upper normal limit, however, they must
normalise for a patient to be c~fisidered in complete response. Because tumour markers are
disease specific, instructic .o for their measurement should be incorporated into protocols
on a disease specific.t.alis. Specific guidelines for both CA-125 response (in recurrent ovarian
cancer) and PSAw«sonse (in recurrent prostate cancer), have been published. In addition,
the Gynaeccioygic Cancer Intergroup has developed CA125 progression criteria which are to

be inteyvater. with objective tumour assessment for use in first-line trials in ovarian cancer.

“ywology, histology: These techniques can be used to differentiate between PR and CR
in rare cases if required by protocol (for example, residual lesions in tumour types such as

germ cell tumours, where known residual benign tumours can remain). When effusions are
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known to be a potential adverse effect of treatment (e.g. with certain taxane compounds or
angiogenesis inhibitors), the cytological confirmation of the neoplastic origin of any effusion
that appears or worsens during treatment can be considered if the measurable tumour has
met criteria for response or stable disease in order to differentiate between response (or

stable disease) and progressive disease.

2. Tumour response evaluation

2.1. Assessment of overall tumour burden and measurable disease

To assess objective response or future progression, it is necessary to estimate the
overall tumour burden at baseline and use this as a comparator for subsequent
measurements. Only patients with measurable disease at baselil.¢ thould be included in
protocols where objective tumour response is the primary <1 Jdizoint. Measurable disease is
defined by the presence of at least one measurable lesizn..In studies where the primary
endpoint is tumour progression (either time to prog= ssian or proportion with progression
at a fixed date), the protocol must specify if entr; Is+estricted to those witk.n:easurable

disease or whether patients having non-me.s:.:2ble disease only are alst eigible.

2.2. Baseline documentatin.n 1 ‘target’ and ‘non-target’ lesions

When more than one micasuiable lesion is present at-heaseline all lesions up to a
maximum of five lesions*:¢tai-fand a maximum of twa'leziuns per organ) representative of
all involved organs sho'ild be identified as target lezicas and will be recorded and measured
at baseline (this means in instances where pati2nis have only one or two organ sites

involved a maximum of two and four lesiGis wespectively will be recorded).

Target lesions should be selectec or the basis of their size (lesions with the longest
diameter), be representative of ziinvolved organs, but in addition should be those that lend
themselves to reproducible | =e ited measurements. It may be the case that, on occasion,
the largest lesion does net 'erd itself to reproducible measurement in which circumstance

the next largest lesion v vhich can be measured reproducibly should be selected.

Lymph nodes n.arit special mention since they are normal anatomical structures which
may be visikie hy imaging even if not involved by tumour. Pathological nodes which are
definec as.m 2asurable and may be identified as target lesions must meet the criterion of a
sherzoxiz of PA5mm by CT scan. Only the short axis of these nodes will contribute to the
baseline sum. The short axis of the node is the diameter normally used by radiologists to
judge if a node is involved by solid tumour. Nodal size is normally reported as two
dimensions in the plane in which the image is obtained (for CT scan this is almost always the
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axial plane; for MRI the plane of acquisition may be axial, sagittal or coronal). The smaller of
these measures is the short axis. For example, an abdominal node which is reported as being
20mmx 30mm has a short axis of 20mm and qualifies as a malignant, measurable node. In
this example, 20mm should be recorded as the node measurement. All other pathological
nodes (those with short axis 210mm but <15 mm) should be considered non-target lesions.
Nodes that have a short axis <10mm are considered non-pathological and should not be

recorded or followed.

A sum of the diameters (longest for non-nodal lesions, short axis for nodal lesions) for
all target lesions will be calculated and reported as the baseline sum diameters. If lymph
nodes are to be included in the sum, then as noted above, only the short axis is added into
the sum. The baseline sum diameters will be used as reference to further characterise any

objective tumour regression in the measurable dimension of the disease.

All other lesions (or sites of disease) including pathological vmph nodes should be
identified as non-target lesions and should also be recorded a. rascline. Measurements are
not required and these lesions should be followed as ‘preset’, ‘absent’, or in rare cases
‘unequivocal progression’ (more details to follow). In zJa tion, it is possible to record
multiple nontarget lesions involving the same orzan c5 a single item on the ¢ase record form

(e.g. ‘multiple enlarged pelvic lymph nodes’ or ‘md'tple liver metastases’)

2.3. Response criteria

2.3.1. Evaluation of target lesic 7

Complete Response.(CR): ) isappearance of all targ=.!¢sions. Any pathological lymph

nodes (whether target Or aun-target) must have reduction in short axis to <10 mm.

Partial Response(PR): At least a 30% dezs=2c2 in the sum of diameters of target lesions,

taking as reference the baseline sum diime es.

Progressive Disease (PD): At loast=220% increase in the sum of diameters of target
lesions, taking as reference th2 s mz'lest sum on study (this includes the baseline sum if that
is the smallest on study). In audi’ion to the relative increase of 20%, the sum must also
demonstrate an absolute nsrease of at least 5 mm. (Note: the appearance of one or more

new lesions is also co. .z dered progression).

Stable Diseas< (SD): Neither sufficient shrinkage to qualify for PR nor sufficient increase

to qualify far P, taking as reference the smallest sum diameters while on study.
2.3.2 spedial notes on the assessment of target lesions

Lymph nodes: Lymph nodes identified as target lesions should always have the actual
short axis measurement recorded (measured in the same anatomical plane as the baseline

examination), even if the nodes regress to below 10mm on study. This means that when
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lymph nodes are included as target lesions, the ‘sum’ of lesions may not be zero even if
complete response criteria are met, since a normal lymph node is defined as having a short
axis of <10mm. Case report forms or other data collection methods may therefore be
designed to have target nodal lesions recorded in a separate section where, in order to
qualify for CR, each node must achieve a short axis <10mm. For PR, SD and PD, the actual

short axis measurement of the nodes is to be included in the sum of target lesions.

Target lesions that become ‘too small to measure’: While on study, all lesions (nodal
and non-nodal) recorded at baseline should have their actual measurements recorded at
each subsequent evaluation, even when very small (e.g. 2mm). However, sometimes lesions
or lymph nodes which are recorded as target lesions at baseline become so faint on CT scan
that the radiologist may not feel comfortable assigning an exact measure and may report
them as being ‘too small to measure’. When this occurs it is important that a value be
recorded on the case report form. If it is the opinion of the radiologist that the lesion has
likely disappeared, the measurement should be recorded as Omi=.if the lesion is believed to
be present and is faintly seen but too small to measure, a dziav'< value of 5mm should be
assigned (Note: It is less likely that this rule will be used.fcr lymph nodes since they usually
have a definable size when normal and are frequent!l': st-rounded by fat such as in the
retroperitoneum; however, if a lymph node is bulievad to be present and is feintly seen but
too small to measure, a default value of 5mizhould be assigned in this ¢ rcimstance as
well). This default value is derived fror: the 5;nm CT slice thickness fhut <nould not be
changed with varying CT slice thick:ies:). The measurement of thase iesions is potentially
non-reproducible, therefore praviriing this default value will uyevint false responses or
progressions based upon me.surement error. To reiteratc: 1.owever, if the radiologist is able

to provide an actual mea:u:«,that should be recorde<, vven if it is below 5mm.

Lesions that sj:li*"cr coalesce on treatment:.'b:n non-nodal lesions ‘fragment’, the
longest diameters of the fragmented portiotis . riould be added together to calculate the
target lesion sum. Similarly, as lesions.coale’ ce, a plane between them may be maintained
that would aid in obtaining maximai.ciar .eter measurements of each individual lesion. If the
lesions have truly coalesced suck ti at they are no longer separable, the vector of the longest

diameter in this instance shcia e the maximal longest diameter for the ‘coalesced lesion’.
2.3.3 Evaluation of nor:-toret lesions

This section provides the definitions of the criteria used to determine the tumour
response for the group of non-target lesions. While some non-target lesions may actually be
measurab’c; they need not be measured and instead should be assessed only qualitatively at
the tir. /e poiats specified in the protocol. Complete Response (CR): Disappearance of all non-
target lesions and normalisation of tumour marker level. All lymph nodes must be non-

pathological in size (<10mm short axis).
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Non-CR/Non-PD: Persistence of one or more non-target lesion(s) and/or maintenance

of tumour marker level above the normal limits.

Progressive Disease (PD): Unequivocal progression (see comments below) of existing
non-target lesions. (Note: the appearance of one or more new lesions is also considered

progression).
2.3.4. Special notes on assessment of progression of non-target disease

The concept of progression of non-target disease requires additional explanation as

follows:

When the patient also has measurable disease. In this setting, to achieve ‘unequivocal
progression’ on the basis of the non-target disease, there must be an overall level of
substantial worsening in non-target disease such that, even in presence of SD or PR in target
disease, the overall tumour burden has increased sufficiently to merit discontinuation of
therapy. A modest ‘increase’ in the size of one or more non-tzi»=tiesions is usually not
sufficient to quality for unequivocal progression status. The 4esignation of overall
progression solely on the basis of change in non-targe* di:ease in the face of SD or PR of

target disease will therefore be extremely rare.

When the patient has only non-measui =hle disease. This circumstance arises in some
phase lll trials when it is not a criterionOf stuly entry to have measur.bli: disease. The same
general concepts apply here as notzu ot ave, however, in this instance there is no
measurable disease assessment (¢ faslor into the interpretaticn 2. an increase in non-
measurable disease burden.‘Recause worsening in non-t2+gaot disease cannot be easily
qguantified (by definition:ifait.!asions are truly non-m«a:urable) a useful test that can be
applied when assessing pectients for unequivocal pragression is to consider if the increase in
overall disease buraen/based on the change in\non-measurable disease is comparable in
magnitude to the increase that would ba o i ed to declare PD for measurable disease: i.e.
an increase in tumour burden represe: tii.g’'an additional 73% increase in ‘volume’ (which is
equivalent to a 20% increase diamcter in @ measurable lesion). Examples include an increase
in a pleural effusion from ‘traCa’ o 'large’, an increase in lymphangitic disease from localised
to widespread, or may be desc-’ved in protocols as ‘sufficient to require a change in
therapy’. If ‘unequivocal Licgression’ is seen, the patient should be considered to have had
overall PD at that peir.t. 'While it would be ideal to have objective criteria to apply to non-
measurable diseas?, the very nature of that disease makes it impossible to do so, therefore

the increase'must be substantial.
2.3.51’av osions

The appearance of new malignant lesions denotes disease progression; therefore, some
comments on detection of new lesions are important. There are no specific criteria for the
identification of new radiographic lesions; however, the finding of a new lesion should be

61

F : Not licensed for commercial use or resale.
This document was created using gj SoLID FRAMEWORK o SoldD et o


http://www.SolidDocuments.com/

unequivocal: i.e. not attributable to differences in scanning technique, change in imaging
modality or findings thought to represent something other than tumour (for example, some
‘new’ bone lesions may be simply healing or flare of pre-existing lesions). This is particularly
important when the patient’s baseline lesions show partial or complete response. For
example, necrosis of a liver lesion may be reported on a CT scan report as a ‘new’ cystic

lesion, which it is not.

A lesion identified on a follow-up study in an anatomical location that was not scanned
at baseline is considered a new lesion and will indicate disease progression. An example of
this is the patient who has visceral disease at baseline and while on study has a CT or MRI
brain ordered which reveals metastases. The patient’s brain metastases are considered to be

evidence of PD even if he/she did not have brain imaging at baseline.

If a new lesion is equivocal, for example because of its small size, continued therapy and
follow-up evaluation will clarify if it represents truly new disease .!'f repeat scans confirm
there is definitely a new lesion, then progression should be deci=rcd using the date of the

initial scan.

While FDG-PET response assessments need addi iczal study, it is sometimes reasonable
to incorporate the use of FDG-PET scanning to ¢ ap!¢ment CT scanning in aszessment of
progression (particularly possible ‘new’ dise a22). New lesions on the bas’s ¢f FDG-PET

imaging can be identified according to.Zne /oi'owing algorithm:

a. Negative FDG-PET at baselit.», with a positive FDG-PET &« *aliow-up is a sign of PD

based on a new lesion.

b. No FDG-PET at baz€'iio'and a positive FDG-PET ot rollow-up:

~r

If the positive -DZ-"LT at follow-up corresntnds to a new site of disease confirmed by
CT, this is PD.

If the positive FDG-PET at follow-1 1 =0t confirmed as a new site of disease on CT,
additional follow-up CT scans are i.2,eacd to determine if there is truly progression occurring
at that site (if so, the date of 7D "vil be the date of the initial abnormal FDG-PET scan).

If the positive FDG-PET a* follow-up corresponds to a pre-existing site of disease on CT

that is not progressing an che basis of the anatomic images, this is not PD.

2.4. Evzuation of best overall response

vhe best overall response is the best response recorded from the start of the study
treatment until the end of treatment taking into account any requirement for confirmation.

On occasion a response may not be documented until after the end of therapy so protocols

62

F : Not licensed for commercial use or resale.
This document was created using gj SoLID FRAMEWORK o SoldD et o


http://www.SolidDocuments.com/

should be clear if post-treatment assessments are to be considered in determination of best
overall response. Protocols must specify how any new therapy introduced before
progression will affect best response designation. The patient’s best overall response
assignment will depend on the findings of both target and non-target disease and will also
take into consideration the appearance of new lesions. Furthermore, depending on the
nature of the study and the protocol requirements, it may also require confirmatory
measurement. Specifically, in non-randomised trials where response is the primary

endpoint, confirmation of PR or CR is needed to deem either one the ‘best overall response’.
2.4.1. Time point response

It is assumed that at each protocol specified time point, a response assessment occurs.
Table 1 on the next page provides a summary of the overall response status calculation at
each time point for patients who have measurable disease at baseline.

When patients have non-measurable (therefore non-target, ~isease only, Table 2 is to

be used.
2.4.2. Missing assessments and inevaluable designatiin

When no imaging/measurement is done at 3! at a particular time point, the patient is
not evaluable (NE) at that time point. If only o subset of lesion measurer‘ets are made at
an assessment, usually the case is also.~on:ic 2red NE at that time poii:t, unless a convincing
argument can be made that the coruiaLtion of the individual missingiesion(s) would not
change the assigned time point.e: purise. This would be most ‘ik=!y to happen in the case of
PD. For example, if a patient'had < baseline sum of 50mm-aith three measured lesions and
at follow-up only two lesionst#ere assessed, but thos«: yave a sum of 80 mm, the patient will

have achieved PD st~tUs, 1 2gardless of the contribtticn of the missing lesion.
2.4.3. Best overall response: all time points
The best overall response is deter mi2ad once all the data for the patient is known.

Best response determinatior:in *rials where confirmation of complete or partial
response IS NOT required: Bs2i2sponse in these trials is defined as the best response
across all time points (for example, a patient who has SD at first assessment, PR at second
assessment, and PD on 'a.: assessment has a best overall response of PR). When SD is
believed to be best response, it must also meet the protocol specified minimum time from
baseline. If th2 miimum time is not met when SD is otherwise the best time point response,
the patient’s best response depends on the subsequent assessments. For example, a patient
who hs ZLiat first assessment, PD at second and does not meet minimum duration for SD,
will avea a best response of PD. The same patient lost to follow-up after the first SD

assessment would be considered inevaluable.
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Best response determination in trials where confirmation of complete or partial
response IS required: Complete or partial responses may be claimed only if the criteria for
each are met at a subsequent time point as specified in the protocol (generally 4 weeks

later). In this circumstance, the best overall response can be interpreted as in Table 3.
2.4.4. Special notes on response assessment

When nodal disease is included in the sum of target lesions and the nodes decrease to
‘normal’ size (<10 mm), they may still have a measurement reported on scans. This
measurement should be recorded even though the nodes are normal in order not to
overstate progression should it be based on increase in size of the nodes. As noted earlier,
this means that patients with CR may not have a total sum of ‘zero’ on the case report form
(CRF).

In trials where confirmation of response is required, repeated ‘NE’ time point
assessments may complicate best response determination. The (=.clysis plan for the trial
must address how missing data/assessments will be addressaa.ir, determination of response
and progression. For example, in most trials it is reasonat'=e 1o consider a patient with time

point responses of PR-NE-PR as a confirmed response .

Patients with a global deterioration of healtt siatus requiring disconti‘ivation of
treatment without objective evidence of Cis.ase progression at that ti=i2 zhould be
reported as ‘symptomatic deterioratio.’. Every effort should be ma e o document
objective progression even after di_con:inuation of treatment, 5vmptomatic deterioration is
not a descriptor of an objective v.sponse: it is a reason for <ccoping study therapy. The
objective response status.of su-h patients is to be deteri~ir'2ad by evaluation of target and

non-target disease as shaven'in Tables 1-3.

Conditions that de'ine ‘early progression, 2ar'y death and inevaluability’ are study
specific and should be clearly described ‘ii:ac<k protocol (depending on treatment duration,
treatment periodicity).

In some circumstances it meay Y difficult to distinguish residual disease from normal
tissue. When the evaluation'~“Complete response depends upon this determination, it is
recommended that the res'dual lesion be investigated (fine needle aspirate/biopsy) before
assigning a status of comp.ete response. FDG-PET may be used to upgrade a response to a
CR in a manner simi'ar to a biopsy in cases where a residual radiographic abnormality is
thought to represent fibrosis or scarring. The use of FDG-PET in this circumstance should be
prospectivcly described in the protocol and supported by disease specific medical literature
for the indication. However, it must be acknowledged that both approaches may lead to

false nesitive CR due to limitations of FDG-PET and biopsy resolution/ sensitivity.

For equivocal findings of progression (e.g. very small and uncertain new lesions; cystic
changes or necrosis in existing lesions), treatment may continue until the next scheduled
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assessment. If at the next scheduled assessment, progression is confirmed, the date of

progression should be the earlier date when progression was suspected.

Table 1 - Time point response: patients with target (+/—non-target) disease.

Target lesions Non-target lesions New Overall
lesions response

CR CR No CR

CR Non-CR/non-PD No PR

CR Not evaluated No ) PR

PR Non-PD or not all No N PR
evaluated |

SD Non-PD or not all _No ‘\L»A \
evaluated !

Not all Non-PD ) No NE

evaluated

PD Any S Y5 or No PD

Any LoD Yes or No PD

Any Any \* Yes PD

CR = complete response, PR = partia1 sesponse, SD = stable disease,

PD = progressive disease, and“iit = inevaluable.

Takle . - Time point response: patients with non-target disease only.

Non-target lesions New lesions Overall response

CR No CR

Non-CR/non-PD No Non-CR/non-PD
65

F : Not licensed for commercial use or resale.
This document was created using gj SoLID FRAMEWORK o SoldD et o


http://www.SolidDocuments.com/

Not all evaluated No NE
Unequivocal PD Yes or No PD
Any Yes PD

CR = complete response, PD = progressive disease, and NE = inevaluable.

A ‘Non-CR/non-PD’ is preferred over ‘stable disease’ for non-target disease since SD is

increasingly used as endpoint for assessment of efficacy in some trials so to assign this

category when no lesions can be measured is not advised.

Table 3 — Best overall response when confirmation of CR and PR required.

Overall response

Subsequent time point

First time point

Overall response

Be st »icrall response

CR

CR

CR

CR

CR

PR

PR

PR

PR

PR

B

CR

PR

SD

PC

NE

CR

PR

SD

2D

NE

NE

CR
SD," ™D or PR?

S0 provided minimum crite'1a “or SD duration met,

otherwise, PD

SD provided minirrum criteria for SD duration met,

otherwise, PD

SD provinod ainimum criteria for SD duration met,
othe wisg, NE

k2
PR
SD

SD provided minimum criteria for SD duration met,

otherwise, PD

SD provided minimum criteria for SD duration met,

otherwise, NE

NE

Note: CR = complete response, PR = partial response, SD = stable disease, PD = progressive

disease, and NE = inevaluable.
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a: If a CRis truly met at first time point, then any disease seen at a subsequent time point,
even disease meeting PR criteria relative to baseline, makes the disease PD at that point
(since disease must have reappeared after CR). Best response would depend on whether
minimum duration for SD was met. However, sometimes ‘CR’ may be claimed when
subsequent scans suggest small lesions were likely still present and in fact the patient had
PR, not CR at the first time point. Under these circumstances, the original CR should be

changed to PR and the best response is PR.

2.5. Frequency of tumour re-evaluation

Frequency of tumour re-evaluation while on treatment should be protocol specific and
adapted to the type and schedule of treatment. However, in the context of phase Il studies
where the beneficial effect of therapy is not known, follow-up every 6—8 weeks (timed to
coincide with the end of a cycle) is reasonable. Smaller or greate ~Zime intervals than these
could be justified in specific regimens or circumstances. The-aretocol should specify which
organ sites are to be evaluated at baseline (usually those most likely to be involved with
metastatic disease for the tumour type under study) ind now often evaluations are
repeated. Normally, all target and non-target si.2< ar< evaluated at each assessment. In
selected circumstances certain non-target ¢:gons may be evaluated less« reauently. For
example, bone scans may need to be rzpeated only when complete r<sponse is identified in

target disease or when progressior/n 2cae is suspected.

After the end of the treatmaiit, the need for repetitive/cumiour evaluations depends on
whether the trial has as a.gcal the response rate or the t =1¢ to an event
(progression/death). If *in.2to an event’ (e.g. time #» progression, disease-free survival,
progression-free st rvivai is the main endpoint 21 th - study, then routine scheduled re-
evaluation of protocol specified sites of diseasc is warranted. In randomised comparative
trials in particular, the scheduled assessmer ts should be performed as identified on a
calendar schedule (for example: every 6- 8 weeks on treatment or every 3—4 months after
treatment) and should not be affected by delays in therapy, drug holidays or any other

events that might lead to im><iaace in a treatment arm in the timing of disease assessment.

2.6. Confirraaiv 'y measurement/duration of response

2.6.1. Co; fir nation

In‘aon-randomised trials where response is the primary endpoint, confirmation of PR
and CR is required to ensure responses identified are not the result of measurement error.

This will also permit appropriate interpretation of results in the context of historical data
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where response has traditionally required confirmation in such trials (see the paper by
Bogaerts et al. in this Special Issue10). However, in all other circumstances, i.e. in
randomised trials (phase Il or Ill) or studies where stable disease or progression are the
primary endpoints, confirmation of response is not required since it will not add value to the
interpretation of trial results. However, elimination of the requirement for response
confirmation may increase the importance of central review to protect against bias, in

particular in studies which are not blinded.

In the case of SD, measurements must have met the SD criteria at least once after
study entry at a minimum interval (in general not less than 6—8 weeks) that is defined in the

study protocol.
2.6.2. Duration of overall response

The duration of overall response is measured from the time measurement criteria are
first met for CR/PR (whichever is first recorded) until the first da‘ethat recurrent or
progressive disease is objectively documented (taking as refarer_e for progressive disease
the smallest measurements recorded on study). The duraion of overall complete response
is measured from the time measurement criteria are'firo* met for CR until the first date that
recurrent disease is objectively documented.

2.6.3. Duration of stable disease

Stable disease is measured frozi the start of the treatment (in reiidomised trials, from
date of randomisation) until the'ct'te=ia for progression are m.at,+aking as reference the
smallest sum on study (if the base'ine sum is the smallest;-tiiis is the reference for
calculation of PD). The ciiniza' s elevance of the duraticnai stable disease varies in different
studies and diseases-.If th. proportion of patients ac1.ieving stable disease for a minimum
period of time is an ens.point of importance in (1 particular trial, the protocol should specify
the minimal time interval required betw<cn *w)5 measurements for determination of stable

disease.

Note: The duration of respois= and stable disease as well as the progression-free
survival are influenced by th>“/cquency of follow-up after baseline evaluation. It is not in
the scope of this guidelina o define a standard follow-up frequency. The frequency should
take into account many parameters including disease types and stages, treatment
periodicity and standa.d practice. However, these limitations of the precision of the
measured endpain. should be taken into account if comparisons between trials are to be

made.
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Appendix 9 The trial flowchart

Patient enrollment
Eligibility check

‘L Infromed Consent

Computerized random grouping

v

Blood and urine sampling and documentation of radiographic data |
v f o

v v v

Group A : NCHT Group C : RP+ePLND [ Troup B NHT
N=190 N=95 L N=190
Intolerance Intolerar e
of NCHT ) of NoT
o} Post-operative follow up:4 + 'eek, 8 P\ N
weeks, 12 weeks, 6 mantis chen N
RP+ePLND every 3 mon’_il:' RP+e2LND —|
[ Withdrawal of study |  Withdrawal of study |

Comparision of bPFS, OS, rPFS, etc among thrzc g:oups

Screening Neoadjuvant trec*=er t period (21 days per cycle in the Before Long
Postoperative visit® term
period experimental grotiu and 28 days per cycle in the control group)? surgery
survival
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Time visit®
ltems 4 weeks 8 weeks 12 weeks Half year
Every 3
-28~0K Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6 after after after after h
months
surgery surgery surgery surgery

informed consent X :
Demographics, medical history, X
past treatment history |

(FACT-P) B X X X X X X X XP

AN

(BPI-SF) X X X X X X X X°

Analgesic usage score X X X X X X X ¥°
< L
Vital sign, weights X X X X X X N X° X XH
ECOG Performance Status X X X X X X X XP X X X X X
CT, MRI, bone scan © X X X XP X XH
R
PET-CT® (o] o (o] oP (o] o"
ECHO X
+
EKGE X X X
D
Liver function, renal function, X X X X X X X X X X X X X
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electrolytes

Complete blood count X X X X X X X XP X X X
Urine routine X X X X X X X X° X X X
Blood lipids and blood sugar X 0 (o] X 0 (o] X XP X X X
PSA X X X X X X M XP X X X X X
Testosterone X 0 0 X 0 O | X XP (0] (o] X X X
HbsAg, HCV antibody, HIV

X X
antibody
Paclitaxel related gene detection (o)
Adverse event records X X X A X X X X X X X X X
Combined medication records X X X X X X X X X X X X

A W a

Disease progression assessment F X X X X X X X
Survival follow-up : X X

Note (X: necessary test; O: selective test):

A: The neoadjuvant chemotherapy in the experimental group is plasinoc to be carried out for 4 cycles, and if necessary, it can be increased to 6 cycles; in the

control group, neoadjuvant hormone therapy is planned to be cziri»d out for 3-6 cycles, which is not extended in principle.
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The time window is specified: the time window of the screening period is 28 days before the first use of the study drug; the visit window of the neoadjuvant
treatment period is + 2 days (except for the time window of each imaging examination and electrocardiogram examination is +4 days); The time window from the
adjuvant treatment period to the surgical treatment period is 3 months; during the follow-up period after the surgical treatment period, the outpatient visit time

window was 17 days.
B: The Quality of Life Scale (FACT-P) is carried out at the screening period, every 8 weeks after the study drug usage, and at the end of the treatment visit.

C: CT (or MRI), bone scan or PET-CT: Complete imaging test during the screening period, every 2.2vuies during the neoadjuvant treatment, before surgery, and
every six months after surgery. PET-CT examination can replace CT/MRI and bone scan. Durir. tive neoadjuvant treatment, if a metastasis is observed by bone
scan, confirmatory bone scan will be done after at least 6 months. Either CT or MRI is qui liii=d for assessment. Imaging assessments are valid for 28 days and no

repetitive test is needed.
D: Participants whose preoperative examination are within 14 days of final a¢se :=iment of neoadjuvant ther=n are spared of repetitive test.

E: Performed once in the screening period, 1 day before surgery, and kaifa vear after surgery. If necessa:, add an ECG test. When the potassium concentration is

<3.5mmol/L, the electrocardiogram should not be performed. The iy 2ciemia should be correc: ‘a n.fore the electrocardiogram can be performed.

F: The assessment of disease progression is usually evaluated z¢ che end of the third and sixth.cliow-up cycles of neoadjuvant therapy, before surgery and after

each outpatient visit.

G: Long-term survival assessment are in principle eve.y 3 nonths, and all examinaiors-are carried out according to the requirements of the program. If the patient

is unable to come to the hospital on time, visit can be done by video or to ev*=i d t e follow-up period to 6 months.

H: Imaging examination during long-term survival assessment needs t» k2 coinpleted in our hospital. The inspection period can be extended to half a year to once

a year as needed.
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