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SUMMARY FOR PROTOCOL AMENDMENT  
 

Protocol Title: Phase I/II Study of SIR-Spheres Plus Sorafenib as First Line Treatment in Patients with Non-Resectable Primary 
Hepatocellular Carcinoma   
 

Approved Version: Version 7.0, dated 11 Dec 2008 
Amended Version: Version 8.0, dated 28 Mar 2009 
 

S/N PAGE NO. 
INVOLVED DESCRIPTION 

AMENDED FROM AMENDED TO 
VERSION 7.0 DATED 11 DEC 2008 VERSION 8.0 DATED 28 MAR 2009 

1 1 Title  December 2008 March 2009 

2 2 Study In-charge Title Principal Investigator  Protocol Chair  

3 3 
Participation of the following 
invited centers is pending the 
approval of their IRB 

1. China (Beijing) – Cancer Institute Hospital;  
2. India – TATA Memorial Centre;  
3. Indonesia (Bali, Jakarta) – University of 
Udayana, University of Indonesia;  
4. Korea (Seoul, Suwon) – Seoul National 
Bundang Hospital, St Vincent Hospital;  
5. Malaysia (Selangor) – Hospital Selayang, 
University Malaya Hospital;  
6. Myanmar (Yangon);  
7. New Zealand (Auckland) – University of 
Auckland;  
8. Philippines (Manila, Davao City) – Santo 
Toma, Davao Doctors Hospital;  
9. Singapore – SGH, NCC, NUH, CGH, 
TTSH, AH;  
10. Taiwan – Chang Gung Memorial Hospital; 
11. Thailand (Bangkok) – National Cancer 
Institute;  
12. Vietnam (Ha Noi, Ho Chi Minh City) – 
Cho Ray Hospital, K Hospital, Phu Tho 
Hospital, Viet Duc University Hospital 
 

1. China (Beijing) – Cancer Institute Hospital; 
2. India – TATA Memorial Centre;  
3. Indonesia (Bali, Jakarta) – University of 
Udayana, University of Indonesia;  
4. Korea (, Suwon) –St Vincent Hospital;  
5. Malaysia (Selangor) –, University Malaya 
Hospital;  
6. New Zealand (Auckland) – University of 
Auckland;  
7. Philippines (Manila, Davao City) – Santo 
Toma, Davao Doctors Hospital;  
8. Singapore – NUH, CGH, TTSH, AH;  
9. Taiwan – Chang Gung Memorial Hospital; 
10. Thailand (Bangkok) – National Cancer 
Institute;  
11. Vietnam (Ha Noi, Ho Chi Minh City) – 
Cho Ray Hospital, K Hospital, Phu Tho 
Hospital, Viet Duc University Hospital 
 
Section “Participation of the following 
invited centers is pending the approval of 
their IRB” shifted from page 3 to page 5.  

4 3b Steering Committee  

Assoc. Prof. Pierce Chow Kah Hoe 
Duke-NUS Graduate Medical School 
Singapore 
2 Jalan Bukit Merah  
Singapore 169547 
Tel: +65 6516 7666    Fax: +65 6224 6242 
Email: pierce.chow@gms.edu.sg  

Assoc. Prof. Pierce Chow Kah Hoe 
Singapore General Hospital 
Outram Road 
Singapore 169608 
Duke-NUS Graduate Medical School 
Singapore 
2 Jalan Bukit Merah  
Singapore 169547 
Tel: +65 63214051      Fax: +65 62209323  
Email: gsupc@singnet.com.sg 
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5 4 Participating Centers The original text do not have this section  

Study Principal Investigator 
Assoc. Prof. Pierce Chow Kah Hoe 
Senior Consultant Hepato-Biliary Surgeon 
Singapore General Hospital, Outram Road 
Singapore 169608 
Tel: +65 63214051           Fax: +65 62209323 
Email: gsupc@singnet.com.sg 
 
 
Seoul National University Bundang 
Hospital  
Prof Han Ho Seong  
Seoul National University Bundang 
Hospital  
300 Gumi-dong, Bundang-gu, 
Seongnam-si,  
Gyeonggi-do 463-707, Korea  
Tel: +031-787-4055        Fax: +031-787-4055 
Email: hanhs@snubh.org   
 
 
Selayang Hospital  
Datuk (Dr) Harjit Singh 
Department of Hepato-Pancreato-Biliary 
Surgery 
Hospital Selayang 
Lebuhraya Selayang-Kepong 
Batu Caves 
68100 Selangor, Malaysia  
Tel: +603-6120 2122      Fax: +603-6120 
7564 
Email: harjit@selayanghospital.gov.my  
 
 
Yangon GI and Liver Center  
Prof Khin Maung Win  
No. 191 – 193 
30th Street, Upper Block 
Pabedan Township 
Yangon, Myanmar  
Tel: +95-1-256128           Fax: +95-1-222965 
Email: 30thstreetclinic@mptmail.net.mm  
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5 4 Participating Centers The original text do not have this section  

Singapore General Hospital  
Dr. Alexander Chung Yaw Fui 
Department of Surgery 
Singapore General Hospital 
Outram Road 
Singapore 169608 
Tel: +65 6321 4051         Fax: + 65 6220 
9323 
Email:  alexander.chung.y.f@sgh.com.sg 
 
 
National Cancer Center  
Dr. Donald Poon Yew Hee 
Department of Medical Oncology 
National Cancer Centre  
11 Hospital Drive 
Singapore 169610 
Tel: +65 6436 8000         Fax: +65 6324 0875 
Email: dmopyh@nccs.com.sg 

6 12 1.1 Contact Details 
Principal Investigator  

Assoc. Prof. Pierce Chow Kah Hoe 
Duke-NUS Graduate Medical School 
Singapore 
2 Jalan Bukit Merah  
Singapore 169547 
Tel: +65 6516 7666     Fax: +65 6224 6242 
Email: pierce.chow@gms.edu.sg 

Assoc. Prof. Pierce Chow Kah Hoe 
Department of General Surgery 
Singapore General Hospital,  
Outram Road 
Singapore 169608 
Tel: +65 63214051       Fax: +65 62209323 
Email: gsupc@singnet.com.sg 

7 12 1.1 Contact Details 
Study Radiologists 

The original text do not have this 
information  

Dr Albert Low 
Department of Diagnostic Radiology 
Singapore General Hospital  
Outram Road 
Singapore 169608 
Tel: +65 6326 5029      Fax: + 65 6326 5161 
Email:  albert.low.sc@sgh.com.sg  
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8 12 
1.1 Contact Details 

Study Interventional 
Radiologists 

The original text do not have this 
information  

Assoc. Prof. Tay Kiang Hiong 
Department of Diagnostic Radiology 
Singapore General Hospital  
Outram Road 
Singapore 169608 
Tel: +65 6326 5029       Fax: + 65 6326 5161 
Email:  tay.kiang.hiong@sgh.com.sg 
 
 
Dr. Richard Lo Hoau Gong 
Department of Diagnostic Radiology 
Singapore General Hospital  
Outram Road 
Singapore 169608 
Tel: +65 6321 4409       Fax: + 65 6224 1407 
Email:  richard.lo.h.g@sgh.com.sg 

9 13 1.1 Contact Details 
Study Medical Oncologist  

The original text do not have this 
information  

Dr. Donald Poon Yew Hee 
Department of Medical Oncology 
National Cancer Centre  
11 Hospital Drive 
Singapore 169610 
Tel: +65 6436 8000        Fax: +65 6324 0875 
Email: dmopyh@nccs.com.sg 

10 13 1.1 Contact Details 
Study Statisticians 

Dr Chen Yu Ming 
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 80331      Fax: +65 6508 8317 
Email: yuming.chen@scri.edu.sg 
 
 
Assoc. Prof. Tan Say Beng 
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 8303        Fax: +65 6508 8317 
Email: saybeng@cteru.com.sg 

Ms. Zhang Xiaoe 
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 80328      Fax: +65 6508 8317 
Email: Xiaoe.zhang@scri.edu.sg  
 
 
Assoc. Prof. Tan Say Beng 
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 8303        Fax: +65 6508 8317 
Email: saybeng.tan@scri.edu.sg 
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11 14 1.1 Contact Details 
Trial Manager 

Data Manager 
Ms. Priscilla Li Choi Nar  
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 8357       Fax: +65 6508 8317 
Email: priscilla.li@scri.edu.sg 

Trial Manager 
Ms. Priscilla Li Choi Nar  
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 8357       Fax: +65 6508 8317 
Email: priscilla.li@scri.edu.sg 

12 14 
1.1 Contact Details 

Overseas Site Investigators 
 

The original text do not have this 
information 

Korea Site Investigators 
Prof Han Ho Seong  
Seoul National University Bundang 
Hospital  
300 Gumi-dong, Bundang-gu, Seongnam-si, 
Gyeonggi-do 463-707, Korea  
Tel: +031-787-4055     Fax: +031-787-4055 
Email: hanhs@snubh.org   
 
 
Malaysia Site Investigators 
Datuk (Dr) Harjit Singh 
Department of Hepato-Pancreato-Biliary  
Surgery 
Hospital Selayang 
Lebuhraya Selayang-Kepong 
Batu Caves 68100 Selangor, Malaysia  
Tel: +603-6120 2122     Fax: +603-6120 7564 
Email: harjit@selayanghospital.gov.my  
 
 
Myanmar Site Investigators 
Prof Khin Maung Win  
Yangon GI and Liver Center  
No. 191 – 193 
30th Street, Upper Block 
Pabedan Township 
Yangon, Myanmar  
Tel: +95-1-256128          Fax: +95-1-222965 
Email: 30thstreetclinic@mptmail.net.mm  
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13 15 
1.2 Independent Data and 

Safety Monitoring 
Committee  

The original text do not have this section  

An independent Data and Safety 
Monitoring Committee (DSMC) comprising 
an international panel of senior clinicians 
and experienced trialist with known 
expertise in the management of 
hepatocellular carcinoma will be appointed 
to advice the Steering Committee on safety 
and ethical aspects of the trial. 
 
 
DSMC Chair  
Prof Joseph Lau   
Dept of Surgery  
Prince of Wales Hospital  
Chinese University of Hong Kong 
Shatin, New Territories 
Hong Kong  
Tel:  +852 2632 2415 
Email: josephlau@surgery.cuhk.edu.hk   
 
DSMC Member  
Prof Thomas Leung  
Hong Kong Sanatorium &  
Hospital Oncology Centre  
Comprehensive Oncology Centre 
4/F Central Block,  
2 Village Road,  
Happy Valley, Hong Kong  
Tel:  +852 2835 8877             
Email: thomaswtleung@hksh.com   
 
DSMC Member  
Prof Bruno Sangro 
Dept of Internal Medicine 
Clinica Universitaria de Navarra 
Avda. Pio XII 36 
31192 Pamplona 
Spain 
Tel: +349 4829 6637          
Email: bsangro@unav.es   
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14 34 7.1.1 Complications and Toxic 
Effects of SIR-Spheres  

The most common potential serious 
complications result from either (i) 
inadvertent administration of SIR-Spheres 
into the gastrointestinal tract resulting in 
gastritis/duodenitis or (ii) radiation 
induced liver disease resulting from a 
radiation overdose to the normal liver 
parenchyma. The incidence of 
gastritis/duodenitis can be reduced by 
meticulous attention to the administration 
procedure so as to ensure that there is a 
minimal chance of SIR-Spheres entering 
the numerous small arteries supplying the 
gastrointestinal tract (Salem 2006; Liu 
2005). Radiation induced liver disease is 
largely, but not totally, preventable by 
using appropriate SIRT doses and making 
allowances for dose reduction when there 
is increased risk of causing radiation 
damage such as in pre-existing liver 
damage, poor liver reserve or small 
volume tumour mass in the liver. The 
reported incidence of gastritis/duodenitis 
is <10%, while the reported rate of 
radiation induced liver disease is < 1%.  
 

The most common potential serious 
complications result from either (i) 
inadvertent administration of SIR-Spheres 
into the gastrointestinal tract resulting in 
gastritis/duodenitis or (ii) radiation 
induced liver disease resulting from a 
radiation overdose to the normal liver 
parenchyma. The incidence of 
gastritis/duodenitis can be reduced by 
meticulous attention to the administration 
procedure so as to ensure that there is a 
minimal chance of SIR-Spheres entering 
the numerous small arteries supplying the 
gastrointestinal tract (Salem 2006; Liu 
2005). Radiation induced liver disease is 
largely, but not totally, preventable by 
using appropriate SIRT doses and making 
allowances for dose reduction when there 
is increased risk of causing radiation 
damage such as in pre-existing liver 
damage, poor liver reserve or small 
volume tumour mass in the liver. The 
reported incidence of gastritis/duodenitis 
is <10%, while the reported rate of 
radiation induced liver disease is < 1%; 
radiation induced liver disease may lead to 
death. 

15 34 7.1.1 Complications and Toxic 
Effects of SIR-Spheres 

Previously reported radiation pneumonitis 
has not been observed where appropriate 
pre-treatment workup and dose reductions 
are followed. 

The incidence of radiation pneumonitis 
(inflammation of the lungs due to 
radiation) is expected to be low where 
appropriate pre-treatment workup and 
dose reductions are followed. The risk of 
radiation pneumonitis nevertheless exists 
and has been reported. 

16 39 9.1 Patient Eligibility  

b) Space occupying lesion of the liver  
demonstrated by ultrasound, CT scan 
(non-dynamic) or MRI (non-dynamic) and: 
 Serum alpha-feto protein level of at 

least 400 mcg/L done at anytime or 

b) Space occupying lesion of the liver  
demonstrated by ultrasound, CT scan 
(dynamic or non-dynamic) or MRI 
(dynamic or non-dynamic) and: 
 Serum alpha-feto protein level of at 

least 400 mcg/L done at anytime or 
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17 42 9.3.2 Exclusion Criteria Specific 
to This Investigational Study  The original text do not have this criteria d) Subjects with inferior vena cava (IVC) 

tumour thrombus or invasion. 

18 57 12.2 Serial Study 
Measurements  

The original text do not have this 
information  ECG and MUGA scan (recommended).  

19 57 12.2 Serial Study 
Measurements (Table)  ECG and MUGA scan 

ECG and MUGA scan 
(recommended) 

20 58 Table 12.2 Study Treatment 
Plan  ECG and MUGA scan 

ECG and MUGA scan 
(recommended) 

21 59 Notes to Study Plan  
a) ECG and MUGA scan to be performed at 
Baseline, every 12 weeks during protocol 
therapy of Sorafenib Treatment and End of 
Study (as determined by physician). 

a) ECG and MUGA scan to be performed at 
Baseline, every 12 weeks during protocol 
therapy of Sorafenib Treatment and End of 
Study (recommended). 

22 61 14.2.1 RECIST Guidelines  

All other lesions (or sites of disease) 
should be identified as non-target lesions 
and should also be recorded at baseline. 
Measurements of these lesions are not 
required, but the presence or absence of 
each should be noted throughout follow-
up. 
 

All other lesions (or sites of disease) 
should be identified as non-target lesions 
and should also be recorded at baseline. 
Non-target lesions include measurable 
lesions that exceed the maximum numbers 
per organ or total of all involved organs as 
well as non-measurable 
lesions.  Measurements of these lesions 
are not required, but the presence or 
absence of each should be noted 
throughout follow-up. 
 
As for local response in hepatic lesions, 
RECIST will be used. The data on which 
lesions were treated with SIR-SPHEREs 
will be recorded, so that the local 
responses between treated and untreated 
lesions may be differentiated and allow 
reasonable analysis of local activity 
subsequently. 
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23 62 14.2.2 Response Criteria 

Progressive Disease (PD): At least a 20% 
increase in the sum of the longest 
diameter of the target lesions, taking as a 
reference the smallest sum longest 
diameter recorded since treatment started 
or the appearance of new lesions. 

Progressive Disease (PD): At least a 20% 
increase in the sum of the longest 
diameter of the target lesions, taking as a 
reference the smallest sum longest 
diameter recorded since treatment started 
or the appearance of one or more new 
lesions. 

24 62 
14.2.3 Exploratory Response 

Criteria of Local Tumor 
Ablation  

The original text do not have this section 

A percentage tumour necrosis as 
response evaluation criteria with the 
following categories will be used as 
secondary assessment.  
 
Complete response (CR): 100% tumour 
necrosis in the post-treatment scan 
 
Partial response (PR): 30-99% increase in 
the percentage tumour necrosis 
 
Insufficient response (IR): less than 30% 
increase in the percentage tumour 
necrosis 
 
Notes: 
 
1) Necrosis is defined by an area of tumour 
that enhances by no more than 10 
Hounsfield units in every postcontrast 
phase of the CT scan. 
 
2) Percentage increase of tumour necrosis 
is defined as the increase in the extent of 
tumour necrosis from the baseline scan to 
the post-treatment scan. 
 
3) The extent or percentage of tumour 
necrosis is determined as the area of 
necrosis divided by total tumour area X 
100% in an axial section through the 
tumour that shows the largest area of 
necrosis.  
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25 67 17.1.1 Adverse event (AE)  
(ISO 14155-1:2003) 

Adverse Events will be recorded from the 
date of signature of the informed consent 
up to 30 days after the last dose of 
chemotherapy is administered. If the AE is 
a treatment-related toxicity, follow-up will 
continue until resolution. 

Adverse Events will be recorded from the 
date of signature of the informed consent 
up to 30 days after the last dose of 
protocol therapy is administered. If the AE 
is a treatment-related toxicity, follow-up 
will continue until resolution. 

26 68 17.2 Reporting  
SAE will be recorded from the date of 
signature of the informed consent up to 30 
days after the last dose of chemotherapy 
is administered.  

SAE will be recorded from the date of 
signature of the informed consent up to 30 
days after the last dose of protocol therapy 
is administered.  
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SUMMARY FOR PROTOCOL AMENDMENT  
 
Protocol Title: Phase I/II Study of SIR-Spheres Plus Sorafenib as First Line Treatment in Patients with Non-Resectable Primary 
Hepatocellular Carcinoma   
 
Approved Version: Version 6.1, dated 20 Oct 2008 
Amended Version: Version 7.0, dated 11 Dec 2008 
 

S/N 
PAGE NO. 
INVOLVED 

DESCRIPTION 
AMENDED FROM AMENDED TO 

VERSION 6.1 DATED 20 OCT 2008 VERSION 7.0 DATED 11 DEC 2008 

1 1 Cover Page, Title  

Phase I/II Study of SIR-Spheres Plus 
Sorafenib (Chemo-Radiotherapy) as First 
Line Treatment in Patients with Non-
Resectable Primary Hepatocellular 
Carcinoma   

Phase I/II Study of SIR-Spheres Plus 
Sorafenib as First Line Treatment in 
Patients with Non-Resectable Primary 
Hepatocellular Carcinoma   

2 1 Title  October 2008 December 2008 

3 2 Title  

“Phase I/II Study of SIR-Spheres Plus 
Sorafenib (Chemo-Radiotherapy) as First 
Line Treatment in Patients with Non-
Resectable Primary Hepatocellular 
Carcinoma” 

“Phase I/II Study of SIR-Spheres Plus 
Sorafenib as First Line Treatment in 
Patients with Non-Resectable Primary 
Hepatocellular Carcinoma” 

4 2 Co-Investigator Details  

Assoc. Prof Tan Say Beng  
Clinical Trials and Epidemiology Research 
Unit 
226 Outram Road  
Blk A #03-02 
Singapore 169039 
Tel: +65 6325 7060         Fax: +65 6324 2700 
Email: saybeng@cteru.com.sg 

Assoc. Prof Tan Say Beng  
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 8303         Fax: +65 6508 8317 
Email: saybeng.tan@scri.edu.sg 

5 3b Page 3b, Steering Committee   The original text do not have Page 3b 

Page 3b is added with addition of the 
Steering Committee Members:  
 
Assoc. Prof. Pierce Chow Kah Hoe 
Duke-NUS Graduate Medical School 
Singapore 
2 Jalan Bukit Merah  
Singapore 169547 
Tel: +65 6516 7666         Fax: +65 6224 6242 
Email: pierce.chow@gms.edu.sg 

mailto:pierce.chow@gms.edu.sg
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5 3b Page 3b, Steering Committee   The original text do not have Page 3b 

Prof. Soo Khee Chee 
11 Hospital Drive 
National Cancer Centre 
Singapore 169610 
Tel:  +65 6436 8205        Fax: +65 6220 7759 
Email:  admskc@nccs.com.sg 
 
Assoc. Prof. Tan Say Beng 
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 8303          Fax: +65 65088317 
Email: saybeng.tan@scri.edu.sg 
 
Dr. Anthony Goh Soon Whatt 
Department of Nuclear Medicine 
Singapore General Hospital  
Outram Road 
Singapore 169608 
Tel: +65 6321 4649        Fax: + 65 6224 0938 
Email:  anthony.goh.s.w@sgh.com.sg 
 
Dr. Lai Hee Kit 
Department of Nuclear Medicine 
Singapore General Hospital 
Outram Road 
Singapore 169608 
Tel: +65 6321 4878          Fax: +65 62240938 
Email:  lai.hee.kit@singhealth.com.sg 
 
Assoc. Prof. Tay Kiang Hiong 
Department of Diagnostic Radiology 
Singapore General Hospital  
Outram Road 
Singapore 169608 
Tel: +65 6326 5029        Fax: + 65 6326 5161 
Email:  tay.kiang.hiong@sgh.com.sg 

mailto:admskc@nccs.com.sg
mailto:saybeng.tan@scri.edu.sg
mailto:Anthony.goh.s.w@sgh.com.sg
mailto:lai.hee.kit@singhealth.com.sg
mailto:tay.kiang.hiong@sgh.com.sg
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5 3b Page 3b, Steering Committee   The original text do not have Page 3b 

Dr. Richard Lo Hoau Gong 
Department of Diagnostic Radiology 
Singapore General Hospital  
Outram Road 
Singapore 169608 
Tel: +65 6321 4409        Fax: + 65 6224 1407 
Email:  richard.lo.h.g@sgh.com.sg 
 
Dr. Donald Poon Yew Hee 
Department of Medical Oncology 
National Cancer Centre  
11 Hospital Drive 
Singapore 169610 
Tel: +65 6436 8000         Fax: +65 6324 0875 
Email: dmopyh@nccs.com.sg 
 
Dr. Choo Su Pin 
Department of Medical Oncology 
National Cancer Centre 
11 Hospital Drive 
Singapore 169610 
Tel: +65 6436 8000        Fax: + 65 6227 2759 
Email: choosupin@nccs.com.sg 
 
Lim Teong Guan  
Singapore General Hospital 
Outram Road 
Singapore 169608 
Tel:  +65 6321 4110        Fax: +65 6321 1335 
Email: lim.teong.guan@sgh.com.sg  

6 7 
Section 1.1 Contact Details, 
Study Statiscian 

Tel: +65 6325 7063         Fax: +65 6324 2700 
yuming@cteru.com.sg 

Tel: +65 6508 8331         Fax: +65 6508 8317 
yuming.chen@scri.edu.sg 

7 7 
Section 1.1 Contact Details, 
Study Statiscian 

Assoc. Prof Tan Say Beng  
Clinical Trials and Epidemiology Research 
Unit 
226 Outram Road  
Blk A #03-02 
Singapore 169039 
Tel: +65 6325 7060         Fax: +65 6324 2700 
Email: saybeng@cteru.com.sg 

Assoc. Prof Tan Say Beng  
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
Tel: +65 6508 8303         Fax: +65 6508 8317 
Email: saybeng.tan@scri.edu.sg 

mailto:tay.kiang.hiong@sgh.com.sg
mailto:dmopyh@nccs.com.sg
mailto:choosupin@nccs.com.sg
mailto:lim.teong.guan@sgh.com.sg
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8 8 
Section 1.1 Contact Details, 
Study Monitor  

Tel: +65 6325 7097         Fax: +65 6324 2700 
Email: yeechien@cteru.com.sg 

Tel: +65 6508 8354         Fax: +65 6508 8317 
Email: yeechien.chua@scri.edu.sg 

9 8 
Section 1.1 Contact Details, 
Data Manager  

Tel: +65 6325 7081         Fax: +65 6324 2700 
Email: priscilla@cteru.com.sg 

Tel: +65 6508 8357         Fax: +65 6508 8317 
Email: priscilla.li@scri.edu.sg 

10 9 
Overall Synopsis Of The 
Clinical Investigation,  
Section 2 

“This Phase I/II trial will evaluate the safety 
and activity of chemo-radiotherapy 
comprising a regimen of Sorafenib 
chemotherapy plus SIR-Spheres yttrium-90 
microspheres (chemo-radiotherapy, also 
known as “chemo-SIRT”), for first-line 
treatment of patients with primary 
hepatocellular carcinoma (HCC) in whom 
surgical resection is not feasible.” 

“This Phase I/II trial will evaluate the safety 
and activity of a regimen comprising 
Sorafenib chemotherapy plus SIR-Spheres 
yttrium-90 microspheres, for first-line 
treatment of patients with primary 
hepatocellular carcinoma (HCC) in whom 
surgical resection is not feasible.” 

11 10 
Approval And Agreement,  
Section 3 

I have read and understand the 
requirements of this study protocol, 
“Phase I/II study of SIR-Spheres plus 
Sorafenib (chemo-radiotherapy) as first 
line treatment in patients with non-
resectable primary hepatocellular 
carcinoma”. 

I have read and understand the 
requirements of this study protocol, 
“Phase I/II study of SIR-Spheres plus 
Sorafenib as first line treatment in patients 
with non-resectable primary hepatocellular 
carcinoma”. 

12 32 
Section 9, Design Of The 
Clinical Study, Line 4 

“The study will recruit a maximum of 31 
patients.” 

“The study will recruit a maximum of 35 
patients.” 

13 32 
Section 9, Design Of The 
Clinical Study, Study Design 
Diagram  

“PAHSE II” “PHASE II” 

14 35 

Section 9.3.2, Exclusion 
Criteria Specific to This 
Investigational Study, 
Exclusion Criteria (a) 

“Subjects who have had previous hepatic 
artery directed therapy within the previous 
3 months.” 

“Subjects who have had any previous 
hepatic artery directed therapy.” 
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15 35 

Section 9.3.2, Exclusion 
Criteria Specific to This 
Investigational Study, 
Exclusion Criteria (b) 

“Subjects who have had intravenous 
chemotherapy within the previous 4 weeks 
or those who have not recovered from 
adverse events due to agents administered 
more than 6 weeks previously.” 

“Subjects who have had prior 
chemotherapy or other medical agents 
used to treat Hepatocellular carcinoma.” 

16 35 

Section 9.3.2, Exclusion 
Criteria Specific to This 
Investigational Study, 
Exclusion Criteria (c) 

“Prior external hepatic radiation therapy 
for HCC, more than two prior systemic 
chemotherapy regimes for HCC or any 
other concomitant therapy for HCC or any 
investigational agent planned while on this 
protocol.” 

“Prior external hepatic radiation therapy 
for HCC, or any other concomitant therapy 
for HCC or any investigational agent 
planned while on this protocol.” 

17 50 
Section 12.2, Serial Study 
Measurements, Serial Study 
Measurement Table, Point 5  

The original text do not have this point 

ECG and MUGA scan: Baseline, 12 weekly 
during protocol therapy of Sorafenib 
Treatment thereafter and End of Study (as 
appropriate) 

18 51 
Section 12.2, Serial Study 
Measurements, Table 12.2 
Study Treatment Plan  

The original text do not have this point Addition of ECG and MUGA scan in plan, 
Point 14 

19 52 
Section 12.2, Serial Study 
Measurements, Notes to Study 
Plan  

The original text do not have this point 

ECG and MUGA scan to be performed at 
Baseline, every 12 weeks during protocol 
therapy of Sorafenib Treatment and End of 
Study (as determined by physician) 

20 56 
Study Design And Sample Size, 
Section 15.1, First Paragraph  

“This Phase I/II study will evaluate the 
safety and initial effectiveness of 
combining Sorafenib therapy with SIR-
Spheres (chemo-radiotherapy) for the 
treatment of patients with primary HCC in 
whom surgical resection is not feasible.” 

“This Phase I/II study will evaluate the 
safety and initial effectiveness of 
combining Sorafenib therapy with SIR-
Spheres for the treatment of patients with 
primary HCC in whom surgical resection is 
not feasible.” 

21 92 
Informed Consent Form, 
Appendix 11, Study Title  

“This Phase I/II study will evaluate the 
safety and initial effectiveness of 
combining Sorafenib therapy with SIR-
Spheres (chemo-radiotherapy) for the 
treatment of patients with primary HCC in 
whom surgical resection is not feasible.” 

“This Phase I/II study will evaluate the 
safety and initial effectiveness of 
combining Sorafenib therapy with SIR-
Spheres for the treatment of patients with 
primary HCC in whom surgical resection is 
not feasible.” 
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22 93 
Patient Information Sheet, 
Appendix 12, Study Title  

“This Phase I/II study will evaluate the 
safety and initial effectiveness of 
combining Sorafenib therapy with SIR-
Spheres (chemo-radiotherapy) for the 
treatment of patients with primary HCC in 
whom surgical resection is not feasible.” 

“This Phase I/II study will evaluate the 
safety and initial effectiveness of 
combining Sorafenib therapy with SIR-
Spheres for the treatment of patients with 
primary HCC in whom surgical resection is 
not feasible.” 
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SUMMARY FOR PROTOCOL AMENDMENT  
 
Protocol Title: Phase I/II Study of SIR-Spheres Plus Sorafenib (Chemo-Radiotherapy) as First Line Treatment in Patients with Non-                            
Resectable Primary Hepatocellular Carcinoma   
 
Approved Version: Version 6, dated 8 Sep 2008 
Amended Version: Version 6.1, dated 20 Oct 2008 
 

S/N 
PAGE NO. 
INVOLVED 

DESCRIPTION 
AMENDED FROM AMENDED TO 

VERSION 6 DATED 8 SEP 2008 VERSION 6.1 DATED 20 OCT 2008 

1 6 
Content Page No. for 
Patient Information Sheet Index 
 

Introduction                                         98 
Purpose of Study                                98 
Who can be in the study?                  98 
Patient’s Responsibility                     98 
Possible Side Effects                         98 
Anticipated expense                          98 
Confidentiality                                    98 
Contact person                                   98 
Voluntary participation                      98 

Introduction                                           93 
Purpose of Study                                  93 
Who can be in the study?                    94 
Patient’s Responsibility                       94 
Possible Side Effects                           95 
Anticipated expense                            96 
Confidentiality                                      97 
Contact person                                     97 
Voluntary participation                        98 

2 7 
Section 1.1 Contact Details, 
Study Statistician  

Dr. Chen Yu Ming 
Singapore Clinical Research Institute 
226 Outram Road  
Blk A #03-02 
Singapore 169039 

Dr. Chen Yu Ming 
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 

3 8 
Section 1.1 Contact Details, 
Study Monitor  

Ms. Chua Yee Chien 
Singapore Clinical Research Institute 
226 Outram Road  
Blk A #03-02 
Singapore 169039 

Ms. Chua Yee Chien 
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 

4 8 
Section 1.1 Contact Details, 
Data Manager  

Ms. Priscilla Li Choi Nar  
Singapore Clinical Research Institute 
226 Outram Road  
Blk A #03-02 
Singapore 169039 

Ms. Priscilla Li Choi Nar  
Singapore Clinical Research Institute 
31 Biopolis Way  
#02-01 Nanos 
Singapore 138669 
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5 34 
Section 9.2 Inclusion Criteria, 
(g) 

ECOG performance status 0 – 1. 
ECOG performance status 0 – 1 (see 
Appendix 1). 

6 59 
Section 17.1.1 Adverse Event, 
Line 6 

“Adverse Events will be recorded from the 
date of signature of the informed consent 
up to 28 days after the last dose of 
chemotherapy is administered.” 

“Adverse Events will be recorded from the 
date of signature of the informed consent 
up to 30 days after the last dose of 
chemotherapy is administered.” 

7 59 
Section 17.1.1 Adverse Event, 
Line 7 “If the AE is a SIRT-related toxicity, …” 

“If the AE is a treatment-related toxicity, 
…” 

8 59 Section 17.2 Reporting Blank 

"SAE will be recorded from the date of 
signature of the informed consent up to 30 
days after the last dose of chemotherapy 
is administered." 

9 61 
Section 18 Ethical 
Considerations, Line 2  

“… World Medical Association Declaration 
of Helsinki (see Appendix 11)” 

“… World Medical Association Declaration 
of Helsinki (see Appendix 10)” 

10 61 
Section 18.1 Informed Consent, 
Last Line   

“A copy of the Informed Consent 
Document can be found in Appendix 13.”  

“A copy of the Informed Consent 
Document can be found in Appendix 11.”  

11 62 
Section 19 Publication Policy, 
Line 3  

 
“As an investigator-initiated study, the 
manufacturer (Sirtex Medical) does not 
have ownership of the original data or 
influence over what data can be submitted 
for publication and/or presentation at 
meetings.” 

“Consistent with this being an 
investigator-initiated study, the 
manufacturer/sponsor (Sirtex Medical/ 
Bayer Schering Pharma) does not have the 
ownership of the original data or influence 
over what data can be submitted for 
publication and/or presentation at 
meetings.” 

12 82 - 99 Missing Page No. at Footer Blank    Page No. 82 to 99 

 







 



 



 



 



 



 







SUMMARY FOR 2nd PROTOCOL AMENDMENT 
   

      Approved Version: Version 3 dated 10 Apr 2008 
   Second Amended Version: Version 5 dated 23 Jun 2008 

  

      
S/N 

SECTION NAME/ 
NO. 

PAGE NO. 
INVOLVED 

AMENDED FROM TO 
  VERSION 3 dated 10 Apr 2008 VERSION 5 dated 23 Jun 2008 

 

1 Content Page  3 

Dr Lai Hee Kit is not a Co-Investigator in this 
version 

Dr Lai Hee Kiat is added as a Co-Investigator 

 

The title of Tay Kiang Hiong is recorded as 'Dr' 
The title of Dr Tay Kiang Hiong has been revised from  
'Dr' to 'A/Prof' 

 

The original text: 
This study is supported by: 
Bayer Schering Pharma 
Sirtex Medical 

It has to be revised from: 
This study is supported by: 
Bayer Schering Pharma 
Sirtex Medical 
 
to 
 
This investigator-initiated study is supported by: 
1.  National Medical Research Council, Singapore 
2.  Bayer Schering Pharma 
3.  Sirtex Medical 

 



2 

Participation of the 
following  

invited centres is 
pending the approval 

of their IRB 

3 This section is not included in this version 

1. China (Beijing) – Cancer Institute Hospital; 2. India – 
TATA Memorial Centre; 3. Indonesia (Bali, Jakarta) – 
University of Udayana, University of Indonesia; 4. Korea 
(Seoul, Suwon) – Seoul National Bundang Hospital, St 
Vincent Hospital; 5. Malaysia (Selangor) – Hospital 
Selayang, University Malaya Hospital; 6. Myanmar 
(Yangon); 7. New Zealand (Auckland) – University of 
Auckland; 8. Philippines (Manila, Davao City) – Santo 
Toma, Davao Doctors Hospital; 9. Singapore – SGH, 
NCC, NUH, CGH, TTSH, AH; 10. Taiwan – Chang 
Gung Memorial Hospital; 11. Thailand (Bangkok) – 
National Cancer Institute; 12. Vietnam (Ha Noi, Ho Chi 
Minh City) – Cho Ray Hospital, K Hospital, Phu Tho 
Hospital, Viet Duc University Hospital 

 

3 
1.  General 
Information 

1.1  Contact Details 
7 

There is no Study Diagnostic Radiologist in this 
version 

Assoc.  Prof Thng Choon Hua 
Department of Oncologic Radiology 
National Cancer Centre 
11 Hospital Drive 
Singapore 169610 
Tel:  +65 6436 8010 
Fax:  +65 6226 5660 
Email: dditch@nccs.com.sg 
is added as the Study Diagnostic Radiologist 



  
8 The Study co-ordinator is to be determined 

Ms. Ng Lin Eng 
Clinical Trials Resource Centre 
Singapore General Hospital 
Outram Road 
Singapore 169608 
Tel:  +65 6372 4753                Fax: +65 6220 9067 
Email: ng.lin.eng@sgh.com.sg 
is added as the Study Co-ordinator 

 

4 
9.  Design of the 

Clinical  
Study  

32 

The existing flowchart has to be amended.  

The content in the first text box has to be amended from 
'Recruit:  Eligible patients with unresectable primary 
HCC' to 'ELIGIBLE PATIENTS' 
 
Additional text 'SIRT' has to be added between the first 
and the middle text box. 
 
The content in the middle text box has to be revised as 
'PHASE I:  Patients commencing Sorafenib after 
SIRT 14 days or 11 days after SIRT' 
 
The content in the last text box has to be revised as 
'PHASE II:  Sorafenib commencing 11 or 14 days 
after SIRT' 

 
The original text: 
SIR-Spheres will be administered at the 
calculated (patient-specific) activity, described 
in Section 12:  Treatment  

There is a typo error of the section number for the 
sentence 'SIR-Spheres will be administered at the 
calculated (patient-specific) activity, described in 
Section 12:  Treatment '.  The section number should be 
amended from 12 to 11. 

 



     

 

5 9.1  Patient Eligibility 33 

The original text: 
a)  Histology consistent with HCC and its 
histological variants such as poorly 
differentiated HCC and sacomatoid HCC or  

 'a)  Histology consistent with HCC and its histological 
variants such as poorly differentiated HCC and 
sacomatoid HCC or' has to be revised as ' 'a)  Histology 
consistent with HCC and its histological variants such as 
poorly differentiated HCC and sacomatoid HCC done at 
anytime or' with addition of 'done at anytime'  

 

The original text: 
b)  Space occupying lesion of the liver 
demonstrated by ultrasound, CT scan (non-
dynamic) or MRI (non-dynamic) and either : 
Serum alpha-feto protein level of at least 400 
mcg/L or  

 'b)  Space occupying lesion of the liver demonstrated 
by ultrasound, CT scan (non-dynamic) or MRI (non-
dynamic) and either : 
Serum alpha-feto protein level of at least 400 mcg/L or ' 
has to be revised as  'b)  Space occupying lesion of the 
liver demonstrated by ultrasound, CT scan (non-
dynamic) or MRI (non-dynamic) and either : 
Serum alpha-feto protein level of at least 400 mcg/L 
done at anytime or' with deletion of the word 'either' 
and addition of 'done at anytime'  

 

The original text: 
c)  Radiological evidence of HCC by dynamic 
contrast-enhanced CT scan or dynamic 
contrast-enhanced MRI* and serology positive 
for Hepatitis B or C and alpha-feto protein 
above normal range 

c)  Radiological evidence of HCC by dynamic contrast-
enhanced CT scan or dynamic contrast-enhanced MRI* 
and serology positive for Hepatitis B or C and alpha-feto 
protein above normal range' has to be revised as 'c)  
Radiological evidence of HCC by dynamic contrast-
enhanced CT scan or dynamic contrast-enhanced MRI* 
and serology positive for Hepatitis B or C and alpha-feto 
protein above normal range done at anytime' with 
addition of 'done at anytime' 



   

The original text: 
In order to be considered eligible for the study 
and to receive study treatment, patients must 
fulfil the inclusion and exclusion criteria 
specified in 10.2 and 10.3 below. 

There is a typo error of the numbers for the sentence 'In 
order to be considered eligible for the study and to 
receive study treatment, patients must fulfil the inclusion 
and exclusion criteria specified in 10.2 and 10.3 below'.  
The section number should be amended from 10 to 9. 

6 9.2  Inclusion Criteria 34 

The original text: 
Total bilirubin < 2.0 mg/dL (SIR-Spheres should 
not be administered as a whole liver treatment if 

the total bilirubin is ≥ 2X the institutional upper 

limit of normal). 

There are 2 typo errors of the symbol for Total bilirubin.  
It has to be revised from 'Total bilirubin < 2.0 mg/dL 
(SIR-Spheres should not be administered as a whole 
liver treatment if the total bilirubin is ≥ 2X the institutional 

upper limit of normal).' to 'Total bilirubin ≤ 2.0 mg/dL 

(SIR-Spheres should not be administered as a whole 
liver treatment if the total bilirubin is > 2X the institutional 
upper limit of normal).'  

 

The original text: 
(i) Life expectancy of at least 3 months without 
any active treatment. This is defined as a 
patient who has OKUDA I and II inoperable 
HCC. 

(i) Life expectancy of at least 3 months without any 
active treatment. This is defined as a patient who has 
OKUDA I and II inoperable HCC.' has to be revised to 
'(i) Life expectancy of at least 3 months without any 
active treatment. This is defined as a patient who has 
OKUDA I or II inoperable HCC.' with the word 'and' 
replaced by 'or'. 

 

7 
9.3.1  

Contraindications to  
SIR-Spheres 

35 

The original text: 
c)  Abnormal synthetic and excretory liver 
function tests (LFTs) as determined by serum 
albumin (must be ≤ 2.5 g/dL) and total bilirubin 
(must be > 2.0 mg/dL), respectively  

There is a typo error of the symbol for serum albumin.  It 
should be < 2.5 g/dL instead of ≤ 2.5 g/dL.  Therefore, it 
should be revised as  
c)  Abnormal synthetic and excretory liver function tests 
(LFTs) as determined by serum albumin (must be < 2.5 
g/dL) and total bilirubin (must be > 2.0 mg/dL), 
respectively  

 

8 

10.3  Haematological 
and  

Serological 
Assessment 

37 
 'Complete blood count' is the only investigation 
that need to be completed within 28 days of 
study entry under 'Haematological' 

 'INR, Prothrombin Time and Prothrombin Time 
(control)' are added as another investigation that need 
to be completed within 28 days of study entry under 
'Haematological' 



9 
11.1.3  Administration  

of SIR-Spheres 
45 

 'Bremstrahlung scan will be performed in the 
Department of Nuclear Medicine & PET at 4 - 
24 hours after the SIR-Spheres therapy 
procedure, to visualize the in vivo distribution of 
the administered SIR-Spheres' is not included in 
this version.  

 'Bremstrahlung scan will be performed in the 
Department of Nuclear Medicine & PET at 4 - 24 hours 
after the SIR-Spheres therapy procedure, to visualize 
the in vivo distribution of the administered SIR-Spheres' 
is added under section 11.1.3  Administration of SIR-
Spheres 

 

10 
12.1  Eligibility 
Assessment 

50 
The original text:  
'Complete blood count' is listed under '12.1  
Eligiblity Assessment' 

 'INR, Prothrombin Time and Prothrombin Time 
(control)' are added behind 'Complete blood count'  

 

11 
12.2  Serial Study 

Measurements 
50 

The original text in the table of 12.2  Serial 
Study Measurements is: 
'CBC and platelets' 

 'and Prothrombin Time and Prothrombin Time 
(control)' are added behind 'CBC and platelets'  

 The original text in the table of 12.2  Serial 
Study Measurements for 'Quality of life 
assessment' with the detail is recorded as '12 
weekly until progression' 

The detail of 'Quality of life assessment' has to be 
revised from '12 weekly until progression' to 'Baseline 
and every visit thereafter plus at first progression of 
disease' 

 

12 
Table 12.2  Study 
Treatment Plan 

51 

There is no 'Prothrombin Time & Prothrombin 
Time (Control)' in the table 12.2  Study 
Treatment Plan 

 'Prothrombin Time and Prothrombin Time (control)' are 
added. 

 There is no 'INR' in the table 12.2  Study 
Treatment Plan 

 'INR' is added. 

 

13 Notes to Study Plan 52 

The original text: 
(g)  EQ-5D Quality of life questionnaires filled 
out at baseline, 3, 6, 12, 24, 36 months then 
yearly thereafter plus at first progression of 
disease. 

The sentence has to be revised from '(g)  EQ-5D Quality 
of life questionnaires filled out at baseline, 3, 6, 12, 24, 
36 months then yearly thereafter plus at first 
progression of disease.' to '(g)  EQ-5D Quality of life 
questionnaires filled out at baseline and every visit 
thereafter plus at first progression of disease.'  The text 
', 3, 6, 12, 24, 36 months then yearly' has been deleted 
and replaced by 'and every visit'. 



14 
14.1  Toxicity and 
Safety (Primary 

Endpoint) 
54 

The original text: 
Defintions and requirements for reporting 
adverse events (AEs) and serious adverse 
events (SAEs) are detailed in section 18. 

There is a typo error of the number for the sentence 
'Defintions and requirements for reporting adverse 
events (AEs) and serious adverse events (SAEs) are 
detailed in section 17'.  The section number should be 
amended from 18 to 17. 

 

15 
14.5  Quality of Life 

(Secondary Endpoint) 
55 

The original text: 
The EQ-5D (see Appendix 9) will be collected at 
baseline, prior to commencing protocol 
treatment and then at 3, 6, 12, 24 and 36 month 
intervals, then yearly thereafter. 

The sentence has to be revised from 'The EQ-5D (see 
Appendix 9) will be collected at baseline, prior to 
commencing protocol treatment and then at 3, 6, 12, 24 
and 36 month intervals, then yearly thereafter.' to 'The 
EQ-5D (see Appendix 9) will be collected at baseline, 
prior to commencing protocol treatment and every visit 
thereafter' .  The text ' then at 3, 6, 12, 24 and 36 month 
intervals, then yearly' has been deleted and replaced by 
'every visit'. 

 

16 Appendix 4 74 

The original dose is '150MBq' 
The dose has to be revised from '150MBq' to '150MBq 
to 200MBq' 

 Interpretation:  If lung/ liver ratio is > 10% then 
there is need for dose reduction of SIR-
Spheres' is included as part of Appendix 4 

 'Interpretation:  If lung/ liver ratio is > 10% then there is 
need for dose reduction of SIR-Spheres' has to be 
removed from Appendix 4 

 

      

       


















































































































































































































