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Hepatocellular
carcinoma

(HCC)

Commonly found in CLD patients




Introduction (contd)

" New era in the treatment of advanced HCC has been added in |
2007 when Sorafenib got FDA approval

** Generic Sorafenib became available in Bangladesh in 2012.

** No data is available for patients of advanced primary HCC in
Bangladesh.




Morphology

Unifocal lesion
mostly seen in
patient without

~ Cirrhosis of liver. /

Multifocal lesion

mostly seen in Diffusely

patient with infiltrative
Cirrhosis of liver J
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(T3a — multiple tu more than 5 cm

N1 - regional lymph
metastasis

*T3b — single or multiple tu of any
size involving maj branch of portal
vein of hepatic vein

T4 — tu with direct invasion of
adjacent organs other than

gallbladder or with perforation of
visceral peritoneum



Barcelona Clinic Liver Cancer System

1 Considers in combination of tumor burden, hepatic
function and performance status.

1 Can provide not only the prognosis but also the treatment
algorithm .
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Very early stage (0)

Single< 2cm
Child-Pugh A, PS 0

1

Early stage (A)

1

l
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Intermediate stage (B) Advanced stage (C) Terminal stage (D)

Single or 3 nodules < 3cm
Child-Pugh A-B, PS 0

Multinodular
Child-Pugh A-B, PS 0

Portal invasion
Extrahepatic spread

Child-Pugh A-B, PS 1-2

Child-Pugh C
PS 3-4

Potential candidate for ‘ v
liver transplantation Single 3 nodules <3cm
No Yes Portal pressure,
bilirubin
I
Associated
Normal Increased =—» diseases
!
No Yes
™y \ \
v
Ablation || Resection || Transplant || Ablation || Chemoembolization || Sorafenib
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CURATIVE TREATMENTS

PALLIATIVE TREATMENTS
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Purpose of the Study

] To evaluate the efficacy of TKI Sorafenib on the patients of
advanced and non resectable primary HCC in Bangladeshi
patients

] Efficacy was observed in terms of overall survival, median
survival, drug compliance and common toxicities.




Methodology

"0 Patients were randomly selected in admitted patients from
Medical Oncology Department of Combined Military Hospital,
Dhaka

J They have received TKI Sorafenib for HCC as first line or
second line therapy.




Methodology (contd)

1 The patients received Sorafenib 200 mg - 400 mg twice

daily till disease progression ceases or increases and
there was no unacceptable toxicities.




Methodology (contd)

- Following variables were consi to assess the disease
status of the patients before & after treatment with
Sorafenib:

Serum bilirubin

Serum albumin

Prothrombin time _ CT scan




\ Study Design
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Eligibility criteria Sorafenib
400 mg bid

Histologically/
Cytologically confirmed, ¢ Major endpoints

Non-resectable tumour § ¢ Overall Survival
Stage- C ¢ Quality of Life

ECOG PS : (1-2)
Good organ function




Results and Discussion
U
‘ : 32 (advanced hepatocellular
» Total Patients ” l carcinomal
. June 2012 to July 2017 (CMH,
‘ Treatment Period ‘ ” L Dhaka)

Primary Endpoint ‘ Median Overall Survival
\ O

Median Age of Enrolled ”
,_ Patients )




Results and Discussion (contd)

] In 24 months of follow-up period from the date of Sorafenib
taken, the overall survival of the patients ranged from 12 to
764 days.

1 Median overall survival was found to be 141 days or 4.7
months with Sorafenib therapy.

] The overall survival was more than 4 months in 53.1 %
patients.




Common toxicities

m
Yellow coloration of :
Diarrhoea

skin, Mucosa




Comparison with the International Studies

Overall survival
range

Median Overall
Survival

of Sorafenib in HCC patients

Dhaka CMH Denmark3] Spainlll  Koreal4 UKI®]

12 to 764 days 4 to 777 days N/A 13‘;3;32 N/A

141 days or 4.7
months

162 days 321 days 141 days 123 days 336 days



Recommendations

J According to this study Sorafenib is recommended first line
drug for the treatment of advanced HCC.

 Initially the patients cannot tolerate the full dose of 800 mg a
day. Gradual increase of dose from 200 mg to standard 800 mg
per day is well tolerated.




Recommendations

J There might have some specific gene mutation like EGFR, ALK,
BRAF, HER-2, KRAS etc, which could be more sensitive to
Sorafenib or any other TKI.

J In future further gene profiling will guide us precisely.




References

1. Llovet; et al. (2008). "Sorafenib in Advanced Hepatocellular Carcinoma" (PDR).
New EnglandJournaI of Medicine. 359 (4): 378-90. doi:10.1056/NEJMo0a0708857.

2. Berk V. et al. (2013) Efficiency and Side Effects of Sorafenib therapy for
Advanced Hepatocellular Carcinoma: A Retrospective Study by the Anatolian
Society of Medical Oncology. Asian Pacific Journal of Cancer Prevention, Vol 14.

3. Anne Helene Kgstner et al. (2012) Sorafenib in Advanced Hepatocellular
Carcinoma: A Nationwide Retrospective Study of Efficacy and Tolerability. The
Scientific World Journal, Volume 2013, Article ID 931972, 6 pages

4. Lee et al. (2015) Clinical outcomes of Patients with Advanced Hepatocellular
Carcinoma Treated with Sorafenib: A Retrospective Study of Routine Clinical
Practice in Multi-Institutions. BMC Cancer 15:236 DOI 10.1186/s12885-015-1273-
2

5. Palmer D H et al. (2013) Sorafenib for Advanced Hepatocellular Carcinoma
(HCC): Impact of Rationing in the United Kingdom. British Journal of Carcinoma
109: 888—890 | doi: 10.1038/bjc.2013.410


http://dx.doi.org/10.1155/2013/931972




