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Hepatoselltler Karsinom Insidans ve Mortalite

Percent of New Cases by Age Group: Liver and Intrahepatic Bile Duct Cancer
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Liver and intrahepatic
bile duct cancer is most
frequently diagnosed
among people aged
55-64.

Median Age
At Diagnosis

63
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SEER Stat Fact Sheets: Liver and Intrahepatic Bile Duct Cancer
Expand All Collapse All

@ Lifetime risk estimates are not available with the current statistics release, but will be added later when population
data for older age groups are available.

Statistics at a Glance show Less -
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NMumber of New Cases and Deaths per 100,000: The number of new cases of liver and intrahepatic bile duct cancer was
8.4 per 100,000 men and women per year. The number of deaths was 6.1 per 100,000 men and women per year. These
rates are age-adjusted and based on 2009-2013 cases and deaths.

Lifetime Risk of Developing Cancer: Approximately 0.9 percent of men and women will be diagnosed with liver and
intrahepatic bile duct cancer at some point during their lifetime, based on 2010-2012 data.

Prevalence of This Cancer: In 2013, there were an estimated 54,954 people living with liver and intrahepatic bile duct
cancer in the United States.
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» Changes Over Time

Keeping track of the number of new cases, deaths, and survival over time (trends) can help scientists understand whether
progress is being made and where additional research is needed to address challenges, such as improving screening or
finding better treatments.

Using statistical models for analysis, rates for new liver and intrahepatic bile duct cancer cases have been rising on
average 3.0% each year over the last 10 years. Death rates have been rising on average 2.7% each year over 2004-2013.
S5-year survival trends are shown below the figure.
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Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Liver and Intrahepatic Bile
Duct Cancer
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HEPATOCELLULAR CARCINOMA @

-

» 3%0 cause of cancer-related death worldwide
* Cirrhosis:

— primary pre-malignant condition

— Cirrhosis 7" cause of death worldwide
* Cirrhosis from all causes can lead to HCC

— Viral hepatitis

— Alcohol

— NAFLD: non-alcoholic fatty liver disease
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®

HEPATOCELLULAR CARCINOMA
ETI0LOGY

* HCV is primary etiology in U.S., Europe, Japan
* Notes on minor etiologies:
* NASH: risk for HCC with or without cirrhosis
« Aflatoxin B: cofactor with HBV which increases risk

. Steroid*androgens and OCPs- weak association based on case series
and reports
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HEPATOCELLULAR CARCINOMA

_ETIOI.OGY

— Hemochromatosis

— al antitrypsin deficiency

— Wilson’s disease

— PCT (porphyria cutanea tarda)
— Primary biliary cirrhosis

— Autoimmune hepatitis

* Notes on minor etiologies contd:

* ALCOHOL is both a primary factor as well as a co-factor with HCV

k
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National

Comprehensive  NCCN Guidelines Version 1.2016

MCCH Guidelines Index

NCCHN . Hepatobiliary Cancers Table of Contents
Ei‘t‘:;’rk, Hepatocellular Carcinoma Discussion
HEPATOCELLULAR CARCINOMA (HCC)
SCREENING
Patients at risk for HCC:2
* Cirrhosis Liver mass or nodule
» Hepatitis B, C® (See HCC-2)
» Alcohol
» Genetic hemochromatosis
» Non-alcoholic fatty liver Ultrasound (US)/ .
disease (NAFLD)® — | Alfa-fetoprotein (AFP) Confirm HCC
v Stage 4 primary biliary cirrhosis every 6-12 mo Mass confirmed (See HCC-2)
r Alpha-1-antitrypsin dEﬁciedncyr
» Other causes of cirrhosis ; ; ;
. Liver imagin
» Without cirrhosis Rising AFP——= Smdiesg,hg g
» Hepatitis B carriers® Follow every
; 3 mo with
]
Nomass' = | AFp liver

imaging
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B Ccssive NCCN Guidelines Version 1.2016 NCON Guigsines index
NCCN ﬁi‘:ﬁfﬂw Hepatncellular Carcinoma Hepatobiliary Cancers Tableaéiggséigﬁ
DIAGNOSIS OF HCC?
CLINICAL _ LIVER ADDITIONAL FINDINGS
PRESENTATION! NODULE IMAGING

Continue imaging evey 3—6 mo
for 2 years using technigue that

Imaging: Stable ——— = |first identified nodule(s) returning
At least a 3-phase CT

to baseline surveillance schedule
21 cm —= |or MRI™ with IV

after 2 years of stability

contrast or CEUSk
every 3—6 mo ] Proceed according
_ . Enlarging ——=
Incidental liver aing to nodule size
mass or
nodule found
during screening
Imaging: See liver
>1cm —» |Atleasta E—PHHSE » | nodule size
CT or MRI™ with (See HCC-3)
IV contrast
. ) HCC
Histologically
= [ confirmed
confirmed HCC (See HCC-4)
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'HEPATOCELLULAR CARCINOMA

| Bruix, J, and Sherman, M.
|HEPATOLOGY, Vol. 53, No. 3, 2011
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National
o Comprehensive NCCN Guidelines Version 1.2016 NCCN Guidelines Index
NCCN . Hepatobiliary Cancers Table of Contents
ﬁf‘:‘:ﬁk Hepatocellular Carcinoma Discussion
LIVER ADDITIONAL IMAGING DIAGNOSIS OF HCCA
NODULE FINDINGS"
SIZE!
2 classic! -
enhancements
2 classic' "
enhancements "|HCC
; confirmed
Core biopsy™
=1 cm Perform 2nd {preferred) or Positive . |(5ee HCC-4
type of FMA or repeat for HCC
contrast- imaging (at least
0or1 enhanced 3-phase) in 3 mo N
classic' —|(at least 1=2 cm —>{and follow
enhancement J-phase) scan algorithm
(CT or MRI according to size
with IV and image Positive
contrast)" Oort findings
classic Non- Repeat
enhance- diagnostic :ir.r?:eiall: Change imaging
ment Core or *lor aing in nodule|—= -0 dior
biopsy™ Negative for| |- .. size biopsy™
> p
2 cm _"‘ {preferred) HCC
or ENA! MNegativen
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HEPATOCELLULAR CARCINOMA
_STAGING

* Several staging systems:
— Child-Pugh/MELD: liver function only
— TNM: surgical staging system
— Okuda: liver function + tumor burden
— CLIP: LFT+ AFP+ vascular invasion+ tumor morphology
* Validated for palliative/TACE settings
— BCLC: Barcelona Clinic Liver Cancer Group

* PS is dominant in prognosis and decision-making along with other
factors above

» Useful for RFA outcome predictions
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HEPATOCELLULAR CARCINOMA
SURVIVAL

Teble# Survivl of potients
s it

@)

|
J

Classification One yoor
cw
0 42 (24.1) 2 & &7
1 65 (253) 32.6 (19-a8) 30 k 74 7
2 48 (18.7) 127 9-17) L 20 0
3 45(17.5) 70 (59 37 [+] 0
4 27 0.5 32 (26-38) 4 0 0
5 71270 322935 Q o o
] ina 10 0-24) 0 0 0
Ohuwda
| 132 (51.3) 36.3 (3240 82 S0 35
2 111 432 70 159 36 Q 0
3 14 (5.5) 35 (2742 4 (4] (4]
ChildPugh
A 191 74.3) 279 (19-37) &7 k! } 22
8 ;91 85 (4-13) krd 5 0
= 17 6.6) 350770 18 0 0

* Madian survival could not be cakculated for the CUP 0 as the last cumulative survival in this group was
47% Medion wrvival is the first cbierved time when cumulotive survival is 50% or less.

Levy et al. Gut 2002:50:881-885
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HEPATOCELLULAR CARCINOMA
0S

* BCLC
— STAGE A: 50-75% OS at Syrs
— STAGE B: 50% OS at 3 yrs
— STAGE C: 10% OS at 3 yrs
— STAGE D: no long-term survivors

=k
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HEPATOCELLULAR CARCINOMA

Stage D
PS >2, Child— Pugh C

HCC
" v
Stage 0 Stage A-C

PS 0, Child—Pugh A PS 0-2, Child — Pugh A-8

l ; -

Very Early Stage (0) SE::LS:* (A) : Intevme?;te Stage
Single < 2cm hnlmm -

' 5

Single 3 nodules <3 cm

!

Portal Pressure/ bilirubin

f‘ I Asgxiated
creased Diseases
) |

» L
Normal No Yes

Fomer A Reig ME. de Lope CR. Bruix J. Current strategy for staging
and treatment: the BCLC update and future prospects. Semin Liver Dis 2010.30:61-74.

v

-
Advanced Stage (C) Terminal (D)
Portal Invasion, N1, M1,

PS1-2
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HEPATOCELLULAR CARCINOMA
0S

* BCLC
— STAGE A: 50-75% OS at Syrs
— STAGE B: 50% OS at 3 yrs
— STAGE C: 10% OS at 3 yrs
— STAGE D: no long-term survivors

=k
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HEPATOCELLULAR CARCINOMA

* Practical categories:
— Resection transplant
— Unresectable disease

— Inoperable patient

- Metastagc
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HEPATOCELLULAR CARCINOMA

—

* Resectable disease:
— CP-A
— CP-B w/o portal HTN *
— Solitary mass w/o vascular invasion
— Sufficient liver reserve
* Multifocality
— Lower survival but may still be resectable
* LN metastases:
— Rare [<10%]
— Contraindication to resection for all except fibrolamellar histology
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Cerrahi-Transpalantasyon

Mational

Comprehensive  NCCN Guidelines Version 1.2016 NCCN Guidelines Index

IO Cancer n Hepatobiliary Cancers Table of Contents
Nerwork® noma Discussion

CLINICAL SURGICAL ASSESSMENT®" TREATMENT SURVEILLANCE
PRESENTATION Resection, if feasible

. - 5 £l -

Child-Pugh Class A, B (preferred)™ - Imaging?®

. Mo_purtal hypertenm_cm or every 3-6 mo for 2 y,

= Suitable tu_rnor location * | Locoregional then every 6-12 mo

= Adequate liver reserve g - AFP, every 3—6 mo

« Suitable liver remnant therapy See )

Principles of for 2 y, then every
Potentially resectable or ocorenional 6-12 mo

transplantable, operable If ineligible for Therapy (HCC-C) » See relevant

by performance status or transplant + Ablation® ™| pathway
Eﬂmﬂrbidith’ - UNDS Criteriﬂt-"" ™ Aneria“y ["rected IHCC——: t_hrﬂ_“gh
» Patient has a tumor therapies HCC.7) if disease
<5 cm in diameter or 2-3 . EH{':?;?H'-':EE“' . I;';:rr?o a
tumors £3 cm each If eligible for radiaucn therapy hepatologist for
» No macrovascular transplant, (EBRT) (conformal i on of
involvement = Refer to liver or stereotactic)¥ a t:EFU-’Ir-’;lIGH o .
ic di transplant category 2B antviral therapy ror
¥ No extrahepatic disease centel?f-“ { gory 2B) carriers of hepatitis
* Consider bridge
therapy as — Transplant ——
indicated"
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Cerrahi-Transpalantasyon

Mational

Comprehersive  NCCN Guidelines Version 1.2016 NCCN Guidelines Index

~C - Hepatobhiliary C Table of Content
NCCN gi‘:ﬁk Hepatocellular Carcinoma S e o

PRINCIPLES OF SURGERY

+ Patients must be medically fit for a major operation.

+ Hepatic resection is indicated as a potentially curative option in the following circumstances:
» Adequate liver function (generally Child-Pugh Class A without portal hypertension, but small series show feasibility of limited
resections in patients with mild portal hypenensiﬂn}'
» Solitary mass without major vascular invasion
» Adequate future liver remnant (FLR) (at least 20% without cirrhosis and at least 30%—40% with Child-Pugh Class A cirrhosis,
adequate vascular and biliary inflow/outflow)

+ Hepatic resection is controversial in the following circumstances, but can be considered:
» Limited and resectable multifocal disease
» Major vascular invasion

+ For patientszwith chronic liver disease being considered for major resection, preoperative portal vein embolization should be
considered.

+ Patients meeting the UNOS criteria ([single lesion £5 cm, or 2 or 3 lesions £3 cm] http:/'www.unos.org) should be considered
for transplantation (cadaveric or living donation). More controversial are those patients whose tumor characteristics are marginally
outside of the UNOS guidelines and may be considered at some institutions for transplantation.? Furthermore, patients with tumor
characteristics beyond Milan criteria that are downstaged to within criteria can also be considered for transplantation.

+ The Model for End-stage Liver Disease (MELD) score is used by UNOS to assess the severity of liver disease and prioritize the
allocation of the liver transplants.? MELD score can be determined using the MELD calculator
(http:foptn.transplant.hrsa.goviresources/MeldPeldCalculator.asp?index=928). Additional MELD “exception points” may be granted
to patients with HCC eligible for liver trans plant.5

+ Patients with Child-Pugh Class A liver function, who fit UNOS criteria and are resectable could be considered for resection or
transplant. There is controversy over which initial strategy is preferable to treat such patients. These patients should be evaluated
by a multidisciplinary team.
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HEPATOCELLULAR CARCINOMA

-

* Transplant
— Milan criteria:
* Established 1996
* solitary HCC < 5 cm or with up to three nodules less than 3 cm
» 75% survival at 5 years
— Expanded criteria [UCSF]:Yao et al.
* 30- 90% survival at 5 years
» Liver transplant:
— 1% line therapy for advanced cirrhosis
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HEPATOCELLULAR CARCINOMA

Expansion criteria of OLT

UCSF criteria (2001)7

OLT If:
® | tumor =6.5 ecm

® up to 3 tumors. none
larger than 4.5 cm and
sum of diameter no
larger than 8 ecm

M x & L 0 o0

Tume post-OL T (months)
— RN (= 104)

= s * UCSF+ but Millan-(n=139)
wesess UCSF-and Milan-{n+* 238)

Figure 4 The S.yr overall survival of patients sccerding to
UCSF and Milan criteria assessed on pathelogical reports

Yaoet al. Predicted 70-75% Syr. OS based on a posteriori analysis
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Mational
- Comprehensive  NCCN Guidelines Version 1.2016 NCCN Guidelines Index
NCCN . Hepatobiliary Cancers Table of Contents
ﬁi:‘:*ﬂftk Hepatocellular Carcinoma Discussion
CLINICAL TREATMENT SURVEILLANCE
PRESENTATION .
+ Imaging®
* Refer to liver every 3—6 mo for 2 v,
transplant then every 6-12 mo
Transplant__ center + AFP, every 3—6 mo for
candidate « Consider 2 y, then every 6—12 mo
bridge therapy + See relevant pathway
Unresectable Ew!luat!} whethe_r as indicated" _{HC_C-?. through HCC-7)
patient is a candidate if disease recurs

* Inadequate

for transplant

hepatic
reseryedd
+ Tumor location

v

See UNOS criteri
(See criteria Obtions:bb

under Surgical - Locoregional therapy preferredes. dd
Assessment HCC-5)" » Ablation
» Arterially directed therapies
Not a v EBRT (conformal or stereotactic)¥ (category 2B)
. S r»ttemlt:thns:n:lpzur
transplant orafenib
candidate [Chll-:l Pugh Class A [category 1] or Bj3a.eeff
¢ Chemotherapy®d

UM azzaferra W, Regalia E, Doci, R, et al. Liver transplantation for the treatment of small g Eﬁ;ﬁlﬂrﬂgrial
hepatocellular carcinomas in patients with cirrhosis. N Engl J Med 18846;334(11):693- « Clinical trial
T0O0.

L S S B M L PR

+ Best supportive care
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HEPATOCELLULAR CARCINOMA @

* Radiofrequency Ablation [RFA]:
— few randomized controlled trials (RCTs) comparing RFA with other
interventions
— ~ 80% complete ablation most series
— reserved for unresectable disease
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HEPATOCELLULAR CARCINOMA @

Qevew Meta-anatysis of the therapeutic effect of hepatectomy versus radiofrequency ablation for the treatment of hegatocefiular carcnoma
Companson 01 resecthon versus radicirequency

Quicome: 03 1 year survival rates

Koy hepatectomy ragofrequency OR (fxed) WNegnt OR (fxea)
or sub-category N N asc - o.sa
M Vivarelh et al 8879 6279 P p— 755 138 3
ICE.I 1ane - e 1820 03 1.
A etal 1544 5168 e — 253 114

K Yamakado et 3l 182 101104 o +> 123 191018 17
M Abu-Hilal et 2 334 2804 - 887 221051, 9

J Wong et al 7583 Tam e — 280 02¢ 1

S Ueno 12ana 1521185 o > 295 4 22.44)
Total 443 545 10000 103 1
M:‘% Chi?= “d 8P 7=220% ’* e
mumma:z-uzw-w»‘

Surg Laparosc Endosc Percutan Tech. 2010 Jun;20(3):130-40.
Meta-analysis of the therapeutic effect of hepatectomy versus radiofrequency ablation for the treatment of
hepatoceflular '
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HEPATOCELLULAR CARCINOMA

:.:

* Transarterial chemoembolization

— majority of the blood supply to an HCC is derived from the hepatic
artery rather than the portal vein

* bland particle embolization
—[gelatin sponge, polyvinyl alcohol (PVA) ]
* transarterial chemoembolization (TACE) without or with lipiodol

—lipodiol: cily contrast agent that lythought to promote
intratumoral chemotherapy retention
* transarterial chemotherapy alone or with lipiodol
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HEPATOCELLULAR CARCINOMA

®

» Contraindications to TACE:
— Thrombus in the main portal vein and portal vein obstruction
— Encephalopathy
— Biliary obstruction
— Child-Pugh C cirrhosis
* Relative contraindications:
— transaminitis k
— elevated bilirubin
— renal insufficiency
— large tumor burden
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Narional
_ Comprehensive  NCCN Guidelines Version 1.2016 NCCN Guidelines Index
) - - Hepatobiliary C Table of Content
NCCN Lﬁi?ﬂk Hepatocellular Carcinoma S e

PRINCIPLES OF LOCOREGIONAL THERAPY

All patients with HCC should be evaluated for potential curative therapies (resection, transplantation, and for small lesions, ablative
strategies). Locoregional therapy should be considered in patients who are not candidates for surgical curative treatments, or as a part of a
strategy to bridge patients for other curative therapies. These are broadly categorized into ablation and arterially directed therapies.

Ablation (radiofrequency, cryoablation, percutaneous alcohol injection, microwave):

+ All tumors should be amenable to ablation such that the tumor and, in the case of thermal ablation, a margin of normal tissue is treated. A
margin is not expected following percutaneous ethanol injection.

* Tumors should be in a location accessible for percutaneous/laparoscopic/open approaches for ablation.

« Caution should be exercised when ablating lesions near major vessels, major bile ducts, diaphragm, and other intra-abdominal organs.

« Ablation alone may be curative in treating tumors =3 cm. In well-selected patients with small properly located tumors, ablation should be
considered as definitive treatment in the context of a multidisciplinary review. Lesions 3 to 5 cm may be treated to prolong survival using
arterially directed therapies, or with combination of an arterially directed therapy and ablation as long as tumor location is accessible for
ablation.1.22

* Unresectablefinoperable lesions =5 cm should be considered for treatment using arterially directed or systemic 'Lherapyr.“

+ Sorafenib should not be used as adjuvant therapy pust-ablatiun.?

Arterially Directed Therapies:

« All tumors irrespective of location may be amenable to arterially directed therapies provided that the arterial blood supply to the tumor
may be isolated without excessive non-target treatment.

» Arterially directed therapies include transarterial bland embolization (TAE),%%® chemoembolization (transarterial chemoembolization
[TACE]® and TACE with drug-eluting beads [DEB-TACE]®1?), and radioembolization (RE) with yttrium-90 microspheres.:12

« All arterially directed therapies are relatively contraindicated in patients with bilirubin >3 mg/dL unless segmental injections can be
p&rmrmeg.“" RE with yttrium-90 microspheres has an increased risk of radiation-induced liver disease in patients with bilirubin over
2 mg/dL.

« Arterially directed therapies are relatively contraindicated in patients with main portal vein thrombosis and Child-Pugh Class C.

+ The angiographic endpoint of embolization may be chosen by the treating physician.

+ Sorafenib may be appropriate following arterially directed therapies in patients with adequate liver function once bilirubin returns to
baseline if there is evidence of residual/recurrent tumor not amenable to additional local therapies. The safety and efficacy of the use of
sorafenib concomitantly with arterially directed therapies has not been associated with significant benefit in two randomized trials; other
randomized phase Il trials are ongong to further investigate combination approaches.14.15,16
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+ Hepatokarsinogenezde ¢cok sayida mekanizma rol almaktadir.’-2

Hepatosit transformasyonu inflamasyon, rejenerasyon, hiperplazi, siroz ve
genetik veya epigenetik degisiklikler kapsaminda ortaya cikabilmektedir.

« HSK'da siklikla mekanizmasinda bozulma gézlenen hiucresel sinyal
yolaklari arasinda asagidakiler yer almaktadir:1-2

VEGF/VEGFR2 — tUumo&r neoanjiyogenezi

RTK/Ras/Raf/IMEK/ERK — tuma&r hicresi A
proliferasyonu iliskin

RTK/PIBK/AKY/MTOR — timadr hicresi sagkalimi temel yolaklar ve
hedefler

Molekuler tedaviye

Whnt/B-katenin — HSK tUma&r hlcrelerinde
farklilasmanin azalmasi



Hepatoselltuler Karsinom Tedavi

CHILD-PUGH SCORE

Chemical and Biochemical Parameters Scores (Points) for Increasing Abnormality

1 2 3
Encephalopathy (grade)? MNone 1-2 34
Ascites Absent Slight Moderate
Albumin {g/dL) 3.5 2.8-3.5 <2.8

Prothrombin time2

Seconds over control <4 4-6 =G
INR <1.7 1.7-2.3 2.3
Bilirubin {(mg/dL) =2 2-3 =3
* For primary biliary cirrhosis =4 4-10 =10

Class A= 56 points; Class B = 7-9 points; Class C = 10-15 points.

Class A: Good operative risk
Class B: Moderate operative risk
Class C: Poor operative risk



Tumor hiicresi
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Inhibisyo

Hiicre dongtisii

X Sorafenib
etkiyeri

Endotel yada perisit

Apopitosiz
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Sorafenib etkisinin
sonucu ==
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| SHARP' H Asya—Pasifik?

Dahil edilme kriterleri
« [leri evre HSK, ECOG PS 0-2, Child-Pugh A, daha énce sistemik tedavi almamis

Katmanlandirma
* MVY ve/veya EHY, ECOG PS (0 vs. 1-2), cografik bdlge

RANDOMIZASYON
1:1

RANDOMIZASYON

2:1

| Sorafenib ‘H Plasebo ‘

| Sorafenib
|_400mg BID

| 400 mg BID Plasebo ‘

1° Sonlanim: OS, TTSP
2° Sonlanim: TTP, HKO, guvenlilik

Sonlanim: OS, TTSP, TTP, HKO,
guvenlilik



Sagkalim olasiligi

1.00+

= Sorafenib (n=299)
Medyan OS: 10.7 ay
“ Plasebo (n=303)

0.751 Medyan OS: 7.9 ay
0.50-
Sorafenil
0.254
P<0.001 Placebo
0.00 S TR A N DR WL . S R R A I S B I |
0 & 2 3 4.5 6 7 89 101112 13 14 15 16 3

Zaman (Ay)

HR=0.69

Sagkalm olasiligi

075 4

050

0-25 -

== Sorafenib (n=150)
Medyan OS: 6.5 ay

=== Plasebo (n=76)

Medyan OS: 4.2 ay

T T T T T T T T T T 1
2 4 6 8 10 12 14 16 18 20 2

Zaman (Ay)

HR=0.68
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Derecesine gore insidansi (%)

Advers olay SHARP (N=297)° Asya-Pasifik (N=149)2
Herhangiderece Derece 3/4 Herhangiderece Derece 3/4
Diyare 39 8 25.5 6
Bitkinlik 22 4 201 3.4
El-ayak deri reaksiyonu 21 8 45 10.7
Dokintii/deskuamasyon 16 1 20.1 <1
Anoreksi 14 <1 12.8 0
Karaciger disfonksiyonu <1 <1 <1 NR
Bulanti 11 <1 11.4 <1
Hipertansiyon 5 2 18.8 2
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MTERNATIOMAL JORRNAL OF

ol e MTERN I
ORIGINAL PAPER CLINICAL PRACTICE

GIDEON (Global Investigation of therapeutic DEcisions in
hepatocellular carcinoma and Of its treatment with

WD THEINTERSATICMAL KRS OF ' H H H
ORIGINAL PAPER CLINICAL PRACTICE - second interim analysus
First interim analysis of the GIDEON (Global Investigation -l”ldf;fa:aféug :['f.;"c”l”;j:i;;r’;ﬁ'15T”T':;YE;E':?F;."Kfi'('i;f;:z .
of therapeutic DEcisions in hepatocellular carcinoma and b 'S, Heldner,'® A. ). Sanyal'® ’ '
Of its treatment with sorafeNib) non-interventional study T
R. Lencioni,' M. Kudo,” 5.-L. Ye,* |.-P, Bronowicki,* X.-P. Chen,® L. Dagher,” J. Furuse,” RESEARCH ARTICLE
I F GE‘SChWiI'Id,E L L de Guwala,g C. Pﬂpal'ldl{?ﬂl.l,m AL Sanyal," 1. Takayama,'z 5 K YEIOI'],IJ For reprint oraers, plasse Contact: Feprms Y LTLIFEmeCire. Com
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«  Global Investigation of therapeutic DEcisions in hepatocellular carcinoma [HCC] and
Of its treatment with sorafeNib

« Sorafenib kullanan HSK hastalarinda blyuk olcekli, global, prospektif, gbzlemsel,
calisma

« Hasta sayisi 3371, 39 ulke, 5 Kita
«  Primer amagc: Klinik pratikte sorafenib kullaniminin guvenliligini degerlendirmek
« Sekonder amaclar: sorafenib icin etkililik, dozlama ve pratikte uygulama paternlerini
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HEPATOCELLULAR CARCINOMA

NEXAVAR

— SHARP trial:

— pivotal, placebo-controlled trial

— CP-A only

—79v10.7 mo
Sorafenib prolonged overall survival versus placebo in advanced HCC
— Median OS- 46 weeks v 34 weeks .

— HR 0.68, P=0.00058

— 44% increase in overall Survival

Sorafenib prolonged time to progression versus Placebo

— Median TTP 24 weeks v 12 weeks

— HR 0.58, P=0.000007

— 73% prolongation in time to progression

Sorafenib was well-tolerated with manageable side effects
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HEPATOCELLULAR CARCINOMA @

—

* NEXAVAR
* post- SHARP:
— 2009 retrospective analysis
* evaluation of outcomes based on CP class
* no OS benefit for CP-C
— GIDEON trial
» 2011 ASCO
» prospective database
*» shorter OS: 5 versus 10.5 months
* higher AE rate w/ CP-B vs CP-A
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Cerrahi
1Transplantasyon

Tek lezyon<5cm, yada 3 < lezyon ve toplam boyut < 8
cm

JUnresektable Hastalik

Lokoragional tedavi secenekler; RFA,
Radyoembolizasyon, TACE

dMetastatik hastalik
Child A, ChildB8 Sorafenib
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