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Liver Cancer

sSurgery Is the treatment of choice
< 30% surgical candidates
High rate of recurrent

Chemo-Resistant Cancer

WHO 2005



Cancer Research

Pathogenesis

Early Diagnosis
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Risk Factors for liver cancer

Chronic Hepatitis B

Cirrhosis

— Hepatitis C viral infection
— Alcohol
— Drug

Toxin

Parasitic infection
— Opisthochis viverrini



Helicobacter pylori

e Chronic gastritis and

peptic ulcer disease

* Type | carcinogen for
— gastric carcinoma

— gastric mucosa

aSS O C | ate d Iym p h O | d http://www.rmutphysics.com/charud/oldnews/64/helicobacterpylori4.jpg

tissue lymphoma



Genotypes of Thai H. pylori strains and
clinical presentation

Pepticulcer Gastric
Gastritis disease cancer

Total
East Asian
South/Central
Western
Mixed (recombinant)

Chinese

(n=20) East Asian type

) ' [ n N
South/Asian type
Mixed type

Thai-Chinese

(n = 40) East Asian type
South/Asian type
Mixed type

Thai (n = 38)

East Asian type
South/Asian type
Mixed type
Western type

*p <.05,"p < .0l and **p < 001 compared with gastritis.

Vilaichone et al. Helicobacter, 9, 453-459,2004



Helicobacter spp.

 Bile and gallbladder tissue from patients

with chronic cholecystitis
 Liver tissue from patient with HCC

* |t Is possible that Helicobacter pylori

may also a risk factor for liver cancers



The real risk factors for these liver

cancers may be far more than




Detection of H. pylori -specific VacA

H. pylori -specific VacA:

forward primer

5" ATGGAAATACAACAAACACAC &
reverse primer

5" CTGCTTGAATGCGCCAAAC 3




Detection of H. pylori -specific VacA

[1JAmplification curves of H pylori Vac A from
(A) Serial dilution of positive controls (H. pylori DNA)
(B) Samples from liver specimens

[2] The melting curve analysis



Detection of H. pylori -specific VacA
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TCTCTTGCT T TAGTGGGAGCGTTGGTCAGCATCACACCGCAACAAAGTCATGCCGCCTTT 60

LOLERRERERTrEr PR DRRR e e e bt eeee i tierrnnni
TCTCTTGCTTTAGTAGGAGCATTGGTCAGCATCACACCGCAACAAAGTCATGCCGCCTTT 70

TTTACAACCGTGATCATTCCAGCCATTGTTGGGGGTATCGCTACAGGCACCGCTGTAGGA

LOLLEELEEER L LR er el Feeeii i iiinietill
TTTACAACCGTGATCATTCCAGCCATTGTTGGGGGCATCGCTACAGGCACCGCTGTAGGA

ACGGTCTCAGGGCTTCTTGGTTGGLEECTCAAACAAGCCGAAGAAGCTAATAAAACCCCG

LELERRRTR R e ey enee e e ennet ey Peittitnninl
ACGGTCTCAGGGCTTCTTGGCTGGGGGCTCAAACAAGCCGAAGAAGCCAATAAAACCCCG

GATAAACCCGATAA

RRRARRNARRNRY
GATAAACCCGATAA

PCR product of 204 bp was sequenced and its homology was compared with the
VacA gene specific for H. pyroli sequence databases present at NCBI NC_000915




Detection of H. pylori -specific VacA

H HBsAg
B VacAH Pyl

O O viverind

CCA () Control (7)



H. pylori Causes
Liver Cancer ?7?7?
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Projects
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Serum Glypican-3 for diagnosis of HCC

o Cut-off point was set at 76

pg/mi
e Sensitivity 64.5%
« Specificity 87.5%

Tumor<5cm Tumor>5cm

AFP GP3
16 1%
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Tumor Marker Projects

PCR for detection of

Circulating nucleic acids




Cancer metastasis
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Human
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TELOMERES EXTENDING THE LENGTH OF A TELOMERE
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Temperature Graph Display Options Data File Mame
¥ Sample ¥ Block C:A\Progiam Files\D pticon Monitor 3\Users\Shared\D atat2006_01_Tuesday24_1453 tad

Frotocol

1. Incubate at 95.0 C for 00:15:00 Temperature Control: Sample Calculation
2 Incubate at 94.0 C for 00:00:30 Lid Control: Constant 100C; Shutoff < 30C
3 Incubate at 52.0 C for 00:00:30

4. Incubate at 72.0 C for 00:00:45

5. Plate Read

M Riseiacn Gl 6. Gota ling 2 for 34 mare times

7. Melting Curve from 55.0 C to 90.0 C, read every 1.0 C, hald 00:01:00
END




Analysis of N“TERT expression by real time RT-PCR
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A, B and C : Cholangiocarcinoma
Dand E : Corresponding non-cancerous tissues

Fand G - GIST



Comparison analysis of serum hTERT RNA
and serum CA 19-9 in diagnosis of CCA

Serum hTERT (%) Serum CA19-9 (%)

Sensitivity 84 .85 60.6
Specificity 78.05 80.49
Positive predictive value 75.68 71.43

Negative predictive value 86.49 71.74

False Negative 13.51 28.26
False Positive 24.32 28.6

Leelawat K, et al. World J Gastroenterol. 2006; 14;12 (26): 4195-8



Source of
Circulating DNA
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GGCCGGGCGCGGTGGCTCACGCCTGTAATCCCAGCACTTTGGGAGGCCGA
GGCGGGCGGATCACCTGAGGTCAGGAGTTCGAGACCAGCCTGGCCAACAT
GGTGAAACCCCGTCTCTACTAAAAATACAAAAATTAGCCGGGCGTGGTGG
CGCGCGCQOTGTAATCCCAGCTACTCGGGAGGCTGAGGCAGGAGAATCGCT
TGAACCCGGGAGGCGGAGGTTGCAGTGAGCCGAGATCGCGCCACTGCACT
CCAGCCTGGGCGACAGAGCGAGACTCCGTCTCAAAAAAAA

Repeat 1 Repeat 2 3
> >

AAAAA... AAAAA...
HOTE O Y TTTTIT.. TTTTTT..

S <= ALU247
<4 ALU115

Filter via

sequence




Alu 115 BP

Detection ALU115

Cancer




Alu 247 BP

Detection ALU247

Cancer




Circulating DNA

DNA Intregity (Alu 247 / Alu 115)
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Cancer Research Development
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