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Primary Mixed Adenoneuroendocrine Carcinoma of the

Gallbladder in a 75-Year—-0ld Female Patient: Case Report

Patima Boonyo

Abstract Mixed adenoneuroendocrine carcinoma (MANEC) of the gallbladder is a rare tumor. To
date, fewer than ten cases have been reported worldwide, and the histogenesis remains unclear.
Here, we report a case of a 75-year-old Thai woman who presented with epigastric pain. An
abdominal X-ray showed an asymmetric gallbladder-wall thickening, with enhancing mass and
lymph-node metastasis. The patient's gallbladder was removed. A 5.5x3.0x2.2 ¢cm. white-green
exophytic mass was found on the gallbladder. Histologic examination revealed a MANEC, com-
posed of an adenocarcinoma and neuroendocrine carcinoma, which had invaded the muscular
layer. Although MANEC of the gallbladder is rare, pathologists should keep in mind that carci-
noma of the gallbladder is a potential finding. (Thai Cancer J 2015,;35:139-145)

Keywords: MANEC, adenocarcinoma, neuroendocrine carcinoma, adenoneuroendocrine carci-
noma, gallbladder

Department of Pathology, Buddhachinaraj Hospital, Phitsanulok
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Introduction

Mixed adenoneuroendocrine carcinoma
(MANEC) was termed in The World Health Orga-
nization (WHQ) 2010 classification of Tumours of
Digestive System. MANEC is classified as one of
the neuroendocrine neoplasms. Mixed adenoneu-
roendocrine carcinomas (MANECSs) of the bile duct
and the gallbladder are very rare. To date, less
than ten cases of MANEC arising in the gallbladder
have been reported. In the World Health Organi-
zation (WHO) 2010 classification of gallbladder
tumors, mixed adenoneuroendocrine carcinomas
are composite neoplasm in which areas of adeno-
carcinoma or squamous cell carcinoma intermingled
with areas of neuroendocrine tumor or neuroen-
docrine carcinoma, each comprising at least 30%
of the neoplasm'.

In this study, we report a case of MANECs

arising from the gallbladder in a 75-year-old

female patient with gallbladder mass.

Case Report

A 75-year-old woman was referred from a
provincial hospital to Buddhachinaraj Hospital
with epigastrium pain and 4 kg weight loss in
1 month. Physical examination showed normal
sign in all systems. The laboratory investigation
results were Hct 36%, WBC 4,220/cu.mm, platelet
284,000/cu.mm, albumin 3.3 g/dL, AST 44 U/L,
ALT 19 U/L, ALP 57 U/L, total bilirubin 6.3 g/dL,
direct bilirubin 0.1 mg/dL, The chest X-ray was
within normal limit. The upper abdomen ultrasound
revealed focal gallbladder wall thickening in body
and neck which measured around 3.8x2.6 cm.

with peripheral lymphadenopathies measured

3
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around 2.0-2.4 cm. Abdominal computerized
tomography (CT) showed asymetrical thickening
(2.6 cm.) with enhancing mass (2.8x3.7 cm.) in
the gallbladder, soft tissue lesions at periportal
and peripancreatic regions, suggesting metastatic
lymph nodes. A small non enhancing hypodensity
lesion, about 0.3 cm. in diameter at hepatic segment
4a, was suspected of hemangioma. An operation
for cholecystectomy with peripancreatic lymph
node biopsy was done. The gross finding showed
polypoid shaped mass with submucosa white
lesion measuring 5.5x3x2.2 cm. located in the

body (Figure 1 and 2).

Histopathological examination revealed
two patterns of neoplastic cells. The exophytic
mass showed glandular and villous pattern
covering by neoplastic cells which exhibit poly-
morphous nuclei, vesicular nuclei and prominent

nucleolus (Figure 3).

Figure 3 The gland of adenocarcinoma part in

exophtyic area (HE stain, x40)

*
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Figure 1 Tan-green mixed exophytic and endo-

phytic mass involving body and neck

Figure 2 Infiltrative white tan mass invades
muscular layer with central hemorrhagic

area
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Figure 4 (a) Sheet of neuroendocrine carcinoma part in endophytic area, (HE stain, x40). (b) The high
power shows large atypical nuclei and finely granular, eosinophilic cytoplasm. Mitotic figures

are frequently found (HE stain, x600)

The submoucosal lesion showed sheet
pattern of neoplastic cells exhibiting scant
cytoplasm, moderate pleomorphic nuclei, saltand
pepper chromatin with vascular channel intervening @
(Figure 4a and 4b). Some areas showed inter-
mingling between sheet and glandular pattern

(Figure 5).

Figure 5 Intermingled area of glandular and sheet The tumor extended fo submucosa and

pattern (HE stain, x100) muscular layer. The transformation zone of tumor
and non-tumor epithelium showed dysplastic
change. The lymph node showed nearly total
effacement nodal architecture by the neoplastic
cells. Immunohistochemically, the tumor cells of
glandular pattern were positive for AE1/3

(Figure 6) and CK but negative for synaptophysin,

chromogranin and CD56.

Figure 6 Adenocarcinoma part is immunoreac-

tive for AE1/3 but neuroendocrine carci-

noma part is not reactive (x100)
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Figure 7 (a) Neuroendocrine carcinoma part is immunoreactive for synaptophysin (Immunstain, x100)

(b) Neuroendocrine carcinoma part is immunoreactive for CD56 (Immunostain, X100)

The tumor cells of sheet pattern were
positive for synaptophysin, and CD56 but
negative for LCA and chromogranin (Figure 7a
and 7b). The Ki-67 count was 52% comparable to
mitotic counts (25/10 high-power fields). The
diagnosis of mixed adenoneuroendocrine carci-
noma (MANECs) was made. One month after the
surgery, the patient had progressive jaundice and
abdominal discomfort. She was treated with
analgesic drug and palliative care. The clinician
planed to re-evaluate her condition by computer

scan. Four months after the diagnosis, she died.

Discussion
The patient's tumor is a combination of
neuroendocrine carcinoma intermingled with
adenocarcinoma. According to the definition of
MANEC s, at least 30% of the tumor needs to have

a malignant neuroendocrine component and

adenocarcinoma component with intermingled
part1'2. The adenocarcinoma component is usu-
ally identified in H&E staining by glandular forma-
tion with atypical nuclei and stromal invasion but
the neuroendocrine component should be aware.
The neuroendocrine part is frequently poorly
differentiated with the adenocarcinoma. The
nuclear feature such as high N/C ratio, scant
cytoplasm and granular chromatin should always
be kept in mind when seen in H&E staining.

The MANEC is frequently found in female
more than male. The age range is between 48-80
years old*®. The presenting symptom is right up-
per quadrant pain and the co-incidence is
cholelithiasis. The gross finding in early stage
shows thickening wall or microscopic finding of
polyp but in the advance stage mass formation is
usually found with metastasis®". The prognosis of

MANEC in gallbladder is poor and 40-50% of the

o
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reported cases presented with disseminated dis-
ease at the time of diagnosis. According to WHO,
MANEC behave as adenocarcinoma and are clini-
cally more aggressive than neuroendocrine
tumors’.

The origin of gallbladder MANEC is
uncertain''. Three theories have been formulated
to explain pathogenesis. The first is metaplasia-
dysplasia carcinoma theory which states that
enteric metaplasia is the substrate where dysplas-
tic epithelial and neuroendocrine cell arise, and
independently acquire genetic alterations that
generate each tumoral phase. The second is the
tumoral stem cell theory which states that a
cancer stem cell is the primary neoplastic
element that differentiates into mixed gallbladder
tumor. The third is the neometaplasia theory which
states that an original monophasic biliary adeno-
carcinoma is amenable to metaplastic transforma-
tion, giving rise to secondary tumoral patterns®*'""?

In this case, we found the exophytic mass
in the body with lymph node metastasis and the
patient had progressive jaundice with abdominal
discomfort after one month of surgery. She finally
died four months after the surgery. The histology
of this case has the dysplastic epithelium at the
transformation zone that supports the theory of
metaplasia-dysplasia carcinoma.

The entity of mixed adenoneuroendocrine

o
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carcinoma (MANEC) of the gallbladder is public
in 2010 instead of mixed endocrine-exocrine
carcinoma. The number of case is less than ten
cases and the clinical course of this tumor is
unclear. After reviewed, most cases presented with
a large mass which followed an aggressive course,
metastasis to variable site and pattern of metasta-

sis. The prognosis for this tumor is poor.
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Side effects of Hyperthermia Treatment among Cancer Patients using Thermotron RF 8 at
Siriraj Piyamaharajkarun Hospital
by  Walasuda Phoyen, Komolrath Leedee, Napaporn Trubcharean, Nuchjaree
Pluemprasertkun, Karnpicha Chusrilert, Pawinee Mahasittiwat
Radiation Therapy Center, Siriraj Piyamaharajkarun Hospital, Bangkok

Abstract This study reviewed and observed the side effects of hyperthermia treatment performed by
Thermotron RF 8 at Siriraj Piyamaharajkarun Hospital. The aim was to develop appropriate
practice guidelines and patient care leading to improved quality of life for patients. This retro-
spective study included 27 patients who underwent hyperthermia treatment 107 times, between
April 2015 and August 2015. Data from hyperthermia treatment record were analyzed statisti-
cally. The most prevalent side-effect during treatment was increased skin heat (80 reports;
74.76%), while the most prevalent side-effect post-treatment was fatigue (34 reports; 31.77%).
Based on the results of this study, it was concluded that hyperthermia treatment using the
Thermotron RF 8 at Siriraj Piyamaharajkarun Hospital was safe, and that most side-effects
were temporary and non-severe. (Thai Cancer J 2015;35:146-155)

Keywords: hyperthermia, side effects, Thermotron RF 8
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Factors Predicting Health Promotion Behaviors of Male Patients with Lung

Cancer at Chonburi Cancer Hospital

by  Rangsan Chaikham, Somsamai Rattanagreethakul, Pornnapa Homsin
Faculty of Nursing, Burapha University, Chonburi

Abstract Lung cancer is a major cause of mortality. The pathology of disease and treatment com-

plications seriously affect the patient. However, health-promoting behaviors can prevent and reduce
complications. This research explored and examined factors predicting the health behaviors of
male patients with lung cancer. Pender's Health Promotion Model formed the conceptual frame-
work of the study. Simple random sampling was used to recruit the subjects, 112 male patients
with lung cancer, at the Outpatient Department of Chonburi Cancer Hospital. The research
instruments consisted of demographic data, health-promotion behaviors, perceived benefits,
perceived barriers, perceived self-efficacy, and social support. Data were analyzed using descriptive
statistics and stepwise multiple regression. The results showed that overall health-promoting
behaviors were at a moderate level. Certain health behaviors--health responsibility, nutrition
and stress management--were at a high level. Physical activity, interpersonal relations and
spiritual growth were at a moderate level. Stepwise multiple regression analysis indicated that
perceived benefits (ﬂ= 0.35), perceived self-efficacy (ﬂ= 0.29), revenue (,B= 0.26), social support
(=0.18) and duration of illness ([=0.13) were significant predictors of health-promotion
behaviors, accounting for 66.2 % of the total variance in health-promotion behaviors. These
results provide a guide for nurses to develop health-promotion-behavior programs for male
patients with lung cancer, to achieve an improved quality of life. (7/hai Cancer J 2015,;35:156-169)

Keywords: health-promotion behaviors, male patients with lung cancer, treatment
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= 4 pzui luagadaunnn = 3 Azwuy Wuasaties

=2 pzuus wazliidluase 1 Azl ANREY 15 - 60

o
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nnsutlacalpanansainlidaemziiu 15.00 - 30.00
PUNLIDITLAUAN TI9ATHUL 30.01 - 45.00 UNIEID
2AUUUNANY LAZTNAZULUYE 45.01 - 60.00

=2 oo S 1
‘mmﬂmimu@q

msmqaaauqmmwm%mﬁa
1. ﬂ"l?ﬂ’]ﬂ'ﬂﬂﬁ]ﬁ‘ﬂﬁnﬂl,ﬁ@ﬂ? (Content

validity)

o '

[N o A A A @ v [
Rdeiezesiienlilunisaiudeys laun

v

wuudangAnssNaiuaTNgIN I ULuudAnIsius

2

1% (%

Uselamd wuudanisiuiadassa wuudanisiul

a

ANATNTOLNAULATILLIANT AT LWNN9AIAN

(% a

lmssaaauadnunsenuiiiavnlnadneenniqm

a q

AW 5 v dsznaudan uwnddidaaanydu
13ANZITY 1 71U B1ANTENENLNA 2 YN WEILNE
£ d‘ v 2 =3 1
didaanysunisguagdoslsauzife 1 v

ldld L's L7l 1
waznenLaTiLszaunsnipuatilae it 1 ving
NIEUAIRINHIUNITATIAABLANENITIADIYEIUAR
PNHNATUIUNNAN AT HAIINATARNLIB YN (content
validity index: CVI) winrfiu 0.86, 0.87, 0.82, 0.87
WAz 0.89 ANNAIFL

2. AN3UIAMNTaTIRLATRaNE (Reliabi-

lity)

o

v ° d‘ A d‘ 3 17 21/
Mauiaresiienldlunsiudeyaiv 5

v v

wuumananaldnaaesld (try out) fugdqaisa

a

= o %

wzfalantendamuanifadaadsiungusaating
AW 30 18 Tusngilhenen annTRNERT R

v o . & o 4 A 9y aa
waat lurAANE e uTaAT a9 B A 223 F

Cronbach's Alpha Coefficient l@winfiu 0.87, 0.82,
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0.74, 0.86 kA% 0.73 ANANFL
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N1P3g1U (SD) LL@zmﬁmew’ammﬂwnqm
LUUT WA (stepwise multiple regression

analysis) NMUUATEAUNEAATYNINATAN 0.05

NAaNISANY
nqusathedhsnsifelasteengiais
56.26 1 (SD=11.31) ¥oriaz 76.8 Han1unnansag
Faraz 95.5 LDaAAWINS FaraT 50.0 AUITAL
UszouAnen feuay 38.4 Usznaua1dniudns
fiswlfiade 15,372.32 LmAdien (SD=10,476.16)
Yptiay 58.9 NanwouzATRUASIALY Fetaz 61.6

Fewiumnuanngn lunNvniadngszandu (ECOG)

'
I~ o v

Nszdu 0 ferar 59.8 Hezarinainisidulqe
tiaendn 1 U Seeay 76.8 \lunziieszasi 4 fasas
91.1 lwmaduziertin NSCLC wazfauay 42.8
o/ 12 o al a o o
fnusefduaziafitnga
U o 1 = [ Ly a e
nauFeteilinsiuslselumireanisUils
NOANITNATIUGTNGININ N135UTANAINID
Wil waznsaduayuniadeanes luszAuga
TnedAad uAzLWW=33.73 (SD=4.36), 32.67
(SD=4.30) uay 48.56 (SD=4.90) AINAAU
dounnsiuietassareenisUimneg AinssnaineaEy
gunnagilusEALeN ARRLATUWL=17.58 (SD=4.64)
o = =
AesEATIBEA lUANI19N 1
nauAaeE NN ANTTHATIUATHGIN N
Tnesanatlusziutunans Inedazuuiafe=88.5
(SD=11.64) wHauantdus1af 1 unudn f1ua1u
AUaTeUseguNIN MulnTUINITUATFNWNNAANE

fumonuesanag luszAuNIn (ANede=21.51,

o
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AN 1 ARAE AaRE mmﬁmmummgm(smLL@:mﬁ‘LLﬂ@Nmmmﬁuﬁﬂizimﬂmz@ﬂmamm

MIUFTR wopnssuaadsNgEAw NMsfUEANAINIIWRRLIASNSETLAIAIAN (N=112)

ZRIIE ATNAE ALaAE SD nsuilana
nsfuitselanizenisd]) i 22-40 33.73 4.36 g9
NOANTINAT AT LN N
nafuiglassnresnisUfiAngAnssu 10-28 17.58 4.64 1
aF1UATNG NN
NM3FuFANANNTIUMIAY 22-40 32.67 4.30 N
NTANLAUUNNEIAN 34-58 48.56 4.90 49

A7 2 A AR dAoiudeauunnmsgIu(SD)wasnsuLlanazesngRnssnaiaEngn e

LA (N=112)

Aawils ATNAE ALaAE SD msulana
noAnsINaFaTNgIN N IRE TN 59-110 88.55 11.64 unans
ANUANMNFUNATOLAREININ 15-29 21.51 3.33 Xl
AIUNIFANNNAINE 5-19 11.75 3.54 11unang
AulnTuInig 13-24 20.17 2.56 Ul
AunisiUfduiusszudneyang 3-12 7.83 1.97 1unang
ANUNITLATEYNINA AR Y YU 6-16 11.86 2.00 11unans
ANUNITAANITALAINLATHA 9-20 15.44 2.39 NN

SD=3.33; A@ael = 20.17, SD= 2.56: AnLaael = 15.44,

° o

SD=2.39 AINATAL) AIUAIWNITABNNIAINE

ay o

Funsfilfdniussendayraauwazinuniaasy

a

N8 ueyset luszAul1unand (Aeds=

11.75, SD= 3.54; AN@@sl = 7.83, SD= 1.97; ALaAe
=11.86, SD=2.00 A1NAAY) AIT8aziden ]
A13799 2

ANNNIFILATITHANWIANINIUNE Lo

«

a1e) 9ele svezeaniadutlos nnsfudilselomd

1%

189n19Uf TANgANTINATINATNG VNN N195L3

a

gudsAvaIn sl AN AnTsNaT10ATNG TN
NSFLFANNANTOURAULATN TR AL NN9AS A
AeNgANTINATUATNGIN N Inenadeudeannag
eeduresadia wudn fayanguaan19inig

wanuasuuuTAsng dayalald outiiers laiifin

v o &

autocorrelation WANARBUAINNANNUFILNGINS

'
= a

Fautlssuianuanudn §adenyuininganssu

a¥ruasngunnieandngidenyies (=-0.36,

P<0.01) gAdselanndnginssnaiiuasy

qunnAnagidselades (r=0.57, P<0.01)
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A9 3 nswaeidNLssRvisanduiudssndn ang (X1) 9eld (X2) szeznanaiduthe (X3) neiud
UszlemimensUiFmeFnssnaadingunm (x4) nssufatassruesnnstfiRng pnssuainaady
NN (X5) NIFLEANNANTOUIR (X6) UATNNIATEIAIMWAIAN (X7) FLWGFNITHAT NIANELN

v lugftlag 112 3w

Aauils Y X, X X X, X, X X
Y 1.00

X, -0.36"  1.00

X 0.57**  -0.39"*  1.00

X, 0.18 0.04 0.03 1.00

X, 0.69**  -0.39**  0.52**  0.04 1.00

X -0.66**  -0.34**  0.44*  0.10 0.60**  1.00

X 0.65**  -0.36**  0.41*  0.10 0.57**  0.71*  1.00

X 0.34**  0.03 0.04 0.03 0.20* 029" 027"  1.00

*P<0.05 , **P<0.01

EmRnnefulsrlemiesnisfiRng Anssnai i
quaninazUuRngAinssuaFaingunInand
EinnsfLslemmean s iiFaadsugunniles

deld [ a o
(=0.69, P<0.01) gfinMsfuaUdssAIRINTLNTR

BRI EE T He N P LR R I G AT R TalZl bR

o

aFruasugunInAndgnInsiuielassnaaenig

UJTAngAnssNaiIuaTNgIAINNIN (r=-0.66,

'
o

P<0.01) HNANNIFUTAMNAINITOUNIAUGIAY

' o

UJiRngAnssnaFaasngunandgniniiy

2D

Yo

AYNANNNTOUWIRUAN (=0.65, P<0.01) BT L5
nsaiiuayundaNgearliFng AnssnaeEy
A uAl vo o o °
gunwenIEMISTINsATiIARWN &R (7= 0.34,
P<0.01) waznuanluifmaulslalAnduilsvdns
AndunusuINndn 0.80™ wanginmaulsFulud

ANANTUSIUEY (multicollinearity) A9IAN3197 3

Lff@ﬁﬁﬂ@%ﬁmwLﬁmum?am@ﬂwu
wunduman nudinisiuidsrleniaeantsy ia
WoAnesN n1sfufAaNansaueny oeld
NMPANLAYUNNAIAN warsrazinaIn1saulae
ANIDTINAUTIUL NG ANTINAFIUGTNG TN N
TugilalsanzifarlonanaliFanas 66.2 (R*=0.662,
F=41.521, P<0.001) Tmﬂﬁ@ﬁﬂﬁﬁm’miﬁ@mmﬁq Wan
Ae neiuflsvlaminesnsUfiFng Anssnaiidiy
4UNN (4=0.35) 999A9NY AB N19FLEAINATNNTD
uham (B=0.29) selél (£=0.26) NTAULAYUNY
A3AN (4=0.18) uazsraznannaduilag (4=0.13)

ANNAFL Fassaziasnlumieed 4
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A9 NA 4 AnspiaNNITIARENARMLLIURE (stepwise multiple regression analysis) syudnatadeine
N ANTsALATNgIN (N=112)

{laqanune B Beta () SE t P
nsfuidsslamivesnisUimngfinssu 0.94 0.35 020 4700  <0.001
N3fuEANEINTIUIRY 0.78 0.29 019  4.036  <0.001
snele 0.29 0.26 0.08 3.828  <0.001
ARSI IR KE ST 0.42 0.18 014 2975 0.004
sraziaINInALLlae 1.38 0.13 059 2350 0.021

Constant = 4.33, R°adj. = 0.646, R°=0.662, F o 10q = 41521, P<0.001

a o
LAY IREL T
sLumiﬁﬂmfrﬂ@;Nm“’q'aﬂ"mﬁwqﬁmw
afruasuganningsaney luseauliunana
(mmum?{ﬂ:%.%, SD=11.64) wana AU
naNsiaee el RN AnssnaFaTugIN N
alaziianeludimlszan iy Sefiansounidumed
LT AIUANNFLRATELFAR4TN N AUINTUINIS
wazfun1saANIsiuANIATE AR lusTALNIN
wandNgusenglinNg AR AanIsHImIIauAT

'
o

feeNtis futlsenuenauinngdiainansamin
- o lada X
AnsdanmanisiaLnanneaulusanig wenena
R - ~ d'
ALATANANTN HULBANEERA NIUNUTRIAGUYUT
o v z &
waze1aaryinlieinisrealsAguneay 1aen
Furlsznuemnsasy 5 wy snnilymiuymea
lunsauaiannign doulunanisawdnyilom
L] ¥ 1 al dl
wazanuNIIadsne et smNIzaNLAZIANIAEN
1 a d‘ o d‘ @ ] @ % a
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o o o ¥ A |ae o & '
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YAAR ATUNITIATYNINARTEYEYI0 WLLNee T

22AUUIUNANY wARIIINANARaEN9dIdNIg

AANNNAINIELUNIZANALANINTWNILWTANE
o g v . = a =
quawiidue i wndauan mEsnan B vive
Hnnnswnala Tasesnindaniewiu 20 - 30 Wil
gl 1 1Al a 12 ' o
waidaulugy lidniseiaunfonnaunarngd
BANNNAINIEY BIALUBIANNGNAIDLNNAIBING
X . : o A am
1e413A7uLIIULAzITug UassAsan A IUT IR
Yszandu dn1sdndanfanssusneiunseunia
sounafianssunedandednisnulzyanaiy
filosnzisasiuten visllanatiesanszazioan
3 [ ! Y ' A KX A
naeuaadaulunitesndt 1 e asilena
wutzgiaassiutiey dounnninisaeunnsiay
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i HANNANTEIN LN LN FNgSNNNIgUARIEN

10351 nauzi5eadunrAuiugans luszazgaving
(P<0.05) wazn1sAnu1aedeagns Smunlay'
Wudn nasfufssleniinednisnuaniuedanniem
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(P<0.01) uazn1sAnEwadiw gla® wudniesuf
AINANNITARAIANIUNTR UARLIBITR 9t
NZAFUFIUNAINNTDNUEA NN TN NRS
AR R
=2 d” U v o o c
nsAne i nudmelddaondunus
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(r=0.67, P<0.01) UAZNTLINT UIN™ AnEInu9n
NEATLAUUNAIANANNNTNTNINUEANAINNTD
Tunsnuamuiesaesdgeanylapnziied fFuen
wiltninls Seaaz 53.6 (P<0.05)
yananunNsAnE S anLdnszeziaan
n1saulaa A udN UL ungAnssy
AFIVATUQVAIN (r=0.23, P<0.05) UATAINITA
MuangAnssnairnasuguninla (6=0.13)
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ERCC1 (C118T) Polymorphism in Advanced Non-Small-Cell Lung Cancer Patients
Undergoing Platinum-Based Chemotherapy
by  Walennee Kaewbubpa', Virote Sriuranpong?, Nutthada Areepium’

!Department of Pharmacy Practice, Faculty of Pharmaceutical Sciences,

Chulalongkorn University, *Department of Medicine, Faculty of Medicine,

Chulalongkorn University, Bangkok

Abstract For advanced non-small-cell lung cancer, the platinum-based regimen is the first-line

mode of chemotherapy. However, some patients do not respond well to this treatment for a
variety of reasons. Single nucleotide polymorphism (SNP) at codon 118 from cytosine to thymine
(C118T) of excision repair cross-complementing group 1 (ERCC1) may be one reason for an
unsatisfactory response to platinum-containing chemotherapy. This study aimed to investigate
the prevalence of ERCC1 (C118T) and the association between ERCC1 (C118T) polymorphism
and clinicopathological characteristics among Thai patients with non-small-cell lung cancer
(NSCLC) undergoing a regimen of platinum-based chemotherapy for advanced disease. Blood
samples from 29 patients were genotyped by RT-PCR and TaqMan® genotype assay (rs11615).
The ERCC1 genotypic frequencies were found to be 16 (55%), 10 (35%), and 3 (10%) for C/C, C/T,
and T/T, respectively. The allele frequency for C118T was 13 (45%). No association was observed
between ERCC1 (C118T) and clinicopathological characteristics. This study found that ERCC1
(C118T) was common among Thai NSCLC patients receiving platinum-based chemotherapy.
Further studies are needed to determine whether the treatment responses or toxicities for each
genotype differ. (Thai Cancer J 2015;35:170-175)

Keywords: ERCC1 polymorphism, platinum, non-small-cell lung cancer
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Taya AU (518)  Fasaz
mg.lm?\'al ) 64.1410.6
LA
vl 18 62
WL 11 38
FrazAadlsn
1B 1 3
\Y 28 97
ThRURATARNLITS
Adenocarcinoma 26 90
Squamous cell carcinoma 3 10
gmatatininnlasy
carboplatin + gemcitabine 20 69
carboplatin + paclitaxel 7 24
7

@ carboplatin 2
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ERCC1 (C118T)

Genotype ATUIU (572) sReAL
C/IC 16 55
CIT 10 35
T/T 3 10

P=Y 3
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ANFANHIATIHNUANNDEAAA CC (wild
type) feeaz 55 @21 CT ¥i3a TT (variant type)
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ga9gl ERCC1 nabaunnlupulng @elndidmaediy
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2% = 67911 A : <
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WeNEAALN CI/C CIT+TIT p-value
UM (FRERE) AU (FaEA)

a1g (1)
<60 7 (24) 6 (21) 0.90
> 60 9 (31) 7(24)

VWA
T1El 9 (31) 9 (31) 0.37
1IN 7 (24) 4 (14)

srazaaslsn
1B 0 (0) 1(3) 0.45
\% 16 (55) 12 (42)

ANAVRILTARNLLF
Adenocarcinoma 15 (52) 11(38) 0.42
Squamous cell carcinoma 1(3) 2(7)
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TRAIL receptor
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FADD

procaspase8 /

activated caspase8

/

effector caspase-3, -6, -7 activation

and initiates apoptosis

[ TRAIL-sensitive cancer ]

TRAIL receptor: DR4/DR5
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cFLIP

cell survive

[ TRAIL-resistant cancer ]
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