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ABSTRACT

Bachgrourd Mormalities of the cervix-epithelial-cells {CEC) can
b desermmrined bae on the cell morphology and thelr puckes, If
one of (he cervie-epihelial-oels has pene mutations, i wil| fom
mtant dones, futher prowing, develoging anc malignant, The
Fee-pramoter-67 gene is dleedly amociated with cervical cancer.
Case Presentation: & 30-mar-old of high-rigk Indanesian
mother, has two children, m &prl 21= 3008 has foliowed Fap
smear eaamingtion wich thin prep methed, Subjerts, in this case,
had semmal cenve-epithelial-oelts, Charscterstics of the cerix-

epittelial-cell include cell Sometrics among others cell length,
il wideh, cell area, cell perimeter, nucks are, and nucleu
perimeler. Fas-promoter-£00 gmotipe n the [ymphocytes-oelh &
b (ormal= wild type|, wheregs inthe-cerviz-eplthelial-celds & G4
(heterozygous mutand].

Conclusion: Based on characterstic of oell biometrics, cervix-
epithelial-cels in high-rsk bivesion mother & normal. The
genoiype of the Fas-promater-470 pene in the Lymphoryte cells is
£ wherzzs in the eenvie-epithelial-cell has mutation to (4

Keywords: cenvis-epithelial-call, Fas-promoter-E70 gere, cell biometnics, cell kength, cell widh
Cie this Artide: Parwasts, M.LE, Wralsanglz, R, Guyansyah, &, Kiana, A 2019, Mutation of the Fas-promoter-600 gene, AA B0 G4 in
the nowd, oervbe-spithelin-cells of high rik Pdosesn mather: A case report. Ball Medea Journed 3(1): 360-364, DOL: 10155605
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INTRODUCTION

Cervical camoeris stilla health problemin Indonesw,
Based on the comprebensive statistics in 2012, the
incidence rate of cervical cancer in Indoncsia s
17 per MWHUWMD wormen per vear. Moreover, tha
incsdence rate of cervical cancer 1n Souiheast Asia
is 1606 and aroumd the world 150, respectively,
Also, Indonesia is the 4* country in Southeast Asia,
with the highesi incidence of cervical cancer after
Cambodia, Myanmar, and Thailund. The morality
rate cawsed by cervical cancer-in Indonesia is abost
28%, lopwver than the world average monalily rae,
furihermore 2 5% lower than the avesage death
oeeurring in Southeast Asia,'

The primary cause of cavical cances is human
papdtlemavirus (HPY ) infection, HPY is transmited
among odhers through sexual sctivity, Thearefome
winnen who moke these coniacts are al high risk
for cervical camcer. HPY DINA hus many serodypes,
but only a few serlypes are progressive o cervical
cancer. 1t is further stated that women wifected with
HPY especiilly with HPY 16, some of which will
inerzase 1o Bwegrade squamous intrsepithelial
keston (LSIL) or cervical mtrepithelal neoplasia
(CIM) 1, high-grade squamows intrsepathe il besion
(HSIL) or CIM 2, amd becomse iovasive cervical
casect (CIN3AY i somee: arcas.”

Umcogenic penee spressionisal soama preervica |
camcer problem. Cenes mutntons that eccur mone
cervical cell, then Ii;n'ming i rI1II|:iII1Il.'.|i!1{,‘...Fﬂ,M angl
malignani. We know that some of the oncogenic
genes thot cause cervicul cancer, including the Fas-
promoter-6T0 gene. Fas-promoter-670 gene in the
Iemans. have been oapped, les on chromosome
k24,0, which contains nine exons and eight
introns. Fas (TRFRSF&Apo-17CD85) 1= a type |
transmembrane receptor, including fumor necrosis
fuctor (TNF) recepbor superfamily {lumor necrosis
factor=TMF). Resull studics previously show thal
Fas-promaoter-670 gene polymorphism in stem cells
i= olso associnted with cervical cancer in Japinese

itions,”

Papamicoliou (Pupd smear test 15 on effective
methad for carly detechion of cervical cancer”
Microscopically, CEC with nonal charscteristics
can be used w express po cervical cancer, bui
those with atypical and malignam cells are used
us @ marker 6 cervical cancer, The novelty, in this
cuse, 15 the mutation of Fas-promoter-6710 gene i
the CEC pormal of high-risk Indonesian mother,
Miiaiion Ot Pot oo G S b used
as an carly madkerof potential corvical cancer. Also,
we presemted the chasacteristics of monmal CEC
which focuses on the size of the cell and s nucleus,

Ooen Bobesd: www, balimedical journal org shd ois.onud. s, i/ indee. php /b




Table 1.  Characteristic of normal cervix-epithelial-cells in high-risk
Indonesian mother S—
Confidence

Variable Mean & 50 interval 954,

Cell length {CLY: the longest cell 1106+ |57 1045 - 11 56

diagonal that passes theough the

nisc bews g

Cell width (CW: cell diagonal 215214 T3 -89

perpendicular W the diagomal of CL

(primh

Cell area {CA) poy TAT 22315 [5 22 - K1

Cell perimeten CF) (um) 262 4 4.92 A - 3453

Mucleus mres (NA) (um®) 1,40 £01 54 121 - 1453

Mucleus perimeter { NP () 4502078 4103 - 4462

Mocleus length (INL) (pm) 147 £025 138-1.57

Mucleus width (NW Hpm) LIS x024 109127

Mucleus arca inde x (MNAL = (nucleus 207 085 175240

arcaioel] arca)® 100

Muclens perimeter index (NP = 1346 + 204 1233 - 1450

(mucleus permmetereell permeter)® 100

Muocleus l:ng!h rlex (N1 = fmncleus 1350 4 1400 2558 - 1474

bcnglh"n:l.l I.:nr_lhl"]iﬂl

Mucleus wadth index (MWT) = (nuscieas 1342+ 4,85 1339 =174

walth'cell wishth i* 100

Abbreviafions: ym=mill micron ; g =milli micron square; SD=simdand of devialion.

Figure 1.

aheieryation (phatamicroscope with optilah, ohjective 1w,

Ml

Thee Cervis-epitbelml-cells ol bigh-nsk Isdosesmn mother svaifable oo

We I'EI'II:II'|I,‘|:| the genoky pe difference of Fuss
promeker=h il pene i the LU compiarned with CEC
in high-risk Indomesian mother. Light microscope
wiis used 1o observe the CEC and its cell mecleus,
We focus on the charaeteristics of the CEC namely
cell biomsetrics among others length, width, area,
dnd perimeter of the cells and iis cell nucleus.
Rextriction frogmen? fength podymorpieisn (RELP)
wis wsed o perfommance of ihe Fad- promoter-6710
gene in the LC and CEC samples.

CASE REPORT

A Miyear-old of high-nsk  Indonesin  maother.,
has bwo children (P2A0), on Apnl Zith 2006
hnz followed Pap smear examination with  thin
prep method. The mother concerned s included
in the community of Indosesian women  living
with high-risk HPY as indicaied by evidence of
laboratory cxaminations. Marriage history at ihe
age of 1% Vs, aml the mother has o hi'r\!nry of
Free =ex, Furhermore, the moiher plso :I:pl;ll:nn:l
that she worked as a commercial sex worker and
had never received HFY vaccination, Observations
o the CEC was done by used optilabs and image
raster thiee programs by three observers. The
characteristics of CEC namely cell biometrics
m:mg others cell I.-e.:nglh [CLY, cell wrlth (W),
cell area (CA). cell perimeter (CP}. maclens area
(MA}, and nugleus perimeter (MP). Moreover, we
calculated the nucleus length index (ML, nueleus
width index (MWL, nuclois arca disdex (NAT) and
mwclens perimeier index (WPIy (Tahle 1) Base
on the resulis showead thin the CEC s mormal
because o atypical and malignant cells were Found
(Figure 1), Figure 2 ond 3 shown the results of
CEC cell beomeirics. RFLP was used to perform
Fas-promter-6 70 gene in the LC and CEC. Blood
sarmle was obiained from vena cobit by prodeinase
K digestion amd the CBEC collecied by thm prep
msthodd, DNA extraction from bbood sample aml
CEC was performed wsing chloroform (1 igure 43
Also, were used Baf™ lenzyme and forward primer
S -CTACCTAAGAGCTATCTACCGTTC- 37

and FENCTSE e 3 GGOTG
TOCATGTTGTGGOTGC -3 Gemotyping  result
of the Fas-promoter-670 gene in the LO s AA
(normal=wild type). whereas in the CEC has
mubation Lo GA (heterceypous variant) (Fipune 5,
Owur team suggested that Pup smear screening could
be done two vears later,

DISCUSSION

In the Pap smear method, the determination of
CEC characterisics can be used as a reference in
the diggnosis of cervical cancer. We used the light

Publi
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Lengih and width measaremenl results of the

cell fmd nuckeus. A=length and widih of the cell:
B=length of the muclews; C=width of the nuckeus.
Adbbreviations; pm=milli micon

microscope and image raster three progroms fe
display normal CEC morphology, We perform
these sieps because most hospitals in Indonesia
have facilities such as light microscope and the
image raster three program is relatively easy o
obitaim. Cur way may be simplest, nevertheless o
detect cervieal cancer can also be done using & more
sophisticated tool, for example by abemic Force
Mmicmsopy.

P:lp smeie exammstion of the ChL with
hematoaylin and eosin s@ining  showed  that
nommial cervical tisswe had muliple epithelial
loyers while concerows cervical tissue showed
dysplastic changes ” Our obscrvation that the CEC
has pommal morplsslogy appears o be similar w

Flwﬂ! 3. Area and perimeter of 1he oell and nuclens. A=Amea

aned perimeter of the cell B=ara and permmeter of the
mucleas,

Abbreviatioms: grm=malli micron; pm2=mill micron
ESTINE R

that of previous studies.” In kidition to the normal
CEC morphobogy. ihe nucleus morphology of the
CEC can also be used w distinguish of CEC type.
Freviows sthikhies showed thid nucleos momphobogy
criteria of the CEC armemg elhers: anza, lengih,
diameter, and radius.”"

The ather result showed that CEC has numeroes
balloon-outs, which have an average size mnging
from 0,105 to 1.2 1.3 milli-micron (pm ), are visble
on the cell surface under microscope.” Beside
that nucleus-cytoplosm ratio (N/C mtio) vsed to
cyiologie features of cervical cells, Alver the cells
becomne malignant, the number of chromesomes i
the nisckens will change, leading to chamges in the
shape of the nuclens. The length and dummeter of
the cell nuwcleus increased vao fold, while the area
increased by 4.5 fold." Furthermore . We pgree that
an examinaticin of cervical cyiologie specimens
showing most low-pracde squansows amraepatlselial
lesioms (LSIL), some of the high-grade squumoes
intracpithelial kesiens (HSIL) cannot be exchusbed,
Also, metastatic cancer cells are distingnshed from
normeal cells based on stiffness rather than shape.
Cancer cells are more promising for improving
canoer diagposts, Moseover, ose msetastalic cancer
cells were nearly four times softer than sermal
cels, ™

The BatW 1 enzyme we used in RFLP w perform
of Fas-promoter-670 genc was able to digest DNA
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A Deoyribonuckele acid (DNA) eximeton (e Thin Prep ssmples (A 1-4%) amd
Ivmplwcyie (B1-B3i.

L UC B1 B2 B3 B4 B5B6 B7 B8 B9 89

232bp
189 bp
53 bp

R,

Figura 4. DNA exmaction and genctypmg of the Fa promoeser-670 gese fom bloosd

peripheral lymphocyte cells. A DNA extmction from the CEC (4 1-A%)
ared Blood penpheral Brmphocite cells ( B1-B3). B Genolyping of the Fis-
promoser-670 gene with BerM1 cnzyme, Sample number 529 from bood
periphueral lymphocyte cells showed that genotyvpe of the Fas- prosoter-6710
gene is A (232 + 98 hpl.
Ahbreviations: DNA=deoxyribo macleic acwd;, CEC=cervixs-epithelial-cells
L=Mudecular weighl standand; UC=DNA loading without BN eneyme:
Cl-9= gontrol sample from bood peripheral lmmphocyie cells, loading
with Bsthi; AA genoiype (332, %8 bpl, GA gensoype (X2, 189, %8 bpi GG
genciype (|89, 98 hp)

L UC 8 €1 €2 C3 C4 C5 C6

C7 c8 C9

Figure 5, Gemalypung ol the Fas-promnoter-6T gene m the CBEC with BaN1 engme.
Abbreviations: CEC=cervix-epithelal.cells; L=Molecular weight stndanl;
UC=DMA Inaling withoul BN | emnome; B9= sample number of the CEC
fram thin prep solition showed that geniype of the Fos-promeser-6T0
g 15 GiA (232, 180 ad W8 bpgy C1-0C9 =sample comeoed of i CEC from
thin peep solation, leading with Ba®ic A8 penctype (233, 98 bph GA
pemolype (232, 1HY, W8 bp i UGl genolype (TBY_ W bp.

sumples inte fragments 232, 189 and 98 base pair
(bph. The fragments of 232 and 189 bp indicated s
Ad penatype, while 232, 18% and 9% bp indicated the
GiA gemlypes, Thenzbore 1R and 9K bp mclicated
the GG genotype. This resa s according to previcos
reserchers,” Morgover itis also shown thit cervical
cancer is associated with the polymorphism of the
Fas-proveer-670 gene. The GG genotype of Fas-

rm1|11.nl=:'-l‘1'."l:! pene promobes the occurrence of
cervical cimoer compared i AA gesoalype. The
resuli of research previously shows that G allele
flso increases the occurrence of cervical cancer,
Two single nuclestide polviorphisms (SMPs) (-
IATTG=A, rs2234767 and -670A=0, rs]1 8006H2 )
located i the promoer region of Fas gene were
examined in associotion with some umorogenesis.
Alsy, polymorphism s alio associated  with
metabolic abnomualiies uoll the occurrence of
pathalogical conditiom s,

In this case, the penoivpe of Fas-promoter-670
gene m fhe LL was different from CEC, The
expression pattern of the Fas-promoter-670 gene in
this study isexpecied o be an eardy marker of cervical
cancer o that it can be prevenied. This correspomis
e the general principle that deicction of cervical
camcer 15 direcied o the presence of oncogemic
chements  thal  promote  cell  froms formation,
Moreover that the failure of Fas gene regulation
produces death signals, which are reponizd in some
cancers.” However, the comelation berween thes
SMP and camcer susceptibiliy inchding the sk
of gynecologieal malignancies needs o be sodicd
maoe widely.

CONCLUSION
Based on characteristic of cell biometrics, the CEC

in high-risk Dlonesian mother was normal, The
genolype of the Fas-proosoter-670 gene moihe LC
i= AA (normalswald tvped. whereas in the CEC
has matation 0 GA (hetemeygous vanant), We
recommend cxamining of Fas-promoter-670 gene
o early screening for cervical cancer.
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Mutation of the Fas-promoter-670 gene, AA to GA
in the normal cervix-epithelial-cells of high risk
Indonesian mother: A case report
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Assangga Guyansyah?, Kirana Anggraeni’

ABSTRACT

Background: Hormalities of the cervix-epithelial-rells (CECH an
be determined base on the ool morphology and their nudeus. If
one of the cerviz-epithelial-cells has gene mutatians, it will form
mutant clones, further growing, developing and malignant. The
Fas-promater-674 qene is allegedly asoriated with cervical raner.
Case Presentation: & 30-year-old cof high-risk Indonesian
muther, has twn children, on April 21 3016 has fiollowed Fap
smear examination with thin prep methed. Subjects, in this e,
had moemal cerviz-epithelial-cedls, Characteristics of the cervis-

epithelial-tells include cell hiometrics among others cell length,
cell widtk, ool area, o2l pesimeter, nucleus area, and nudeus
perimeter. Fas-promoter-670 genatype in 1he lymphocytes-cells is
AR [ncarnal= wild type), wheneas in the cervic-eplthelial -cell s is GA
[heterorygous mutant].

Conclusion: Based on chamacteristic of cell hiomatrics, cervis-
epithelial-cells in high-rck Indonesian mother is normal. The
gerntype of the Fas-promuoter-670 gene in the lymphocyte cells is
A, whereas in the cervin-epithelial-celks has mutation to GA

Eeywards: cervin-epithelial-cells, Fas-promater-670 gene, cell bicmetrcs, cell bength, oe | width
(ste this Article; Parwanio, M.LE., Wratsangka, R, Guyansyah, A,, Kirana, A 2019, Mutation of the Fas-promoter-670 gene, AA to GA in
tte normal cervix-epithelial-cells of higk risk Indanesian mother; A case report. Balf Medical dourmal 8(1): 360-364, DOL 10.15563,5mj

vEI1.1313

INTRODUCTION

Cervical cancer is stilla health problem in Indonesia.
Based on the comprehensive statistics in 2012, the
ingldence rate of cervical cancer in Indenesla ls
17 per 100000 women per year. Moreover, that
incidence rate of cervical cancer in Southeast Asia
is 166 and wround the world 151, respectively
Alsa, Indonesia is the 4% cowntry in Southeast Asia,
with the highest incidence of cervical cancer after
Cambudia, Myanmar, and Thailand. The mortlality
rate caused by cervical cancer in Indonesia is about
28%, lower than the world average morlalily rate,
furthermore 2.5% lower than the average death
occurring in Southeast Asia.*

The primary cause of cervical cancer is human
papillomavirws {IHPV) infection. TPV is transmitted
amang others through sexual activity Therefore
women whe make (hese contacls are al high risk
for cervical cancer. HPW I3MA has many serotypes,
hut only a faw serntypes are progressive to cervical
cancer. [L is further slated thal women imlecied wilh
HI" especially with HP'V 16, some of which will
increase to low-grade squamous  intraepithelial
lesion (LSIL) or cervical intraepithelial neoplasia
[CIN) 1, high-grade squamous intracpithelial lesion
{HSIL) or CIN 2, and become invasive cervical

cancer (CIN3] in some areas.”

Cncogenic pene expression isalsoa major cervical
cancer problem. Cienes mutations that accur in one
cervical cell, then farming a mutant clone, grow and
malignant. We know that some of the oncogenic
genes that cause cervical cancer, including the Fas-
promoter-670 gene, Fas-promoter-670 gene in the
humans have been mapped, lies on chromosome
I0q24.1, which contains nine exons and eight
introns. Fas { THFRSFS/Apo-1/C195) is a type |
lranzmembrane receplor, including (umor necrosis
factor (I'NF) receptor superfamily {fumaor necrosis
[actor=THT}. Resull studies previously show thal
Fas-promater-670 gene polymorphism in stem cells
is also associated with cervical cancer in Japancse
popubations.’

Papanicolaou {Pap) smear test is an effective
method for early detection of cervical cancer
Microscopically, CEC with normal characteristics
can be wsed o express no cervical cancer, bul
those with atypical and malignant cells are nsed
as a marker ol cervical cancer. The novelly, in this
case, is the mutation of Fas-promater-670 gene in
the CEC normal of high-risk Indonesian mother,
whereas in the lymphocyte cells (LC) is normal.
Mutation of the Fas-promoter-670 gene can be used
as an early marker of potential cervical cancer. Also,
we presented the characteristics of normal CEC
which frecuses on the size of the cell and its nucleus,

Open access: www.baimadica journal.org and ofs.enedac idindes phpflem)



Table 1.
Indonesian mother
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Characteristic of normal cervix-epithelial-cells in high-risk

; Confidence

Variable Mean + 5D interval 95%
Cell length (CL): the longest cell 11.06 % 157 10.49 - 11.66
diagonal that passes through the
nuclens (pm)
Cell widdth (CW): cell diapgunal 8.131 214 7.32-899
prerpendicular to the disgonal of CL
(pm)
Cell area (CA) (pm?) 737442315  65.22 - 82.94
Cell perimeter{CP) (jum) 3262492 30,84 - 34.53
Mucleus area (NA) (pm®) 1.40 + 0,54 1.21 - 1.63
Mucleus perimeter (NP) (um) 4,30 +0.78 4,03 - 4,62
Nucleus lengih (ML) (pm]) 147 £0.25 1.34 - 1.57
Mucleus widlh [I“'i"'l"lr}l:p.EEI.] 118 10324 109 - 1.27
MNucleus area index (NAT) = (nucleus 207 1085 1.75 - 240
arca/cell arca)® 100
MNucleus perimeter index (NPL) = 1346 + 296 12.33 - 1456
(nucleus perimeter/cell perimeter)* 100
Mucleus length index (NLI) = (nuclaus 13.59+ 299 1253 - 14.74
lengthicell length)* 100
Nucleus widlh index (NW1) = {nucleus 1542 4 4.86 13.59 - 17.22

width/cell width)* 100

Abbresiations: pm=milli micron ; poe =milli micron sguare; SD=stmdend of deviation.

Figure 1.

The Cervix-cpithelial-cells of high-risk Indonesian mother available for
obscrvation {photomicroscope with optilab, objective 1),
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We reporled the genotype difference of Fas-
promaoter-670 gene in the LE compared with CBRC
in high-risk Indonesian mother. Light microscope
was used to observe the CEC and its cell nuclens.
We focus on the characteristics of the CEC namely
cell hiometrics among others length, width, area,
and perimeter of the cells and its cell nudeus
Restriction fragment length polymorphism (RFLY
was wsed o perlormance ol the Faz-promoler-670

gene m the LC and CEC samples.

CASE REPORT

A 30-year-old of high-risk Indonesian mother,
has two children {(F2Ao), on April Zith 2016
has followed Pap smear examination with thin
prep methad. The mother concerned is included
in the twmmunity of Indonesian women living
with high-risk H'Y as indicated by evidence of
laboralory examinalions. barriage history al the
age of 18 years, and the mather has a history of
free sex. Furthermore, the mother also explaned
that she worked as a commercial sex worker and
had never received HPY vaccination. Observations
to the CEC was done by used optilab and image
raster three programs by three observers. The
characteristics nf CEC namely cell hinmetrics
among athers cell length (CL), cell width (W),
cell area (CA), cell perimeter (CP), nucleus area
(MA), and nuclens perimeter (NP}, Mareover, we
caleulated he nuclens lenglh index (ML), nuclews
width index {NW1), nucleus area index (MAl) and
nuclens perimeter index (NPI) (Table 1), Base
on the results showed that the CEC is normal
because no atypical and malignant cells were found
(Figure 1). Figure 2 and 3 shown the rvesultz of
CEC cell biometrics. BTLP was wsed o perform
Fasz-promater-a70 gene in the 1O and CEC. Blood
sample was abtained from vena cubiti by proteinase
K digestion and the CEC collected by thin prep
mcthod, IDNA extraction from hlood sample and
CEC was performed using chloroform {Figure 4],
Also, were used BstMlenzyme and forward primer
S -CTACCTAAGAGCTATCTACCGTTC-3
and FPEVEFRE primer -GGCTG
TCCATGTTGTGGCTGE-3.  Genotyping  result
of the Fas-promater-670 gene in the LC iz Al
(normal=wild Llypel, whereas in the CEC has
mutation to GGA (heterozygous variant) (Figore 5).
Our team suggested that Pap smear screening could
b done o vears laler.

DISCUSSION

In the Pap smear method, the determination of
CEC characteristics can be used as a reference in
the diagnosis of cervical cancer. We used the light
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B

Figure 3,

Area and perimeter of the cell and ouwcleus, A=Arca
and perimeter of the cell; B=area and perimeter of the
riclens.

Abbreviations: pm=milli micron; pm2=milli micron
Suare,

that of previous studies” In addition to the nornal
CEC morphology, the nudeus morphology of the
CEC can also he used to distingoish of CEC type.
Previous studics showed that nuclens morpholagy
criteria of the CEC among others: area, length,
diameter, and radius.*"

The other result showed that CEC has numerous
balloon-outs, which have an average sive ranging

Figure 2. length and width measurement resulis of the
cell and nuclens. A=lcogth and width of the cell;
B=length of the nuclews; C—width of the nucleuns.

Abbreviations: gr=rmilli micromn,

[rom0.1-0.5 to 1.2-1.3 milli-micron {pm}, are visible
on the cell surface under microscope." Heside

that nuclets-cyloplasm ratio (N/C ralio] used w

352

microscope and image raster three programs to
display mormal CEC morphology. We perform
these steps because most hospitals in Indonesia
have facilities such as light microscope and the
image raster three program is relatively easy to
obtain. Qur way may be simplest, nevertheless o
detect cervical cancer can alsn be done using a mare
suphislicaled loul, for example by alomic [orce
micrascopy.”

Pap smear examimation of the CEC with
hematoxylin  and eosin staining showed that
normal cervical tissue had multiple epithelial
lavers while cancerous cervical tissue showed
dysplastic changes." Our observation that the CEC
hasz normal morphology appears to he similar to

cytalogic features of cervical cells. Afer the cells
become malignand, the number of chromosomes in
the nucleus will change, leading to changes in the
shape of the nodeus. The length and diameter of
the cell nucleus increased two fold, while the area
increased by 4.5 fold." Furthermore, We agree that
on examination of cervical cvtologic specimens
showing mozl low-grade squamous intraepithelial
lesions (L5IL), sume ol the high-prade squamous
intragpithelial lesinns (HSI) cannat he exchided.
Alsa, metastatic cancer cells are distinpuished (rom
normal cells based on stiffness rather than shape.
Cancer cells are more promising for improving
cancer diagnosis. Moreover, those metastatic cancer
cells were nearly four times softer than normal
cells.”

The BsiN1 enzyme we used in RFLP to perform
of Fas-promaoter-670 gene was ahle to digest TINA

Published by Discovertys | Bal Med J 207 % B(1]: 360-364 | dol: 10.15562/bm| vE11 1313
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A2 A3 Bl B2 B3

A Dvoxyribonucleic acid (DRAL extraction trom Thin Prep samples (Al-A3) and
Irmphocyte {BI1-B3).

L UC B1B2 B3 B4 B5B6 B7 BE B9 89

B.
Figure 4.

L UC 8 (i

232 bp
189 bp
98 bp

[MA extraction and genlyping of the Fas promoter- 670 gene from liloasd
peripheral hrmphoome colls. AL DNA extraction from the CEC [Al-A3)
and blood peripheral lymphocyte cclls (B1-B3). B. Genotvping of the Fas-
promaoter-670 gene with BstM1 enzyme. Sample number 89 from blood
peripheral lymphocyie cells showed that genptvpe of the Fas-promoter-670
gene 5 AA (232 + 98 bp).

Abbrevintions: DNA=decyribo nucleic acid; CEC=cervix-epithelial-cells;
L=Muolecular weight standard; LC=DNA loading without BstN1 enzyme;
C1-Cé%= control sample from blood peripheral limphocyte cells, loading
with BstM1; AA genotype (232, 98 bp); GA gentoype (232, 189, 98 bp); GG
gendype (1589, 58 hp).

C2 C3 C4 C5 C6 C7 CB C9

Figure 5.

CGenotyping of the Fas-promoter-670 pene in the CEC with Bsth | enzyme.
Abbreviations: CEC=cervi-epithelial-cells; L=Muolecular weight standard;
UC=DNA loading without Beth ] enzvme; 89= sample number of the CEC
from thin prep solstion showed that genotype of the Fas-promaoter-670
gene is GA (232, 189 and 98 bp); C1-C3 =sample control of the CEC from
thin prep sohlation. loading with Bst™1; AA genotvpe (232, 98 bpl GA
genotype (232, 189, 98 bp); GG genotype {189, 95 bp).

samples inta fragments 232, 189 and 98 hase pair
(bpl. The fragments of 232 and 189 bp indicated the
AA genolype, while 232, 189 and 98 bp indicated the
GA genotypes. Therefore 189 and 98 bp indicated
the GG genotype, This results according to previous
researchers. " Moreover it is also shown that cervical
cancer is associated with the polymorphism of the
Fas-promoter-670 gene. The GG genotype of Fas-

Pul izhed by (Mscovertys | Bali Med ) 2019; B11: 360-364 | dol: 1015562 i | wBI1.1313

promoler-670 gene promoles the occurrence of
cervical cancer compared to AA genotype. ‘The
pesult of research previously shows that G allele
also increases the occurrence of cervical cancer.
Two single nuceotide polymorphisms (SNPs)
(-1377G=A, rs2234767 and -670A>G, rsl ROOGE2)
located in the promoter region of Fas gene were
examined in association with some tamorngenesis,
Also,  polymorphism iz alse associaled  wilh
melabolic abonuormalities until the cocurrence of
pathalogical conditinns."™"

In this case, the genolype of Fas-promoter-670
gene in the LC was different from CEC. The
expression pattern of the Fas-promoter-670 gene in
this studyis expected to be an early marker of cervical
cancer s0 that it can be prevented. This corresponds
to the general principle that detection of cervical
cancer is direcled o the presence of oncogenic
clements  that promote  cell  transformation.
Moreover that the [ailure of Tas pene regulation
produces death signals, which are repoeried in some
cancers.” However, the correlation between this
SNP and cancer susceptibility including the risk
of gynecological malignancies needs to be studied
muore widely,

CONCLUSION

Baszed on characteristic ol cell bivmetrics, the CEC
in high-risk Indonesian mother was normal. ‘The
genolype ol the Fas-promoler-670 gene in lhe LC
is AA (normal=wild type), whereas in the CEC
has mutation 0 GA (heterozygous variant). We
recommend examining of Fas-promoter-670 gene
on early screening for cervical cancer.
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