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The use of hormones as one of the therapies is increasingly prevalent at this time, there

are many uses obtained by hormone therapy such as preventing miscarriage in pregnant

women or as a contraceptive. It was reported that the contraceptive hormone was the

most used method by women compared to other contraceptive methods.

Diethylstilbestrol (DES) is one of the synthetic estrogen hormones that is useful as

hormone replacement therapy. However, the use of DES can also trigger abnormal cell

growth that will develop into cervical cancer. This study was conducted to analyze the

effect of DES on the p53 gene expression and caspase-3 levels. The method of this

study was a post-test design in vivo experiment in animal model which was induced

with doses of DES 1500 pgram / BB at 3 days of age after birth, then observed at 35

days. Thus, it was concluded that DES has given to 3-day-old models animals and

evaluate at the 35-days-old effect on decreasing p53 gene expression and caspase-3

levels.

Key Words: p53, caspase-3, diethylstilbestrol, in vivo
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l. Introduction
The use of hormones as one of the therapies is increasingly prevalent at this time, there are many

uses obtained by hormone therapy such as preventing miscarriage in pregnant women or as a
contraceptive. It was reported that the contraceptive hormone was the most used method by women

compared to other contraceptive methods. Diethylstilbestrol (DES) is one of the synthetic estrogen

hormones that is useful as hormone replacement therapy. However, the use of DES can also trigger
abnormal cell growth that will develop into cervical cancer. In the female reproductive tract, DES can

trigger cell growth (proliferation) which can develop into cancer cells [1], [2]

2. The role of DES effect
DES will also interfere the genes that rggulate uterine development such as wingless int (wnt7a"

wnt5a) and, homeobox A (Hoxal0, Hoxal l). DES will interfere the function of tumor suppressor protein
p63 gene (TRP 63lp63) which can cause abnormal cell growth, and affect cancer in the cervix and vagina

[3] The use of DES with certain doses can be beneficial to the female reproductive system. However,

DES also has a negative impact on the development of ovarian follicles if it used continuously with high
doses and can cause infenility in women. According to [4]. DES induces caspase-dependent apoptosis in
the human T-ALL cell line (Jurkat cells). Giving DES will trigger apoptosis at caspase, but it needs

further research. On the contrary, according to [5] there is no relationship between caspase-3 and the

administration of DES. Some literature explains that DES has a negative effect on the reproductive

system as shown below:
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Figure 1. Effects of DES on the female reproductive system f6l

2.1. Neonatal exposure of DES
Neonatal exposure to estrogenic chemicals causes irreversible complex damage in the hypothalamic-

pituitary-gonadal axis and reproductive system of women. Some lesions are noted after maturation as a

delayed adverse effect. Uterine anomalies were detected at 1,500 mdkg. These results show that neonatal

exposure on DES which uses estrogenic in vivo activity induces a detrimental effect on the female rat in

a dose-dependent manner.[7]. Damage to the hypothalamic-pituitary-gonad axis is the most worrying

problem with perinatal exposure to chemicals that have estrogenic activity because the changes are

caused during the development period can last throughout life. The effects ofexposure may be

2
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qualitatively different from those experienced in adulthood of rodents and humans [7]. Despite the

differences in neonatal effects, it is known as the ovarian response to the rat vagina but it is not in rat. [8]
(Katsuda et d,.,2002; Takasugi et a1., 1976) or adenomyosis induction by tamoxifen in rat [7] but

uterine cancer in rat (Carthlew et al. 2000) There are a lot ofexperimental data on perinatal exposure to
estrogen using rodents consider tend to be relevant to humans [6]. Perinatal exposure to estrogen or

estrogenic compounds during the critical period disrupts the function of the hypothalamus, which results

in lower production of gonadotropin (FSH and LH) [9] This disorder causes many complex abnormalities

in the hypothalamic-pituitary-gonadal axis and genital tract, and a direct effect of estrogen on the genital

system is also added. In general, this study was conducted to determine the effect of DES on the GEN

p53 expression and caspase-3 levels.

2.2. Protein 53 /P53
The p53 protein was first identified in 1979 as a transformation related protein and protein that

accumulated in the cancer nucleus and it was strongly linked to the simian virus 40 (SV40) T antigen.

However, ten years later, the researchers found that the prolein is a mutation from the initial form of p53 /
wild-type p53 (wt p53). And the oncogenic Rature of p53 is actually the result of the mutation of p53

[0]. The p53 gene in humans is located onthe short arm of chromosome 17, stretching along 20 kb of
DNA, consisting of I I exons, and expressed on almost all body tissues. When DNA damage occurs, the

expression of p53 in cells increases. This condition causes cell growthto stop inthe Gl phase to allow

DNA repair genes to repair DNA before the cycle continues to S phase to DNA synthesis, or in the

G2l\4 phase before mitosis occurs. I l] P53 is a tumor suppressor protein that can prevent cancer. The

ability of p53 to eliminate excess, damage, or infected cells through apoptosis. P53 also plays a role in

regulating cell proliferation in multicellular organisms. P53 is activated by extemal and intemal stress

signals will cause nuclear accumulation in the active form, p53 prevents DNA damage or neoplastic

transformation potential. P53 contributes to cell processes such as differentiation, DNA repair, and

angiogenesis. Almost 50%o of cancers in humans due to the mutation of the p53 gene.[12][5]. In normal

conditions, p53 lives short (short-lived protein). p53 inhibitors namely Mdm2 (Hdm2 in humans) are

largely responsible for maintaining the p53 balance. Mdm2 inhibits transcription, increases degradation

through proteasome. P53 drastically increases when cells are exposed to stress, DNA damage, oncogenes,

hypoxia and lack ofnucleotides.
Generally, p53 levels are influenced by signal stress, cell type, and stress exposure time. p53

activates the target gene through a canonical sequence bond, p53 induces gene 3 (PIG3) as a sign of
increased reactive oxygen species and apoptotic induction. PIG3 is stimulated p53 through a

microsatellite sequence in an untranslated region, for example, a gene that encodes pro-apoptotic

phosphate PACI, p53-induced bonding is a palindrome binding site.ll3). The protein product of this

gene. p53 is one of the most important molecules in biology. The various roles of p53 related to cancer

are constantly being investigated. The functions ofp53 have been known include regulation ofthe cell

cycle, cell aging, apoptosis, repair of DNA damage caused by genotoxic agents, angiogenesis and

regulation of oxidative stress. With a very broad relevance of functions, p53 has a controlling position

that is responsible for various processes related to cancer. furthermore, the large number of interaction

partners, it is not surprising that deviations in p53 are very often found in cancer [14]. Therefore, the p53

protein as a guardian of the genome is an important inhibitor of tumor development, it explains why this

gene has become the most frequently mutated in human cancer. [4]. In general, apoptosis is

charucteized by shrinking cell size, blebbing on the membrane, chromatin condensation, and core

fragmentation.[15]. There is a close relationship between missense mutation and

2.3. Caspase j
Apoptosis is intermediated by a proteases family called caspase, which is activated through

proteolysis from its inactive precursor form (rymogen). Caspase is an endoprotease which has the active

3
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side of Cys (C) and it splits at terminal C orr Asp residues, therefore it is known as Caspases (Cys

containing Asp specific protease). Now, 13 members of the caspases family have been found in humans.

Some members of the caspase family involved in apoptosis are divided into 2 groups. The first group

consists of caspase 8, 9, 10 which contains a long prodomain at terminal N, its function as an initiator in
the process of cell death. The second group consists of caspase 3, 6, J which contains a short prodomain,

they have a function as an effector, dividing various dead substrate which ultimately leads to
morphological and biochemical changes in apoptotic cells. Caspase is inactive until one of the caspases is

activated by a signal, then a series of the next caspase activation reactions occur through a proteolytic
process. I I 9]

3. Results And Discussions
This research was an in vivo true experiment control group design It was conducted started from

January 2017 until May 2018, animal model injection was done at Murine Farm Malang and

Biochemistry laboratory of Brawijaya Malang University. Furthermore, the biomolecular examination
was carried out in the Biomolecular and Immunology laboratory of the Faculty of Medicine, Hasanuddin
University, Makassar. This study was conducted on Wistar rats from 4 mothers were injected with DES
at 3 days of age. DES has dissolved with com oil at a single dose of 1500 p gram/kgBB. At2l days of
age during the weaning period with their mothers, the rats were separated between males and females,

then l0 female rats were divided into 2 groups in 5. K0 was a group of rats that was not injected with
DES, meanwhile, the Kl group was the one injected with the doses of DES 1500 pg at 3 days of age. At
the age of 35 days, P53 gene mRNA expression and caspase-3 levels were examined. Materials And
Examination Procedures : The drug used was DES obtained from SIGMA-ALDRICH.Co.3050 Sprunce
Street, ST Louis M @, 63103, USA 314-7715763. which contains>99o/o of synthetic estrogen and Corn
oil as DES solvents. Measurement of P53 gene mRNA expression used Real-Time PCR (RT-PCR) [20],
the DNA extract activity used the boom protocol. The primary used was P53 human, a primer of GAPDH
Forward: S'-grc cac taa agg gca tcc-3g'reyerse: 5'-cca ag64 tag cca tga gat cc-3, base pair 189, accesion
no. XM-001067852.1 and P53 forward: S'-ccgc or not, gg-3 ', reyerse: 5'it gcc ggg acg tag ac-3, base

pair 125, accesion no. NM-030989.3 wi.h one-step technology RT PCR / one-step RT PCR (Macrogen,

Korea). Examination of Caspase-3 levels response was done with rat cqspase-3/caspase-j Elisa kit no
catalog no LS-F4138 SANDWICH, it was done based on protocol standards on the kit.

After examination results, it found that there was a difference of P53 gene mRNA expression
between K0 and Kl (12.61 + 0.29 vs. 6.80 + 0.48). Likewise, the serum Caspase-3 levels which was
given by DES in a single dose of 1500 mcg/BB at 3 days of age and observed after 35 days of age, there
was a mean difference in caspase-3 levels between K0 and Kl (4.42 + 0.53 vs 3.27 + 0.56). Those

differences showed that the value after the DES induction where P53 gene mRNA expression and the
serum Caspase-3 levels became lower; or in other words DES induction decreases P53 gene mRNA
expression and serum Caspase-3 levels. Evidently, there was an effect of DES induction, thus the result
ofthis study could strengthen the previous research that has been.

3.1. DES ffict on P53 gene nRNA expression

The results of the analysis summary in t-lble 2 showed that there was an effect after DES induction with
differences (5.81 + 0.26), from (12.61 + 0.29) to (6.80 + 0.48). Statistically, the results of the analysis
summary in table 2, there was a significant difference (p <0.05) in the group was given DES compared to

the group without DES. It means, DES was given at 3 days of ages after birth can reduce the p53 gene

expression at 35 days ofage.

3.2. Effect of DES on Caspase-3 Levels

From the results of the analysis showed a difference between the group that was not DES-induced and

after DES induction, namely: (1.14 + 0.35) from (4.42+0.53") to (3.27 + 0.56b). Statistically, there was a

4
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significant difference (p <0.05) in the group without DES (best line) compared to those were given DES.

It means that DES was given at 3 days of age after birth can significantly reduce caspase-3 levels at 35

days ofage.

4. Conclusion
Diethylstilbestrol 1500 p gram was given at 3 days old can significantly reduce p53 gene expression

at 35 days of age. Diethylstilbestrol 1500 p gram was given at 3 days old can significantly reduce caspire

3-levels at 35 days ofage.
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Abstract
Diethylstilbestrol is a synthetic estrogcn hcn'- r;rc ui.ir:l' ,. ::scfui as hormone replacement therapy, but it also can trigger the
abnormal cells growth that will develop into e.-rvir:al .rr rct (lcrv.cal cancer is associated with invasion and metastasis potential
where the gold standard is a histopathological cxan;irr,.rir,ir :l[2] llistopathological examination is a method of seeing Cervical
Intraepithelial Neoplasia growth. Therc is no lherap' n!-.,'.il al thc CINI medium, 807o can return to normal. CN II & III can
develop into cancer cells (true cervical canc(1. prccur:r.,r' ,.'lN r)r pre-cancer therapy is more effective and efficient, and also
low cost before it develops into malignant can,:cr ccll'. .l r.ulate riiagnosis and prediction of malignancy are important issues in
clinical management, including biomarker ider:tilicatirrrr ,'' l''lN rliagnosis. CIN screening is an effective method to identiff the
presence of cancer earlier to decreasc thc n.,.r.''r1it; . ( \l , , r: has bcen treated can regrow/recur by some trigger factors such as

age, menopause, and surgery. Ocimunr has .,r ir:rti-,.r,,:i- .:fttcr through the caspase-3 induction which stimulates PARF to
release cytochrome-c. PARF induces apoptc: is in .:a : :.': . i s thr, rugh ROS increase. Ocimum has antioxidant activity, protects
cell damage, and acts as a scavenger hiqhi;.' rea( ir., | ,., radicals.'l'he results of the study group who received 1007o

diethylstilbestrol had Cervical Intracpithcliir I l ccp la,,'r i i . ). 40'zo at CN2 and CIN3 Stadium, and 20V;o at CINI. Chi-square
testresultsshowedthattherewasasignii.icarrt,.:ftt'cri)ct', rriltheadministrationof diethylstilbestrol andtheoccurrenceof CIN
in p-value <0.05. Then, there was no signilir':rnt;ir..r', ',rccn .he administration of Ocimum extract and CIN stadium with
p-value > 0.05.

Keyword:Pre,CervicalCancer,Diethylstilocstroi,('11.i.rI rnum,Perinatal,WistarRa| Invivo

Introduction
Based on the WHO report in 20 l:. it \va: i()r ir{[

more than 528,000 new cervical canc.lr cases .\',,,,',
80-90% are in developing countries. Cer' ictrl c: r. !: i
in second-ranking in all cancer cases inI,l.. n -rli, rr

2012, almost 266,000 women in the ".orl,-l .- , . l

cervical cancer. The number of people iviih uci, "l
cancer is predicted to increase l-5 tirne. irr -10',i

[3] Cervical cancer is 98% related 'i, t1,.,: ltir, ,'t

Papilloma Virus (HPY). HPV infe ' ,',n d,, .. ) ''
develop into cervical cancer as a ' .ol . l :c

endogenous and exogenous factors irr'.' ,r.<ii' - )

affect the process of cervical cancerl. t 'l :l(,,iir;

factors for cervical cancer are (l) so(i()-(.elii.'r ,rr. -

age, socioeconomic status, (2) factors ol . ,; \ -,,1 .r - ; '

the age of fust sexual intercourse. Tltcr', i ltc, ',' '.

needed at the CINI medium, 80o/o fior-: l'-rir s;l ')s :ir,,

return to be normal. [5]. Women with CIN II & III need

therapy such as a laser, cryotherapy, LEEP (Loop
Eleclrosurgicol Excision Procedure), and laser

conization. CIN II and III cases can develop into true

cervical cancers precursors within l2 months.[5j
Almost 330,000 CIN cases have been found in

Europe, 50% of them are CIN2 and CIN3. 1.5 per 1000

women in developing countries were found diagnosed

with CIN2 and CIN3, the highest incidence was 25 to
29 years. [6]. CIN does not cause specific symptoms.

Accurate diagnosis and prediction of malignancy are

important issues in clinical management, including the
;dentification of biomarkers for CIN diagnosis.[5]

CIN sueening is an effective method to identiflz

the presence ofcancer earlier to decrease the mortality.
CIN that has been treated can regrow/recur by some

trigger factors such as age, menopause, and surgery.[7].



Materials and Methods
Solution Preparation and Adminit;tr:
DES was obtained from SIGMI 1!.

Sprunce Streel, ST Louis M ari:. ( ,

7715763, which contains >99% s1'

content. Preparation of DES 1500 dos,

to see the presence of CIN was done b'

in a solution of corn oil and it wa:' :i'.

subcutaneously in 3-day-old Wistar rats, 10 grams in
weight,0.0l ml.
Extract Preparation and Administration of Ocimum
fhe type of Ocimum was used namely Ocimum
Citriodorum which is widely available in Indonesia
(Java). The extract uses Ocimum leaves from
BALITRO, Bogor, West Java. The procedure of making
extracts consists of 2 stages. The first stage was making
Ocimum Citriodorum powder and the second stage was

rnaking Ocimum Citriodorum herbal extract by
,raceration with variations in the composition of
;thanol and water. [ 8]. Then the Ocimum extract was

given in a sonde to Wistar rats according to the dosage.

For untreated mice, the NaCMC solution was given as a

,"rlacebo.
Histopathology Examination
fhe cervical tissue was fixed by a frozen section

.'nethod by soaking the tissue with an ethanol solution to
:emove liquid from the tissue, followed by a solution of
.oluene or xylene, then with paraffin. The final result
was formed paraffin block, where it was then sliced
:hinly with a special microtome knife. The thin slices

were then placed on a glass object, fixed fuither with
:he same solution as the chemical fixation method. The

lext step was painting. The tissue was painted with
;pecial dyes. Finally, after the tissue was fixed and

:olored, tissue in the glass object can be read under a

nicroscope and epithelial cells can be seen in the

cervical tissue.

Observation Time
Rats were divided into 4 groups, each group was

:onsisted of 5 rats. Group I was the negative control
group, only given a placebo in the form of l% NaCMC.

Sroup II was given DES at a dose of l5OOpgram /
kgBB without Ocimum, group III and IV was given a

lose of 1500 pgram / kgBB with Ocimum extract, each

,lose of 600 mg / kgBB and 800 mg / kgBB, the four

Jroups then euthanized at 49 days or 14 days after

rdministration (given starting at 35 days), the cervical
:pithelium was examined in stadium CI observation for
:ach group, the results were compared to controls.

Data Analysis
fhis research was an experimental research which was

;onducted in vivo.
Data analysis in this research used chi-square test.

Results and Discussions
lhe results of CN description study on the cervical
:pithelium group given by DES and the group that
:eceived DES with Ocimum can be seen in the figure
'relow.

1-,r . - IDE'.
-\. ,(,.It r(. . )

j,:: !'\A

I .tt esti,;-
.r'ir.ni k. .

' ';,l]',ring e

r l'ngla . ,'

Pre-cancer therapy is more effective arril :f,f icie u, , r.t

also low cost before it develops into rnalignant .an.. :l-

cells.[8][9]. Ocimum contains a numbel of imJorr,,rt
compounds such as l-8 cineol conllr,-r'ncs. ar.r..r.
anetol compounds, flavonoids, boron. r.iigrno St,:r:

eugenol, beta-carotene, magnesiurn, trr lrtophan. , , rtl

volatile. Ocimum has an anti-cancer ei.ir-i tl.rougi: r-.

caspase-3 induction which stimulates r''a,i{[; to re] : ":
cy'tochrome-cil0]. Ocimum has antilrxi,-lanf ac:.i r,
protects cell damage, and acts as a .1 -:. ,'nyer l',i. ,:.t'

reactive free radicals. Ocimum metabo',tes. na:r - ,.
alkaloids, polyphenols, triterpene lla,ro;,o,ls. Tr., ;;
metabolites cause apoptosis by moduli,rr .; 1;53. I-r. -.
and caspase. I l].

Ocimum leaves contain a highll' lr,rve substi'.r ;'-'

eugenol, by giving eugenol 100 mg'",t. 3B v,ir: a

frequency of 3 times a week in mice ,r,,.i"r ";i \'-m:,', '-
N'-nitro-N-nitrosoguanidine (MNNG) r-ii:r lic cance. rl
26 weeks, causing tumor cell apoptosi :. i ,, doe: i

cause apoptosis in the control group. Iicsmr,, .:
acid in Ocimum leaves inhibits thc p rliii:ratic r,'

tumor necrosis factor-a, inhibits the G(t - {l 1 and t r

S phases.[l3]. The content of terper.c irr -}:irnurr 'l'
element) increases Hl (Histonl) v'l,r:' ',,iii irrh , .:
transcription. Histone is a protective .:,, .i,. of i t
structure. [l4]. Research question. ',1 ', '.'lit .rutn li' ' ,.

have an anti-cancer effect thrrrugi ,,i- ictrc,

apoptosis in cell line (HeLa) cervical c.r-,.q;'. fhe t -i
of its anti-cancer is by decreasing llc'-' r'.,r,,:slsio., , ,-l

increasing Bax, cytochrome-c. .: rrr cisF.r

expression.[16]. Ocimum leaves ha',t ,;. ..nt--c.i

effect through induction of apoptosis in r'.:,1 i,ne (Fl , ,)

cervical cancer. The effect of itr; ii ...-arr:el' ,.

decreasing Bcl-2 expression and rr. :.r iiiig :, \-"

cytochrome-c, and caspase-3 expre.;si,:,

The results of various studies at, ,. .;llo,l'ec - ,

Ocimum exposure causes disrupti,.rn , r )11 rrrna

$owth which will activate the proi,;.,.,.;irrlic s,-
Based on the explanation above, a:l ir , .. ;:uC- . ,

conducted on the effect of Ocimunr :-' :: ..(:r1.. .:

CIN stadium of pre-cervical cancer' . ,-! r..rdels -' i'

induction of diethylstilbestrol (DES ) :



Figurc I r'! the treatment and control groups
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Group I, all epithelial cells urirr ltorltr iv.

Meanwhile, group II, III, and IV cerviral :pirtrelial . !ls

had abnormal growth (dysplasia). CII'. rva: foLrn I :rt

group I, II and III. CIN Stadium was se r - ; ' 'r 
!"otlp i it

was not found CIN3 stadium. Th:: ; . r,,. .V rel' .-i

Ocimum extract at a dose of 800 rns/l . '!)r'l The :' lt

of the chi-squoretest showed that tlrer: 1'... .l sign' . l

eflect between the mean of the controi .:, rtirp onlv :. -'n

DES) and the occurrence of CIN with p- iiit': ' <U., I

The results showed that adrniniiL,i.rruri oi ,.: .-r

100% caused cervical epithelial o)sp t.r,., (CIN). ' 91

and stimulates the formation of thc ab r;r,,1.:. ueii. ,' ,.i

works to interfere neuroendocrine. rr;lri ),r\ ili,r i c;ci. i,,

the hormone gonadotrophin-releas: h r l.)i,- (Cr,r t).

DES will reduce the level of tl.ss lat.' t.; . riri.N,\ ill
reduce GnRH stimulation in neurc,i,; !..,11 rr[<,red ,)\ !t
peptin. Kiss Peptin is a regulaioi'-),'.'egulalcs iic

production of GnRH. Kiss pe';t,,i ri!:l r t€9lr rl5

owlation, esffus cycles, sex differ,-,ti, .rit;. 'tr,:l a , .s

puberty. [20].
DES causes proliferation of r',.:lt i,i ,:piti.;,. .,i'

through estrogen receptors. l2', i F ,i'.,,, :r .'.':c[r!.,,"' .

ty

iTADIUM ON *,qk**gfADaUMClN

in the nucleus, estrogen bonds, and estrogen receptors

increase transcription in the target gene. Activation of
rhese target genes will increase the tissue response,

lbllowed by the increasing of protooncogene including

nRNA c-fos, c-jun, and c-myc. In the vaginal
cpithelium, the increasing of protooncogene c-fos, c-iun
s almost 4-fold. {22}

DES or diethylstilbestrol is a synthesis of estrogen,

,as the chemical formula is C13H26O2. DES is used to

i)revent miscarriage or premature labor. In 1946-1971,

..round 2 to 4 million individuals were exposed to DES

tluring their pregnancy.[13] Women exposed to DES

.luring pregnancy causes a disorder called DES

,laughlers. DES daughlers show reproductive tract

,ibnormalities in the form of vaginal and cervical
,,denoid followed by the development of columnar

cpithelium in the cervix and vagina. DES daughter has a

' isk of developing cervicql clear cell-qdenoma-
,\denosis cervical vaginal is a precursor of
'denocarcinoma. [5]



Figure 3. CIN Sta,ttut,, rht' llut .r, l)l'.5 ,tnd DES with Ocimum 600 mg/kgBB
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The Chi-square test results shou j, , E,. .,.
significant difference in the mean g'r)ui) w'hiciu as

given DES and Ocimum extract, with r d , oi'r.i'
KgBB compared to the control group v i : ) ;i-i'?
>0.05. There was no significant d 1fe'erlce in i'o

statistical test results because the nut' b, - ol sl n 'ir(

was relatively small (5 rats) or possib', '\:cause 01 j
CIN stadium was not homogeneous/diitrr"'t. thus it ' rs

iifficult to observe the effect of Ocimum on non-

:rorDoggr€ouS CIN stadium. It recommends, in the future
'e-search to see the effect of Ocimum on pre-cancer, the

.roup of rat must be at the same CIN stadium. However,

he results of the study illustrate that the group was

liven DES and Ocimum extract doses of 600 mglKgBB,

he flequency of CIN3 stadium was lower than CINI
rind 2.

ffi

I DES

vere given DES was positive CINI stadium,2, and 3

,ut DES group with Ocimum extract, it was not found

-'lN3 medium.

1--onclusions

The results of this study, there was a significant
'ffect between administration of diethylstilbestrol with
ItN (p <0.05) and there was no significant correlation
,etween the effects of Ocimum extract dose of
,OOmg/Kg BB and a dose of 800mg/KgBB on CIN with
, > 0.05. This condition may be caused by the number
,f small samples or inappropriate dose given to inhibit
he groMh of abnormal cells in the cervix. However,
here was no CIN3 found in the 800mg dose group
,r,here Ocimum had an anti-cancer effect.

Figure 4. CIN Sta, r r,. ..!, li.,r.- ,.tl:S ntd DESwith Ocimum 800 mg/kgBB
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Chi-square statistic results were o , .l ;-

which means, there was no significair' ::it'erenci r:;

mean of groups were given DES and )r t, 1 , .

before and after administration of 80 ' ' ,.'

CIN medium with p-value : > 0.05. (,.(.''1 l-r,.t','

no significant difference in the statisti, ' :. . ' .

possible because of the lack of doses ,rri I

research, it should increase the doses I .e riltnDf r trl:

samples was relatively small (5 rats) or . ('': )r\ l)e. .

of the CIN stadium was not homogener:, si , ,e' -,r1

it was difflrcult to observe the effect of ,c t;.' ,r,t :'.

homogeneous CIN stadium. Giving )'r -ri'', i- '
extract doses of 800 mg/Kg BB in Clr!, ii rr( !l.t i):

CIN 1

crN 3 ]t,$,,: WWlffi i:fillu-
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