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PAT VAN PE

Nhiém HPV (Human Papillomavirus - virus gay u nhd & nguoi) hién
nay la mot trong nhiing van dé thoi su y hoc do méi lién quan dén bénh
sti mao ga sinh duc, ung thu cb tir cung - mot can bénh gay tir vong
hang tha hai ¢ phu nit va cac loai ung thu duong hau mén - sinh duc
khac. C6 khoang 30-40 typ HPV lay nhiém qua quan hé tinh duc, trong
d6 mot sb typ HPV c6 thé dan dén ung thu ¢6 tir cung, &m ho, 4m dao,
hau mén & nir gisi va ung thu duong vat, hau mén ¢ nam gisi.Vé kha
nang giy ung thu, HPV dugc chia thanh 2 nhom: nhdm nguy co cao
(HR) va nhom nguy co thap (LR).

Ti 1& nhidm HPV & nir tir mot phan tich tong hop caa 78 nghién ciu
trén toan thé giéi noi chung 1a 10% va typ thudng gap nhat 1a 16 va 18.
Déi véi nam gidi ti 16 nay & trong khoang tir 0 dén 73%. Tuy nhién, cac
nghién ciru nay thuong thuc hién ¢ cong dong, ti 18 nhiém HPV & nir
thuong thay dudi 15% va & nam khong hon 20%. Tréi lai, & nhimg ddi
tuong mac cac nhlem trung qua duong tinh duc (STIs) hay c6 bat
thuong té bao hoc & ¢b tir cung thi ti 1& nhiém HPV lai cao hon. Yéu té
nguy co quan trong nhét trong sy lay truyén HPV sinh duc d6 1a sé ban
tinh va lugng ngudi ¢6 quan hé tinh duc vai nhitng ban tinh d6, ngoai
ra, cac nhidém tring dong thoi & duong sinh duc ciing da duoc béo céo
lién quan dén su ton tai HPV dai dang ciing nhu sy giam kha niang dao
thai HPV. Do vay, nhitng phu nit thudc nhdm c6 nguy co cao bao gom
nhitng phu nix c6 STIs, gai mai dam ...hay nam gigi c6 nhiéu ban tinh
va c6 quan hé tinh duc ddng giéi thuong c6 ti 1& nhiém HPV cao va su
t6n tai HPV lau hon.

SUi mao ga 1a mot bénh lay truyén qua duong tinh duc thuong gap
nhét, do nhiém HPV nguy co thép, ti Ié tai phat sau diéu tri cao. Nhiing
tién bo méi trong y hoc cho ra doi nhiéu thude diéu hdoa mién dich gitp
bénh it tai phat nhung gia thanh twong d6i cao va ngudi bénh tai nudc ta
kho tiép can. Qua nhiéu nghién ciu trong hai thap nién gan day vé cac
tac dung cua cimetidin trong chuyén nganh da lidu trén thé gigi, chdng
t6i nhan thay cimetidin c6 tac dung diéu bién mién dich, gi4 thanh thip
va dé str dung véi tc dung phu trong gigi han cho phép, cé thé ung
dung trong diéu tri phdi hop voi cac phuong phap khic nham ngin
ngua bénh sui mao ga tai phat.

Chinh vi tinh phd bién va phirc tap ciia nhiém HPV ciing nhu cac
hau qua ma HPV giy ra, ching t6i di tién hanh nghién ctu dé tai
“Nhiém Human Papillomavirus trén bénh nhan bi nhiém trung lay
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truyén qua duwong tinh duc va tac dung cia cimetidin trong phong
tai phat bénh sui mao ga”
Vo1 cac muc ti€u sau:
1. Xdc dinh ti 1¢ nhiém va cdc typ HPV trén bénh nhin mic bénh
ldy truyén qua dwong tinh duc.
2. Khdo sdt méi lién quan giita tinh trang nhiém HPV véi cic yéu
10 nguy co.
3. Ddnh gia hi¢u qud cua cimetidine trong phong tai bénh phat sui
mao ga.
NHUNG PONG GOP MOI CUA LUAN AN
1. Luan an da xac dinh dugc ti I¢ nhiém HPV va céac typ HPV trén
bénh nhan STIs tai bénh vién chuyén khoa dau nganh.
2. Néu dugc nhitng yéu té nguy co lién quan dén tinh trang nhiém
HPV & bénh nhan STls.
3. Budc dau danh gia tic dung diéu hoa mién dich cua cimetidin trong
diéu tri phong tai phat bénh stii mao ga phéi hop véi laser CO,.
BO CUC CUA LUAN AN
Luan an gom 126 trang. Phan Pat van dé 3 trang; Két luan 2 trang;
Nhimng dong gop méi 1 trang; Kién nghi 1 trang. Luan 4n c6 4 chuong:
Chuong 1: Tong quan 32 trang; Chuong 2: Dbi tugng va phuong phép
nghién ctu: 20 trang; Chuong 3: Két qua nghién cau: 30 trang; Chuong
4: Ban luan 37 trang. C6 42 bang, 2 biéu db va 4 hinh, 11 anh, phu luc va
138 tai liéu tham khao vai 9 tai liéu tiéng Viét va 129 tai liéu tiéng Anh.

CHUONG 1
TONG QUAN

1.1M@t s nét so' lwgc vé virus HPV

Human Papillomavirus (HPV) la loai virus sinh u nhi chaa vat liéu
di truyén DNA, c6 &i tinh manh véi biéu mé, dic biét 1a biéu mé gai lat
tang & da va niém mac. Xap xi 100 typ HPV khac nhau da dugc dinh
danh thé hién sy i tinh mo dic trung. C6 khoang 40 typ HPV lay qua
duong sinh duc dugc phan thanh 2 nhém theo nguy co giy ung thu
gom: nhém "nguy co cao" ¢ kha ning gay loan san, ung thu va nhém
"nguy co thap" gy loan san & mirc do thap, nhe, tén thuong chu yéu l1a
sUi Mao ga va u nhu dudng hd hap.
1.1 Dich té hoc va yéu t6 nguy co nhiém HPV

Ti 1& nhiém HPV ¢ thanh thiéu nién c6 quan hé tinh duc thuong rat
cao, khoang 50-80% trong vong 2-3 nam sau 1an QHTD dau tién. Hau



hét céc nghién ctu vé tinh hinh nhiém HPV da cho thiy su khac biét tir
6 dén 8 lan ti 1¢ nhidm HPV& phu nir tré so véi nhém nhiéu tubi hon.
Ty 18 nay dao dong tir 12% dén 56% & nir gidi dudi 21 tudi so véi chi
2-7% & phu nir trén 35 tudi. Mot s bao cdo gan day cho thay ty &
nhiém HPV sinh dyuc & nam gidi cao tuong dwong nit gigi trong cliing
béi canh nghién ctu.

Nhiing yéu té nguy co ddi véi nhidm HPV va tinh trang nhiém triing
dai dang phu thudc vao tudi, giéi, tudi quan hé tinh duc lan dau, hanh vi
tinh duc, sé luong ban tinh trong doi cling nhu nhimg ngudi 6 tiép xuc
tinh duc véi ban tinh caa ho, viéc dung thudc udng tranh thai va thoi quen
hat thudc 14, nhidém Chlamydia Trachomatis va virus Herpes simplex.

1.3 C4c biéu hi¢n 1am sang do HPV

Biéu hién da: Hat com thuong, hat com ban chan, hat com phéng, loan
san thuong bi dang hat com (EV), ung thu da khong hic t6 (NMSC)

Biéu hién niém mac: Sui mao ga, san dang Bowen/ loan san noi
biéu md khong biét héa, hong san Queyrat va ung thu dwong vat, loan
san va ung thu ¢ tir cung, nhiém HPV khoang miéng, u nha duong hd
hap hay tai phat, bénh Heck’s va ung thu dau, co.

+ Sui mao ga

Ton thuong sii mao ga 1a nhitng cum nhiéu u nha phét trién lan
rong, c6 mau nau, trang hay mau da, c6 cuéng hay day rong, gap chu
yéu & viing hau mén, sinh duyc, thuong do HPV typ 6 va 11 gay ra.

O nam giéi, céc vi tri hay gap la & vanh quy dau, than va dau duong
vat. Bénh thuong gap ¢ nhimg nguoi khdng cit bao quy dau. O phu nit,
t6n thwong thuong giap ¢ ving sinh duc ngoai nhu & tién dinh, am ho,
cb tr cung. Ddi voi nhitng bénh nhan c6 hé mién dich suy yéu, bénh
phét trién rat manh va thuong dé khang vai diéu tri, ti 18 tai phat cao.
1.4 Phwong phap diéu tri cac bénh da do HPV gay ra

+ Phuong phap phé huy tén thuong tai chd

+ Thudc diét virus

+ Thudc tc ché phan bao

+ Céc thude diéu hoa mién dich
1.5 Céc nhiém tring lay truyén qua dwong tinh duc (NTLTQDTD-STIS)

Céc hoi chimg thuong gap cia NTLTQDTD: Tiét dich am dao, tiét
dich niéu dao, loét sinh duc, dau bung dudi, sung biu, sung hach ben

MGt s6 bénh lay truyén qua duong tinh duc thuong gap: Giang mai, lau,
nhidm Chlamydia sinh duc, viém am dao do vi khuan, bénh Herpes sinh
duc, nhigm HPV va stii mao ga, nhiém nim Candida, nhim tring roi.



1.6 Vai tro caa cimetidin trong chuyén khoa da liéu

Cimetidin 1a chéat d6i khang trén thu thé histamin H,, tac dung
chu yéu cuaa cimetidin 13 Gc ché té bao thanh da day tiét acid. Tuy nhién,
dua vao su bét hoat thu thé histamin H, cua té bao T wc ché, cimetidin
dugc chimg minh 14 c6 dic tinh diéu hoa mién dich & liéu cao thong qua
su hoat hoa Thil san suat ra L2, 6,8 va Interferon. Ngoai ra cimetidin
con ngan can té bao T G ché, 1am gia tang hoat dong tang sinh lympho
bao vi vay giup tang cuong dap ing mién dich qua trung gian té bao.

Cimetidin duoc ing dung diéu tri trong diéu tri: hat com thuong
va hat com sinh dyc, u mém lay, may day va cac bénh li qua trung gian
té bao bon. ..

CHUONG 2
POI TUQNG, VAT LIEU VA PHUONG PHAP NGHIEN CUU
2.1 Pbi twong nghién ciru

301 bénh nhan bi nhidm trung lay truyén qua duong tinh duc trong
d6 tudi 15 — 69 dén kham va diéu tri tai bénh vién Da liéu Trung wong.
2.1.1 Tiéu chuan chan do4n

- Chan doéan cac nhidm tring va bénh lay truyén qua duong tinh duc
(STIs va STDs) dwa vao cach tiép can hoi chitng va két qua xét nghiém
theo hudng dan cua Cuc Phong, chéng HIV/AIDS - Bo Y Té ( theo tai
liéu “Chan doan va diéu tri cac nhiém trang lay truyén qua duong tinh
duc” do Nha xuat ban Y hoc san xuat nam 2008.

- Chan doan bénh sti mao ga dua vao thuong ton 1am sang: cac nhd,
san sti mau hdng, nau nhat gidng mao ga. C6 nhiéu thé 1am sang khac
nhau: thé sti, thé mun com, thé phang.

2.1.2 Tiéu chuin lya chen va loai trir bénh nhan

- Tiéu chuin luya chon: Bénh nhan bi nhiém tring lay truyén qua
duong tinh duc va ddng y tham gia nghién cuu.

- Tiéu chuan loai trir: Bénh nhan nir ¢6 thai, mic cac bénh man tinh,
hiém ngheo hay réi loan tam than, nhidm HIV hozc céc bénh li gay suy
giam mién dich, khong du diéu kién lay bénh phim, khéng dung cac
thudc nhur phenytoin, theophyllin, thudc chéng dong, thude e ché mién
dich...(bénh nhan tham gia thir nghiém lam sang)

2.2 Phwong phap nghién ctru

2.2.1 Thiét ké nghién cieu: Cho myc tiéu 1 va 2: md ta cit ngang, tién
ctru. Cho muc tiéu 3: thir nghiém 1am sang c6 ddi ching

2.2.2 C& mau va cach chen mau



+ Cé mdu nghién cizu cho muc tiéu I va 2 dwoc tinh theo cong tharc:
n= Zzl_a/z p(l'p)/ d2

= 301 bénh nhan.

+ Cé mdu nghién ciru thiz nghiém 1am sang:

[Fl—a/2 /(T + DT =) +z1_py/im (1 — m) + m(1 — m)]”

mn

Almy — )2

= 31 bénh nhan cho mdi nhém
2.3 Cac ki thuét nghién ciu
2.3.1 Thu thap bénh nhan

Kham 1am sang dinh huéng chan doan STIs, thu thap thdng tin, tim
hieu yéu t6 nguy co va huéng dan bénh nhan lam xét nghiém can thiét.
2.3.2 Xac dinh céac nhiém trung lay truyen qua dwong tinh duc:
Thong qua cac ki thuét soi tuoi tim nam, trang roi, vi khuan va xét

nghiém huyét thanh chan doan giang mai. Cac xét nghiém nay dugc
thuc hién tai khoa xét nghiém bénh vién Da liéu Trung wong. Sau d6
cac mau dung cho PCR dinh tinh lau (NG), Chlamydia Trachomatis
(CT), Herpes simplex (HSV) va HPV  dugc bao quan ¢ -20°C..., van
chuyén va tién hanh phan tich tai phong thi nghiém Céng ty Co phan
Cong nghé Viét A (day 1a cong ty chuyén thuc hién cac xét nghiém
realtime PCR va dinh typ HPV cho Bénh vién Da liéu Trung wong tir
nim 2011 dén nay).
2.3.3 X4c dinh nhiém HPV, HSV, CT va NG va dinh typ HPV
2.3.3.1 Tach DNA (iVApDNA Extraction Kit - VA.A92-002A - 50
tests/bo va iVAbDNA Extraction Kit - VA.A92-002C - 50 tests/bd)

+ Ph& mang té bao

+ Loai bo protein

+ Tua DNA

+ Tinh sach DNA sau khi tha sé& duoc rira lai véi ethanol 70%.

+ B4o quan DNA: Sau d6 san pham tach chiét s& dwoc bao quan
biang dung dich TEX1
2.3.3.2 Realtime PCR xic dinh nhiém HPV, CT, NG, HSV
- Trinh tw mdi phat hién HPV, CT, NG, HSV (trinh ty nay dugc téng
hop boi hing IDT-Singapore)

Kich
Tén moi Trinh tu (5’ - 3°) Gene thwéc
PCR (bp)
HPV(Human papillomavirus ) L1 180
HPV F [TTTGTTACTGTGGTAGATACTAC




HPV R GAAAAATAAACTGTAAATCATATTC

HPV Probe | GTTTCTGAAGTAGATATGGCAGCACA

CHT(ChlamydiaTrachomatis) Ompl |95

CTH F CCCCAGACAATGCTCCAAGGA

CTHR GGTAGCTTGTTGGAAACAAATCTGA

CTH Probe | AATCTCCAAGCTTAAGACTTCAGAGGAGCGTTT

NGN (Neisseria gonorrhoeae) cppB 105

NGN F GCTGTTTCAAGTCGTCCAGC

NGN R CGAAGCCGCCAGCATAGAGC

NGN GCTATGACTATCAACCCTGCCGCCG

Probe

HSV (Herpes Simplex Virus) Glycopr |150
otein B

HSV F CATCACCGACCCGGAGAGGGAC

HSV R GGGCCAGGCGCTTGTTGGTGTA

HSV Probe | CCGCCGAACTGAGCAGACACCCGCGC

- Chu trinh nhiét

100

Temperature
3

Segment 2

Segrment 1
1 Cycle 40 Cycles

2.3.3.3 Ky thuat Reverse Dot Blot dinh typ HPV
Ky thuat Reverse Dot Blot dinh 24 kiéu gene Human
Papillomavirus: Low-risk: 6, 11, 42, 43, 61,70, 71, 81 va High-risk:
16, 18, 31, 33, 35, 39, 45, 51, 52, 53, 56, 58, 59, 66, 68, 82.
2.4 Piéu tri
- Nhém can thiép: laser CO, + udng thudc cimetidine vai liéu
40mg/kg/24h trong 8 tuan
- Nhém chung: laser CO,
Chi tiéu nghién civu: danh gia cac chi sb vé thoi gian diéu tri, s6
lan d6t béng laser CO, (mdi lan diéu tri cach nhau 2 tué”m), tac dung phu
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khi ubng cimetidin, tai phat (co ton thwong méi, so lugng). Thoi gian
theo ddi sau diéu tri 1a 12 thang.

Panh gia két qua diéu tri tot: sau mot lan diéu tri khong bi tai
phat, khdng co bién chimg sau dét bang laser CO, va khdng ¢ tac dung
phu do uéng cimetidin.

2.5 Thoi gian va dia diém nghién ctru

Tur thang 3/2011-6/2013, nghién ctu dugc tién hanh tai Bénh
vién Da lidu Trung uwong va cong ty c¢6 phan cong nghé Viét A.

2.6 Phwong phap xir Ii s6 ligu

S6 liéu dugc nhap, quan i bang Microsoft excel va dugc phan
tich bang phan mém Medcalc version 13.1.0.

Trong qua trinh phan tich st dung céc tan sd, ti 1& phan tram dé

mo ta cac bién dinh tinh, so sanh 2 ty 1¢, so sanh gia tri trung binh dé
danh gia két qua diéu tri. Su khéc biét gitra hai ty I¢ duoc so sanh bang
test y°, gia tri p <0,05 duoc coi la su khéc biét c6 ¥ nghia théng ké. St
dung phan tich don bién véi ty suit chénh (OR) diéu chinh véi db tin
ciy 95% (95% Cls) dé danh gia sy lién quan gitta nhdm HPV - DNA
dwong tinh véi cac yéu té nguy co gdy nhiém.
2.7 Han ché cia dé tai: Nghién ctu tac dung cua cimetidin chi duoc
thuc hién trong thoi gian 8 tuan (nhiéu bénh nhan & xa, khéng tuan tha
diéu tri nén khdng kéo dai viéc dung thudc trén 12 tuan nhu cic nghién
ctru khac trén thé gioi) vi vay khong lam rd duoc vai trd cua cimetidin
trong viéc diéu bién mién dich ngudi bénh.

CHUONG 3
KET QUA NGHIEN CUU
3.1 Ti & nhiém va céc typ HPV
3.1.1 Ti I&¢ nhiém HPV

HPV (+)

HPV (-)

36.540%

63.460%

Biéu do 3.1: Ti l¢ nhiém HPV
Nhgn xét: Ti Ié nhiém HPV & nghién ctru nay l1a 36,54% (110/301) .
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3.1.2 Ti I nhiém HPV theo giéi 3
Bdng 3.1: Ti ¢ nhiem HPV theo gigi

Nam Nir
HPV n % n % P
Duong tinh 58 40,56 52 32,91 p=0.2
Am tinh 85 59,44 106 67,09
Tong 143 475 158 52,5

Nhgn xét:

+ Ti 1& nhiém HPV & nam 1a 40,56% (58/143) va ti 1é bénh nhan nam
nhiém HPV trong tong sé bénh nhan nghién ciru 13 19,26% (58/301).

+ Ti lé nhiém HPV & nir 12 32,91% (52/158) va ti 1¢ bénh nhan nit
nhiém HPV trong tong s6 bénh nhan nghién cau 1a 17,28% (52/301).

+ Sy khac biét vé ti 1¢ nhidm HPV theo giéi khong c6 ¥ nghia thong
ké véi p>0.05.
3.1.3 Ti I&¢ nhiém HPV theo nhom tudi

Biéu do 3.2: Ti ¢ nhiém HPV theo nhom tudi

0
100.00% 80.00%

80.00%
55.556%
60.00%

40.00% 24.731%

20.00%
20.00%

.00%
15-19 20-29 30-39 40-49 50-69
Nhdn xét: Ti I¢ nhim HPV cao nhat trong nhom 15 — 19 tudi véi 80%,
ké tiép 1a nhom 50 — 69 tudi 1a 55,6% va nhom tudi 20 - 29 véi ti 18 1a
42.5%.
Ti I nhidm HPV thip nhit & nhém tudi 40 — 49 vai 20%.
3.1.3 Pinh danh céac typ HPV
Bdang 3.2: Cac typ HPV trong nghién criu

. S6 luot % trén so lugt % trén so
Typ HPV nhiém nhiém HPV(+)
Duong tinh 6 28 17,39 25,45
Duong tinh 11 65 40,37 59,09
Duong tinh 16 17 10,56 15,45
Duong tinh 18 17 10,56 15,45
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Duong tinh 45 6 3,73 5,45
Duong tinh 51 2 1,24 1,82
Duong tinh 52 2 1,24 1,82
Duong tinh 58 10 6,21 9,09
Duong tinh 59 1 0,62 0,91
Duong tinh 61 2 1,24 1,82
Duong tinh 62 1 0,62 0,91
Duong tinh 70 1 0,62 0,91
Duong tinh 81 8 4,97 7,27
Duong tinh 20 1 0,62 0,91
Tong 161 100

Nhdn xét: + Trong céc typ HPV duong tinh nguy co cao, typ 16 va 18 deu
chiém ti I¢ 15,45% (17/110), typ 58 chiem 9,09% (10/110). )
+ Trong cac typ HPV nguy co thap thi typ 11 chiém ti I¢ cao nhat Ia

59,09% (65/110), tiép theo la typ 6 25,45%(28/110).
3.1.4 Sw phoi hgp nhiém cac typ HPV trén mjt ngudi bénh
Bdng 3.3: Su phoi hep nhiem cac typ HPV trén mét nguwoi bénh

HPV-DNA (+) n % p
1typ 71 64,55
2 typ 31 28,18 p<0,0001
Trén 3 typ 8 7,27
Tong 110 100

Nhgn xét: Pa s6 bénh nhan nhiém mot 1 typ HPV (64,55%), s6 bénh
nhan nhiém 2 typ chiém 28,18% va ti I& bénh nhan nhidm trén 3 typ la
7,27%. Su khac biét co y nghia théng ké vai p<0,05.
3.1.5 Ti I¢ nhiém HPV theo nguy co giy ung thu

Bdng 3.4: Phan b ti 1¢ nhiém HPV theo nguy co gdy ung thw

Nhiém HPV n % p
Nhom nguy co thap 65 59,1
Nhoém nguy co cao 14 12,7
Nhiém ca hai nhom 31 28,2 p=0.0043
Tong 110 100

Nhgn xét: S6 bj nhiém HPV nguy co thap la chu yéu véi 59,1%, ti I¢
nhiém HPV nguy co cao la 12,7%. Su khac biét c6 ¥ nghia thong ké vai

p = 0,0043 (p<0,01).

3.1.6 Ti I¢ nhiém HPV theo nguy co va theo giéi
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Bdng 3.5: Phan bé ti |é nhiém HPV theo nguy co va theo gigi

HPV Nguy co cao Nguy co thip Nhiém hai nhom
Nam N Nam Nir Nam Nir
n 8 6 35 30 15 16
% 7,3 54 31,8 27,3 13,6 14,6

Nhgn xét: + Doi véi nhom HPV nguy co cao, ti I¢ nam gidi mac la
7,3%, nit gjc’yi chiém 5,4%. ) )
+ Doi véi nhom HPV nguy co thap, nam gigi chiem 31,8%, nir

gioi chiém 27,3%.

+ C6 13,6% nam gisi va 14,6% nix gisi nhiém dong thoi HPV
nguy co cao va thap.

3.2

Méi lién quan giira nhiém HPV véi cac yéu td nguy co

3.2.1 Méi lién quan giira nhiém HPV véi tudi QHTD lan diu
Bdng 3.6: Mai lién guan gi@a nhiém HPV véi tudi QHTD lan dau

Tudi QHTD HPV Téng OR
lAn dau Co Khoéng (95% CI)
< 18 tudi 11 12 23
47,8% 52,2% 100% 1,66
>=18 tuoi 99 179 278 (0,71 - 3,89)
35,6% 64,4% 100%
Téng 110 191 301
36,5% 63,5% 100%

2 = 0,89; p=0,34

Nhgn xét: + Nhém bénh nhan quan hé tinh duc lan dau truéc 18 tudi cé
ti 1¢ nhiém HPV 1a 47,8% trong khi nhom ddi twong thyc hién hanh vi
nay lan dau tir 18 tudi tre 1én thi ti 16 nhiém HPV 1a 35,6%. Su khéc biét
nay khong c6 y nghia vé mat thong ké (p>0.05).
+ Nguy co nhidm HPV ting 1én 1,66 1an véi nhém c6 QHTD
trudc tudi 18 (OR=1,66; KTC 95%: 0,71 — 3,89).
3.2.2 Méi lién quan gitra nhiém HPV véi s6 ban tinh
Bdng 3.7: Méi lién quan gi#a nhiém HPV vgi sé ban tinh

S6 lwgng HPV Téng OR
ban tinh Co Khéng (95% CI)
- 54 72 126
42,9% 57,1% 100% 1,59
1 56 119 175 (0,99 — 2,56)
32% 68% 100%
Téng 110 191 301
36,5% 63,5% 100%
y2 =3,27; p=0,07
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Nhgn xét: + Nhitng bénh nhan c6 nhiéu hon hoic bang 2 ban tinh c6 ti
I¢ nhiém HPV la 42,9%, trong khi nhom c6 1 ban tinh thi ti I¢ nay la
32%. Sy khac biét nay khong ¢6 ¥ nghia thong ké vai p>0,05. .

+ Néu bénh nhan c6 nhiéu hon hodc 2 ban tinh tai thoi diém
nghién ctru thi nguy co nhiém HPV ting lén 1,59 lan (OR=1,59; KTC
95%: 0,99 — 2,56).

3.2.3 Méi lién quan giira nhiém HPV véi thudc la
Bdng 3.8: Méi lién quan gi#a nhiém HPV vgi thuéc 14

Hut thudc, HPV Tong OR
khoi thudc Co Khong (95% CI)
cé 51 57 108
47 2% 52,8% 100%
Khong 59 134 193 2,03
30,6% 69,4% 100% (1,25-3,3)
Téng 110 191 301
36,5% 63,5% 100%
x2 =7,58, p=0,0059

Nhdn xét: + Nhém bénh nhan c6 hit thudc (chu dong va thu dong) co ti 1é
nhiém HPV 1a 47,2% trong khi & nhom khdng hut thudc 14 ti 1¢ nay 1a 30,6%.

+ C6 su lién quan gitra thoi quen hat thudc vai tinh trang nhiém
HPV (x2 = 7,58, p< 0.05).

+ Nhom bénh nhan hit thude 14 c6 nguy co nhiém HPV gip 2 lan
S0 v&i nhom khdng bi anh huéng (OR=2,03; KTC 95%: 1,25-3,3).
3.2.4 Méi lién quan giira nhiém HPV véi viéc dung bao cao su

Bdng 3.9: Méi lién quan gi#a nhiém HPV vgi viéc diing bao cao su

Bao cao su HPV Tong OR
C6 Khang (95% CI)
Khéng, 104 169 273 2,26
thinh thoang 38,1% 61,9% 100% (0,89 -5,75)
Ludn lubn 6 22 28
21,4% 78,6% 100%
Téng 110 191 301
36,5% 63,5% 100%
v2 =2,36; p=0.12

Nhan xét:

+ Ti I& nhiém HPV & nhdm bénh nhan c6 dung bao cao su thuong
xuyén la 21,4% trong khi d6 & nhdm khéng dung hoac it dung thi ti &
nay 1 38,1%. Su khac biét nay khong c6 ¥ nghia thong ké (p>0.05).
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+ Nguoi bénh c6 théi quen dung BCS gilp giam nguy co méc
HPV 2 lan (OR=2,26; KTC 95%: 0,89-5,75).
3.2.5 Méi lién quan giira nhiém HPV va thudc ngira thai

Bdang 3.10: Mgi lién quan gi@#a nhiém HPV va thuéc ngera thai

Thuoc HPV Tong OR
ngira thai Co Khong (95% CI)
29 24 53 2,49
Co 54,7% 55,3% 100% (1,61 -3,85)
23 82 105
Khong 21,9% 79,1% 100%
52 106 158
Tong 36,5% 63,5% 100%
¥2=15,72; p=0,0001
Nhan xét:

+ Ti & nhiém HPV & nhém bénh nhan c6 dung thudc ngtra thai la
54,7% trong khi d6 & nhom khong dung thi ti 1€ nay la 21,9%.

+ Chi sb y2= 15,72; p=0,0001 cho thiy c6 mdi lién quan giita
viéc dung thudc ngira thai va tinh trang nhiém HPV.

+ Thoi quen dung thudc ngira thai lam ting nguy co 18 nhiém

HPV 2,49 lan (OR=2,49; KTC 95%: 1,61 -3,85).
3.2.6 Maoi lién quan giira nhiém HPV V6i so lan mang thai
Bdng 3.11: Mai lién quan gi@#a nhiem HPV véi sé lan mang thai

S6 1an mang HPV Téng OR
thai Co Khéng (95% CI)
Mot 13 26 39 1,17

203% | 66,7% | 100% | (0,36—3,74)
Hai 6 14 20 2,36
300% | 70,0% | 100% | (0,82-6,75)
Hon hai 7 20 40 0,64
175% |82,5% 100% (0,27 - 1,47)
Chua 26 20 59
441% | 559% | 100% 1
Téng 52 106 158
329% | 67,1% | 100%
¥2 =9,043; p=0,029
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Nhan xét:

+ Ti 1& nhiém HPV cao nhat & nhom chua mang thai voi 44,1%,
ké d6 1a nhém mang thai mot 1an véi 20,3%. ,

+ %2 =9,043; p=0,029 cho thay c6 sy lién quan gitra s6 lan mang
thai va tinh trang nhiém HPV.

_*+ Nhitng bénh nhan nt mang thai mot lan c6 kha ning tang ti 1€
nhidm HPV 1,17 lan (OR= 1,17; 95% CI), ti 18 nay tang lén 2,36 1an khi
mang thai hai 1an (OR=2,36; 95% ClI).

3.2.7 Méi lién quan giira nhiém HPV véi kiéu QHTD

Nhgn xét: )

+ QHTD sinh duc-sinh duc xay ra ¢ tat ca di twong nghién cau,
ti 16 nhiém HPV la 36,54%.

+ Ti 1& nhiém HPV & nhém bénh nhan c6 QHTD kiéu sinh duc-
sinh duc va sinh duc-miéng la 42,1%, & nhém c6 QHTD sinh duc-hau
mon la 20,3%.

+ Nhom déi tuong ¢6 QHTD kiéu sinh duc-sinh duc va sinh duc-
miéng c6 kha nang mac HPV 1,63 lan so véi QHTD kiéu sinh duc-sinh
duc va sinh duc-hau mén (OR=1,63; KTC 95%:1,01 — 2,62).

+ Khong c6 ddi trong nao c6 QHTD theo 3 kiéu.
Bdng 3.12: Mai lién quan giiza nhiém HPV véi kiéu QHTD

Kieu QHTD HPV . OR
Cé Khéng Tong (95%CI)

Sinh duc-sinh duc 110 191 301 0,63
36,54% 63,46% 100% (0,58 - 0,69)

Sinh duc-miéng 64 88 152 1,63
42,1% 57,9% 100% (1,01 -2,62)

Sinh duc-hau mén 1 2 3 0,87
20,3% 66,7% 100% (0,08 —9,67)

¥2 =5,82; p= 0,054

3.2.8 Mai lién quan giira nhiém HPV véi tién sir STIs
Bdng 3.13: Mai lién quan gi@#a nhiem HPV véi tieén si STIs

N HPV Ton OR
Tien sir STIs Cé | Khong ’ (95% ClI)
s 38 108 146
26% | 74,0% | 100% 0,41
Khong 72 83 155 (0,25 0,66)
46,5% | 535% | 100%
Tong 110 191 301
36,5% | 635% | 100%
x2 =12,66; p = 0,0004
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Nhdn xét:

+ Ti 1& nhiém HPV & nhém c6 tién st STIs 1a 26% trong khi &
nhom khdng ¢ tién sir STIs 1a 46,5%.

+ 42 =12,66; p = 0,0004 cho thay co su lién quan giita tién sir
STIs va tinh trang nhiém HPV.

+ Bénh nhan ¢ tién str STIs it ¢c6 nguy co nhiém HPV hon so véi
nhom khdng ¢ tién sir (OR=0,41; p=0,0003).
3.2.9 Méi lién quan gitra nhiém HPV véi nhiém CT va HSV

Bdng 3.14:Méi lién quan gii#za nhiém HPV véi nhiém CT va HSV

Nhiém HPV Tong OR
Co Khdng (95% CI)
Co 19 38 57 0,84
Nhiém CT 20,2% 66,67% (0,46-1,55)
Khdng 91 153 244

37,29% 62,71%

v2 =0,165; p=0,68

3 Co 12 15 27 1,44
Nhiém HSV 44,44% 55, 56% (0,65-3,19)
Khdng 98 176 264

37,12% 62,88%

x2 =0,47; p=0,49

Nhan xét:

+ Ti & nhiém HPV ¢ nhitng bénh nhan cé nhiém Chlamydia
Trachomatis la 20,2%, trong khi d6 & nhiing bénh nhan khéng cd
Chlamydia Trachomatis thi ti 1€ nay l1a 37,29%.

+ Nhiém Chlamydia Trachomatis khéng lién quan véi tinh trang
nhiém HPV (OR=0,89; KTC 95%: 0,46-1,55).

+ Ti 1é nhiém HPV ¢ nhiing bénh nhan c6 nhiém virus Herpes
simplex la 44,44%, trong khi d6 & nhitng bénh nhan khéng c6 Herpes
simplex thi ti 1é nay 1a 37,12%.

+ Nhidm Herpes simplex lam ting nguy co nhiém HPV 1,44 lan
(OR=1,24; KTC 95%: 0,65-3,19).

3.3 Hiéu qua ciia Cimetidin trong phong ngira tai phat sui mao ga
3.3.3 86 lan diéu tri bing laser CO2
Bing 3.16: S6 lan diéu tri bang laser CO2

Cimetidin & laser CO,(1) | Laser CO» (2)
n % n % P
1 lan 16 50 20 64,52 p> 0,05
2 lan 11 34,38 6 19,35
>3 lan 5 15,63 5 16,13
Tong 32 100 31 100
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Nhdn xét:

+ Nhom 1 c¢6 ti 1¢ bénh nhan phai diéu tri bé’lng laser CO, chi mot
lan 1a 50%, diéu trj hai 1an 13 34,38% va 15,63% bénh nhan phai diéu trj
tir ba lan tré 1én.

+ Nhom 2 ¢6 ti 1€ bénh nhan diéu tri bﬁng laser CO, mot lan 1a
64,52%, diéu tri hai 1an 13 19,35% va 16,13% s6 bénh nhan phai mat
hon ba lan méi diéu tri khoi.

+ Sy khéc biét gitta hai nhom khong c6 ¥ nghia thong ké vai p>0,05.
3.3.4 Tac dung phu khi udng cimetidin

Cac bénh nhan dugc chi dinh udng cimetidin v&i lidu
40mg/kg/24h trong thoi gian 8 tuan ké tir ngay diéu tri bang laser CO,,

100% bénh nhan khong c6 cac tac dung phu.

3.3.5 Két qua diéu tri sau 3 thang
Bing 3.17: Két qud diéu tri sau 3 thdng

Cimetidin&Laser CO,(1) | Laser CO, (2)
n % n % p
Co tai phat 6 18,75 5 16,13
Khong tai phat 26 81,25 26 83,87 |p>0,05
Tong 32 100 31 100

Nhdn xét:
+ Ti 1€ c6 tai phat 6 nhom 1 1a 18,75% va nhom 2 1a 16,13%.
+ Su khéc biét gitra hai nhém khong c6 ¥ nghia théng ké véi p>0,05.
3.3.6 Két qua diéu tri sau 6 thang
Bing 3.18: Két qud diéu tri sau 6 thing

Cimetidin&Laser CO,(1) | Laser CO, (2)
n % n % p
C6 tai phat 0 0 3 9,68
Khong tai phat 32 100 28 90,32 | p=0,23
Téng 32 100 31 100

Nhén xét:

+ 6 thang sau diéu tri, ti 1¢ khong tai phat & nhom 1 1a 100%
trong khi d6 & nhom 2 1a 90,32%.

+ Tuy nhién, sy khac biét nay khong co y nghia thong ké véi

p>0,05.
3.3.7 Ket qua diéu trj sau 12 thang
Nhdn xét:

Sau 12 thang diéu tri, ti 1¢ khong tai phat & nhém 1 1a 96,87% va ¢
nhoém 2 1a 96,77%. Su khac biét nay khong c6 y nghia thong ké vai p>0,05.
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Bing 3.18: Két qud diéu tri sau 12 thing

Cimetidin
&L aser CO, (1) Laser CO; (2) p
n % n %
C6 tai phat 1 3,13 1 3,23
Khong tai phat 31 96,87 30 96,77 p=0,48

Tong 32 100 31 100
CHUONG 4
BAN LUAN

4.1Ti 1& nhiém HPV va nhiing typ HPV trén bénh nhan nghién ctéu

Ti 1€ HPV duong tinh trong nghién ctu cua ching t6i 1a 36,54%
(110/301), trong d6 s6 nam giéi nhidm HPV 1a 19.27% (40,56% trong
tong s6 143 bénh nhan nam) va nir giéi 1a 17.27% ( 32,91% trong tong
s6 158 bénh nhan ni).

Ti 16 nhiém HPV nay thip hon nhung khong dang ké so voi két qua
ctia Nguyén Thi Thoi Loan (39, 57%), kha twong dong véi ti 1& nhiém
HPV & ca hai giéi trong nghién ciru cia Luisa Barzon — Y (40%, trong
d6 nir 12 38,7% va nam 12 41,7%). Tai Viét Nam ciing nhu trén thé gidi,
cac nghién ctru vé HPV cho dén nay tap trung cha yéu trén dbi tugng
nit gioi, ¢ thé 1i giai boi tinh trang gia tang ti 16 mdi mac va tir vong do
ung thu ¢d tir cung nén cac nghién ctiru & nit duge chu trong hon nhim
dua ra canh bao cho cong dong.

Ti 1& nhiém HPV & nit gidi 1a 32,91%, cao hon han so véi nghién
ctru ctia Tran Thi Loi (10, 84%), Lé Trung Tho (5, 13%), Chau Khic
Ta (29,55%) va ciia TCYTTG vé ti 1¢ nhiém HPV & cac nudc dang phat
trién (khoang 15%). Ti 1& nay cling cao hon so voi cong bd cua
Stephanie Liu S (Trung Qudc): Hong Kong (6,2%), Quang Chau (10%).
Tuy nhién, theo Edith R. Bahmayar va cs, nghién ctru ¢ nhiéu qudc gia
tr cac chau luc A, Au, My (2012), ti I¢ nhiém HPV 1a 24, 24%; trén phu
nit dén kham STDs (Greenland va Pan Mach), ti 1€ nay lan luot 1a 24,
51% va 34,76%; & phu nit c6 nguy co cao tai My (35, 91%).

Trong nghién ctru ndy ti 1¢ nam gi6i nhiém HPV 1a 40, 56%, cao hon
cac nghién ciru & Mexico (8,7%); mot tinh ¢ nong thon Trung Qudc
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(17,5%). Trong khi do, ti 1€ nhiém HPV nam gidi tai cac phong kham
STIs & Thuy Dién, ddo Greenland va Dan Mach 1an luot 1a 30,5%, 48%
va 49%; Anh (69%); M¥ (51,2%); Nhat (48%).

Chung t6i nhan thdy hau hét nhitng nghién ctru dich t& hoc & quy mo
16n trén cong dong thi ti 1¢ nhiém HPV thuong thap dudi 20%. Trai lai,
nhiing khao sat nay néu duogc thuc hién trén dbi tugng c6 STDs kém theo
hay ddi tuong c6 bét thuong té bao hoc & ¢b tir cung thi ti 18 nhiém HPV
lai cao hon. Tinh trang nay dugc giai thich do sb luong ban tinh nhiéu
cong voi cac nhiém tring dong thoi & duong sinh duc lién quan dén su
ton tai HPV dai dang cling nhu sy giam kha nang dao thai HPV. Mit
khac, sy ddo thai virus nay khong tao ra mién dich bén vimg, néu nhu cé
su tai nhiém hay ngudi bénh tiép xtic v6i ngudn lay lién tuc thi ngudi
bénh van c6 kha nang nhiém virus véi c6/khéng dau hiéu 1am sang.

Trong tong s6 110 bénh nhan duong tinh véi HPV ¢6 64,55% nhiém
mot typ (don typ); 28,18% nhiém 2 typ va 7,27% nhiém tir 3 typ trd 1én
(35,45% nhiém da typ), trong d6 c6 mot trudng hop nhiém 5 typ (16,
18, 45, 58, 11). Ti I¢ nay theo L& Trung Tho 1a 72,72% (1 typ), 14,28%
(2 typ), va 12,96% (trén 3 typ); tac gia Tran Thi Loi lan lugt 13 69,64%,
26,19% va 4,17%. Nhu vay, cé sy phu hop véi két qua cua chung toi
khi ti 16 nhiém HPV don typ la chi yéu.

C6 6 typ HPV nguy co thap ( LR-HPV 6, 11, 81, 70, 61, 62) véi ti 1¢
nhiém 1a 59,1% va 8 typ nguy co cao (HR-HPV 16, 18, 58, 45, 52, 51,
59, 20) chiém 12,7%, ngoai ra c6 28,2% s6 bénh nhan nhiém HPV ca
hai nhom nguy co. Trong nhém nguy co thap, HPV-11 ¢6 sb luot nhiém
cao nhit 1a 40,37% , HPV-6 véi 17,39%; ddi voi nhom nguy co cao thi
HPV-16 va 18 cung dat ti 1&¢ nhiém cao nhét 1a 10,56%, HPV-58 véi
6,21%. Theo nhirng két qua cong bd duoc tir cac tac gia trong nude nhu
Tran Thi Loi (HR-HPV: 83,93%, LR-HPV:16,07%) va Lé Trung Tho
(HR-HPV: 62,20%, LR-HPV:27,27%) thi cac typ HPV nguy co cao
nhu 16,18 va 58 thudng chiém ti 16 cao nhat. Con béo céo cua
Kazuyoshi Shigehara (Nhat) cho thay ti 16 nhiém HR-HPV la 32%, LR-
HPV 1a 18% va cac typ 16, 18, 58 ciing chiém wu thé. Nhirng két qua
trén nguoc lai voi nghién ciru chiing t6i khi ma ti 1¢ nhiém HPV nguy
co thap lai cao hon.
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Tuy nhién, so v6i két qua nghién ciru ciia Carrie M. Nielson (V):
LR-HPV 14 36,3% va HR-HPV 14 29.2%, va ti 1¢ nhiém ndy & Arizona
va Florida (Hoa Ki ) cta cung tac gia: HR-HPV a4 8,6% va LR-HPV la
13,4% thi két qua ciia chiing t6i co su twong dong. C6 1& do nghién ciia
chung t6i ¢6 thuc hién & nam gidi ma cac biéu hién 1am sang cua STIs
pho bién 1a bénh sii mao ga. Tac gia Zhonghu He (Trung Qudc) ciing
cong bo ti 1¢ nhiém HR-HPV 1a 6% va HR-HPV 1a 11%, ti 1¢ nay ciing
tuong ddng vé su phan bé HPV theo nguy co nhung thip hon két qua
ctia ching t6i c6 1& do ddy la nghién ctru & cong dong trong khi d6i
tuong cta chung toi 1a bénh nhan STIs.

Nghién ciru ctia Luisa Barzon vé sy phan bd HPV ¢ duong hau mon
sinh duc nam va nir thi cho thiy & nam gi6i ti 1¢ nhiém HPV-6 1a chu
yéu voi 13%, ké tiép 1a HPV-16 v6i 7%; trong khi HPV-16 lai phd bién
nhit ¢ nir voi ti 18 6% rdi dén HPV-6. Ngoai ra, HPV-16, HPV-58,
HPV-20, HPV-31 va HPV-56 la nhitng typ HPV gay ung thu ciing co
tan suat cao [12].

V& sy phan bd cac typ HPV nguy co cao, HPV-16, 18 thuong gip
hon ca. Pidu nay pht hop v6i hau hét cac nghién ciru trong va ngoai
nude trén ddi twong nam va nit. Tuy nhién, déi v6i cac nghién ciru &
nude ngoai, typ HPV nguy co cao phd bién khac ngoai HPV-16, 18 la
HPV-52 va 31, 20; trong khi do tai Viét Nam 1a HPV-58. Két qua cua
chung t6i ciing twong dong voi cac nghién ciru trude ¢ Viét Nam va voi
nhan dinh cta tic gia Tran Thi Loi rang liéu sy kha phd bién ctia HPV-
58 c6 phai 1a dic trung cua sy phan bd HPV tai Viét nam noi riéng va
chau A néi chung hay khong. Va két qua nay ciing pht hop voi nhan
dinh cia tic gia Y. P. Bao khi phan tich sy phan b HPV tir 79 nghién
ctru & chau A: sau HPV-16 va HPV-18 thi typ HR-HPV phd bién 1a 58.
4.2 Mi lién quan giira ti 18 nhiém HPV va céac yéu t6 nguy co.

Phan tich méi lién quan giita lira tudi va tinh trang nhiém HPV cho
thiy d6 tudi co lién quan chit ché véi 2 = 165,45 va p<0,0001. Trong
nghién ciru cia chiing t6i, nhom tudi co sb bénh nhan nhiém HPV nhiéu
nhét 1a 20-29 v&i 42,5%, song, ti 18 cao nhat 80% lai thudc vé nhom 15-
19 (4/5), tiép theo 1a nhoém tudi 50-69 véi 55,6%. Két qua nay ciing phu
hop v6i cac nghién ciru khéc trén thé gidi (nit & Dan Mach- Greenland:
tudi 20-25 (43%, 35%) - nam & Dan Mach: tudi 18-24 (48%); Y (nam:



22

25-29 (71,1%). Ti 1¢ nhiém HPV cao chii yéu tap trung vao khoang tudi
20 dén 29 c6 1& do ¢ d6 tudi d6, nhitng ddi tugng tham gia nghién ctru
dat duge su 6n dinh trong nghé nghiép ciling nhu cudc séng, déng thoi
tinh trang sirc khoe ciing ¢ giai doan tot nhat nén kha ning c6 nhiéu ban
tinh cling nhu c6 doi séng tinh duc thoai mai, tn suit quan h¢ tinh duc
nhiéu hon nén kha ning nhiém cao hon.

Mot trong nhing yéu té nguy co quan trong hang dau véi sy nhiém
HPV d6 1a tudi quan hé tinh duc (QHTD) lan dau. ¢ tudi trung binh
QHTD lan dau trong nghién ctru ciia chung toi 1a 21.6, thip hon so véi
nghién ctru cta tac gia Tran Thi Loi (23) nhung lai cao hon nhiéu so
v6i nhitng nghién ctru trén thé gidi: trong nghién ciru cia Jessica A.
Kan va cong su (2002) 1a 16,7. Sy khac nhau nay co I& do nén van hoa
phong kién A Pong khién phan dong gidi tré van ¢ nhiing e ngai khi
tiép xtic tinh duc hodc khi tra 151 phong van.

Chi s6 OR = 1,66 (KTC 95%: 0,71 — 3,89) cho thay néu c6 QHTD
truée 18 tudi thi kha nang nhiém HPV ting 1én 1,66 lan. Két qua nay
phu hop véi nghién ctru ciia Edith R. Bahmanyar (2012) vé tinh hinh
nhiém HPV & phu ni nhiéu quéc gia thudc cac chau Au, My, Phi, A
(Thai Lan, Pai Loan va Hong Kong): tudi QHTD lan dau trude 15 tudi
lam ting nguy co nhiém HPV dén 2,75 lan, tir 15 dén 18 tudi thi nguy
co nay tang 1,76 1an. Méi lién quan nay giup ching ta luu ¥ hon vé vin
dé tu vén strc khoe tinh dyc va sinh san cia thanh thiéu nién hién nay
ciing nhu khuyén céo viéc tiém vaccine phong nhiém HPV tir tudi dudi
15 (theo quan diém cua tac gia Edith R. Bahmanyar vi nhidu em gai da
nhidm HPV & tudi xap xi 15).

Theo F. Xavier Bosch (2007), tong hop tir nhiéu nghién ctru cho
thdy rang ti 1& nhiém HPV sinh duc lién quan mat thiét dén sy gia ting
s6 luong ban tinh trong doi va sy ha thap tudi QHTD lan dau. Két qua
ctia chiing t6i cho thdy ngudi bénh ¢6 2 ban tinh hodc nhiéu hon tai thoi
diém nghién ctru thi nguy co nhiém HPV ting 1én 1,59 1an (OR=1,59;
KTC 95%: 0,99 — 2,56). C6 su twong dong véi cac nghién ciru cua
Stephanie Liu S (Trung Qudc: ¢6 trén 2 ban tinh thi kha ning nhim
HPV ting 1én 2,61 lan; & phu nit c6 STIs (Greenland-Pan Mach: néu c6
tir 2-4 ban tinh thi kha nang nhiém HPV tang 1én 2,2 14n, va ting 4,2 lan
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néu c6 trén 5 ban tinh; Y (co tir 2 ban tinh trd 1én thi ti 1€ nhiém HPV
tang 1én 2,5 lan).

C6 nhiéu bao cao trén thé gidi chi ra rang hut thudc 14 1a mot trong
nhiing yéu té anh huong dén nhiém HPV va ung thu hau mén sinh dyc. Ti
1¢ nhiém HPV & nhom bénh nhén chiu dnh hudng boi thude quen hut thude
bao gém tryc tiép hut hay c6 chong (vo) hut thude 1a 47,2%, nhom khong
bi anh huong (30,6%). Su khéc biét nay ¢ ¥ nghia thong ké véi p=0,0059,
chiing t6i nhéan thay rd néu d6i tuong c6 anh hudng boi yéu td nay thi ting
ti 1¢ nhiém HPV 1én 2 1an (OR=2,03; KTC 95%: 1,25-3,3). Két qua nay
tuong dong voi tac gia Tran Thi Loi (thude 14 1am ting nguy co nhidm
HPV 1én 3 lan (OR=3,08; p=0,02). Theo Carrie M. Nielson, ti 1¢ nhiém
HPV cao gip 2,2 lan khi hat trén 10 diéu thuc/ngay.

Mic du ding bao cao su la phuong phap ngira thai hiru hiéu dong
thoi gitp phong lay nhiém cic STIs, song chi c6 9,3% bénh nhén trong
nghién ctru nay sir dung thuong xuyén. Ti 1& nhiém HPV & nhom d6i
trugng c6 dung bao cao su thuong xuyén (nam va ban tinh nam cua ntr)
khi QHTD la 21,4%, trong khi d6 nhém khong hodc it dung bao cao su
thi ti 1& nay la 38,1%. Théi quen dung BCS gitp giam ti 1¢ nhiém HPV
2 1an ¢ nhém sir dung thuong xuyén (OR=2,26; KTC: 0,89 -5,75). Két
qua cua ching ti ciing twong dong v6i Tran Thi Loi (OR=2,28;
p=0,01); Hai-Rim Shin (Han Quéc -2003) ciing cho ring viéc st dung
bao cao su thuong xuyén gitp phu nit giam kha ning nhiém HPV 1,76
lan; Rachel L. Winer (Anh): nhitng phu nit ¢6 ban tinh ding bao cao su
khi giao hop thuong giam dén 70% nguy co nhidm HPV). Tuy thé, van
¢6 nhiing nghién ctru khong tim thdy méi lién quan giita viéc st dung
bao cao su véi nhiém HPV nhu la nghién ctru cia Stephanie Liu S.
(2011) Rachel L. Winer (2012) hay S. Franceschi va cong su (2002)
Diéu nay ciing dé giai thich vi rang HPV thuong lay truyén qua tiép xtic
da véi da, do d6, bao cao su c6 thé khong bao vé khéi HPV khi cé tlep
xuc tinh duc khong xam nhap. Mac du vay, khuyén cao viéc sur dung
bao cao su trong quan hé tinh duc 1a v cing can thiét ddi voi xa hoi
Viét Nam hién nay, mdt mat giap ngtra thai mat khac phong lay nhiém
STIs — yéu t6 thuan loi gitp ting kha nidng nhiém HPV.

Morgan Marks va cong su (2011) két luan rang viéc sit dung thudce
vién ngira thai dang udng lién tyc trén 6 nam lién quan dén sy nhiém bét
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ki typ HPV nao (OR=1,88). Piéu nay duogc giai thich ring hormone
steroid sinh duc ngoai sinh trong thudc ngira thai c6 thé anh huéng dén
HPV va yéu t6 vat chii lién quan dén nhiing biéu hién 1am sang, can 1am
sang trong nhiém HPV va ung thu ¢o tir cung. Két qua cta chung t6i
cho thdy diung thudc ngira thai lam ting nguy co 18 nhiém HPV 2,49
lan, phu hgp voi cac nghién ciru cua Stephanie Liu S. (Trung Quéc) ,
Rachel L. Winer (My).

Ngoai ra nghién ctru ciia chiing toi ciing tim thdy méi lién quan giita
nhiém HPV véi kiéu quan hé tinh duc miéng-sinh duc (1,63 lan), véi
virus Herpes simlex va HPV (tang 2 lan khi nhiém HSV-2.

Khong tim thdy méi lién quan tinh trang nhiém HPV véi s lan
mang thai, tién st STIs va nhidm C. trachomatis.

4.3 Téac dung cia cimetidin trong phong tai phat bénh sti mao ga
sinh duc.

S6 lan diéu tri sUi mao ga bang laser CO, & nhom can thiép va nhom
chtng trong nghién ciru ciia chiing t6i ¢6 ti 18 1an lugt nhu sau: 1 lan
(50% - 64,52), 2 lan (34,38% - 19,35%) va lan 3 (15,63% - 16,13%).
Nhu vay, & hai nhém nghién ctru, cé khoang trén 50% s6 bénh nhan chi
thuc hién thu thuat dét sui béng laser CO, mdt 14an, s6 con lai phai thyc
hién 1an tht hai thAm chi 1in thir 3 trong thoi gian 3 thang dau véi
khoang cach gitra 2 1an d6t 1a 2 tuan. Két qua nay thdp hon so véi cac
nghién ctu cua Lé Hitu Doanh (2007: 81,7%), Nguyén Quy Thai
(2011- 70.05%), Azizjalali va Ghaffarpour (2009-2010: 100%). Tuy
nhién, hau hét cac nghién ctru khac chi danh gia trong vong 3 thang,
trong khi nghién ctru ctia chung t6i theo doi tai phat sau 3, 6 va 12
thang. Trong nghién ciru cua chiing t6i, két qua cho thay laser CO, chua
thé hién hiéu qua vuot trdi ctia né so v6i cac phuong phap didu tri khac
nhu mot s6 béo cdo da dua ra. Két qua diéu tri duoc danh gia la tdt chi
sau mot 1an thyc hién tha thuat laser CO, ma khong c6 bién ching va
khéng tai phat. Mit khac két qua nay con co thé lién quan dén tinh trang
mién dich cua bénh nhan. 3 thang sau lan diéu tri dAu tién, day la thoi
gian bénh nhan nhom can thiép méi duoc udng cimetidin. Do viy co
thé hiéu két qua didu tri tot trong thoi gian du thé hién sy dap tng hau
nhu phu thudc vao mién dich ban dau cua ca hai nhém. Chinh vi thé,
chung t6i chua thé danh gia hiéu qua cua cimetidin trong 3 thang dau.
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Vé ti 1¢ tai phat, tac gia Nguyén Quy Thai dua ra ti 18 17.1% va
Azizjalali va Ghaffarpour (2009-2010: 0.05%). Sau 6 thang nhém can
thi€p khong c6 bénh nhan nao tai phat va nhém chung c6 9,68% bénh
nhan xuat hién thuong ton mdi. Diéu nay cho thdy sau khi ubng
cimetidin c6 1€ tinh trang mién dich ctia nhom can thiép duoc cai thién
do cimetidin ngan can té bao T {rc ché, lam gia ting hoat dong ting sinh
lympho bao vi vay gitip ting cudng dap tng mién dich qua trung gian té
bao, diéu nay khién co thé ting kha ning dao thai virus HPV. Tuy
nhién, sau 12 thang thi ca hai nhém déu cé tai phat it véi 3.13% (can
thiép) va 3.23% (chung), diéu nay khong loai trir kha ning tai nhiém
HPV, hoéc do khong con tac dung bao v¢ cua cimetidin. Mat khac theo
mot s6 tac gia thi udng cimetidin nén kéo dai khoang 3 thang thi kha
nang phuc hoi mién dich dugc dam bao hon. Tuy nhién, vi lo ngai viéc
cho thubc ubng kéo dai s& dé khién bénh nhan khong hop tic nén ching
toi chi dinh cimetidin trong 8 tudn, va trén thuc té chung toi van co
nhitng bénh nhan chi udng thudc khoang 4 tuan thi tu ngung diéu tri ma
khong thy tai phat.

Mic du vdy, chung t6i nhén théy nhom bénh nhan duoc uéng
cimetidin kém thu thuat laser CO, thi ti 1€ tai phat it hon so v6i nhém
chi diéu tri bﬁng laser CO,. Tuy thé, su khac biét quan sat dugc khong
1am nbi bat vai tro chdng tai phat bénh sii mao ga cua cimetidin. Téc
gia Michelle M. Lipke (2006) tong hop nhiéu béo cao vé cac nghién
ctru tng dung cua cimetidin trong dugc tri hat com thong thuong va sui
mao ga déu cho thiy hiéu qua cua cimetidin cao hon hin so véi gia
duogc va khuyén céo st dung thude nay.

Nghién ctru ctia Franco L. (2000) trén bdn tré bi stii mao ga sinh duc
va hau mén lan téa cho két qua rat tdt, lidu cimetidin 30-40mg/kg/ngay;
sach tén thuong va dugc theo d&i hai nam sau diéu tri thi tat ca nhitng
bénh nhan nay déu khong tai phat. Cac tic gia ciing nhan thiy ring
cimetidin 13 lya chon ddu tay trong diéu tri hat com sinh duc va quanh
héu mén & tré em khi cic phuong phap khac chwa phu hop dé ap dung.
Ngoai ra, nghién ctru cho thiy 100% bénh nhan udng cimetidin véi liéu
40mg/kg/24h (litu udng cao nhit cua bénh nhan ching t6i la
2800mg/24h) trong thoi gian 8 tudn déu khong c6 tac dung phu gi xay
ra, didu ndy cling phu hop v6i nghién ctru cua Sabesin. Theo S.M.
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Sabesin, néu uéng cimetidine kéo dai véi lidu >5g/ngay méi c6 thé gay
bat lyc va chimg vi to & nam gidi. Cho dén nay, cimetidin c6 1& 1a mot
loai thubc c6 gia thanh thap, d& kiém lai c6 nhiéu nghién ctru cho thay
¢6 vai tro diéu hoa va phuc hoi mién dich trong cac bénh da do virus,
bénh da mién dich noi chung va sui mao ga noi riéng. Do vay, dé phuc
vu cho nhitng bénh nhan méc bénh vi hoan canh khé cho phép tiép can
v6i nhitng thudce diéu hoa mién dich gia cao thi cimetidin ¢6 18 1a mot
lya chon khé phu hop trong viéc gitp ngin ngura su tai phat sti mao ga,
anh hudng dén chat lugng cudc séng cua ho. Tuy thé, viéc can co
nhing nghién ciru thém nira vé vai tro ctia cimetidin trong diéu tri bénh
stli mao ga & nguoi 1a rat can thiét.

KET LUAN

1.Ti 1¢ nhiém HPV va céc typ HPV

+ Ti 1¢ nhiém HPV 1a 36,54%, nam gi6i 1a 40,56% va nit giéi 1a
32,91%.

+ 64,55% nhiém don typ; 28,18% nhiém 2 typ va 7,27% nhiém tir 3
typ tro 1én.

+ 12,7% nhiém HPV nguy co thip va 59,1% nhiém HPV nguy co
cao, 28,2% nhiém HPV ca hai nhém nguy co.

+ Nhém HPV nguy co cao gip chu yéu 1a 16, 18 (10,56%) va 58
(6,21%); nhom nguy co thip nhiéu nhat 1a 11 (40,37%), 6 (17,39%).
2. Méi lién quan giira tinh trang nhiém HPV va cac yéu té nguy co.

Tinh trang nhiém HPV lién quan c6 ¥ nghia & nhitng bénh nhan
nhidm STIs ¢6 nhitng yéu t6 nguy co sau: tudi quan hé tinh duc 1an dau
nho hon 18, sb ban tinh bé“mg hodc nhiéu hon 2, théi quen hut thude,
khéng dung bao cao su trong giao hop, sir dung thudc ngira thai (nit),
QHTD sinh duc-miéng, nhiém HSV-2.
3. Tac dung cia cimetidin trong phong tai phat bénh sui mao ga
sinh duc:

+ Vé ti 1 tai phat:

- Sau 3 thang: Nhom can thié€p 1a 18.75%, nhoém ching 1a 16.13%.

- Sau 6 thang: Nhom can thiép khong c6 bénh nhan tai phat, nhém
ching c6 9.68% tai phat. Nhu viy ubng cimetidin gitip cai thién tinh
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trang mién dich qua trung gian té bao do ngin can té bao T tc ché, nang
cao hoat dong tang sinh lympho bao.

- Sau 12 thang: hai nhom déu c6 tai phat it v6i 3.13% (can thiép) va
3.23% (chting), diéu nay khong loai trir kha ning tai nhiém HPV, hoac
do khong con tac dung bao vé€ cia cimetidin.

+ 100% bénh nhan uéng cimetidin khéng c6 tac dung phu

KIEN NGHI

- Can thiét xét nghiém sang loc HPV ¢ nhitng bénh nhan bi nhiém
tring lay truyén qua duong tinh dyuc va nhom ddi tugng co nguy co cao
nham phong ngira lay nhidm va bién ching.

- Trong nhiing nghién ctu tiép theo, can danh gia hiéu qua cua
cimetidin trong bénh siii mao ga véi mau én va thoi gian dai hon.
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BACKGROUND

HPV (Human Papillomavirus - human papilloma virus) is currently one
of the medical topical issues due to its respect to genital warts, cervical
cancer - a disease that causes high mortality in women and other ano-gential
cancers. About 40 different HPV types are known to be capable of infecting
the anogenital region, and they have been classified into low-oncogenic risk
types (HPV 6, 11, 40, 42, 43, 44, and 55) and high-oncogenic risk types
(HPV 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, and 59).

HPV prevalence in women from a meta-analysis of 78 studies
worldwide is generally 10% and the most common type is 16 and 18.
For men the prevalence in the between 0 to 73%. However, these
studies are usually done in the the community, the prevalence of HPV
in women is observed commonly less than 15% and not more than 20%
in men. In contrast, in those suffering from sexually transmitted
infections (STIs) or having cytological abnormalities in the cervical, the
prevalence of HPV infection are much higher. The most important risk
factor in the transmission of genital HPV that is the number of sex
partners, in addition, the simultaneous infection in the the reproductive
tract have been reported related to the existence of persistent of HPV as
well as the decrease of HPV clearance capability. Thus, women in the
high-risk group including women with STIs, prostitutes ... or men who
have multiple sexual partners and have sex with men commonly have
high prevalence of HPV infection and longer HPV existence.

Genital warts is the most common sexually transmitted disease , due
to low-risk HPV infections, with high recurrence prevalences after
treatment. New advances in medicine launched a variety of
immunomodulatory drugs helping less relapse but relatively high cost
and patients in our country difficult to reach. Through many studies in
recent decades on both the effect of cimetidine in dermatology we
realize that cimetidine effects immune , low cost and easy to use with
adverse events in allowed limit, can be applied in combination therapy
with other methods to prevent recurrence of warts.

Because of the popularity and complexity of HPV infection as well
as the consequences that HPV can cause, we have studied the project
“Human Papillomavirus Prevalence in patients with sexually
transmitted infection and the effect of cimetidine in preventing
relapse of condyloma acuminata”



With the following objectives:
1. Determining the prevalence of HPV infection and types of HPV in
the patients with sexually transmitted disease.
2. Survey the association between HPV infection and the risk factors.
3. Evaluate the effectiveness of cimetidine in preventing genital warts
disease relapse.
NEW CONTRIBUTIONS OF THE THESIS
1. The thesis has identified the prevalence of HPV infection and types
of HPV in STIs patients at a leading specialized hospital.
2. The thesis has outlined the risk factors related to HPV infection in
patients with STls.
3. Initial assessment of the immunomodulatory effects of cimetidine in
preventing the recurrence of genital warts combined with CO2 laser.
STRUCTURE OF THE THESIS
This thesis has 126 pages excluding appendices and references,
including four chapters, 42 tables, 02 charts, 11 Figures, 138 references
(9 in Vietnamese, 128 in English) and appendices. The layout of thesis
includes: background 3 pages, overview 32 pages, objects and methods
of the study 20 pages, result 30 pages, discussion 37 pages, conclusion
2 pages, recommendation 1 page, new contribution of the thesis 1 page,
and 2 articles related to the thesis have been published.

CHAPTER 1

OVERVIEW
1.1 Introduction of HPV

Papillomaviruses (PV) are DNA tumor viruses with a strong

epitheliotropism for stratified squamous epithelial cells of the skin and
mucous membranes. Human papillomavirus (HPV) infections generally
cause benign papillomas or warts. Oncogenic high-risk HPV types play
a causal role in the development of anogenital neoplasias. Upt to now,
more than 100 HPV types have been identified. These some 40 HPV
types are also known as genital or mucosal types, and these in turn are
divided into high-risk and low-risk types. High-risk genital types
(especially HPV 16, HPV 18; a total of about 15 types) are associated
with intraepithelial neoplasias (dysplasias), which can develop into
invasive carcinomas. Low-risk genital types are responsible for
condylomata acuminata (HPV 6 and HPV 11 cause 90 % of
condylomata), which almost never undergo malignant transformation.
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1.2 Epidemiology of Human Papillomavirus infections

Adolescents who are sexually active have the highest prevalences of
prevalent and incident HPV infection prevalences with over 50-80%
having infections within 2-3 years of initiating intercourse. These high
prevalences reflect sexual behavior and biologic vulnerability. Most
infections are transient in nature and cause no cytologic abnormality.
However, a small number of adolescents will not clear the infection. Most
prevalence studies have demonstprevalenced a 6-8 fold difference in
HPV in younger women compared to older. Prevalences have ranged
from 12% to 56% in women under 21 years compared to 2—-7% in women
over 35 years of age. Several recent reports show that the prevalence of
HPV infection in males as high as women in the context of studies.

Besides youth and gender, common risk factors for HPV infection
and clinical sequelae of infection include high number of sexual
partners, coinfection with Chlamydia trachomatis or herpes simplex
virus, oral contraceptives and smoking.

1.3 Cutaneous manifestations of HPV infection

Skin: Common warts, plantar warts, verruco plana, epidermodysplasia
verruciformis (EV), non-melanoma skin cancer.

Mucous membrane: Condylomata acuminata, Bowenoid papulosis/
Intraepithelial neoplasia, Erythroplasia of Queyrat and carcinoma of the
penis, cervical dysplasia and carcinoma, infections of the oral cavity,
laryngeal papillomatosis, florid oral papillomatosis, head and neck
carcinoma.

+ Condylomata acuminata:

Condylomas can occur on the external or internal genitalia,
perianally, in the anal canal (rarely beyond the dentate line), the
perineum, and on the mons pubis and inguinal fold. Clinical
appearances often include multiple, flat or raised exophytic papillomas.
Lesions may be flesh-colored, or brown, or white and maceprevalenced
(in moist regions); the keratinized surface of skin warts is absent.
Condylomata are pedicled or broad-based and can occur in larger
groups of lesions. Usually the infection is self-limited, but condylomas
may occasionally persist for years or reappear after therapy. The lesions
are caused by infection with low-risk HPV types; in 90 % HPV 6 or 11
is responsible. Co-infections with multiple types, including high-risk
HPV, are also common.

1.4 Therapy of cutaneous HPV infections



+ Destructive techniques

+ Antival therapy

+ Mitotic Inhibitors

+ Immunomodulators
1.5 Sexually transmitted infections (STIs)

The common syndromes of STIs: Vaginal discharge, urethral
discharge, genital ulcers, abdominal pain, swelling of the scrotum,
inguinal lymphadenopathy

Some sexually transmitted disease: Syphilis, gonorrhea, genital
chlamydia infection, bacterial vaginosis, genital herpes, HPV infections
and genital warts, Candidiasis, Trichomonas vaginalis infections whip.
1.6 The role of cimetidine in dermatology

Cimetidine, a substituted imidazole compound, is a potent histamine
H2 receptor antagonist that inhibits the stimulatory effect of histamine
on suppressor T lymphocyte activity. Therefore, cimetidine, approved
by the FDA for inhibition of gastric acid secretion, has been advocated
for a number of dermatological diseases. Cimetidine has immunomodulatory
effects that include blocking suppressor T cells and facilitating cell-
mediated immunity (CMI). The histamine-induced upregulation of 1L-6
and IL-8 production. It decreases interleukin 6 production by human
keratinocytes. It can block cell proliferation and c-fox gene
transcription. It also might have a role in suppressing delayed
hypersensitivity reactions. The exact role that these immunological
effects play in the treatment of clinical disease has yet to be defined.

In dermatology it is most commonly used to treat common and
genital warts, urticaria, and mastocytosis.

CHAPTER 2
SUBJECTS, MATERIALS AND METHODS

2.1 Subjects

Overall, 301 STIs patients in the age 15-69 were included in
National Institue of Dermatology of Vietnam.
2.1.1 Diagnostic criteria

- Diagnosis of the sexually transmitted infections based on the
guidance of the Bureau of HIV / AIDS - Ministry of Health (under the
document "Diagnosis and treatment sexually transmitted infections" by
the Medical Publisher produced in 2008.
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- Condyloma acuminata diagnosis: clinical appearances often include
multiple, flat or raised exophytic papillomas. Lesions may be flesh-colored,
or brown, or white and maceprevalenced (in moist regions).

2.1.2 Exclusion criteria:

Exclusion criteria were pregnancy, breast-feeding, chronic illness,
HIV infection, history of immunosuppressive status, history of taking
phenytoin, theophylline, anticoagulants, history of immune modulator
drugs use that were administered in the past four weeks, history of local
antiviral agents use in the past two weeks.

2.2 Method
2.2.1 Study design:

+ For objective 1-2: Descriptive cross-sectional, prospective.

+ For objective 3: Controlled clinical trials
2.2.2 Sample size:

+ Sample size for objective 1- 2 shall be calculated using the
formula: n = Z21-a/ 2 p (1-p)/ d2= 301 patients.

+ Samples size for clinical trials:

[Z1—a/2 /(L + DT =) + 21 _p/Am (1 — m) + m(l — m)]”

T — m)? =31 patients per group

m

2.3 Study techniques
2.3.1 Examining, diagnosing of STIs, gathering personal information
and risk factors and guiding patient for STIs tests.
2.3.2 Tests for STIs: Smears for fungi, trichomonas, bacterial, serologic
tests for syphilis. These tests were performed at the Paraclinal
Department of National Hospital of Dermatology and Venereology.
Then the samples for qualitative PCR of gonorrhea (NG), Chlamydia
trachomatis (CT), Herpes simplex (HSV) and HPV are stored at -20 °
C, then transported and analyzed in the lab of Viet A Corporation (this
company specializes in performing HPV realtime PCR tests for
National Institue of Dermatology of Vietnam from 2011 to present).
2.3.3 Determining HPV, HSV, CT and NG infection and typing HPV
2.3.3.1 Separation of DNA (iVApDNA Extraction Kit - VA.A92-002A
- 50 tests / set and
iIVAbDNA Extraction Kit - VA.A92-002C - 50 tests / Kit)

+ Breaking cell membrane

+ Eliminating protein

+ Precipitating DNA



+ Purified DNA after precipitation is washed again with 70% ethanol.
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+ Storage of DNA: Then the extraction will be preserved with a
solution TEX1
2.3.3.2 Real-time PCR determined HPV, CT, NG, HSV
- The primers to detect HPV, CT, NG, HSV (this sequence is
synthesized by the company IDT-Singapore)

Sizee of

Primers Sequence (5° - 3°) Gene PCR (bp)
HPV(Human papillomavirus ) L1 180
HPV F TTTGTTACTGTGGTAGATACTAC
HPV R GAAAAATAAACTGTAAATCATATTC
HPV Probe |GTTTCTGAAGTAGATATGGCAGCACA
CHT(ChlamydiaTrachomatis) Ompl 95
CTH F CCCCAGACAATGCTCCAAGGA
CTHR GGTAGCTTGTTGGAAACAAATCTGA
CTH Probe |AATCTCCAAGCTTAAGACTTCAGAGGAGCGTTT
NGN (Neisseria gonorrhoeae) cppB 105
NGN F GCTGTTTCAAGTCGTCCAGC
NGN R CGAAGCCGCCAGCATAGAGC
NGN Probe |GCTATGACTATCAACCCTGCCGCCG
HSV (Herpes Simplex Virus) Glycoprotein B | 150
HSV F CATCACCGACCCGGAGAGGGAC
HSV R GGGCCAGGCGCTTGTTGGTGTA
HSV Probe |CCGCCGAACTGAGCAGACACCCGCGC

- Thermal cyclers

Temperature
3

Segment 1
1 Cycle

Segment 2
40 Cycles

2.3.3.3 Reverse Dot Blot technique
Reverse Dot Blot Techniques for Human Papillomavirus
genotype 24: Low-risk: 6, 11, 42, 43, 61.70, 71, 81 and High-risk: 16,
18, 31, 33, 35, 39, 45, 51, 52, 53, 56, 58, 59, 66, 68, 82.
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2.4 Treatment

A total of 63 patients which enrolled in the study were equally
allocated into two groups using a computerized random number.

Control group underwent CO2 laser therapy and the intervention
group was treated with laser CO, and oral cimetidine with dose 40mg/
kg /24h in 8 weeks. Characteristics of the lesions comprising duration
of the disease, as well as location of the lesions were also evaluated.

Study indicators: assessment of treatment duration, frequency of
CO2 laser (per treatment every 2 weeks), side effects of cimetidine,
recurrence (new lesions, number of lesions). Monitoring time after
treatment was 12 months. Assessing good outcomes: no relapse, no
complications after CO2 laser and no side effects caused by oral
cimetidine.

2.5 Place and time of study

From 3/2011- 6/2013, research was conducted at National Hospital
of Dermatology and Venerelogy and Viet A Corooration.
2.6 Analytical method and data processing

+ The data result was processed by Microsoft Excel and analyzed by
Medcalc version 13.1.0 software SPSS 20 software.

+ In the process of analyzing, the use of frequencies, percentages
were used to describe the qualitative variables, comparing two ratios,
compare the average value for assessing treatment outcomes. The
difference between the two prevalences were compared using x2 test, p
value <0.05 was considered a significant difference statistically. Using
univariate analysis with odds ratio (OR) adjusted for the 95%
confidence level (95% ClIs) to assess the association between HPV
group - DNA positive for the infection risk factors.

2.5. Ethics

This study is a non-invasive study, information were coded and
patients can decline to participate in the study. Research proposal was
approved by Post-graduate Committee of Ha Noi Medical University.
The materials used in this study had no harmful effects on participants
and were confirmed in the literature. All data collection forms and the
electronic files were stored carefully.

2.6. Limitations

This clinical trial study on cimetidine was conducted in a short time
— 8 weeks so that can be macke clearly the immunomodulatory effect of
this drug.
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CHAPTER 3
RESULTS
3.1 Prevalence and types of HPV
3.1.1 Prevalence of HPV

BHPV (+)
HPV (-)

63.460%

Chart 3.1: Percentage of HPV
The prevalence of HPV infection in this study was 36.54% (110/301).
3.1.2 HPV prevalence by gender
Table 3.1: HPV prevalence by gender

HPV Male Female
n % n % P
Positive 58 40,56 52 32,91 p=0.2
Negative 85 59,44 106 67,09
Total 143 475 158 52,5

+ The prevalence of HPV in men was 40.56% (58/143).
+ The prevalence of HPV infection in women was 32.91% (52/158)
+ The difference of two gender was not statistically significant with p> 0.05.
3.1.3 HPV prevalence by age
Chart 3.1: HPV prevalence by age

0,
100.00% 80.00%

80.00%

55.556%
60.00%

40.00% 24.731%
20.00%

.00%
15-19 20-29 30-39 40-49 50-69
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HPV prevalence was highest in group of 15-19 year, with 80%,
followed by the group 50-69 ( 55.6%) and the age group 20-29 (42.5%).
Lowest HPV prevalence was in the age group 40-49 with 20%.
3.1.3 HPV typing
Table 3.2: HPV types

Number of % /number of
HPV types infection infections % /HPV(+)
HPV 6 28 17,39 25,45
HPV 11 65 40,37 59,09
HPV 16 17 10,56 15,45
HPV 18 17 10,56 15,45
HPV 45 6 3,73 5,45
HPV 51 2 1,24 1,82
HPV 52 2 1,24 1,82
HPV 58 10 6,21 9,09
HPV 59 1 0,62 0,91
HPV 61 2 1,24 1,82
HPV 62 1 0,62 0,91
HPV 70 1 0,62 0,91
HPV 81 8 4,97 7,27
HPV 20 1 0,62 0,91
Total 161 100

+ In the high-risk HPV group, type 16 and 18 are 15.45% (17/110),
HPV 58 accounting for 9.09% (10/110).
+ In the low-risk HPV, type 11was the highest proportion with 59.09%
(65/110), followed by 25.45% with type 6 (28/110).
3.1.4 The combination of HPV types
Table 3.3: The combination of HPV types

HPV-DNA (+) n % p
one type 71 64,55
two types 31 28,18 p<0,0001
> 3 types 8 7,27
Total 110 100

Most patients infected with one type (64.55%), the proportion
of patients infected two types accounted for 28.18% and those who
infected > 3 types were 7.27%. The differences was statistically
significant at p <0.05.
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3.1.5 Prevalence of HPV by oncogenic risks
Table 3.4: Prevalence of HPV by oncogenic risks

HPV n % p
Low-risk 65 59,1
High-risk 14 12,7 p=0.0043
Both group 31 28,2
Total 110 100

The proportion of low-risk HPV infection is mainly with 59.1%,
the high-risk HPV infection accounted for 12.7%. The differences was
statistically significant with p = 0.0043 (p <0.01).

3.1.6 Prevalence of HPV by oncogenic risks and gender
Table 3.5: Distribution the HPV prevalence by oncogenic risks and gender

HPV High risk Low risk Both risks
Male | Female| Male | Female | Male Female

n 8 6 35 30 15 16

% 7,3 5,4 31,8 27,3 13,6 14,6

+For high-risk HPV group, the percentage was 7.3% in male, female
accounted for 5.4%.
+For low-risk HPV group, males accounted for 31.8%, accounting
for 27.3% of women.
+13.6% and 14.6% of male and female infected with both risk HPV.
3.2 The relationship between HPV infection with the risk factors
3.2.1. The relationship between HPV infection with age at first intercourse
Table 3.6: The relationship between HPV infection with age at first

intercourse
Age at first HPV Total OR
intercourse (+) () (95% CI)
<18 11 12 23
47,8% 52,2% 100% 1,66
>18 99 179 278 (0,71 -3,89)
35,6% 64,4% 100%
Total 110 191 301
36,5% 63,5% 100%
2 =0,89; p=0,34

Patients with first sex before age 18 had HPV prevalence was 47.8%
while those who had sex from 18 years and older, this proportion is
35.6%. This difference was not statistically significant (p> 0.05). The
risk of HPV infection increased 1.66 times with have sex before age 18
group (OR =1.66; 95% CI: 0.71 to 3.89).
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3.2.2 The relationship between HPV infection with sex partners

Table 3.7: The relationship between HPV infection with sex partners

x2 =3,27; p=0,07

Sex partners HPV Total OR
(+) () (95% ClI)
=9 54 72 126
- 42,9% 57,1% 100% 1,59
1 56 119 175 (0,99 - 2,56)
32% 68% 100%
Total 110 191 301
36,5% 63,5% 100%

People having more than or equal to 2 sex partners had HPV prevalence
of 42.9%, while those who had 1 partners, this proportion is 32%. This
difference was not statistically significant with p> 0.05. If the person had
more or 2 partners in research time, the risk of HPV infection increased

1.59 times (OR = 1.59; 95% CI: 0.99 to 2.56).
3.2.3 The relationship between HPV infection with smoking
Table 3.7: The relationship between HPV infection with smoking

Smoking HPV Total OR
() ®) (95% ClI)
Yes 51 57 108
47,2% 52,8% 100%
No 59 134 193 2,03
30,6% 69,4% 100% (1,25-3,3)
Total 110 191 301
36,5% 63,5% 100%
x2 =7,58, p=0,0059

Group of people smoking (active and passive) had the HPV prevalence
of 47.2%, while non-smokers accounted for 30.6%. There was a link
between smoking habit with HPV infection (y2 = 7.58, p <0.05). Group of
smoking people at risk of HPV infection than 2 times compared to

unaffected group (OR = 2.03; 95% CI: 1.25 to 3.3).
3.2.4 The relationship between HPV infection with condom use
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Table 3.9: The relationship between HPV infection with condom use

HPV
Condom use @ @ Total (9580RC|)
Never, 104 169 273 2,26
occasionally | 38,1% 61,9% 100% (0,89 -5,75)
Always 6 22 28
21,4% 78,6% 100%
Total 110 191 301
36,5% 63,5% 100%
¥2 =2,36; p=0.12

+ The prevalence of HPV infection in people with regular condom
use was 21.4%, while in the group not used or rarely used, this
proportion was 38.1%. This difference was not statistically significant
(p> 0.05). Those who had a habit of using condoms reduced the risk of
HPV 2 times (OR = 2.26; 95% CI: 0.89 to 5.75).

3.2.5 The relationship between HPV and oral contraceptives
Table 3.10: Relationship between HPV and oral contraceptives

Oral HPV Total OR

contraceptives (+) (-) (95% CI)
29 24 53 2,49
Yes 54,7% 55,3% 100% (1,61-3,85)
23 82 105
No 21,9% 79,1% 100%
52 106 158
Total 36,5% 63,5% 100%

y2=15,72; p=0,0001

+ The HPV prevalence in women with oral contraceptive use was
54.7%, while in the group was not used, this prevalence was 21.9%.
The 42 =15.72; p = 0.0001 suggested there was an association between
oral contraceptive use and HPV infection. The habit of taking birth
control pills increased the risk of HPV infection propotion of 2.49 times
(OR =2.49; 95% CI: 1.61 -3.85).

3.2.6 The relationship between HPV infection with Gravidity
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Table 3.11: Relationship between HPV infection with gravidity

Gravidity HPV Total OR
(+) () (95% ClI)
1 13 26 39 1,17
20,3% 66,7% 100% (0,36 — 3,74)
2 6 14 20 2,36
30,0% 70,0% 100% (0,82 —-6,75)
>2 7 20 40 0,64
17,5% 82,5% 100% (0,27 - 1,47)
None 26 20 59
44,1% 55,9% 100% 1
Total 52 106 158
32,9% 67,1% 100%

%2 =9,043; p=0,029

HPV prevalence is highest in the group with 44.1% not pregnant,
then the group of pregnant once with 20.3%. The %2 = 9.043; p = 0.029
showed that there was a correlation between the gravidity and HPV
infection. Women who had one gravidity was likely to increase 1.17
times the HPV infection (OR = 1.17; 95% ClI), this prevalence increased
to 2.36 times in 2 two gravidity (OR = 2.36; 95% CI).

3.2.7 The relationship between HPV infection with types of sex
Table 3.12: The relationship between HPV infection with types of sex

Kiéu QHTD HPV OR
(+) () Total (95%0Cl)

Genital- Genital 110 191 301 0,63
36,54% 63,46% 100% (0,58 - 0,69)

Genital-oral 64 88 152 1,63
42,1% 57,9% 100% (1,01-2,62)

Genital - Anal 1 2 3 0,87
20,3% 66,7% 100% (0,08 -9,67)

2 =5,82; p= 0,054

Genital-genital sex occured in all people with the proportion 36.54%
of HPV infections. The proportion of HPV infection in people with
genital-genital and genital —mouth type was 42.1%, in those with anal
sex was 20.3%. Group of those with genital sex and genital —mouth sex
likely to developed HPV infection 1.63 times more than the genital-
genital and genital-anus type (OR = 1.63; 95 %: 1.01 to 2.62).
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3.2.8 The relationship between HPV infection with history of STIs

Table 3.13: The relationship between HPV infection with history of STls

History of HPV Total OR
STIs +) ) (95% CI)
Yes 38 108 146

26% 74,0% 100% 0,41
No 72 83 155 (0,25 -0,66)
46,5% 53,5% 100%
Total 110 191 301
36,5% 63,5% 100%
x2 =12,66; p = 0,0004

HPV prevalence in the group with a history of STIs was 26% while
in the group with no history of STIs was 46.5%. The y2 = 12.66; p =
0.0004 showed the association between a history of STIs and HPV
infection. People with a history of STIs had risk of HPV infection less
likely than those with no history (OR = 0.41; p = 0.0003).
3.2.9 The relationship between HPV infection with HSV and CT
coinfection

Table 3.14: The relationship between HPV infection with HSV and CT

coinfection
HPV Total OR
Cé ) (95% CI)
+) 19 38 57 0,84
20,2% 66,67% (0,46-1,55)
CT ) 91 153 244
37,29% 62,71%
x2 =0,165; p=0,68
+) 12 15 217 1,44
44,44% 55, 56% (0,65-3,19)
HSV ) 98 176 264
37,12% 62,88%
x2 =0,47; p=0,49
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+ The prevalence of HPV in patients with Chlamydia trachomatis
infection was 20.2%, whereas in patients without Chlamydia
trachomatis, this was 37.29%.

+ Chlamydia trachomatis infection is not associated with HPV
infection (OR = 0.89; 95% ClI: 0.46 to 1.55).

+ The proportion of HPV in patients with herpes simplex virus
infection was 44.44%, whereas in patients without herpes simplex, this
was 37.12%.

+ Herpes simplex infection increased the risk of HPV infectionl.44
times (OR = 1.24; 95% CI: 0.65)

3.3 Effect of cimetidine in preventing recurrent condyloma acuminata
3.3.1 Frequency of laser CO2 treatment
Table 3.15: Frequency of laser CO2 treatment

Cimetidin & laser CO,(1) |Laser CO, (2)
n % n % P
1 16 50 20 64,52 | p>0,05
2 11 34,38 6 19,35
>3 5 15,63 5 16,13
Total 32 100 31 100

Group 1 patients who have had laser CO, treatment once accounted
for 50%, 34.38% with twice treatment and 15.63% needed three or
more times. In group 2, the proportion of one treatment patients was
64.52%, 19.35% twice and 16.13% of those taking more than three
times treatment.

+ The difference between the two groups was not statistically
significant with p> 0.05.

3.3.4 Side effects with cimetidine

Patients taking cimetidine specified dose 40 mg / kg / 24h during 8
weeks after treatment with CO2 laser.100% of patients had no side effects.

3.3.5 Outcome after 3 months of treatment
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Table 3.16: Outcome after 3 months of treatment

Clmetldlnz?lc)l_aser CO, Laser CO, (2)
n % n % p
Recurrence 6 18,75 5 16,13
None 26 81,25 26 83,87 | p>0,05
Total 32 100 31 100

Recurrence proportion was 18.75% in group 1 and group 2 was
16.13%. The difference between the two groups was not statistically
significant with p> 0.05.

3.3.6 Outcome after 6 months of treatment
Table 3.17: Outcome after 6 months of treatment

Clmegocl)l 2né:ELL)Laser Laser CO, (2)
n % n % p
Recurrence 0 0 3 9,68
None 32 100 28 90,32 | p=0,23
Total 32 100 31 100

6 months after treatment, the proportion of recurrence in group 1
was 0% while in group 2 was 9,68%. However, this difference was not
statistically significant with p> 0.05.

3.3.7 Outcome after 12 months of treatment
Table 3.18: Outcome after 12 months of treatment

Cimetidin
&Laser CO,(1) | L8serC0:(2) 0
n % n %
Recurrence 1 3,13 1 3,23
None 31 96,87 30 96,77 p=0,48
Total 32 100 31 100

After 12 months of treatment, the proportion of recurrence in group
1 was 96.87% and 96.77% in group 2. This difference was not
statistically significant with p> 0.05.
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CHAPTER 4
DISCUSSION

4.1. Prevalence of HPV infection and HPV types

Prevalence of HPV in our research is 36,54% (110/301), including
19,27% of man (40,56% of male patients) and 17,27% of woman
(32,91% of female patients). This prevalence is trivially lower than
Nguyen Thi Thoi Loan’s result (39,57%) and quite similar with
prevalence of HPV in both sex in Luisa Barzon’s research (40%,
including 38,7% of woman and 41,7% of man). So far in Vietham as
well as in over the world, studies on HPV focus mainly on woman. This
can be explained by the increase of new incidence and death by cervical
cancer, which promote researches on female in order to warn
community.

Prevalence of HPV infection in female is 32,91%, which is
significantly higher than ones in Tran Thi Loi’s study (10,84%), Le
Trung Tho’s study (5,13%), Chau Khac Tu (29,55%) and WHO
research on the prevalence of HPV in developing countries. This
prevalence is higher than of Stephanie Liu S (China): Hong Kong
(6,2%), Guangzhou (10%). However, according to Edith R.Bahmayar,
in a research on many countries in Asia, Europe and America (2012),
prevalence of HPV accounts for 24,24% of woman taking STDs’ test.
In Greenland and Denmark, these are 24,51% and 34,76% respectively
while this number is 35,91% in America.

In our research, prevalence of HPV infection in male is 40,56%,
higher than in studies in Mexico (8,7%) and a province in Chinese rural
(17,5%). The prevalence of HPV infection in male in STIs clinics in
Sweden, Greenland, Denmark, England, America and Japan is 30,5%,
48% , 49%; 69%; MY 51,2%; Nhat 48% in that order.

We found that in most of epidemiologic studies with large scale in
community, prevalence of HPV infection is usually lower than 20%. In
contrary, studies on those who have STDs or extraordinary cells in
cervix show a higher prevalence of HPV infection. This situation is due
to by the number of sexual partners, plus concurrent infection in the
genital tract related to the existence of persistent HPV as well as the
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reduction of rejection HPV. On the other hand, this elimination of virus
does not create sustainable immunity. In case of any reinfection or
exposition to constant source of infection, the disease is likely infected
with the presence/absence of clinical signs.

In total 110 patients were positive for HPV infection, there are
64.55% one type (single-type); 28.18% with 2 types infection and
7.27% infected from 3 types or more (35.45% multi-type infection)
including a 5-type case (16, 18, 45, 58, 11). The prevalence was under
Le Trung Tho is 72.72% (1 type), 14.28% (2 types), and 12.96% (over
3 types); under Tran Thi Loi respectively 69.64%, 26.19% and 4.17%.
Thus, there is matching in our results as single HPV type infection
prevalence occurs mainly.

There are 6 low-risk HPV types (LR-HPV 6, 11, 81, 70, 61, 62) with
the prevalence was 59.1% and 8 high-risk types (HR-HPV 16, 18, 58,
45, 52, 51, 59, 20) accounted for 12.7%, with 28.2% plus of patients
infected with both HPV-risk groups. In low-risk groups, HPV-11 has
the highest infection count with 40.37%, HPV-6 with 17.39%; for high-
risk groups, the HPV-16 and 18 reached the highest infection
prevalence with 10.56%, HPV-58 with 6.21%. According to the
published results from the local authors such as Tran Thi Loi (HR-HPV:
83.93%, LR-HPV: 16.07%) and Le Trung Tho (HR-HPV: 62.20%; LR-
HPV: 27.27%), the high-risk HPV type as 16.18 and 58 often accounted
for the highest percentages. Report by Kazuyoshi Shigehara (Japan)
showed that HR-HPV infection prevalence was 32%, LR-HPV type was
18% and types 16, 18, 58 dominate also. These results contrast with our
study as the prevalence of low-risk HPV is higher. However, compared
with the results of Carrie M. Nielson study (ltaly): LR-HPV was 36.3%
and 29.2% HR-HPV is, and the infection prevalence in Arizona and
Florida (USA) of same author: HR-HPV was 8.6% and 13.4% LR-
HPV, our results have similarities.

Perhaps because our research has done in men, when the clinical
manifestations of common sexually transmitted diseases genital warts.
Zhonghu He (China) also announced the HR-HPV infection prevalence
was 6% and HR-HPV was 11%, this prevalence is similar to the
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distribution of HPV under lower risk but lower than our results. This may
be due to researching community while our subjects are patients STIs.

Luisa Barzon’s research on the distribution of HPV in anal sex
for men and women found that in men who have HPV-6 is primarily
with 13%, followed by HPV-16 with 7%; while HPV-16, the most
common in women with 6%, followed by HPV-6. In addition, HPV-16,
HPV-58, HPV-20, HPV-31 and HPV-56 are HPV types which cause
cancers with high frequency [12].

Regarding the distribution of high-risk HPV type, HPV-16, 18 were
more frequently. This is consistent with most of the domestic and
foreign research on male and female subjects. However, for study
abroad, high-risk type of HPV other than HPV-popular 16, 18 are HPV-
52 and 31, 20; whereas in Vietnam is HPV-58. Our results are similar to
previous studies in Vietnam and with the statement of Tran Thi Loi, that
whether the widespread of HPV-58 may be characterized by the
distribution of HPV in Vietnam in particular and in Asia in general or
not. This result is also consistent with the statement of the author YP
Covered distribution analysis of 79 studies of HPV in Asia: after HPV-
16 and HPV-18, the popular HR-HPV type is 58.

4.2. The relationship between HPV infection prevalence and risk factors

Analyzing the relationship between age and HPV infection shows
age closely related y2 = 165.45 and p <0.0001. In our study, the age
group with the highest HPV patients is 20-29 with 42.5%, but, the
highest percentage (80%) went to the group 15-19 (4/5), followed by
the 50-69 age group with 55.6%. This result is consistent with other
studies in the world (women in Denmark - Greenland: age 20-25 (43%,
35%) - Men in Denmark: aged 18-24 (48%), Italy (men: 25-29 (71.1%).
High HPV infection prevalence are mainly concentprevalenced in the
age range 20 to 29, perhaps because at that age, the study participants
achieved stability in their careers and their life, as well as the best stage
in health, so that they may have multiple sexual partners, comfort sex
life and more frequency of sexual intercourse.

One of the important risk factors leading to the HPV infection that is
age sex (sex) for the first time. The average age of first sexual intercourse
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in our study was 21.6, lower than Tran Thi Loi’s study (23) but higher
than the world's researches: in the study of Jessica A. Kan et al (2002),
the average age is 16.7. This difference is probably due to the Asian
feudal culture in which young people hestitate to interview about sex.

The index OR = 1.66 (95% CI: 0.71 to 3.89) shows that if someone
had sex before age of 18, the ability of HPV infection would increase
1.66 times. This result is consistent with a study by Edith R. Bahmanyar
(2012) on the situation of women infected with HPV in many countries
of Europe, America, Africa, Asia (Thailand, Taiwan and Hong Kong):
age of first sex before 15 increases the risk of HPV infection to 2.75
times and from 15 to 18, the risk increased by 1.76 times. This
relationship helps us to pay more attention to the issues of adolescent
reproductive and sexual health counseling and now recommends HPV
vaccination since age under 15 (in view of the author Edith R.
Bahmanyar because many girls have an HPV infection at the age of
approximately 15). F. Xavier Bosch Under (2007), synthesizing from
numerous studies, shows that the prevalence of genital HPV infection is
closely related to the increase of number of sexual partners in a lifetime
and lowering the age of first sex intercourse. Our results showed that if
the patients had two or more sexual partners at the time of research, the
risk of HPV infection increased by 1.59 times (OR = 1.59; 95% CI:
0.99 to 2.56 ). There are similarities with the research of Stephanie Liu
S (China: more than 2 partners, the ability of HPV infection increased
by 2.61 times in women with STIs; Greenland-Denmark: 2-4 partners,
the ability of HPV increased by 2.2 times, and 4.2 times for more than 5
partners; Italy: with 2 or more sexual partners, the prevalence of HPV
infection increased by 2.5 times).

Many worldwide reports indicate that smoking is one of the factors
that affects HPV infection and anogenital cancers. HPV infection
prevalence in patients affected by drugs use including direct smoking or
have a husband (wife) smoking is 47.2%, while the prevalence in not
affected group is 30.6%. This difference was statistically significant
with p = 0.0059, we find that if the object was smoking-affected, the
prevalence of HPV infection increased to 2 times (OR = 2.03; 95% :
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1.25 to 3.3). This result parallels with the Tran Thi Loi’s study (tobacco
increases the risk of HPV infection to 3 times (OR = 3.08; p = 0.02)).
According to Carrie M. Nielson, HPV infection prevalence increases
higher than 2,2 times when smoking over 10 cigarettes/day.

Although condom is an effective method of birth control and helps
prevent transmission of STIs, but only 9.3% of patients in this study
used frequently. HPV infection prevalence in groups using regularly
condoms (male and male sexual partners of women) when intercourse is
21.4%, while in the groups did not using condoms or less, the
prevalence is 38, 1%. Habit of using condom helps reduce the incidence
of HPV infection by 2 times in group with regular use (OR = 2.26; CI:
0.89 -5.75). Our results are similar to Tran Thi Loi (OR = 2.28; p =
0.01); Hai-Rim Shin (South Korea-2003) that the regular use of
condoms help reduce the likelihood of women with HPV by 1.76 times;
Rachel L. Winer (UK): the women whose partners use condoms during
intercourse usually reduced by 70% the risk of HPV infection.
Nevertheless, there are some studies did not find an association between
the use of condom with HPV such as S. Stephanie Liu (2011), Rachel
L. Winer (2012) or S. Franceschi et (2002). This is easy to explain that
HPV is usually transmitted by skin-to-skin contact, so condoms may not
protect against HPV when sexual contact is not intrusive. Even so, the
use of condoms during sexual intercourse is extremely necessary for
Vietnam society nowsaday, helping control avoid pregnancy as well as
preventing from STIs- favorable factor that increases HPV infection
prevalence. Morgan Marks et al (2011) concluded that the use of oral
contraceptives pills continuously over 6 years related to any type of
HPV infection (OR = 1.88). It was explained that exogenous sex
steroids hormones in birth control pills can affect HPV and host factors
related to the clinical, preclinical in HPV and cervical cancer. Our
results shows that the use of contraceptive pill increase the risk of HPV
infection prevalence of 2.49 times, in line with the research of S.
Stephanie Liu (China), Rachel L. Winer (US).

In addition, our study also find an association between HPV and oral
sex type-genital (1.63 times), with the Simple Herpes and HPV virus
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(up 2 times when HSV-2 infection). We did not find any association
between HPV infection status with number of pregnancies, STIs
infection history or C. trachomatis infection.

4.3. The effect of cimetidine on prevention of relapsing genital warts

In our study the number of treatments for genital warts by CO, laser
in the intervention group and the control group are as follows: 1 times
(50% - 64.52), 2 times (34.38% - 19.35%) and 3 timess (15.63% -
16.13%). Thus, in two groups, approximately 50% of patients only take
the procedure for wart once by CO, laser, the rest must carry out a
second time even 3rd during the first 3 month with the duration between
2 combustions is 2 weeks. This result is lower than the studies of Le
Huu (2007: 81.7%), Thai Nguyen Quy (2011- 70.05%), Azizjalali and
Ghaffarpour (2009-2010: 100%). However, most of these studies
evaluated stuation only for 3 months, while our study monitoring
recurrence after 3, 6 and 12 months. In our study, the results showed
that CO, laser can not present its superior performance compared with
other treatment methods such as some statements made. Treatment
outcomes were assessed as good after only one CO, laser procedure
without complications and without recurrence. On the other hand, this
result could relate to the immune status of the patient. 3 months after
the first treatment is the time of first taking cimetidine in intervention
group. Thus better treatment outcomes in early time can express the
reaction depending on initial immune of both groups. Therefore, we can
not assess the effectiveness of cimetidine in the first 3 months.

On recurrence prevalence, Nguyen Quy Thai brings out 17.1% while
Azizjalali va Ghaffarpour. After 6 months the intervention group did
not have any relapsed patients and the control group had 9.68% of
patients with new lesions. This shows that after taking cimetidine,
immune status of the intervention group probably improved thanks to
cimetidine which prevents T cell inhibition, increases the lympho
creating activity and thus enhances the immune response through
intermediate cell, which makes the body eliminate effectively HPV
virus. However, after 12 months, both groups had fewer relapses with
3:13% (intervention group) and 3:23% (control group), this does not
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exclude the possibility of re-infection with HPV, or without protective
effect of cimetidine anymore. On the other hand, according to some
authors, taking cimetidine should last for about 3 months, the ability of
immune restoration are ensured. However, because of concerns that
prolonged medication leads to patient’s uncoopertion, we specify
cimetidine for 8 weeks, and in fact, we still have patients only taking
about 4 weeks then auto stopping treatment with no recurrence.

However, we found that with patients taking cimetidine group
associated with CO, laser procedure, the prevalence of recurrence is
less than the group treated with CO, laser only. The observed
differences do not highlight the role of anti genital warts recurrence of
cimetidine. Michelle M. (2006) synthesized many research reports on
the application of cimetidine in the usual rice and seed treatment for
genital warts and recommended this medication because the efficacy of
cimetidine was significantly higher than placebo.l. Franco's study
(2000) on four children with genital and anal warts showes a good
result, with 30-40mg cimetidine/kg/day: cleanning lesions and no
recurrence for two years after treatment. The authors also found that
cimetidine was the first choice in the treatment of genital and perianal
warts in children when other methods are not appropriate for the
application. Furthermore, studies show that 100% of patients taking
cimetidine at doses 40 mg/kg/24h (highest oral dose of our patients is
2800mg/24h) during 8 weeks have no side effects - this is consistent
with studies of Sabesin. According S.M. Sabesin, prolonged oral
cimetidine doses over 5g/day can cause impotence and breast
enlargement in men. So far, cimetidine may be a low-cost, readily
available drugs with many studies which prove its role on immune
harmonizing and recovering for viral skin diseases, immune diseases in
general skin and warts crested chicken in particular. Therefore, in order
to serve the patients who cannot afford expensive immunomodulatory
drugs, cimetidine is probably a fairly appropriate option to help prevent
the recurrence of warts crest chicken, which affects their quality of life.
Nevertheless, the need for more research on the role of cimetidine in the
treatment of genital warts in humans is essential.
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CONCLUSION

1. The prevalence of HPV infection and HPV types

- The prevalence of HPV infection was 36,54% (female is 17,27%,
males is 19,27%).

- Single type: 64,55%, double types: 28,18% and multi-types (more
than 3 types): 7,27%

- 12.7% in lower-risk HPV infection, 59.1% in high-risk HPV
infection and 28.2% in both risk groups.

- HPV high-risk group had mainly 16, 18 (10.56%) and 58 (6.21%);
most types in low-risk group were 11 (40.37%), 6 (17.39%).

2. The relationship between HPV infection and the risk factors.

Related HPV infection significantly in patients with sexually
transmitted infections had the following risk factors: age of first sexual
intercourse is less than 18, the number of partners or greater than 2,
smoking habits, not used condom during intercourse, use contraception
(female), genital-oral sex, HSV-2
3. Effect of cimetidine in relapse prevention of genital warts:

+ Recurrence prevalence:

- After 3 months: 18,75% in intervention group; 16,13% in control
group.

- After 6 months: intervention group had no recurrence, the control
group had 9.68% recurrence. Thus oral cimetidine improves immune
status by preventing cells inhibit T cells, enhance lymphoproliferative
activity.

- After 12 months: two groups had few relapses with 3,13%
(intervention group) and 3,23% (control group), this does not exclude
the possibility of re-infection with HPV, or without protective effect of
cimetidine anymore.

+ 100% of patients taking cimetidine have no side effects.



