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HIEU QUA DIEU TR| BENH SUI MAO GA BANG PHOI HOP LASER
CO, VA BOI IMIQUYMOD 5%
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TOM TAT

Muc tiéu: Danh gia hiéu qua cua laser CO, két hgp véi boi imiquymod 5% so véi laser CO, don
thuan trong diéu tri bénh sti mao ga.

Poi tuong va phuong phap nghién ctru: Thi nghiém lam sang c6 déi chiing dugc tién hanh trén
70 bénh nhan sti mao ga & sinh duc ngoai, tir 18 tudi trd Ién. Bénh nhan dugc l1dy ngau nhién thanh
hai nhém, nhém 1 bénh nhan dugc boi imiquymod 5% 3 lan/tuan trong vong 12 tuan Ién vi tri sti da
lanh thuong sau khi diéu tri laser CO, 1 1an nham loai bo cac tén thuong sinh duc ngoai, nhém 2 diéu tri
béng laser CO, khi c6 t6n thuong. Danh gia tai thai diém trudc diéu tri va sau méi 4 tuan trong 12 tuan.

Két qua: Sau 12 tuan diéu tri, nhom 1 c6 hiéu qua diéu tri t6t hon véi nhom 2: ty 1& khéi (91,2%)
S0 Vdi (88,9%) clia nhém 2 tuy nhién khéng c6 su khac biét, P > 0,05. Chung t6i theo ddi bénh nhan 3
thang sau khi ngiing diéu tri, nhom 1 ¢6 11,8% bénh nhan xuat hién lai tén thuong it han so véi nhom 2
(33,3%), P < 0,05. Viéc stt dung imiquymod 5% dugc dung nap tot. Cac tac dung phu déng chuy la dau,

cam giac bdng rat, ngua, sung né, d6 chu yéu xay ra nhiéu & thang dau va giam dan.

Két luan: Laser CO, phéi hop véi boi imiquymod 5% c6 thé la lua chon t6t nham han ché ty |é xuat

hién lai tén thuong.
1. DAT VAN PE

Sui
Anogenital wart) la mét trong nhiing bénh lay

mao ga (Condylomata acuminata -
truyén qua dudng tinh duc phé bién nhat gay ra
b&i virus Human Papiloma (HPV). Tai My, khoang
500.000 dén mot triéu trudng hgp mac sti mao ga
md&i dugc chan doan méi nam, trong d6 khoang
1 - 2% dan s6 trong do6 tudi quan hé tinh duc tu
15 - 49 tudi 6 bi€u hién lam sang ré rang '3. Bénh
thuong khéng gay ra bién ching nang, nhung
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anh hudng nhiéu dén chat lugng dai séng tinh
duc, thdm my, tam ly ngudi bénh va chi phi chdm
soc stc khoe 45, Trén thé gidi, hién nay, cé nhiéu
phuong phap diéu tri sii mao ga nhu: liéu phap
tai ché (kem imiquymod 3,75% hodc 5%, md
sinecatechins 15%, gel podofilox 0,5%,...) hodc
cac phuang phap loai bé tén thuong (ap lanh,
laser CO,, dét dién, acid trichloroacetic (TCA),
phau thuat...) ¢ Thuc té, phuong phap loai bd
tén thuong thudng duoc st dung nhiéu hon do
ty & sach t6n thuong cao, trén 90%. Tuy nhién,
ty 1é tai phat ctia nhiing phuaong phéap nay cling
cao, thay déi tir 20% - 77% 7. Diéu nay c6 thé giai
thich do cac phuong phap loai bd tén thuong chi
c6 thé lam sach tén thuong nhin thady hon kiém
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soat tinh trang nhiém virus tiém tang, dan dén
virus HPV tiém &n trong mé xung quanh c6 thé
tai hoat lai 2°%°, Do d6 dat ra moét gia thuyét liéu
két hop hai phuang phap diéu tri c6 co ché khac
nhau c6 thé tang dugc hiéu qua diéu tri, giam ty
[é tai phat hon so véi don tri liéu. Imiquymod la
phuong phap kich thich phan ing mién dich tai
ché, thé hién hoat tinh khang virus, cé ty Ié sach
ton thuang trung binh 35 - 75%, ty & tai phat sau
12 tuan la 6% 7'°. Qua cac nghién ctu vé diéu tri
sui mao ga, phuong phap két hop laser CO, va
imiquymod dugc cho la c6 nhiéu két qua tich
cuc 2", Vi vdy ching ching téi tién hanh nghién
cliu nay dé danh gia hiéu qua diéu tri bénh sti mao
ga bang phéi hop laser CO, va Imiquymod 5%.

2.DOITUQGNG VA PHUONG PHAP NGHIEN CUU

2.1.Déi tugng nghién cuu

70 bénh nhan sti mao ga dén kham tai Bénh
vién Da liéu Trung uong.

Tiéu chudn lua chon: Bénh nhan ti 18 tudi
trg 1én va dugc chan doan 1an dau bi sti mao ga &
vung sinh duc ngoai, biéu hién [am sang r, dién
tich tén thuong < 2cm? chua diéu tri gi trudc day.
Bénh nhan dugc giai thich va déng y tham gia
nghién cuu.

Tiéu chudn loai trir: Bénh nhan c6 sui & vi tri
16 ti€u, am dao, ¢ ti cung, hau mén, miéng. Bénh
nhan c6 thai hodc cho con bu, cé cac bénh ly toan
than chua dugc kiém soat nhu dai thao dudng,
tang huyét ap, suy gan, suy than, suy giam mién
dich nang bam sinh hodc mac phai (HIV/AIDS), c6
tién s di Ung vai thudc imiquymod, hodc cac ta
dugc trong thuéc. Bénh nhan dang mac cac bénh
lay qua duong tinh duc kém theo nhu: lau, giang
mai, herpes sinh duc,... chua diéu tri khoi. C6 loét,
hoac nghi ng& ung thu hoa tai tén thuong hoac
nhiém trung tai ch6 chua diéu tri khdi...
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2.2. Phuong phap nghién citu

Thiét ké nghién ciru: Thit nghiém 1am sang
ngau nhién co déi ching.

C& mau, cdch chon mau: Chon mau thuan
tién, phan nhém ngau nhién bang cach lay ma
bénh nhan, néu ma chan, bénh nhan thuéc nhom
1, néu ma l&, bénh nhan thudéc nhom 2.

Chung t6i da lua chon dugc 70 bénh nhan
hoan thanh nghién cuu.

Thdi gian va dia diém nghién ciu: TU thang
7/2021 dén thang 9/2022 tai Bénh vién Da liéu
Trung uong.

Cdc budc tién hanh:

Lua chon bénh nhdn: Tu van va ky chap thuan
tham gia nghién cuu.

Trudc diéu tri: Hoi bénh, kham 1am sang, chup
anh tén thuong, dung test acid acetic 3 - 5% boi
lén ving t6n thuong, lam xét nghiém dinh type
HPV.

Tién hanh diéu tri: D6i véi cd hai nhdm 1 va
nhom 2: Béc bay bang laser CO,: Bénh nhan dugc
b6i kem té tai chd Emla 60 phut trudc khi bat dau
thi thudt. Sau d6 chiing t6i duing laser CO, ché do
béc bay t6 chiic dén I6p nhi trung bi, nang luong
4 - 10W, dudng kinh chum tia 1 - 2mm, ché d6
xung (ving méng nhu quy dau dung nang lugng
5 - 7W) tai vi tri ton thuong sui va ving duong
tinh vdi test acid acetic 3 - 5% va thugng bi xunh
quanh 3 - 5mm. Sau diéu tri, ching t6i sat khuan
bang Betadin va boi khang sinh tai ché.

D6i véi nhom 1 (két hop laser CO, va boi
imiquymod 5%): Sau 2 tuan laser CO,, khi ton
thuong boc bay lanh, bat dau boi imiquymod 5%
3 lan/tuan, thaoi gian 12 tuan. B6i mot I6p méng
lén viing da da diéu tri laser CO, va ria da xung
quanh Tcm, truéc khi di ngQ, sau 6 - 8 tiéng, rlfa
sach lai bang xa phong.



D6i véi nhom 2: Laser CO, khi c6 ton thuong.

Ddnh gid két qua diéu tri:

Chung téi danh gia ty 1é sach tén thuong
khi quan sat bang mat thudng va boi acid acetic
khéng thdy cé tén thuong & cac thai diém 4 tuan,
8 tuan, 12 tuan, so sanh sé lugng trung binh tén
thuong xuat hién lai ctia hai nhém & cac thai diém
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va theo déi ty 1é bénh nhan khéng Ién t6n thuang
mdi trong 3 thang cta hai nhém. Ngoai ra ching
t6i ghi nhan cac tdc dung khéng mong muén.

Xarly sé liéu: Dung phan mém SPSS 20.0.
3.KET QUA

3.1. Pac diém chung ctia ddi tugng nghién ciu

Bdng 1: Déic diém chung ciia nhém bénh nhén
Pac diém chung Nhém 1 Nhém 2 p
n % n %
Tuoi 18-39 33 97,1 35 97,2
40-59 2,9 2,7 1,0
> 60 0 0 0 0
Gigi Nam 30 88,2 29 80,6
0,38*
NG 4 11,8 7 19,4
o Nhe (< Tcm?) 29 85,3 30 83,3
Muc do - 0,82*%
Trung binh (1 - 3cm?) 5 14,7 6 16,7
< 1théang 24 70,6 17 42,2
Thoi gian xuat -
hién tén thuong 1-3thang 8 23,5 10 27,8 0,054
>3 thang 59 9 25
S48 lugng tén thuong trung binh 2,15+1,28 2,22 +1,31 0,8

*:Kiém dinh Chi-Square  a: Kiém dinh Fisher’s Exact Test

Nghién ctu tién hanh trén 70 bénh nhan chia
thanh 2 nhém. Bang 3 cho thay do tudi mac bénh
G hai nhom ch yéu la tir 18 - 39 véi ty 1€ lan luot
1297,1% (nhém 1) va 97,2% (nhém 2). Su khac biét
gitta cac nhém tudi khong cé y nghia théng ké.
Day la d6 tudi hoat déng tinh duc manh, khuynh
hudng cé nhiéu ban tinh va do d6 c6 ty 1é mac
bénh cao nhat.

Ty I&é nam trong nhom 1 chiém 88,2% so véi
ty 1& nam trong nhém 2 80,6% cho thay nam gigi

chiém uu thé & ca hai nhéom. Tuy nhién su khac
biét khong ¢ y nghia thong ké.

Theo muic d6 t6n thuang phan loai dua vao
dién tich, ty 1&é bénh nhan nhe chiém uu thé & ca
hai nhém, nhém 1 (85,3%), nhém 2 (83,3%), khong
¢y nghia théng ké.

S6 lugng tén thuong trung binh nhém 1 1a 2,15,
nhém 2 1a 2,22 su khac biét khéng cd y nghia théng ké.

Thai gian xuat hién tén thuong cdia hai nhém
cht yéu la trong vong 1 thang.
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3.2. Két qua diéu tri

3.2.1. Trung binh sé luong tén thuong

2,5

2,15

2,22

Tuan 0 Tuan 4 Tuan 8 Tuan 12

=Nhom nghién ctiu ™ Nhom chiing

Bi€u d6 1: Thay ddi s6 lugng trung binh tén thuong

Bdng 2: Trung binh sé lugng tén thuong

Nhém Nhém 1 Nhém 2 p(Mann

Théi gian (n=34) (n=36) Whitney)
Tuan 4 x*SD 0,29+0,72 0,39+£0,69 0,36
Tuan 8 x+SD 0,21+048 0,22 +0,59 0,76
Tuan 12 x*SD 0,09 £ 0,29 0,14 £0,42 0,73

Trung binh s6 lugng tén thuong gidam dan trong 12 tuan diéu tri. Sau 12 tuan, nhém 1 ¢6 trung
binh sé lugng tén thuong 14 0,09 + 0,29 it hon so v&i nhdm 2 (0,14 + 0,42). Tuy nhién su khac biét khéng
cé y nghia théng ké.

3.2.2. Ty Ié sach tén thuong theo théi gian

100
920
80
70
60
50
40
30

Ty 1& bénh nhan sach tén thuong

91,2

88,9

Tuan 4 Tuan 8 Tuén 12

=Nhoém nghién ciiu - = Nhém ching

Biéu dd 2: Ty 1é sach ton thuong theo thai gian
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Bang 3: Ty lé sach tén thuong theo théi gian
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Nhom Nhom 1 AL e Ton (Chi-sgaure)
Thoi gian (n=34) (n=36) 9 P q

n 28 26 54

Tuan 4
% 82,8 72,2 771
n 29 31 60

Tuén 8 > 0[05
% 85,3 86,1 85,7
n 31 32 32

Tuan 12

% 91,2 88,9 90,0

Trong nhém 1 két hop laser CO, va boi imiquymod 5%, ty 1é sach tén thuong sau 4 tuan 1a 82,8%
cao hon so v6i nhém 2 (72,2%), ty | sach tén thuang cta nhém 1 sau 8 tuan la 85,3% thap han nhom
2 (86,1%), diéu nay la do cac tén thuong tai phat dugc béi imiquymod 5% hiéu qua loai b tén thuong
cham hon so véi béc bay ton thuong bang laser CO,. Ty 1é sach ton thuong clia nhém 1 sau 12 tuan la
91,2% cao hon nhém 2 (88,9%). Tuy nhién tat ca su khac biét nay déu khéng cé y nghia thong ké.

Nhom Nghién citu Chiing .
Xuat hién tén thuong (n=34) (n=36) AR,
n 4 12
Co
% 11,8 333
0.032
n 30 24
Khong
% 88,2 66,7

Ty lé xuat hién lai tén thuong clia nhdm 1 sau 8 tuan khi két thic nghién ctu la 11,8%, ctia nhom 2
la 33,3%. Khac biét c6 y nghia thong ké.

3.2.4. Tdc dung khéng mong muén

Bdng 5: Tdc dung khéng mong muén theo théi gian

Théi diém Tuén 4 Tuan 8 Tuan 12
Tac dung
khong mong 1 2 1 2 1 2
muon
% % % % % %
Pau, bong rat 20,6 27,8 0 13,9 0 1,1
Ngua 20,6 0 0 0 0 0
Pd da 294 0 11,8 0 59 0
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Phu né 20,6 13,8 11,8 8,3 0 2,8

Seo 16,6 25 16,6 41,7 16,6 44,4

RGi loan sac to 16,6 27,8 16,6 41,7 16,6 44,4
Trot da 2,9 0 0 0 0 0

1: Nhém 1 phéi hop laser CO, va béi imiquymod 5%.
2:Nhém 2 chi diéu tri laser CO, don déc.

D6i v6i nhdm 1, tdc dung khdng mong muén
thudng gap 6 thang dau boiimiquymod 5%, trong
do ty 1é do6 da la cao nhat (29,4%), phu né, ngua,
dau, bong rat gap 20,6% bénh nhan, seo, roi loan
sac t6 gdp 16,6% do bénh nhan dét laser CO, 1
lan, & c6 duy nhat mot trudng hop trgt da sau phu
né do cha xat (2,9%). Cac tac dung khong mong
mudn gidam dan cho dén thang thua 3, chi con dé
da gap 5,9% bénh nhan, seo va réi loan sac té nhu
thang dau, gap & 16,6% bénh nhan.

D6i véi nhém 2, thang dau ty 1é dau, réi loan
sac t6 da la cao nhat (27,8%), seo (25%), phu né
gdp 13,8%, khong gap tac dung ngua, dé da, trot
da. Cac thang sau ty 1& bénh nhan dét laser CO,
giam, nén ty & dau va phu né giam dan.

4.BAN LUAN

Trong nghién cdu cla minh, ching t6i da
phan tich hiéu qua cla laser CO, két hop véi
imiquymod 5% so véi chi dung laser CO, don déc
trong diéu tri sui mao ga vung sinh duc ngoai.
Trong nhém 1 két hop laser CO, va imiquymod
5%, ty |& sach tén thuong sau 4 tuan |a 82,8% cao
hon so v6i nhém 2 (72,2%), ty |é sach t6n thuong
ctia nhém 1 sau 8 tuan la 85,3% thap hon nhém
2 (86,1%), diéu nay la do cac tén thuong tai phat
dugc boi imiquymod 5% hiéu qua loai bd tén
thuong cham han so vai boc bay ton thuong bang
laser CO,. Ty I& sach t6n thuong clia nhém 1 sau 12
tuan la 91,2% cao han nhém 2 (88,9%). Khac biét
khéng c6 y nghia thdng ké. Ty 1é sach t6n thuong
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clianhém 1(91,2%) cao hon ty |é sach tén thuong
trung binh binh ctia imiquymod 5% (35 - 75%) va
gan nhu tuong duang vai ty 1é sach tén thuong
cua laser CO, don doc trong cac nghién ctiu khac
(95%) 7,12.

Co ché tac dong cua imiquymod la gan két
vGi TLR-7, 8 la chui yéu, hoat héa manh con dudng
dap ung qua mién dich tu nhién, gitp ting cudng
hoat déng clia dai thuc bao, cac té bao duéi gai, té
bao Langerhans & da va niém mac, tir do kich thich
san sinh cac cytokin va cac té bao diét tu nhién dé
tiéu diét HPV. Thé nén viéc st dung imiquymod
can thai gian diéu tri lién tuc, kéo daitrong 12- 16
tuan. So sanh véi phuong phép laser CO, diéu tri
theo ca ché pha huy té ching rd rang la sé cho
két qua nhanh hon vé ty Ié sach tén thuong. Tuy
nhién véi su két hop laser CO, bSc bay tén thuong
lan dau sau d6 boi imiquymod 5% khi lanh t6n
thuong da giai quyét dugc mat han ché thai gian
lam sach tén thuong cta imiquymod 5%, cho
hiéu qua tuong duang véi diéu tri boc bay t6 chiic
bang laser CO,.

Hon nifa, ty 1é tai phat cia bénh nhan trong
khoang thai gian theo déi 3 thang sau khi két thuc
diéu tri cia nhém 1 thap hon han nhém 2 (11,8%
so VGi 33,3%). Theo chung t6i 16i gidi thich cho
diéu nay la do lién quan dén viéc kich hoat dap
(ng mién dich té bao tai ché, théng qua cdm tng
mot s6 cytokin tién viém va khang virus, chd yéu
la IFN-a, TNF-a va mét s6 interleukine (vi du IL-6,
-8,-10,-12). Su thoai trién clia sti mao ga truc tiép



lién quan dén su thay d6i néng do nhiing cytokin
tai ché nay tir dé lam giam dang keé tai lugng virus
nhu E7-mRNA va capsid protein L1-mRNA tai ché.
Dap ting mién dich tai ché nay dan dén tac dung
lau dai d6i véi nhiém trung HPV qua da, ngan
ngla tai phat va nhiém mdi véi cuing mét loai
hoac phan nhém HPV '3,

Trong nhém diéu tri laser CO, két hop vdi
imiquymod 5%, tac dung khéng mong mudn
thudng gap & thang dau boéi imiquymod 5%,
trong dé ty 1é do da la cao nhat (29,4%), phu né,
ngua, dau, bong rat gap 20,6% bénh nhan, seo,
roi loan sac té gap 16,6% do bénh nhan dot laser
CO, 1 lan, & c6 duy nhat mét trudng hop trot
da sau phu né do cha xat (2,9%). Cac tac dung
khéng mong muén gidm dan cho dén thang tha
3, chi con d6 da gap 5,9% bénh nhan, seo va réi
loan sac t6 nhu thang dau, gap & 16,6% bénh
nhan. Phan ting viém la yéu té can thiét cho lanh
ton thuong sau boc bay t6 chiic bang laser CO,,
dugc kich hoat thém bdéi cac cytokin tién viém tai
chd dugc cam dng bdi imiquymod 5% lam cho
phan (ng viém tai ché cda da nhu do da, sung
né tang cao. Tuy nhién phan (ng nay giam dan
dén thang thi 3, diéu nay chi ra rang nén diéu tri
imiquymod 5% sau laser CO, khi ma vét thuaong
da lanh hoan toan.

D6i véi nhém 2, tac dung khdng mong mudn
thudng gap & 1 - 3 ngay sau lan dét laser CO, gan
nhat, thudng gdp dau, phu né nhe tai ché dot, do
dait gap han, khédng ngua, sau dé tién trién thanh
seo va roi loan sac t6. Thang dau tién, ty |é dau, réi
loan sac t6 da la cao nhat (27,8%), seo (25%), phu
né gap 13,8%, khéng gap tac dung ngua, dé da,
trot da. Cac thang sau ty 1é bénh nhan dét laser
CO, gidam, nén ty |é dau va phu né gidm dan. So
sanh v&i nhom két hgp boi imiquymod 5%, dau
va phu né it hon tuy nhién ty |é seo va tang sac t6
thi cao hon.
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Han ché clia nghién ctu clia ching t6i la
kich thuéc mau nho va thai gian theo déi ngan
lam cho chung t6i kho khan trong viéc danh gia
dugc hiéu qua cda imiquymod 5% trong nhiing
trudng hop diéu tri kéo dai, ty 1& khoi khéng xuat
hién thém t6n thuang sau 3 thang diéu tri, ty |é tai
phat ton thuong.

5.KET LUAN

Laser CO, phéi hgp véi boi imiquymod 5% c6
thé 1a lua chon t8t cho bénh sui mao ga nham han
ché ty 1é xuat hién lai tén thuong.
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SUMMARY

EFFICACY OF THE COMBINATION OF LASER CO2 AND IMIQUYMOD 5% CREAM
IN THE TREATMENT OF GENITAL WARTS

Objectives: To evaluate the efficacy of the combination of laser CO, and imiquymod 5% cream in

the treatment of genital warts.

Method: A randomized controlled clinical trials, was conducted on 70 patients with external

genital warts. Patient were randomly divided into two groups, one group combined imiquymod 5%
cream three times/week over 12 weeks beginning when the wound healing process was completed
after laser CO, treatment, other group treated laser CO, alone. Clinical assessments were evaluated
before treatment and after every 4 week during 12 - week treatment.

Results: After 12 weeks of treatment, there was a good improvement in the clearance rates on
combination side (91.2%) compared to control side (88.9%), but not significant. During the three-month
follow-up period, 11.8% patients of the laser-imiquymod 5% group developed warts recurrences, less
than that of control group (33.3), P < 0.05. The application of imiquymod 5% cream was well tolerated.
The number of patients with adverse events related to study medication declined from the first month
of treatment until the end of the third month. Most frequently, mild to moderate itching, burning, pain
and erythema were reported.

Conclusions: After laser therapy and sufficient wound healing, administration of imiquymod
5% cream three times/week has equally efficacy with laser alone in the treatment of genital warts, it
appears to be safe and to reduce the incidence of wart recurrences.

64 |DA LIEU HOC s637 (Thang 12/2022)



