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TOM TAT

Muc tiéu: Danh gia hiéu qua diéu tri triing ca vlria va nang bang uéng isotretinoin két hgp vai
azithromycin liéu xung so véi u6ng isotretinoin don thuan.

P3i tuogng va phuong phap: Nghién ctu tht nghiém Iam sang ngau nhién cé déi chiing trén 62
bénh nhan tring cé vira va nang. Nhdom nghién ctiu dung isotretinoin: Liéu 0,3 mg - 0,5 mg/kg/ngay,
uéng 1 lan ngay sau an toi x 12 tuan, azithromycin uéng 500 mg/ngay x 3 ngay lién ti€p/tuan x 4 tuan;
nhom déi ching: Isotretinoin: Liéu 0,3 mg - 0,5 mg/kg/ngay (tuong duong 20 mg/ngay), uéng 1 lan
ngay sau an téi x 12 tuan. Danh gia trong va sau diéu tri: K&t qua diéu tri dugc thuc hién & thai diém 2,
4, 8 va 12 tuan sau diéu tri: S8 lugng tén thuang viém, s6 lugng tén thuong viém, bung phat tring ca
(xuat hién tén thuong cuc/nang mai), va su hai long cia bénh nhan; tac dung phu dugc danh gia lién
tuc trén lam sang, xét nghiém sinh hdéa mau (ure, creatinin, AST, ALT, cholesterol va triglycerid) va thu
thai nuéc tiéu (v6i phu nir trong do tudi sinh dé) dugc thuc hién méi 4 tuan.

Két qua: Trong nhom phoi hgp, s6 luong tén thuong viém khéng thay ddi sau 2 tuan, nhung giam
dang ké sau 4 tuan, 8 tuan va 12 tuan. Trong khi nhém isotretinoin don thuan c6 tang sé luong tén
thuong viém sau 2 va 4 tuan, va giam xudng sau 8 tuan va 12 tuan. Khong co su khac biét vé muc do
gidm tén thuang viém va khong viém sau 12 tuan diéu tri & ca hai nhom. 96,8% bénh nhan trong nhém
phoi hop hai long véi két qua diéu tri cao hon cé y nghia so véi 83,7% bénh nhan & nhoém don déc. Tac
dung phu chinh & ca hai nhom la khé méi, kho da mat va khéng cé su khac biét gira hai nhém.

Két luan: Phéi hgp isotretion dudng uéng véi azithromycin liéu xung lam gidm nguy co bung phat
triing cé trong 4 tuan dau va tang su hai long cia bénh nhan. Khong co su uu viét vé hiéu qua diéu tri
sau 8 va 12 tuan.

Tu khéa: Triing cd thdng thudng, tén thuong viém, tén thuong khéng viém, isotretinoin, azithromycin.
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1. DAT VAN DE

Bénh tring ca la mét bénh da thudng gap,
chiém ty I& kha cao & d6 tudi thanh thi€u nién,
trong do tring ca thong thudng la thé bénh hay
gap nhéat1. Tring ca biéu hién bai hai nhém tén
thuong nguyén phat chinh 1a tén thuong viém
va tén thuong khong viém. Tring cé la bénh ly
khong nguy hiém, tuy nhién gay anh hudng nhiéu
dén thadm my, tam ly va chat lugng cudc séng cla
bénh nhan.

Viéc diéu tri tritng ca théng thuwong sé phu
thudc vao mirc d6 ndng cua trirng cda. Va cho dén
nay, chi c6 duy nhat isotretinoin dwong udng cé
tadc dong lén ca bon co ché bénh sinh cia trirng
cd, c6 hiéu qua cao cho nhirng treorng hop trirng
ca ning va da that bai béi cac thudc diéu tri khac.
Tuy nhién, isotretinoin c6 tac dung phu dan dén
bung phat trirng ca trong giai doan diu str dung
thudc2. Vi vdy, viéc phéi hop véi azithromycin -
mot khang sinh nhdm macrolid vira cé tac dung
trén C.acnes vira c6 tac dung chong viém sé gilup
han ché tac dung phu ctda isotretinoin va ting
hiéu qua diéu tri tritng cé®*.

O Viet Nam, da cé nhiéu nghién citu vé
vai trd cla isotretinoin trong diéu tri tritng ca
nhwng nghién ctiru vé két qua cua viéc phdi hop
isotretinoin va azithromycin con han ché. Chinh vi
vay, chirng t6i ti€én hanh nghién nay véi muc tiéu
danh gia hiéu qua diéu tri trirng ca vira va nang
bang udng isotretinoin két hop véi azithromycin
litu xung.

2.POI TUGNG VA PHUONG PHAP

2.1. Déi tuong nghién ciu

62 bénh nhan trirng cé thong thworng quan ly
tai Bénh vién Da liéu Thanh Hoa.
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Tiéu chudn lua chon: Bénh nhan tring ca
thong thuong muc do vua va nang theo thang
phan loai Karen McKoy 2008 kham diéu tri tai
Khoa Kham bénh Bénh vién Da liéu Thanh Héa;
bénh nhan t 18 tudi tra 1én va dong y tham gia
nghién cdu.

Tiéu chudn loai trir: Bénh nhan la phu nit c6
thai, cho con bu, phu nit d6 tudi sinh dé du dinh
¢6 thai, nghi ngd cé thai, hodc khong st dung cac
bién phap tranh thai an toan; tién s di Ung véi
azithromycin va isotretinoin; s&r dung déng thai
cac bién phap diéu tri triing ca khac ngoai nghién
ctu; bénh ly gan, than nang, tdang m& mau.

2.2. Phuong phap nghién ctu

Thiét ké nghién ciru

Nghién ctu thi nghiém lam sang ngau nhién
c6 d6i ching gitta nhém két hop isotretinoin va
azithromycin vdi isotretinoin don thuan. Phan
ngau nhién: S dung la tham ngau nhién chua
trong hoép tham gébm 62 phiéu chia déu cho
moi nhom. Nghién ctu dugc tién hanh ti thang
3/2022 dén thang 9/2022 tai Bénh vién Da liéu
Thanh Héa.

Vat liéu nghién ciu

Thuéc Bonpile: Isotretinoin, vién nang mém
10 mg do cong ty Korea Prime - Han Qudc san
xudt; thuéc Azithromycin: Azithromycin vién nén
ham lugng 500 mg cla dugc Hau Giang - Viét Nam
san xuat; Gammaphil Cream 50g do Gamma - Viét
Nam san xuat, sira rira mat Cetaphil gentle skin
cleanser do Galderma - Canada san xuat.

Cdc budc tién hanh

Lua chon bénh nhan: Kham lam sang va danh
gia muc dé nang, néu bénh nhan du tiéu chuan
trén lam sang thi tu van va ky chap thuan tham
gia nghién ctu. Truéc khi diéu tri: Thu thap cac
thong tin tén, tudi, gidi, thai gian mac bénh; danh
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gia triéu ching 1am sang; cac xét nghiém can lam:
Téng phan tich t€ bao mau ngoai vi, sinh héa mau,
th{ thai néu bénh nhan nir trong dé tudi sinh dé.
Néu bénh nhan théa man tiéu chuan lua chon va
loai trlr, tién hanh phan nhém ngau nhién dya vao
béc 1a tham ngdu nhién vsi hop tham gom 3 14
tham: Hai la tham c6 s6 1 (dua vao nhém phéi hap
- nhém nghién ctu) va moét 1a tham cé s6 2 (dua
vao nhém don thuan - nhém doi ching).

Tién hanh diéu tri;: Nhom nghién cdu:
Isotretinoin: Liéu 0,3 mg - 0,5 mg/kg/ngay, uéng
1lan ngay sau an téi x 12 tuan, azithromycin uéng
500 mg/ngay x 3 ngay lién tiép/tuan x 4 tuan;
nhom déi ching: Isotretinoin: liéu 0,3 mg - 0,5
mg/kg/ngay (tuong duong 20 mg/ngay), uéng 1
lan ngay sau an téi x 12 tuan; ca hai nhém déu st
dung gammaphil cream béi t6i. Panh gia trong
va sau diéu tri: két qua diéu tri dugc thuc hién &
thai diém 2, 4, 8 va 12 tuan sau diéu tri: S luong
tén thuong viém, s lugng tén thuang viém, bung
phét tring ca (xuat hién tén thuong cuc/nang
mGi), va su hai long clia bénh nhan; tac dung phu
dugc danh gia lién tuc trén lam sang, xét nghiém

3. KET QUA

3.1. Dic diém chung ctia bénh nhan nghién ciu

sinh héa mau (ure, creatinin, AST, ALT, cholesterol
va triglycerid) va thit thai nudc tiéu (v6i phu nir
trong d6 tudi sinh dé) dugc thuc hién méi 4 tuan.

Xaly sé liéu

So liéu dugc ma hoda va xu ly theo chuong
trinh SPSS 20.0. Kiém dinh so sanh: d6i vai bién
dinh tinh trong cung mo6t nhédm dung test
McNemar, so sanh gita hai nhém st dung test
so sanh Chi-binh phuong, néu ky vong ly thuyét
<5 thi st dung kiém dinh Fisher chinh xac, d6i véi
bién dinh lugng so sdnh cac gia tri bang test T gilta
hai mau déc lap va so sanh cap truéc sau. Cac so
sanh c6 y nghia thong ké vai p<0,05.

2.3. Pao duc nghién ctiu

Nghién ctu nay dugc thong qua béi B6 mon
Da liéu, Truong Dai hoc Y Ha Néi. Nghién ctu nay
dugc su cho phép cta Bénh vién Da liéu Thanh
Hda. Bénh nhan dugc tu van va tu nguyén tham
gia nghién cudiy; tuan thu nghiém ngdt trong qua
trinh dung thudc, theo déi dé phat hién cac tac
dung phu va xt ly (gidm liéu hodc ngling thudc
hoac diéu tri b6 sung néu can), thong tin ca nhan
clia bénh nhan dugc gitr kin.

Bdng 1. Ddc diém chung va ddc diémldm sang cia hai nhém truéc diéu tri

Chisd Nhém nghién ctru Nhém ddi chirng p
Nam - n (%) 13 (41,9) 14 (45,2) 0,798
Gidi tinh

N - n (%) 18 (58,1) 17 (54,8)

Tu6i trung binh 22,7+6,5 22,9+5,2 0,915

Du6i 1 ndm - n (%) 21(67,7) 15 (48,4) 0,168

Thoi gian bj - N

banh 1dén 2 ndm-n (%) 6(19,4) 6(19,4)
Trén 2 nam - n (%) 4(12,9) 10 (32,3)

S8 lwgng tén thuong viém 22,4+9,1 20664 0,351

S8 luvgng ton thwong khéng viém 36,9+ 19,0 36,2+ 10,7 0,856

Téng s6 tdn thuong 59,3+21,6 56,7 +15,5 0,591
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Gilta nhém nghién ctiu va nhém déi chiing khéng cé su khac biét véi gidi, tudi trung binh, thai gian
bi bénh, s6 lugng tn thuang viém trung binh, s6 lugng tén thuong khéng viém trung binh va téng s6
ton thuong trung binh vaéi p > 0,05.

3.2. Két qua diéu tri bénh triing ca miic d6 vita va nang bang udng isotretinoin két hop véi
azithromycin liéu xung

30

25
2247 p=1,000 224

20 20,6 @7

15

10,7

10 p>0,05

Trude didu tri Sau 2 tudn Sau 4 tudn Sau 8 tudn Sau 12 tudn

—8—Nhom Nghién ctru  --@- Nhém ddi chimg

Biéu dé 1. Thay déi tén thuong viém sau diéu tri

Trong nhém nghién cuu, s6 lugng tén thuong viém trung binh & tuan tha hai khong thay déi, giam
c6y nghia sau 4 tuan, 8 tuan va 12 tuan. Trong nhém ddi ching, s6 lugng tén thuang viém trung binh &
tuan thi 2 va 4 tang lén c6 y nghia, sau dé giam xudng cé y nghia & cac tuan 8 va 12. Khéng c6 su khac
biét vé s lugng tén thuong viém trung binh tai tuan 8 va 12 gilta hai nhém. Sau 12 tuan, s6 lugng tén
thuong khéng viém & 2 nhém khéng c6 su khéc biét.

Bdng 2. Su'bung phdt trirng cd & hia nhém

Thoi gian Mtrc do bung phat Nhém nghién ctru Nhém déi chirng p
n (%) n (%)
Bung phat nhe 12 (38,7) 15 (48,4)
. Bung phat vira 1(3,2 6 (19,4
Sau 2 tuan - P — (8,2) ( ) 0,046*
BuUng phat nang 0(0,0) 0(0,0)
Khéng bung phat 18 (58,1) 10 (32,3)
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Bung phat nhe 2 (6,5) 15 (48,4)
. Bung phat vira 0(0,0 7 (22,6
Sau 4 tuan - EP — (0.0) ( ) 0,000*
Bung phat nang 0(0,0) 0(0,0)
Khéng bung phat 29 (93,5) 0(29,0)
Bung phat nhe 0(0,0) 0(0,0)
. Bung phat vira 0 (0,0 0(0,0
Sau 8 tuan - EP — (0.0) 00) 1,000*
BUng phat nang 0(0,0) 0(0,0)
Khong bung phat 31 (100,0) 31 (100,0)
*Fisher’s Exact test

Sau 2 va 4 tuan, ty lé bung phat triing ca & nhém nghién ctiu thap han nhém doi ching. Sau 8 tuan
diéu tri, ty 1& bung phat khong khac biét & hai nhom.
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= Khéng hai long % Iailong = R4t hai long

Biéu dé6 2. Mirc dé hai long ciia bénh nhén

Trong nhém nghién cuy, ty 1é bénh nhan hai long la 96,8%, trong d6 rat hai long la 45,2%, chi cé
3,2% bénh nhan khong hai long. Ty 1& bénh nhan hai long & nhom déi ching la 83,7% va ty 1é bénh
nhan khéng hai long la 16,1%. Su khac biét nay la cé y nghia véi p < 0,05.

Bang 3. Tdc dung phu trén lam sang

Nhém nghién ciru Nhém déi chirng

Pic diém p
n (%) n (%)
Kho mai 24 (77,4) 23 (74,2) 1,000*
Kho da mét 21(67,7) 20 (64,5) 1,000*
Kho da bong vay lan tda 4(12,9) 5(16,1) 1,000*
Kho mat 8(25,8) 9(29,0) 1,0006
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Nhom nghién ciru

Nhém déi chirng

Pic diém p
n (%) n (%)
Chay mau cam 0(0,0) 1(3,2) 1,000*
Nglra 4(12,9) 5(16,1) 1,000*
Nhay cdm 4nh nang 2 (6,5) 1(3,2) 1,000*
Pau co, khop 0(0,0) 0(0,0) 1,000*
Rung téc 1(3,2) 0(0,0) 1,000*
R&i loan tiéu héa 0(0,0) 0(0,0) 1,000*
Pau d3u, chdng mit 0(0,0) 0(0,0) 1,000*
Tang cholesterol 3(9,7) 2 (6,5%)
Nhe 3(9,7) 2 (6,5%)
Vira 0(0,0) 0(0,0) 1,000*
Nang 0(0,0) 0(0,0)
Khéng thay ddi 28 (90,3%) 29 (93,5%)
Tang triglyceride 2 (6,5%) 3(9,7)
Nhe 2 (6,5%) 3(9,7)
Vira 0(0,0) 0(0,0) 1,000*
Nang 0(0,0) 0(0,0)
Khéng thay déi 29 (93,5%) 28 (90,3%)
Tang men gan 2 (6,5%) 1(3,2)
Nhe 2 (6,5%) 1(3,2)
Vira 0(0,0) 0(0,0) 1,000*
Nang 0(0,0) 0(0,0)
Khong thay d6i 29 (93,5%) 30 (96,8%)
Tang ure/creatinin 0(0,0) 0(0,0)
, 1,000*
Khoéng thay doi 31 (100,0%) 31 (100,0%)
Thay d&i cdng thirc mau 0(0,0) 0(0,0)
, 1,000*
Khoéng thay doi 31 (100,0%) 31 (100,0%)

*Fisher’s Exact test; &6: Chi-square test
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Tac dung phu thudng gap nhat & ca hai nhom
la khé moi va kho da mat vai ty Ié khong khac biét.
Khéng cé bénh nhan nao trong nhém nghién cdu
c6 réi loan tiéu héa va dau dau chéong mat. Khong
¢ su khac biét vé ty |é tang cholesterol, tang
triglycerid va tdang men gan gilta hai nhém.

4.BAN LUAN

Nghién cttu nay khong c6 su khac biét vé cac
dac diém chung va dac diém ton thuong clia bénh
nhan gilta hai nhom. Két qua nay dam bao tinh gia
tri cla phan ngau nhién va gia tri ctia so sanh sau
diéu tri. Theo Biéu d6 1, trong nhom nghién ct,
s8 lugng tén thuang viém trung binh khéng thay
déi & tuan thur hai, bat dau gidm cé y nghia sau 4
tuan va tiép tuc giam thém sau 8 tuan va 12 tuan.
Trong nhém ddi chiing, s6 lugng tén thuong viém
trung binh & tuan thi 2 va 4 tang lén c6 y nghia,
sau dé giam xudng cé y nghia & tuan 8 va tiép tuc
giam thém & tuan 12. Khong co su khac biét vé s6
lugng tén thuong viém sau 8 va 12 tuan diéu tri.
Nhu vay co thé thay rang, viéc diéu tri phdi hop
isotretinoin va azithromycin gitp han ché bung
phat tén thuong & giai doan 4 tuan dau. Két qua
nay cling tuong ty vai két qua trong nghién ctu
cla Hasibur ndm 2013 trén bénh nhan trdng cd
trung binh va nang vai liéu lugng va thai gian
tuong tu nghién cdu cda chung t6i°. Hay nghién
clu so sanh tuong tu cta Kishor ndm 2014 trén
bénh nhan tring ca trung binh t6i nang cling cho
két qua tuong tu, mac du hiéu qua & tuan 12 cla
nhém phoi hop la uu viét hon nhém isotretinoin
don thuan’.

Theo Bang 2, sau 2 va 4 tuan, ty |& bung phat
triing ca & nhom nghién cdu thap hon nhom déi
chiing, mac du chi yéu la bung phat nhe. Sau 8
tuan diéu tri, ty 1é bung phat khong khac biét & hai
nhom. Su bung phat triing ca xét trén su xuat hién
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cac tén thuong cuc/nang mdi, nhu vay viéc diéu
tri phéi hop isotretinoin va azithromycin cho thay
su uu viét hon isotretinoin don thuan. Theo Bang
3, 56 lugng tén thuong khéng viém & hai nhém
khéng c6 su khac biét sau 12 tuan. Day la két qua
dé hiéu vi azithromycin chii yéu c6 tac dung lién
quan dén gidm viém, dan dén hiéu qua giam ton
thuong khéng viém chu yéu la dén ti tac dung
cua isotretinoin duong uéng.

Mac du sau 12 tuan, khong co su khac biét vé
ton thuong viém va khéng viém gilia hai nhém
tuy nhién theo Bang 4, ty 1é bénh nhan hai long
trong nhém nghién cdiu la cao hon ¢6 y nghia so
véi nhom déi ching. Nhu vay c6 thé thay, mac du
hiéu qua chung & ca hai nhém la nhu nhau, tuy
nhién viéc kim ham blung phat tén thuong viém &
giai doan dau & nhém nghién cltu mang lai su hai
Iong cao han cho bénh nhan, bénh nhan cling c6
thé c6 cdm giac bénh d& nhanh hon, an tdam hon
dan dén tuan tha diéu tri hon. Tat ca cac két qua
trén phu hop véi nhiéu nghién ciru trén thé giGi
va phu hgp véi nhiéu phac do diéu tri trikng ca da
dwoc xuit ban'>o7,

Ca hai nhém déu gap cac tac dung phu kinh
dién cla isotretinoin nhu khé méi, kho da, réi loan
md& mau vdi ty 1é khéng khac biét. TAc dung phu
cUa azithromycin nhu réi loan tiéu héa, dau dau
chéng mat, thay d6i cong thic mau ciing khéng
gap trong nghién clu cta ching téi, cho thay
rang day la moét thuéc dung nap rat tét.

5.KET LUAN

Phoi  hop
azithromycin liéu xung lam gidm nguy co bung

isotretion dudng uéng VGi

phat triing céa trong 4 tuan dau va tang su hai long
cla bénh nhan. Khéng ¢ su uu viét vé hiéu qua
diéu tri sau 8 va 12 tuan.
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SUMMARY

Original research

COMBINATION OF ORAL ISOTRETINOIN AND PULSED ORAL AZITHROMYCIN IN THE
TREATMENT OF MODERATE TO SEVERE ACNE VULGARIS

Nguyen The Thuong'? Do Thi Thu Hien3, Nguyen Thi Ha Vinh'3, and Dang Van Em**

ABSTRACT

Objectives: To evaluate the efficacy of treating moderate to severe acne vulgaris with oral
isotretinoin combined with azithromycin compared to isotretinoin alone.

Methods: A randomized controlled trial was conducted on 62 patients with moderate to severe
acne vulgaris. The study group received isotretinoin: Dose 0.3 mg - 0.5 mg/kg/day, taken once daily
immediately after dinner for 12 weeks, with azithromycin taken orally 500 mg/day for 3 consecutive days
per week for 4 weeks; the control group received isotretinoin: dose 0.3 mg - 0.5 mg/kg/day (equivalent
to 20 mg/day), taken once daily immediately after dinner for 12 weeks. Evaluation during and after
treatment: treatment outcomes were assessed at 2, 4, 8, and 12 weeks after treatment: The number
of inflammatory lesions, non-inflammatory lesions, acne flare-ups (appearance of new nodular/cystic
lesions), and patient satisfaction; adverse effects were continuously evaluated clinically, with blood
biochemistry tests (urea, creatinine, AST, ALT, cholesterol, and triglycerides) and urine pregnancy tests
(for women of childbearing age) conducted every 4 weeks.

Results: In the combination group, the number of inflammatory lesions remained unchanged
after 2 weeks but decreased significantly after 4, 8, and 12 weeks. Meanwhile, the isotretinoin-alone
group had an increase in the number of inflammatory lesions after 2 and 4 weeks, followed by a
decrease after 8 and 12 weeks. There was no difference in the extent of reduction in inflammatory
and non-inflammatory lesions after 12 weeks of treatment in both groups. 96.8% of patients in the
combination group were satisfied with the treatment outcome, significantly higher than the 83.7% in
the monotherapy group. The main adverse effects in both groups were dry lips, dry facial skin, with no
difference between the two groups.

Conclusions: Combination oral isotretinoin with azithromycin for the initial 4 weeks reduces the
risk of acne flare-ups and increases patient satisfaction. There was no superiority in treatment efficacy
after 8 and 12 weeks.
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