DANH GIA HIEU QUA DIEU TRI CUA ISOTRETINOIN O’ BENH NHAN BI
TRUNG CA CO SU’ DUNG CORTICOID BOI
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TOM TAT

Nghién clru so sanh hiéu qua diéu tri bénh tring ca bang isotretinoin udng véi liéu 0,3 - 0,4
mg/kg/ngay va doxycyclin lieu 100 mg x 2 lan/ngay, trong 10 tuan. Két qua cho thay: isotretinoin c6
hiéu qua hon doxycyclin trong diéu tri bénh nhan (BN) trirng ca cd st dung corticoid bdi. Dac biét,
hiéu qua trén mét so bieu hién kém theo do héau qua cua corticoid: 41,7% trwdng hop phat ban dang
tring ca, 94,4% truwdng hop triing ca do, 89,5% tredng hop viém da quanh miéng giam = 20% cac ton
thwong viém nhieém sau 4 tuan dieu tri. 83,3% trwong hop c6 demodex dwong tinh dap (ng tot voi
diéeu tri.

* Tlr khoa: Bénh trirng cd; Isotretinoin; Hiéu qua.

EVALUATION OF THE EFFICACY OF TREATMENT OF
ACNE PATIENTS USING TOPICAL CORTICOIDS

BY ORAL ISOTRETINOIN
SUMMARY

We have conducted researches to compare the efficacy of the treatments by oral isotretinoin with
a dose of 0.3 - 0.4 mg/kg/day and that of doxycyclin with a dose of 0.5 - 1 mg/kg/day for 10 weeks of
tfreatment. The first stage of our studies revealed that isotretinoin has proven more effective than
doxycyclin in the treatment of acne patients using corticoids. Especially, it brought the good results
on some mixed manifestations by corticoids side effects, namely: 41.7% cases of acneiform eruption,
94.4% cases of rosacea, and 89.5% cases of perioral dermatitis 20% or more inflammatory lesions
have been relieved after 4 weeks of treatment; remarkably 83.3% cases of positive demodex have
been treated with good results.

*Key words: Acne; Isotretinoin; Efficacy.

DAT VAN DE

Viéc tw y st dung cac loai kem bdi da cé chira corticoid trong nhan dan hién dang rat
phd bién. Cac sadn pham cortibion, trangalar, silkron (kem bay mau), kem trén - mét loai
kem c6 chira corticoid do nguwdi bénh tw cho vao khéng tham khado y kién cla cac nha
chuyén mén.

Thue té cho thay, corticoid chi mang lai két qua tam thoi trong giai doan dau s dung.
Nhwng sau d6, hang loat cac tac dung phu cé thé xay ra: teo da, gidn mao mach, trirng ca
tién trién nang hon, dé da kéo dai, bdi nhiém vi trung, ky sinh trung, lan da tr& nén vé cung
nhay cam, khoéng thé dung nap duwoc thudc bodi... 1am cho viéc diéu tri cang tré nén phic
tap. Cac phwong
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phap diéu tri théng thwdng khéng mang lai két qué theo mong muén.

Chinh vi thé, viéc nghién ciru tim ra gidi phap thich hop, dac biét co thé vira gidi quyét

bénh trirng ca, vira gidi quyét nhirng tac dung phu do corticoid gay ra la van dé can duoc
dat ra trong diéu tri bénh trrng ca hién nay.

o

DPé tai nham muc tiéu:

- M6 t3 dic diém bénh trieng ca co6 boi corticoid trwrde can thiép.

- Péanh gié hiéu qué diéu tri cua isotretinoin & BN bj trirng cé cé st dung corticoid boi.
- Buée dau tim hiéu tac dung khéng mong muén cua isotretinoin.

pOI TUGNG VA PHUONG PHAP NGHIEN cUU

1. Béi twong nghién ciru.

Céc BN trirng ca co bdi corticoid dén kham va diéu tri tai Bénh vién Da liéu TP. Can Tho
01-12-2008 dén 01 - 09 - 2009.

2. Phwong phap nghién ciru.

* Thiét ké nghién ctwu:

Tht nghiém l1am sang ngau nhién cé dbi chirng so sanh.

* C& mau nghién ciru:

C& mau duwoc tinh theo cdng thive sau:

n = Z1- /2 [P1(1-P1)+P2(1-P2)]
d

n: ¢c& mau nghién ctru can cho tirng nhém.

P2 = 0,35 (ty |é cac céa thé khdi bénh trong nhém dbi chirng).

Dwa trén két qua nghién ctru thiv:

a=0,05suy ra Z?1 - /2 = 1,96.

d=P1-P2=0,50-0,35=0,15 (d6 chinh xac mong mudn).

n = 92. Pé trr hao hut, c& mau dwoc wéc tinh 100 trwdng hop cho mdi nhém.
* Tiéu chuén chén doéan bénh trimg ca:

-Tdn thwong co ban: 1a nhirng sé&n dé, mun ma, nang, nbt, nhan trirng ca.

- Vi tri: chl yéu & mét, co thé gap & cd, nguc va lung.

* Tiéu chuén chon bénh:

- Bénh trirng ca dang hoac co tién st boi corticoid dwoc xac nhan ré rang.

- Trieng cé mirc d6 trung binh, nang:

+ Mirc d6 trung binh: 20 - 100 comedones hoéc 15 - 50 tdn thwong viém.

+ M&c d6 nang: 5 ndt (cuc) hodc tdng sd lwong tdn thwong viém > 50 hodc tdng sb

lwong sang thwong > 125.

- Tudi > 18. Néu la ni¥ phai chwa cé gia dinh, hodc c6 gia dinh nhwng phai thuc hién

tranh thai an toan, khéng thuéc udng tranh thai.

- Xét nghiém chirc nang gan, than, lipid mau trong gi¢i han binh thuwdong.

- Cac BN ddng y tham gia nghién ctu.

* Tiéu chuén loai trir:

Nhirng BN da va dang s dung corticoid toan than, c6 cac rdi loan chirc nang gan, than,

tang lipid mau, cao huyét ap, cac bénh ly cua budng trirng, hay cé y dinh lap gia dinh trong
vong 2 thang, BN khéng dong y tham gia nghién ctru.

* Céc tidu chi danh gié két qua:



- Dya trén thay doi s6 lwong ton thuong so véi ghi nhan ban dau theo hé thdng phan dé
trirng ca toan cau (GAGS: The Global acne grading system) [6].
- Bang cau héi danh gia tinh trang da nhon [6].
* Phuong phéap chon mau:
Trong cac doi twong mun tring ca dang st dung hoéc co tién str béi corticoid dén kham,
chung t6i chon ngau nhién 2 nhém:
- Nhém dbi chirng (NDC): doxycyclin (ubng) + erythromycin (bdi).
- Nhém nghién ctru (NNC): isotretinoin (udng) + erythromycin (b6i).
* Céng cu va phuong phép thu thap sé liéu:
- Kham bénh, dién théng tin vao bénh an mau, phdng van truc tiép qua bang cau hai.
- Thu thap s6 liéu b&i nhém nghién cru va cac bac sy chuyén khoa, duwgc tap huan va
thong nhat vé phwong phap, qui trinh thu thap di liéu.
- Ghi hinh &nh tirng trwdng hop bénh trwdc va sau diéu tri.
- Bang phan loai da cua Leslie Baumann [6]: phan loai tinh trang da.
* Phuong phép xt ly va phén tich sé liéu:
Dung phan mém SPSS 16.0, nhitrng sb théng ké can tinh:
- Tan sb va ty 1& % dac tinh cia mau nghién ctru.
- Méi lién quan va mirc d6 lién quan dinh tinh vé két qua diéu tri gitta NNC va NDC, dwoc
xac dinh bang phép kiém & murc y nghia 0,05; ty s6 chénh OR va khoang tin cay 95% cla
OR (cho nhirng bién so nhi gia).

KET QUA NGHIEN cUU
1. Dic diém bénh trimg ca cé bai corticoid trudc diéu tri.
- Ly do kham bénh: 50% trweng hop dén kham vi ngra va dé da, 23% mun md, 15%
nglra, 7% dd da, con lai la cac ly do khac.
- Céc biéu hién kém theo: phat ban dang trirng ca (49%), viém da quanh miéng (23,3%),
gian mao mach (12%), trrng ca dé (8%), tai vwong bénh (3,7%).

- Triéu chirng ngtra: xuét hién & 76,3% truéng hop.

- Trang thai tinh than: 66,7% trwérng hop trong trang thai rat lo lang.

- Tinh trang da: nhon (31,7%), nhay cdm (12,3%), nhén - nhay cdm (56%).

- Ky sinh tring trén da: 23,7% demodex (+), 4,3% demodex - vi ndm (+).

- Khéng dung nap v&i thube boi diéu tri: 74,3% trwéng hop.

- 138 (92,7%) trworng hop & NNC va 120 (80%) & NDC hop tac véi diéu tri trong 300
trwdng hop nghién ciru.

2. Hiéu qua diéu tri bang isotretinoin.

* Sw thay déi tén thuong viém:

- Mtrc d6 giam viém sau 4 tuan diéu tri.

Bang 1: Mrc d6 gidm viém sau 4 tuan (n = 259).

MUC DO BN
GIAM VIEM NNC NDC Téng
<20% 46 115 161
(33,1%) (95,8%) (62,2%)

>20% 93 5 98

p <0,01



(66,9%) (4,2%) (37,8%)

Téng 139 120 259
(100%) (100%) (100%)

* Sau 4 tuan diéu tri, miic d6 giam viém > 20% & nhém nghién clu 1a 66,9%, cao hon c6 y
nghia théng ké véi p < 0,01.

- Mirc d6 giam viém sau 4 tuan diéu tri 8 nhém phat ban dang triing ca.

Béng 2:
MUcC po BN
GIAM VIEM NNC NDC TONG
<20% 28 65 93
(58,3%) (97%) (80,9%)
> 20% 20 2 22 p <001
(41,7%) (3%) (19,1%)
Téng 48 67 115
(100%) (100%) (100%)

* Nnh6ém bénh phat ban dang triing ca 8 NNC c6 ty 1& gidm viém > 20% la 41,7%, cao
hon c6 y nghia théng ké (p < 0,01).

- So sanh mic dd gidm viém sau 4 tuan diéu tri 8 nhém bénh triing ca doé (n = 28).

Bang 3:

MUC DO BN
GIAM VIEM NNC NDC T8NG
<20% 1 9 10
(5,6%) (90%) (35,7%) p <001
>20% 17 1 18
(94,4%) (10%) (64,3%)
Téng 18 10 28
(100%) (100%) (100%)

Nhom bénh triing ca dé & NNC cb ty Ié gidm viém > 20% la 94,4%, cao hon c6 y nghia
théng ké (p < 0,01).
- So sanh mirc d6 gidm viém sau 4 tuan diéu tri 3 nhom bénh viém da quanh miéng (n =

64).
Bang 4:
MUC BO BN
GIAM VIEM NNC NDC TONG
<20% 4 25 29
(10,5%) (96,2%) (45,3%)
p<0,01
> 20% 34 1 35
(89,5%) (3,8%) (54,7%)
Téng 38 26 64
(100%) (100%) (100%)

Nhom can thiép co ty 1é giam viém = 20% la 89,5%, cao han cé y nghia théng ké véi p <
0,01.
- So sanh mtc do gidm viém sau 10 tuan diéu tri (n = 259).

Béng 5:



MUC O BN

GIAM VIEM NNG NDC TONG

<80% 53 109 622
(38,1%) (79,6%) (58,7%)

> 80% 86 28 114
(61,9%) (20,4%) (41,3%)

Téng 139 120 259
(100%) (100%) (100%)

Mrc d6 giam viém > 80% & NNC la 61,9%, cao hon ¢ y nghia théng ké véi p < 0,01.
* Sur dap tng cua demodex vai diéu tri:

66/259 trudng hop demodex cd két qua xét nghiém duong tinh. Trong sé nay 55 trudng
hap (83,3%) dap Ung t6t vai diéu tri.

3. Tac dung khéng mong muén trong diéu tri véi isotretinoin.

Trong 139 trudng hop diéu tri isotre- tinoin udng liéu 10 mg x 2 1an/ngay (0,3 - 0,4 mg/kg)
trong 10 tuan, c6 mét s6 tac dung khéng mong muén: 82,7% khd moi, 69,8% dd da, viém da
kich (g tién phat, 0,7% cb triéu chimg boc phat trimg cé tam thdi trong giai doan dau va chi
c6 1,4% men gan tang nhe khong dang ké. T4t ca nhimg trudng hop trén déu tré vé binh
thudng sau gidm liéu isotretinoin qua 2 tuan diéu tri. Chua thay xuat hién réi loan lipid mau,
réi loan chlc nang than, triéu chiing vé mat, hay cac biéu hién khac.

BAN LUAN

1. Béc diém bénh trirng ca c6 béi corticoid trwéc nghién ciru.

50,3% trworng hop dén kham véi cdm giac doé da va ngla. Biéu hién trén rat it dwoc dé
cap dén trong mun trirng ca théng thu’o’ng phan l&n gap & nhirng trwdng hop do tac dung
phu cla corticoid [9]. Ty 1& nay cé thé ly giai: 49% xuét hién phat ban dang trirng ca, 23,3%
viém da quanh miéng, 8% trirng ca dd. Day chinh la nhirng biéu hién cé lién quan dén tac
dung phu ctia corticoid [7, 8]. D&c biét tim thdy 23,7% ky sinh tring demodex trén tén
thwong, lién quan dén nhirng trudng hop bi dé da va ngta [8, 9.

66,7% BN trong trang thai bat an v& mat tam ly, c6 thé do rat nhiéu nguyén nhan, trong
do, 56% trudng hop trong tinh trang da nhon va nhay cam, 74,3% tredng hop khong dung
nap v&i thubc béi, 3,7% tai vwong bénh la nhitng nguyén nhan dan dén tinh trang trén. Diéu
nay phu hop véi rat nhidu tac gid d& cap dén tac dung phu cla corticoid [3] va thuc té diéu
tri trieng ca hién nay.

2. Hiéu qua diéu tri bang isotretinoin.

Véi lidu diéu tri isotretinoin 10 mg x 2 lan/ngay (0,3 - 0,4 mg/kg/ngay) dwdng ubng, trén
139 truong hop trieng ca co boi corticoid trudc do, trong 10 tuan thay mot s6 két qua buoc
dau.

Sau 4 tuan diéu tri, 66,9% bat dau gidm > 20% tén thwong viém, cao hon rat cé y nghia
so vé&i NDC (4,2%). Trong do, cac BN co bidu hién trirng ca d6 & NNC cé ty 1é gidm viém =
20% la 94,4%, cao hon c6 y nghia théng ké so véi NDC 1a 10%, phu hop v&i ghi nhan cla
Tony Burns trong diéu tri trrng c& dd bang isotretinoin [3]. Nhitng BN viém da quanh miéng
trong NNC c6 ty & gidm viém > 20% 1a 89,5%, cao hon cé y nghia théng ké so véi NDC
(3,8%). Bac biét, # nhém bénh phat ban dang trirng ca trong NNC co6 ty 1& gidm viém > 20%
la 41,7%, cao hon c6 y nghia théng ké so véi NDBC (3%). Mét trong nhirng nguyén nhan ly
giai két qua trén cé thé cé lién quan dén ty 1& 83,3% demomoex (+) c6 dap (rng tét véi diéu
tri bang isotretinoin.

3. Tac dung khéng mong muédn cua isotretinoin.

p < 0,01



_DPay la van dé duoc gidi y hoc rat quan tam. Tac dung khéng mong mudn cua isotretinoin
thé hién trén nhiéu khia canh khac nhau: réi loan chirc ndng gan, than, tang triglyceride, quai
thai va cac biéu hién khac trén da. Trong nghién ctru nay gap mot sé tac dung phu: khd méi
(82,7%), do da (69,8%), viém da kich (rng tién phat (0,7%), trieng ca boc phat tam thoi trong
giai doan dau (0,7%) va chi co 2 treong hop (1,4%) men gan tang nhe khong dang ke.
Tuwong tw két qua caa William J. Cunllife [5]: ty 1& khd m6i 95%, d6 da 67%. Tat ca nhirng
treong hop trén déu tré ve binh thwong sau 2 tuan dieu tri giam lieu. Chuwa thay xuat hién
roi loan lipid mau, roi loan chirc nang than, triéu chirng vé mat, hay cac biéu hién khac. C6
thé voi lieu str dung thap hon lieu diéu tri thong thwdng va thdi gian danh gia gi¢i han trong
10 tuan nghién ctru.

KET LUAN

1. Dic diém bénh trirng ca cé boi corticoid trudc nghién ciru.

- D6 da va nglra la ly do dén kham thwéng gap nhét (50,3%).

- Phat ban dang trirng ca la biéu hién kém theo chiém ty 1& cao nhat (49%), tiép dén la
viém da quanh miéng (23,3%), gidan mao mach (12%), trirng ca dd (08%).

- Ngtra la triéu chirng co' nang thworng gép nhat (76%).

- 66,7% BN trong trang thai tinh than khoéng 6n dinh.

- Da nhén va nhay cam chiém ty 1& cao nhét (56%).

- 23,7% trwdng hop tim thdy demodex gay bénh trén da.

2. Hiéu qua diéu tri bang isotretinoin.

- Sau 4 tuan diéu tri, mrc d6 gidm viém > 20% & NNC la 66,9% cao hon rét cé y nghia so
v&i NDC (4,2%). Trong d6, nhédm bénh phat ban dang trirng ca la 41,7%, trieng ca dé 94,4%,
viém da quanh miéng 89,5%.

- Sau 10 tuan diéu tri, mirc d6 gidm viém > 80% & NNC la 61,9% cao hon rat cé y nghia
so voi NBC (20,4%).

- 83,3% BN c6 demodex dap trng tét v&i diéu tri.

3. Tac dung khéng mong muédn cua isotretinoin.

Khd mdi (82,7%), do da (69,8%), trirng ca bung phat trong giai doan déu (0,7%), viém da
kich tng (0,7%), men gan tang nhe (1,4%). Tat ca biéu hién trén déu tré vé binh thwong sau
2 tuan gidm lieu hop ly.
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