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Study of the results of moderate and severe acne vulgaris treatment with
oral isotretinoin combined zinc
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Tom tét

Muc tiéu: Danh gia hiéu qua diéu tri bénh tring ca théng thudng (TCTT) muic do vira va nang
bang isotretinoin (ISO) két hgp kém dudng udng. Déi tuong va phuong phdp: Thit nghiém lam sang c6
doi ching. 90 bénh nhan TCTT mdc d6 via va nang dugc lua chon ngau nhién vao hai nhém (45
bénh nhan/nhém), nhém nghién ctru (NNC) dung ISO 20mg/ngay va kém 40mg/ngay, nhom doi
ching (NDC) chi dung 1SO 20mg/ngay, thoi gian diéu tri 4 thang. Thay déi vé muc do bénh, diém
GAGS va muic dap ung diéu tri dugc danh gia trudc, trong va sau diéu tri dé so sanh hiéu qua diéu tri
& hai nhém. Két qua: Hiéu qua cai thién vé muc d6 bénh va muc dap Ung diéu tri, diém GAGS déu ghi
nhan & ca 2 nhém déi tugng sau diéu tri. Tuy nhién, NNC cai thién muc d6 bénh va dap ung diéu tri,
diém GAGS & hon 90% bénh nhan, c6 su khac biét vai NDC sau thai gian diéu tri 3 va 4 thang. Tac
dung phu trén lam sang gap & NDC nhiéu hon NNC la bung phat mun & thang tha 1 va 2 sau diéu tri.
Két ludn: Trong diéu tri TCTT muc dé vira va nang, udng isotretinoin phéi hop kém cho hiéu qua diéu
tri t6t han so vgi dung isotretinoin don tri liéu.

Ttrkhod: Bénh triing ca thong thudng, isotretinoin, kém.

Summary

Objective: To evaluate the effectiveness of treatment of moderate and severe acne vulgaris with oral
isotretinoin combined zinc (ISO-Z). Subject and method: A controlled clinical trial. 90 patients with
moderate and severe acne vulgaris were randomly selected into two groups (45 patients/group), the
study group (ISO-Z) used ISO 20mg/day and zinc 40mg/day, and the control group (ISO) only used ISO
20mg/day, the treatment period was 4 months. Changes in disease severity, GAGS scores and treatment
response level were evaluated before, during, and after treatment to compare treatment effects in the
two groups. Result: Effective improvement in disease severity and treatment response level, GAGS scores
were shown in both groups after treatment. However, ISO-Z improved disease severity and disease
improvement, GAGS scores in more than 90% of patients, with a difference from 1SO after the 3@ and 4™
month of treatment. The clinical side effects encountered more frequently in the control group
compared to the study group include acne breakouts in the first and second months following the
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treatment. Conclusion: In treating moderate and severe acne vulgaris, isotretinoin combined with zinc
has better treatment effects than using isotretinoin alone.

Keywords: Acne vulgaris, isotretinoin, zinc.

1.Datvan dé

Triing cd thong thudng (TCTT) la mot bénh cua
nang long tuyén ba, hay tai phat, néu khong dugc
kiém soat va diéu tri kip thai c6 thé dé lai nhiing di
ching sau mun nhu tang sac t6, seo 16m, seo |6i...
Hién nay, isotretinoin (ISO) la phuong phap diéu tri
hiéu qua nhat déi véi bénh tring ca nang va cho
hiéu qua diéu tri kéo dai sau khi ngung thudc,
nhung thudng gdy ra mot so6 tac dung phu trén lam
sang nhu khé moéi, khoé da, bong vay da... [3], [7]. Pa
c6 nhiéu trudng hgp gap tac dung phu do 1SO phai
ngung diéu tri, do d6, can tim mot phuong phap
diéu tri két hgp khac nham gidm thiéu tac dung phu
cda ISO cling nhu tang hiéu qua diéu tri mun tring
ca & cac muc do.

Kém la moét vi chat dinh dudng can thiét cho co
thé, néng dd kém huyét thanh lién quan mat thiét
dén su khai phat va mic d6 ndng cta bénh tring ca.
Diéu thu vi la da s6 cac biéu hién do tac dung phu
cua ISO cling trung lap vdi triéu chidng lam sang khi
thiéu kém [6], [8]. Vi vdy, ching t6i thuc hién nghién
ctru nay nham muc tiéu: Ddnh gid hiéu qua diéu tri
bénh triing cd théng thudong mic dé vua va ndng
bdng isotretinoin két hgp kém dudng uéng.

2. i tugng va phuong phap

2.1.Déi tuong

90 bénh nhan TCTT muc dé vira va nang dén
kham va diéu tri tai Bénh vién Bach Mai tu thang
8/2022 dén thang 5/2023.

Tiéu chudn chon

Bénh nhan TCTT muc d6 via, nang theo phan
loai cla Lehmann-2002, > 18 tudi, dong y tham gia
nghién cdu.

Tiéu chudn loai trir

Bénh nhan dang hodc da st dung ISO, kém va
cac san pham chua kém trong vong 3 thang trudc
khi kham. Bénh nhan cé tinh trang khéng thich hgp
dé diéu tri 1ISO dudng udng nhu: mang thai, tang
men gan, tang m& mau, tién st tram cam...

2.2, Phuong phdp

Thiét ké nghién ciru

Thi nghiém lam sang c6 déi chiing so sanh.

Cémau

Mau thuan tién ngau nhién cho 2 nhém, tuong
déng vé tudi, gidi, muc do bénh.

Vat liéu nghién cuu

Vién udng isotretinoin (biét dugc Acnotin 20mg,
Cong ty Mega Lifesciences san xuat va phan phai),
vién uéng kém (biét dugc Emzinc 20mg, thanh phan
kém acetate, Cong ty Emcure Pharmaceuticals san
xuat va phan phoi).

Cdc budc tién hanh

Kham tuyén chon bénh nhan TCTT muc do via,
nang du tiéu chuan, chia ngau nhién 2 nhém va thu
thap théng tin can thiét vao phiéu nghién cu.

Tién hanh diéu tri

Nhém nghién ctu (NNC): 45 bénh nhan, dugc
diéu tri ISO dudng uéng liéu 20mg/ngay phéi hop
kém duong uéng liéu 40mg/ngay, ca 2 thuéc su
dung lién tuc trong 4 thang [4], [9].

Nhém d6i ching (NDQ): 45 bénh nhan, dugc
diéu tri 1ISO dudng uéng liéu 20mg/ngay lién tuc
trong 4 thang [9].

Ca hai nhom déu sir dung Cetaphil cream (do
hang Galderma - Phap san xuat) béi sang toi.

Ddnh gid két qua diéu tri

Déanh gia két qua diéu tri sau 1, 2, 3, 4 thang
diéu tri: Ghi nhan sé lugng ton thuong triing ca trén
lam sang, tinh diém GAGS va dap ung diéu tri theo
muc do (Rat tét: Sach 100% thuong tén; Tét: Cai
thién 75-99% thuong tén; Trung binh: Cai thién 50-74%
thuong tén; Kém: Cai thién dudi 50% thuong tén).

Panh gia tac dung phu trén lam sang do ISO va
kém: Khé moi, khé da, bung phat mun...

Xuly sé lieu

Theo phuong phap théng ké y hoc, su khac biét
c6 y nghia théng ké khi p<0,05.
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3.Két qua

3.1. Ddc diém déi tuong ctia 2 nhém

Bang 1. So sanh cac dac diém chung ctia 2 nhém

e NNC (n = 45) NDC (n = 45)
Pac diem P
n (%) n (%)

o Nam 19 (42,2) 17 (37,8)
Gidi tinh ~ 0,667

N 26 (57,8) 28 (62,2)
Tudi trung binh (X + SD) 25,51 + 6,61 25,04 + 6,25 0,732
GAGS trung binh (i + SD) 25,11 +3,98 24,24 + 3,63 0,283
DLQI trung binh (X +SD) 18,96 + 4,71 17,78 + 4,55 0,231

o A bn Via 28 (62,2) 33(73,3)
Muc d6 bénh N 0,259

Nang 17 (37,8) 12 (26,7)

Nhdn xét: NNC va NDC khéng khéc biét vé gidi tinh, tudi trung binh, diém GAGS trung binh, DLQI trung
binh va muic d6 bénh truéc diéu tri.

3.2. Két qua diéu tri
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Biéu dd 1. So sanh diém GAGS clia 2 nhdm theo thdi gian diéu tri

Nhdn xét: Sau 2, 3, 4 thang diéu tri cd 2 nhom c6 diém GAGS déu gidm c6 y nghia so véi trudc diéu tri,
nhung GAGS ctia NNC gidm nhiéu han NDC cé y nghia thdng ké véi p<0,05, p<0,001, p<0,001 theo thi ty.

Bang 2. So sanh két qua diéu tri ciia 2 nhém theo miic dé bénh véi théi gian diéu tri

. .. Muic d6 bénh
Thai gian diéu tri - - * - - P
Khong bénh Nhe Vira Nang
) NNC (n = 45) 0 0 44 (97,8) 1(2,2)
Sau 1 thang 0616
NDC (n =45) 0 0 42 (93,3) 3(6,7)
) NNC (n = 45) 0 15(33,3) 30 (66,7) 0
Sau 2 thang 0,824
NDC (n =45) 0 16 (35,6) 29 (64,4) 0
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) NNC (n = 45) 1(2,2) 44 (97,8) 0 0

Sau 3 thang 0,008
NBC (n =45) 0 37 (82,2) 8(17,8) 0
) NNC (n =45) 20 (44,4) 25 (55,6) 0 0

Sau 4 thang 0,013
NBC (n =45) 9(20,0) 36 (80,0) 0 0

p

Pnc<0,001; pypc<0,001

Nhdn xét: Thoi gian diéu tri cang dai thi mdc d6 bénh cang nhe dan & ca 2 nhom, déu véi p<0,001. Mic
d6 bénh ctia NNC va NDC khac biét cé y nghia théng ké & thang thu 3 va thi 4 sau diéu tri, déu véi p<0,05.

Bang 3. So sanh dap ung diéu tri 2 nhém theo thai gian

. . Pap ng diéu tri
Thai gian diéu tri = " - . P
Rat tot Tot Trung binh Kém
) NNC (n = 45) 0 0 10(22,2) 35(77,8)
Sau 1 thang 0,270
NDC (n =45) 0 0 6(13,3) 9(86,7)
) NNC (n = 45) 0 8(17,8) 33(73,3) 4(8,9)
Sau 2 thang 0,061
NDC (n =45) 0 3(6,7) 31 (68,9) 11 (24,4)
) NNC (n = 45) 1(2,2) 43 (95,6) 1(2,2) 0
Sau 3 thang 0,002
NDC (n =45) 0 2(71,1) 13(28,9) 0
) NNC (n = 45) 20 (44,4) 5(55,6) 0 0
Sau 4 thang 0,013
NDC (n =45) 9(20,0) 6(80,0) 0 0
p Prne < 0,001; prpc< 0,001

Nhdn xét: Dap tng diéu tri t6t dan theo thdi gian & ca 2 nhom, déu vai p<0,001. Mdc d6 dap ung diéu tri
ca NNC va NBC khac biét cé y nghia thong ké & thang thu 3 va 4 sau diéu tri, véi p<0,05.

Bang 4. So sanh tac dung phu ctia 2 nhém theo thoi gian diéu tri

Sau 1 thang Sau 2 thang Sau 3 thang Sau 4 thang
Triéu NNC | NBC NNC | NBC NNC | NBC NNC | NBC
ching n n n n n n n n
(%) | (%) (%) | (%) @) | ©) | P | ©) | @ | P
26 | 31 17 | 19 8 14 2 5
Khaé 0,274 667 141 0217
0da (57.8) | (689) 37.8) | 22 | %% | a78) | @11 | ° @4 | (11,1
3 4 2 5
Bong va 0,694 217 0
ongvayda | ¢ | (89) @a | a1 |° 0 0 0
N 20 | 32 31 | 35 21 26 14 | 2
Kh6 moi 6aa) | 711 | %% | 689 | 77.8) | 3% | w67 | 578 | @2V | 311 | ez | @130
" < 2 5 2
Khé mit an | ain 0217 0 | 0247 | 0 0 0 0
. 6 9 4 8 3 1
Khomieng | 135 | oo | %3% | 89) |78 | %20 | O | 67 |92 O | o2 | O30
Bung phat 5 13 1 7
mun an | ese | %9 | 22 | ase | @020 O 0 0 0
L 1 5 1 4 2
Té0 bén 0o | i 1919 | ooy | o) |0180 | O | S [0247 | o 0
Tiéu chay 2 4 |o0338| o0 4 |o0s8| o 3 |0121]| o 2 | 0247
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Sau 1 thang Sau 2 thang Sau 3 thang Sau 4 thang
Triéu NNC | NDC NNC | NDC NNC | NDPC NNC | NDBC
chung n n n n n n n n
@) | @ | P @ | @ | P | @ | P || @ | P
44 | 89 89 6,7) 44)
Rung téc 0 ! 0,500 0 ! 0,500 0 2 0,247 0 2 0,247
: (2,2) (2,2) (4,4) (4,4)
Kinh 1 2 3 2 2 1 2
Eggzgtdéu 0 2.2) 0,500 (4,4) 6.7) 0,500 (4,4) 44) 0,692 2.2) 44) 0,500
Nhdn xét: Kho da, khé moi, khd miéng... cta 2 nhom rd rét ti thang thi 2 tré di vai p<0,05 (Biéu d6
nhém tuong duong nhau, déu véi p>0,05. Riéng 1). D6 ndng va miic dap ting diéu tri gitta NNC va NDC
bung phat mun NDC nhiéu hon NNC & cd sau 1  khac biét cé y nghia thdng ké & thang thu 3 va thu 4,

thang va sau 2 thang diéu tri, véi p<0,05.

4. Ban luan

Chung t6i thuc hién thd nghiém lam sang c6
déi ching so sanh trén 2 nhom bénh nhan TCTT
muc dé vura va nang, cd NNC va NDC déu dugc si
dung isotretinoin 20mg/ngay lién tuc trong 4 thang.
Diém GAGS trung binh trudc diéu tri 8 NNC 1a 25,11
va NDC la 24,24; sau diéu tri giam con 1,44 8 NNC va
4,4 8 NDC cho thay ca 2 nhom déu giam diém GAGS,
nhung NNC gidm nhiéu hon NBC ¢é y nghia théng
ké tir thang thu 2, 3, 4 sau diéu tri (Bi€u d6 1). Vé két
qua cai thién dé nang (Bang 2), chiing t6i thay cé su
thay déi ré rét vé muc dé bénh sau diéu tri 3 va 4
thang so vai trudc diéu tri 8 NNC va NDC, tuong tu
muc cai thién vé dap Ung diéu tri cing tang dan co y
nghia théng ké theo thai gian & cd 2 nhém (Bang 3).
Cho dén nay isotretinoin van la thuéc duy nhat c6 tac
dung trén ca 4 co ché bénh sinh triing ca, tac dung
gidm tiét ba nhon, gidm sting hda cé nang 1éng tuyén
ba, Uc ché su phat trién cla vi khuan C. acnes va gidm
phan Ung viém, dem lai hiéu qua sach nhan mun
hoan toan sau khoang 4-6 thang. Cac két qua trong
nghién cdu clia chung t6i cling phu hgp véi cac bao
cao vé hiéu qua cuda ISO trong diéu tri TCTT tai Viét
Nam va thé gigi [1], [3].

Hiéu qua diéu tri TCTT muc d6 vira va nang dugc
ching t6i so sanh trén 2 nhom: NNC dung két hop
uong ISO 20mg/ngay va kém 40mg/ngay, NDC chi
dung don thuan ISO 20mg/ngay. Mdc gidam diém
GAGS & NNC nhiéu han NDC va su khac biét gita 2

80

vGi p<0,05. Sau 3 thang diéu tri, dap ung diéu tri trén
lam sang & NNC chu yéu la tot va rat tot (97,8%), chi
2,2% muc trung binh, khac biét véi NDC dat tot
71,1%, trung binh 28,9%. Sau 4 thang diéu tri, ty lé
nay & NNC la 44,4% rat tot, 55,6% tét, trong khi & NDC
la 20% rat tot, 80% t6t, ca 2 nhdm khong ghi nhén
trudng hop nao dap ting kém va trung binh (Bang 3).

Su khac biét trong dap Ung diéu tri & 2 nhém
dugc chung t6i ghi nhan c6 lién quan dén viéc su
dung két hop kém dudng udng trong diéu tri tring
ca. Cac nghién ctu gan day cho thay kém anh hudng
dén mot s6 yéu té sinh bénh hoc hinh thanh nhan
mun. Cu thé, kém Uc ché hoat déng cla cac yéu to
héa hudng dbéng, enzym 5a-reductase va TNF-3
polymorphonuclear, do dé c6 hiéu qua truc tiép
khang khuan, lam gidm lugng C. acnes va muc acid
béo tu do [2]. Nong dé kém trong huyét thanh giam
c6 thé lam gia tdng hormone DHT, anh hudng dén
hoat dong clia tuyén ba nhon, tir d6 gay ra nhing
thay d6i trong té bao sting, dan dén tang sting hda va
tang cac t€ bao viém. Thi€u kém cling c6 thé gay ra
su gia tang TLR-2, kich thich biéu hién cytokine va
viéc gidi phdng cac cytokine tién viém sau do, nhu IL-
1, IL-8, IL-12 va TNF-q, dan dén tinh trang viém mun
tring ca [5]. Kém con c¢6 thé lam diu da va lam gidam
céc vi khuan tac dong trén da [8].

Tac gid Kabir Sardana danh gia trén 48 bénh
nhan TCTT muc d6 nhe va trung binh, diéu tri bang
phuc hgp APC chia kém methionine 75mg (tuong
duong 15mg kém nguyén t6) 3 lan/ngay, sau 12
tuan c6 79% bénh nhan dat cai thién 80-100%
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thuong ton [4]. Tac gia Salah Eman da danh gia so
b6 vé tinh an toan va hiéu qua cua viéc két hgp kém
dudng uéng liéu 1mg/kg/ngay vaéi 1SO liéu thap
0,25mg/kg/ngay trén 30 bénh nhan tring cj, so
sanh v&i nhém 30 bénh nhan dung I1SO liéu
0,5mg/kg/ngay khi diéu tri lién tuc trong 5 thang va
theo doéi 2 nam sau diéu tri [6]. K& qua cho thay
khéng c6 su khac biét dang ké trong viéc gidm s6
lugng thuong tén, diém GAGS, ty |é hai long va ty é
tai phat gilta 2 nhém, phu hgp véi nghién cdu cla
chuing t6i, ciing ¢6 thém ching minh lam sang vé
hiéu qua cai thién diéu tri & nhém két hgp 1SO véi
kém t6t hon nhom diéu tri ISO don thuan.

Vé tac dung phu gap phai trong qua trinh diéu
tri, kho da, khé méi, bung phat mun va khé miéng la
thudng gap nhat & ca 2 nhém. Trong do, ty 1é bung
phat mun & nhom ISO don thuan nhiéu han nhém
st dung két hgp 1SO-kém c6 y nghia thong ké &
thang th( 1 va 2 sau diéu tri, ghi nhan vai tro ho trg
clia kém trong viéc gidam bung phat mun trong thai
gian dau diéu tri bsi moét trong nhing co ché
chong viém cla kém trong bénh triing ca la dc ché
biéu hién bé mat TLR2 cua té bao suing [5], [8]. Tac
gid Eman ciing bao cao tan suat tdc dung phu lién
quan dén diéu tri 1a 20% & nhom dung két hgp 1SO
liéu thap va kém, gidam cé y nghia théng ké so véi
76,7% & nhom dung I1SO liéu chuan [6]. Kém la
nguyén t6 tuong do6i khéng doc hai, cac bao cao vé
tinh trang thira kém xay ra khi lugng kém cung cap
vugt qua 100-300mg/ngay [10]. Chung t6i khdng
quan sat thay cac tac dung phu do thira kém trén
lam sang trong nghién ctu nay (budn noén, roéi loan
tiéu hda, dang miéng). Nghién cliu clia ching téi va
1 s6 tac gia khac cho thay viéc két hgp kém duong
uéng cung véi ISO liéu thap mang lai su cai thién
hiéu qua diéu tri cho bénh nhan TCTT muc d6 vira va
nang vdi tan suat tac dung phu it hon.

5. Két luan

Diéu tri bénh TCTT muc do vira va nang bang
uéng ISO 20mg/ngay két hgp udng kém
40mg/ngay cho hiéu qua tét hon chi uéng I1SO
20mg/ngay don thuan.

Tac dung phu trén [am sang ctia 2 nhém tuong
duong nhau, riéng tinh trang bung phat mun sau 1
thang va 2 thang diéu tri cia nhém dung 1ISO don
thuan nhiéu hon nhém st dung I1SO két hgp kém.
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