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PANH GIA CAC TAC DUNG KHONG MONG MUON TRONG
PIEU TRI TRU’NG CA THE NANG BANG UONG ISOTRETINOIN
VO'T LIEU TiCH LUY PAT 60MG/KG VA 120 MG/KG

Vii Nguyét Minh'2, Pham Diém Hwong?, Tran Thi Quyén!

TOM TAT

Muc tiéu: banh g|a cac tac dung khéng mong
mudn khi diéu tri trng c& thé n3ng bang udng
isotretinoin vdi liéu tich Iuy dat 60mg/kg va 120mg/kg
Phuadng phap: Ngh|en clu hdi ciiu két hgp tién clu
trén 60 bénh nhan mac trLrng ca thé nang chia lam 2
nhém nghién cru. Két qua: Khd mai 13 triéu ching
thudng gdp nhat, gdp & da phan cac bénh nhan vdi ty
I€ 95%. Kh6é da madt, gap & 70% bénh nhan, cling la
triéu chling thudng gap. Khong cé bénh nhan nao ghi
nhan dau cc khdp. Chi 1 bénh nhan xuat hién tring ca
bung phat, 1 bénh nhan xuat hién r6i loan kinh
nguyét, chiém 1,7%. Khong cé su khac biét vé ty 1é
tac dung phu gap phai trén lam sang gilra 2 nhém
diéu tri. Khong ghi nhan trudng hgp nao tdng men
gan trong va sau qua trinh diéu tri. Tang m8 mau gdp
G 5 bénh nhan vdi ty 1é 8,3%, ty I1€é tang m& mau & 2
nhém diéu tri khong cd su khac blet (p = 0,353 >
0,05). Két luan: Tac dung phu pho bién nhat & ca 2
nhém la khé méi, kho da mat, nglra, it gdp hon la do
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mat, nhay cam anh sang, khong co su khac biét vé ty
Ié tac dung phu gdp phai trén lam sang glLra 2 nhom
dleu tri. Isotretinoin it lam thay ddi cac chi s6 can 1am
sang, ké ca khi dung vdl liéu tich Ity cao.

Tu khoa: trLrng cé thé ndng, isotretinoin, tac dung
khéng mong mudn.

SUMMARY
THE ASSESSMENT OF ADVERSE EFFECTS IN
THE TREATMENT OF SEVERE ACNE BY
ORAL ISOTRETINOIN AT CUMULATIVE
DOSES OF 60MG/KG AND 120MG/KG
Objectives: To evaluate the adverse effects in the
treatment of severe acne by oral administration of
isotretinoin with cumulative doses of 60mg/kg and
120mg/kg. Method: A retrospective combined
prospective study on 60 patients diagnosed with
severe acne divided into 2 groups. Results: Cheilitis
was the most common side effect, occurring in 95% of
patients. Xerosis of the face, which occurred in 70% of
patients, was also a common symptom. No patient
reported musculoskeletal pain. Only 1 patient had
acne flare-ups, and 1 patient had menstrual disorders,
accounting for 1,7%. There was no significant
difference in clinically adverse effects between the 2
treatment groups. There were no cases of increased
liver enzymes during and after treatment.
Hyperlipidemia was found in 5 patients with a rate of
8.3%, and the rate of hyperlipidemia in the 2
treatment groups had no significant difference (p =

263



VIETNAM MEDICAL JOURNAL N°2 - JULY - 2022

0.353 > 0.05). Conclusion: The most common
adverse effects in both groups were cheilitis, dryness
of facial skin, and itching. The less common adverse
effects were erythema on the face and
photosensitivity. There was no significant difference in
clinical side effects between the 2 treatment groups.
Isotretinoin has fewer effects on laboratory tests, even
at high cumulative doses.

Keywords: Severe acne,
effects.

I. DAT VAN DE

Triing ca la bénh ly man tinh va kha thutng
gap cua dan vi nang long tuyén ba thudng gap &
tudi vi thanh nién cé tén thuong 1dm sang da
dang cd thé bi€u hién la nhifng sén, nang cuc
hoac mun mua. Nghién clfu vé ganh nang bénh
tat toan cdu nam 2010 da xép tring ca thudc top
10 bénh thuGng gap nhat trén thé gidi. Mdc du
triing cd 6 thé tu khdi nhung nhiing di ching
dé lai nhu seo 18m, seo teo da cd thé kéo dai ca
ddi, d€ lai ganh nang tdm ly, mdc cam tu ti cho
bénh nhan. Chinh vi vay, viéc tim kiém mot
phuong phap diéu tri hiéu qua cang ngay cang
dudc chl trong nhdm nang cao chat lugng cudc
song cho ngudi bénh.

Hiéu qua cua isotretinoin trong diéu tri triing
ca tir 1du dd dugc khang dinh qua rat nhiéu cac
nghién clru. Isotretinoin 1 thudc duy nhét c6 thé
tac dong lén ca 4 cd ché bénh sinh cla tring c3,
c6 hiéu qua ngay ca khi cac phuong phap diéu tri
khac that bai. Tuy nhién viéc sir dung isotretinoin
cling cd kha nhiéu tac dung phu ca tai cho nhu
kho moi, kho da, do da va ngra.>? Nhiing tac
dung phu nay thuGng mat di trong vong 1 - 2
thang dau nhung gay khdé chiu va thudng khién
bénh nhan tu y bd diéu tri. Ngoai ra isotretinoin
udng con cé thé gay bién déi lipid mau, 44%
bénh nhan tdng triglyceride va 31% tdng
cholesterol toan phan, L-DLC.3 Nhiéu nghién clu
cho thdy su gia tdang men gan & bénh nhan sur
dung isotretinoin, tuy nhién cac nghién clitu déu
két ludn rang bat ky tdc dung phu nao cla
isotretinoin d6i véi men gan thudng la thoang
qua, c6 thé dao ngudc va khéng phai 1a c&n cl
dé nglng diéu tri.*

DaGi vai cac trudng hgp triing ca@ mific do nang
isotretinoin udng ludn la lua chon dau tay va
dem lai hiéu qua sach t6n thuong cao tuy nhién
do thdi gian diéu tri isotretinoin udng thudng kéo
dai (c6 thé 18n dén 10 -12 thang dé dat liéu tich
Iy dugc khuyén cdo la 120 mg/kg) nén kha
nhiéu bénh nhan bo diéu tri khi vira sach nhan
mun, thudng la vao thang th 4-6 ké tir khi dung
thudc, khi liéu tich Ity xung quanh 60 mg/kg. Ly
do bénh nhan bo diéu tri thudng do e ngai viéc

isotretinoin, adverse
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udng thudc kéo dai, lo sg cac tac dung phu cta
thubc. Chinh vi vay, ching t6i thuc hién nghién
clru nay vGi muc tiéu: Panh gid cac tac dung
khdéng mong mudn trong diéu tri tring cd thé
ndng bang ubng isotretinoin vdi liéu tich Iy
60mg/kg va 120 mg/kg.

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. P6i tuong nghién ciru. Nghién ciu
dugc thuc hién tai Bénh vién Da lieu trung ucng
trong thdi gian tir 2/2020 — 2/2022.

*Tiéu chuén lua chon:

- Cac bénh nhan dugc chan doan tring ca
thong thudng mdc d6 3, 4 theo phéan loai cua
IGA (FDA 2005) dugc diéu trj diéu tri theo phac do:

Isotretinoin dudng udéng 0.3 — 0.5 mg/kg
udng ngay 1 lan trong bira an tdi

Derma-forte (acid azelaic) boi ca mat ngay 2
[an sang t6i; Uriage hyséac gel nettoyant
cleansing gel rira mat ngay 2 lan sang toi

- Bénh nhan sir dung isotretinoin duGng udng
lién tuc dat du liéu tich luy 60 mg/kg (cho nhém
1) va 120 mg/kg (cho nhém 2).

- bugc theo do6i it nhat 1 nam sau ngiing
thudc isotretinoin dudng udng.

- Khdng diéu tri duy tri hodc diéu tri duy tri
bang retinoid b6i tai cho sau khi nglng
isotretinoin dudng udng.

- BN c6 du don thudc, anh chup va thong tin
qua trinh diéu tri va theo doi.

- BN ddng y tham gia nghién c(tu va tir 18 tudi.

* Tiéu chuén loai tra” nhom bénh:

- Diéu tri dong thdi bénh da khac hodc cac
bénh khac khong phai la yéu t6 nguy cd cla
bénh tring ca.

- C6 sr dung cac liéu trinh, thu thuat cham
soc da, diéu tri tring ca trong qua trinh diéu tri.

- H6 sd khong cd du xét nghiém md mau, men
gan trudc va sau 1 thang diéu tri, khi ngiing thudc.

2.2. Pia diém nghién ciru va théi gian
nghién ciru: Nghién clu dugc thuc hién tai
Bénh vién Da lieu trung uong trong thgi gian tur
2/2020 - 2/2022.

2.3. Phucng phap nghién ciru

- Thiét ké nghién clru: HGi cuy, tién clu

Lua chon cac bénh nhan da hoan thanh diéu
tri isotretinoin theo phac d6 néu trén va hoi cliiu
cac thong tin cGa bénh nhan trong qua trinh diéu
tri va 1 ndm sau ngiing diéu tri, hoac

Lua chon cac bénh nhan dang diéu tri
isotretinoin, ti€p tuc theo ddi bénh nhan cho dén
khi dat liéu tich Iy 60mg/kg hoac 120mg/kg va
theo dbi ti€p tuc 1 ndm sau khi ngtring isotretinoin.

- C8 mau: sang tuyén va lua chon 30 bénh
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nhan cho m&i nhém nghién ciu.

- Chon mau: chon mau thuan tién.

2.4. Mot sb tiéu chudn sir dung trong
nghién ciru

2.4.1. Tiéu chuan khéi bénh

- Bénh nhan sach hoan toan tdn thuong
triing cd gém: nhan dau trdng, nhan dau den,
san viém, sdn md, mun mu, cuc, nang.

2.4.2. Tiéu chuan tai phat

- Theo tac gid Cunliffe W. va Gollnick H.
(1984), tai phat tr’ng ca la sy xuat hién trg lai
cla mun tri’ng ca vdi it nhat 10 nhan trdng ca
khdng viém va 10 san viém, mun mu, hodc bat
ky ton thuong cuc, nang nao°. Theo cac tac gia
Quéreux G. va cong su (2006), tai phat la xuat
hién trd lai trén 9 nhan tréing ca (nhan dau tréng
hodc/va nhan dau den), hodc trén 4 ton thuong
san viém, mun ma hodc tUr 1 tén thueng cuc,
nang tra énd.

- TUr d6, néu doéi chiéu theo cach phan loai
tr’ng cad cta FDA 2005 va EURO 2016, su tai
phét triing ca cd thé dinh nghia la sy xudt hién
trd lai tén thuong tring cd ¢ mic dd 1 véi it

1. KET QUA NGHIEN cU'U

nhat 10 tdn thuong nhan dau den/nhan dau
trang hodc tir mirc do 2 trd 1én (tc cd it nhat 2
ton thuong san viém, mun mua, hodc it nhat mot
tdn thuong cuc, nang trd Ién).

2.5. Xtr ly so liéu

- S0 liéu dugc x{r ly theo thuat toan théng ké
trén may tinh st dung phan mém SPSS 20.0.

- S’ dung test Z va %2 (khi binh phugng), T-
test d€ so sanh su khac biét gitra cac ty €.

- Céc test théng ké dudgc kiém dinh vai su khac
biét dudc coi la ¢ y nghia thong ké khi p < 0,05.

2.6. Cach khong ché sai s6 trong nghién ciru

- Truc ti€p thu thap théng tin va danh gia
bénh nhan.

2.7. Van dé dao dirc trong nghién ciru

- Cac bénh nhan dugc giadi thich rd rang va
dong y tham gia nghién ctru.

- Cac thong tin ca nhan cta bénh nhan dugc
gitr kin.

- Moi s6 liéu thu thap dugc chi phuc vu cho
cong tac nghién cu, khong s dung cho bat cir
muc dich nao khac.

Bang 3.1. Cac tac dung khéng mong muén trén Iam sang

n , Tong Nhom 60mg/kg | Nhom 120mg/kg

Triéu chirng (n, %) (n, %) (n, %) P
Kh& moi 57 (95) 30 (100) 27 (90) 0,237
Khé da mat 42 (70) 18 (60) 24 (80) 0,091
Kho mat 11 (18,3) 7 (23,3) 4 (13,3) 0,317
Ng(ra 4(6,7) 2(6,7) 2 (6,7) 1,00
DA mat 20 (33,3) 12 (40) 8 (26,7) 0,273

Kh6 da bong vay lan toa 4(6,7) 2(6,7) 2(6,7) 1
Trng ca bung phat 1(1,7) 0 (0) 1(3,3) 1,00
Nhay cdm anh sang 18 (30) 8 (26,7) 10 (33,3) 0,573
Chay mau mii 3 (5,0) 2 (6,7) 1(3,3) 1,00
Pau cd khép 0 (0) 0 (0) 0 (0) 1,00
Rung téc 2 (3,3) 1(3,3) 1(3,3) 1,00
Réi loan kinh nguyét 1(1,7) 0 (0) 1(3,3) 1,00

Nhan xét: Kho moi la triéu chirng thudng gap nhat, gap & da phan cac bénh nhéan vdi ty 1€ 95%.
Kho da mat, gap & 70% bénh nhan, cling la triéu chiing thudng gap. Khong cé bénh nhan nao ghi
nhan dau cg khdp. Chi 1 bénh nhan xuat hién triing ca bung phat, 1 bénh nhan xuat hién rdi loan
kinh nguyét, chiém 1,7%. Khong cd su khac biét vé ty Ié tac dung phu gap phai trén Iam sang giita 2

nhom diéu tri.

Bang 3.2. Cac tac dung khéng mong mudn trén can lIdm sang

o n , SO Iugn Nhom 60mg/k Nhom 120mg/k
Trieu chifng (m) 0, %) o | P
Tang men gan 1(1,7) 0 (0) 1(1,6) 1,00
Tang mG mau 5(8,3) 1(3,3) 4 (13,3) 0,353
Nhan xét: Khong ghi nhan trudng hgp nao  khong co su khac biét (p = 0,353 > 0,05).
tang men gan trong va sau qua trinh diéu tri. IV. BAN LUAN

Tdang mG mau gap & 5 bénh nhan vdi ty 1€ 8,3%,
trong dé ty 1€ tang mG mau & 2 nhom diéu tri

4.2.1. Tac dung khong mong muoén trén
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1dm sang. Thuc té trong diéu tri triing cd bang
isotretinoin, cac tac dung phu nhu kho moi, kho
da, ngra thudng xay ra & trong thang dau khi
md&i udng isotretinoin, nhiéu trudng hgp gay kho
chiu dén mic bénh nhan khong mudn dung
thudc va tu y ngirng diéu tri. Khi theo doi tac
dung phu trong qua trinh diéu tri, ching toi
khong gdp tac dung phu nghiém trong nao xay
ra va khong cé trudng hdp nao bénh nhan phai
ngirng diéu tri do tac dung phu cua thudc. Két
qua tai bang 3.1 cho thdy tac dung phu phd bién
nhat ¢ ca 2 nhédm la khoé méi, khé da mat, nglra,
it gdp han la d6 mdt, nhay cam anh sang.

O hau hét cac nghién clu diéu tri triing ca
bang isotretinoin thi khd mdi ludn la tdc dung
phu hay gdp nhat, thudng xudt hién bat dau
trong 1-2 tudan dau tién sau khi bdt dau dung
thudc, gap nhiéu nhat vao khoang tuan thir 4
sau dé giam dan. Triéu chirng nay dugc cai thién
va hét di khi dung cac san phdm lam mém chéng
kho moi.

Trong nghién clru cla ching t6i, hau hét cac
bénh nhan déu gap tac dung phu khé méi trong
thai gian dau st dung isotretinoin (95%). Khé da
mat v4i biéu hién da mét khd, bong vay da tréng
mong la tac dung phu phd bién thir 2. Tuy nhién
khong co su’ khac biét vé ty 1€ tac dung phu gap
phai trén l1am sang giifta 2 nhom diéu tri. Thuc té
cac nghién clru vé viéc st dung isotretinoin trong
diéu tri tring ca cho thay cac tac dung phu déu
gap chl yéu trong nhitng tuan dau tién va sé
giam dan sau 1 — 2 thang. Do dd, viéc sr dung
kéo dai isotretinoin khong anh hudng dén cac tac
dung phu trén lam sang bénh nhan gdp phai
trong thdi gian dau, vi vay cac tac dung phu giira
2 nhém khong cé su’ khac biét. Két qua nghién
ctu cla chung to6i tuong dong vdi két qua cla
Elif Demirci (2021). Trong nghién cttu nay, ty Ié
khd mai 1a 97,4%, khd da mat g3p & 98,3%, khd
mat gap G 39,7% bénh nhan, khdng c6 su’ khac
biét vé tac dung phu gilta cac bénh nhan co liéu
tich Iy >220mg/kg va < 220mg/kg.”

4.2.2. Tac dung khong mong mudn trén
can lam sang. Tac dung phu trén chific nang
gan, than, mG mau sau dung isotretinoin trong
diéu tri tri’ng ca da dugc nhiéu tac gia trong va
ngoai nudc theo doi, hau hét déu khong thay
hodc thay ti 1€ rat nhd cd tang AST, ALT hoac
téng cholesterol, triglycerid ¢ mirc d6 nhe va trg
vé binh thuGng sau d6. Tac gia Nguyen Thi Minh
Hong theo ddi sau 1 thang va sau 3 thang diéu
tri isotretinoin liéu 20mg/ngay cho 62 bénh nhan
trirng ca théng thudng muc do nang, khong thay
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c6 trudng hgp nao xay ra tac dung phu trén cac
cd quan nay.! Trong khi nghién clru cta Cunliffe
W J. ti Ié nay xay ra 8 < 2% trudng hop.8

Trong nghién clu cla ching t6i, khéng ghi
nhan trudng hgp nao tdng men gan trong va sau
qua trinh diéu tri. Tang m& mau gap & 5 bénh
nhan vdi ty 1€ 8,3%, trong do ty I€ tdng m3 mau
8 2 nhom diéu tri khong c6 su khac biét (p =
0,353 > 0,05). Nhu vay, isotretinoin it lam thay
d6i cac chi sd can 1dm sang, k& ca khi dung vdi
lieu tich Ity cao.
V. KET LUAN

Nghién citu trén 60 bénh nhan méc triing ca
thé ndng dén kham tai Bénh vién Da liéu Trung
uong cho thdy tac dung phu phé bién nhat & ca
2 nhém la kho moi, kh6é da mat, nglra, it gap han
la d6 mat, nhay cam anh sang, khéng cé su khac
biét vé ty 1€ tac dung phu gap phai trén Iam sang
gitra 2 nhom diéu tri. Isotretinoin it lam thay doi
céc chi s can 1dm sang, ké ca khi dung vdi liéu
tich Iy cao.
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