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ABSTRACT

Objective: Evaluate the effects of isotretinoin on FSH, LH, and prolactin hormone levels in female
patients with severe acne vulgaris.

Research subjects and methods: Clinical trial, prospective, comparing results before and after
3 months of treating severe acne vulgaris with isotretinoin 20 mg/day on 45 female patients at the
National Dermatology Hospital from October 2022 to September 2023.

Results: Before treatment, the rate of change in FSH, LH and prolactin levels was 6,7%; 8,9%;
13,3%, after treatment this rate of change tends to decrease to 6,7%; 4,4%; 2,2%. Although this
change is not statistically significant with P>0,05, when evaluating the average concentration of
hormones, it is found that: FSH decreased from 5,4+1,8 mIU/mL to 5+1,6 mIU/mL, P =0,03; LH
decreased from 8+3,3 mIU/mL to 7,6+£2,9 mIU/mL, P=0,04; prolactin decreased from 384,6+167,2
mlIU/mL to 347,8+133,9 mIU/mL, P<0,01.

Conclusion: Treatment of severe acne vulgaris in female patients with isotretinoin 20 mg/day
reduces the average concentrations of hormones FSH, LH and prolactin.
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THONG THUGNG MUC O NANG DIEU TRI BANG ISOTRETINOIN
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TOM TAT

Muc tiéu: Danh gia anh hudng cua isotretinoin 1én néng dd hormone FSH, LH, prolactin & bénh
nhan nit méc tring ca théng thudng mirc d6 ning.

Poi twgmg va phwong phap nghién ctru: Nghién ctru thir nghiém 1am sang, tién ciru, so sanh két qua
trude va sau 3 thang diéu tri trimg ca thong thuong mirc do ning bang isotretinoin 20 mg/ngay trén
45 bénh nhan nit, tai Bénh vién Da liéu Trung vong tir thang 10/2022 dén thang 09/2023.

Két qua: Trudc diéu tri ty 1& thay d6i nong do FSH, LH va prolactin 1an luot 13 6,7%; 8,9%; 13,3%,
sau diéu tri ty 1¢ thay doi nay c6 xu huéng giam con 6,7%; 4,4%; 2,2%. Mac du su thay ddi nay
khong c6 y nghia thong ké v6i P>0,05 nhung khi danh gia nong do trung binh ciia cic hormone thiy
rang: FSH giam tir 5,4+1,8 mIU/mL xudng 5+1,6 mIU/mL, P=0,03; LH giam tir 8+3,3 mIU/mL
Xuéng 7,6£2,9 mIU/mL, P=0,04; prolactin giam tir 384,6£167,2 mIU/mL Xuéng 347,8+133,9 mIU/
mL, P<0,01.

Két luan: Dicu tri trimg c4 thong thuong mirc d6 ning & bénh nhan nir bang isotretinoin 20 mg/ngay
lam giam ndng d6 trung binh ctua hormone FSH, LH va prolactin.

Tur khoa: FSH, GAGS, isotretinoin, LH, prolactin, triing ca thong thuong.
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1. PAT VAN PE

Tring cé thong thuong (Acne vulgaris) 1a bénh viém
man tinh ciia don vi nang 16ng-tuyén bi [1]. Bénh
thuong ton tai dai ding gdy anh huong dén thim my,
tam 1y. Khoang 9% dan s6 thé gidi mic bénh tring ca,
trong do ty 1€ gap 6 phu nit thuong cao hon nam gidi[1].
Bénh sinh cuia trimg ca duoc coi 1a da yéu t6. Androgen
12 mot trong nhitng hormone quan trong trong co ché
bénh sinh chinh cua tring c4, lién quan dén sy ting sinh
tuyén bi nhon va simg héa ¢ nang 16ng.

FSH (Follicle-stimulating hormone), LH (Luteinizing
hormone), prolactin 1a cic hormone tuyén yén-sinh
duc. Chung c6 vai tro quan trong trong qué trinh sinh
duc va sinh san cua co thé, dic biét 1a phu nit. Mat khac
vai tro ciia FSH, LH, prolactin trong qué trinh tong hop
cac androgen c6 lién quan dén bénh sinh trimg c4. Khi
ndng do cic hormone nay giam dan téi giam san xuat
androgen, do d6 lam giam mirc d¢ nghiém trong cua
bénh tring ca [2,3]. Nguoc lai, du thira androgen gay
nén nhiéu rdi loan khac nhu kinh nguyét khong déu, vo
sinh, tiét sita, budng trimg da nang va cac biéu hién trén
da nhu tring ca, rdm 16ng, rung toc[5].

Isotretinoin (axit 13-cis retinoic) 1a mot retinoid tong
hop, 14 phuong phéap diéu tri hidu qua nhat dbi véi trimg
cé4nang[6]. Tuy nhién, mot s6 nghién ctru ghi nhéan rang
trong qua trinh diéu tri trimg ca bang isotretinoin, nhidu
bénh nhan c6 biéu hién rAm 16ng, rung toc, réi loan kinh
nguyét, 1am thay d6i nong d6 nhiéu loai hormone trong
huyét thanh[4,7].

Trén thé gidi dd c6 mot sé nghién ciru diéu tra tac dong
clia isotretinoin 1én nong d cic hormone tuyén yén-
sinh duc, tuy nhién két qua cta cic nghién ctru chua
dong nhit. Tai Viét Nam, cac nghién ctru vé dé tai nay
con han ché. Vi véy, chung t6i tién hanh dé tai nghién
ctru “Pénh gia su thay doi ndng do follicle-stimulating
hormone, luteinizing hormone, prolactin & bénh nhan
nit mic tring ca thong thuong mac do ning diéu tri
bang isotretinoin” v&i muc tiéu: Panh gia anh hudng cua
isotretinoin 1én néng d6 hormone FSH, LH, prolactin &
bénh nhan nit mac trimg ca thong thuong mirc do ning.
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2.POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru

C6 45 bénh nhan nir duge chan doan xéac dinh 1a tring
c4 thong thudng mirc d6 ning, dén kham va diéu tri tai
Bénh vién Da lidu Trung wong tir thang 10/2022 dén
thang 09/2023.

Tiéu chuan chan doan:

- Chan doén xac dinh: Dua vao lam sang gém cac nhan
mun, san, myn mu, cuc, nang & vi tri nhiéu tuyén ba
nhu mat, nguc, lung, vung trén canh tay[1].

- Chan doan mtc do: Theo thang diém GAGS
(Global Acne Grading System) tir 31-38 diém duogc
coi la nang [8].

Tiéu chudn hea chon: Bénh nhan nit tir 18 tudi trd 1én,
dugc chan doan xac dinh 1a trimg ca thong thuong mirc
d6 nang, tién st khong méc cac bénh noi tiét, khong rdi
loan kinh nguyét, khong udng isotretinoin trong vong 3
thang trudc khi tham gia nghién ciru.

Tiéu chuan logi trir: Bénh nhan khong dong y tham gia
nghién ctru, c6 chong chi dinh udng isotretinoin va da
ding thudc lién quan dén noi tiét trong vong 3 thang
trudc va trong qua trinh nghién ctru.

2.2. Phuwong phap nghién ciru

Day la nghién ctru thir nghiém 1am sang, tién ciru, so
sanh trudce va sau diéu tri. Phuong phap chon mau thuan
tién dugc ap dung cho nghién cuu, theo d6 nghién ctru
bao gdm 45 bénh nhéan nit méc tring ca thong thuong
muc do nang dén kham va diéu trj tai Bénh vién Da liéu
Trung uong tir thang 10/2022 dén thang 09/2023. Bénh
nhan duge chan doan xac dinh tring ca thong thuong
dua vao lam sang g@)m cac nhan mun, sin, myn mu,
cuc, nang & vi tri nhidu tuyén ba nhu mat, nguc, lung,
vung trén canh tay va danh gid mac do nang cua bénh
theo thang diém GAGS (Bang 2.1)[1,8]. Xét nghiém
ndéng d6 hormone FSH, LH, prolactin vao ngay thir 2
ctia chu ky kinh nguyét bang cong ngh¢ dién hoa phat
quang (Bang 2.2) tai thoi diém trude va sau 3 thang
diéu tri bang isotretinoin 20 mg/ngay.
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Bing 2.1. Ddnh gid mirc dp ning ciia bénh trieng cd theo thang diém GAGS (Global Acne Grading System)®

Piém vi tri (L) Piém ton thwong (S) Mitc d9 bénh trimg ca Y (L x S)
Tran: 2 Khoéng ton thuong: 0 Nhe: 1-18 diém
Ma phai: 2 Mun nhéan: 1 Vira: 19-30 diém
Ma trai: 2 San viém: 2 Ning: 31-38 diém
Miii: 1 Mun mi: 3 Rét nang: 38-44 diém
Cam: 1 Cuc: 4
Nguc va lung trén: 3

Bdng 2.2. Nong dp tham chiéu ciia FSH, LH, prolactin trong huyét thanh ni giéi®

Hormone Giam Binh thudng Téang

FSH (mIU/mL) <35 3,5-125 >12,5
LH (mIU/mL) <34 34-12,6 >12,6
Prolactin (mIU/mL) <126,6 126,6 — 630,9 >630,9

Ghi chu: Prolactin: ng/mL x 21,1 = mIU/mL
2.3. Phén tich va xir Iy so liéu

Xtr 1y s6 liéu theo phan mém SPSS 20.0. Cac bién dinh
luong dugc thé hién dudi dang trung binh, do léch
chuén, gia tri 1on nhét, gia tri nho nhét. Cac bién dinh
tinh duoc thé hién dudi dang tan so, ty 1€ phﬁn tram.
Kiém dinh t-test dugc sir dung dé so sanh ghép cip hai
trung binh. So sanh cac ty 1& bang test 2. Su khac biét
c6 y nghia thong ké khi P<0,05.

2.4. Pao dirc trong nghién ciru

Nghién ctru vién dam bao thuc hién quy trinh phu hop
v6i tuyén ngdn Helsinki vé& dao dirc trong nghién ciru
y sinh. Nghién ciru dugc thong qua hoi ddng dao duc
va dugc chip thuén cua Trudong Pai hoc Y Ha Noi va
Bénh vién Da liéu Trung wong theo quyét dinh sb 88/
HDPPD-BVDLTW, ngay 01 thang 09 nam 2022. Tt
ca nguoi bénh déu duogc giai thich vé& quy trinh, muc
tiéu nghién ctru va ky vao ban chap thuan tham gia
nghién ctru.

3. KET QUA NGHIEN CUU

Bing 3.1. Dic diém ciia nhém doi twong nghién civu (N=45)

Pic diém Phén bé M (SD) hoiic N (%)

Tubi (nam)

Trung binh 21,8 (4,1)

Nho nhét 19

Lén nhét 41
Tubi khoi phat trimg ca (nim)

Trung binh 17,6 (2,4)

Nho nhét 13

Lén nhat 26
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Dac diém

Phén b6 M (SD) hoiic N (%)

Thoi gian mac tring ca

<1 nim 10 (22,2)

1-2 nam 16 (35,6)

> 2 niam 19 (42,2)
Nghé nghiép

Sinh vién 33 (73,3)

Khac 12 (26,7)
Bé&/me/anh/chi/em rudt bi tring ca 27 (60)

Chu thich: N: S6 lwgng, M: Trung binh, SD: d6 léch
chudn, FSH: Follicle-stimulating hormone, LH:
Luteinizing hormone

Nhén xét: Do tudi trung binh 1a 21,8+4,1 tudi, trong do
tudi nho nhat 1a 19 va 16n nhat 1a 41. Tubi khoi phat

trimg c4 trung binh 1a 17,6+2.4 tudi, nho nhat 1a 13
tudi, 1on nhat 1a 26 tudi. Phan 16n bénh nhan cé thoi
gian mic bénh trén 2 nam (42,2%), tiép dén 1a tir 1-2
nam (35,6%) va thap nhat 1a dudi 1 ndm (22,2%). Nghé
nghiép chi yéu 1a sinh vién (73,3%). Pa s6 bénh nhan
c6 tién sir gia dinh mac trimg ca (60%).

Bdng 3.2. Pdanh gid 1y ¢ thay doi nong dp FSH, LH, prolactin giita trwéc va sau diéu tri (N=45)

Hormone FSH LH Prolactin Téng
Thaoi gian N (%) N (%) N (%) N (%)
. Giam 3(6,7) 1(2,2) 0(0)
Thay doi 11 (24,4)
Truoe didu tri Tang 0(0) 3(6,7) 6(13,3)
Binh thuong 42 (93,3) 41 (91,1) 39 (86,7) 34 (75,6)
. Giam 2(4,4) 0 (0) 0(0)
. Thay doi 5(11,1)
Sau diéu tri Téng 0(0) 2 (4,4) 1(2,2)
Binh thuong 43 (95,6) 43 (95,6) 44 (97,8) 40 (88,9)
P >0,05 >0,05 >0,05 -

Chu thich: FSH: Follicle-stimulating hormone, LH:
Luteinizing hormone

Nhdn xét: Tru6e didu tri ¢6 11 bénh nhan (24,4%)
c6 thay d6i ndong d6 hormone, trong d6 hay gip nhat
1a thay d6i nong do prolactin chiém 13,3%, thay doi
ndéng do FSH va LH chiém ty 18 thap hon véi gia tri
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lan luot 14 6,7% va 8,9%. Sau diéu tri ty 1& thay do6i
nay c6 xu hudng gidm con 5 bénh nhan (11,1%) co
thay ddi néng d6 hormone, cu thé ty 1& thay ddi FSH,
LH, prolactin 1an lugt 1a 4,4%, 4,4% va 2,2%. Tuy
nhién, sy thay d6i khong c6 ¥ nghia thong ké véi
P>0,05.
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Bing 3.3. Ddnh gid sw thay doi néng dp trung binh ciia FSH, LH, prolactin giita trwdc va sau diéu tri (N=45)

Hormone Tru’lg;c (2ilé)l)l tri Sa;/[?iséll)l)tri Giatri P
FSH (mIU/mL) 5,4 (1,8) 5(1,6) 0,01
LH (mIU/mL) 8(3.,3) 7,6 (2,9) 0,03
Prolactin (mIU/mL) 384,6 (167.2) 347,8 (133.9) <0,01

Chu thich: M: Trung binh, SD: B¢ 1éch chuén, FSH:
Follicle-stimulating  hormone, LH: Luteinizing
hormone

Nhan xét: C6 su khac biét c6 y nghia théng ké vé su
giam gia tri trung binh ndng d6 FSH (P=0,01), LH
(P=0,03) va prolactin (P<0,01).

4. BAN LUAN

Nghién clru cuia chung t6i thyc hién trén 45 bénh
nhan nir >18 tudi mic trang ca thong thuong muc do
ning, két qua cho thay do tudi trung binh ctia bénh la
21,8+4,1 tudi. Két qua nay twong dwong véi nghién
cliru cua cac tac gia Phuong Quynh Hoa (20,8+4.1),
N.M. Abo Ei-Fetoh va cong su (21,2+4,6)[10, 11].
Trong nghién ctru ctia chung toi tudi nho nhét 1a 19 va
16n nhét 12 41. Diéu nay hoan toan phi hop véi y van
rang trimg ca c6 thé gip ¢ moi lira tudi tir so sinh dén
tudi truong thanh.

Tudi khoi phat bénh trung binh trong nghién ctru cia
chang t6i 1a 17,624 tudi, nho nhat 1a 13 tudi va 16n
nhat 1 26 tudi. Piéu nay phu hop voi nghién ctru cua
tac gia Dea Hun Suh (17,245,5), Pham Thi Bich Na
(17,2£5)[12,13]. Hoat ddng clia cac androgen tang cao
& tudi day thi kich thich tuyén ba ting san xuat dau l1a
nguyén nhan chinh khéi phat trimg ca & tudi dy thi.
Sau day thi, hoat dong ctia cdc hormone nay on dinh,
tuy nhién trimg ca van khoi phat ¢ giai doan nay c6 thé
lién quan dén cang thing, tién sir gia dinh c6 ngudi mic
tring ca o tudi truong thanh, ché d6 an uéng, bénh ly,
hoa chat va duge my pham.

Nghién ciru ciia chung toi cho thiy thoi gian méc trimg
c4 thuong >1 nam (77,8%), két qua nay twong dong voi
nghién curu cua tac gia Phuong Quynh Hoa khi thuc
hién trén 91 bénh nhin méc tring ca thong thuong
mirc d6 nhe va trung binh cho thdy da s thoi gian méc
bénh >1 niam (75,8%). Két qua nay chi ra raing, du mac
trimg c4 nhe hay ning thi da s bénh nhan thuong c6 xu

huéng tri hodn diéu tri. C6 nhiéu nguyén nhan giy ra
van d& nay nhu diéu kién kinh té khong cho phép, bénh
nhan khong co6 thoi gian di kham bénh hay nhén thic
vé tac hai cua viéc tri hodn diéu tri con han ché. Viéc tri
hoan diéu trj 1a mot trong cic nguyén nhan lam trimg
ca phat trién nang 1én va dé lai nhiéu di trimg nhu ting
sdc té, S€0.

Sinh vién 1a nhom d6i twong méc trimg ca nhidu nhat
V6i ty 1& 73,3%, két qua nay giéng voi nghién ctru clia
tac gia Lé Thanh Binh va cong su (73,3%)[14]. Diéu
nay 1a hop 1y do sinh vién c6 do tudi hay mic bénh
trimg ca (85% thanh thiéu nién ¢ d6 tudi 12-25 mic
tring ca)[1], mat khac da sb sinh vién hoc tap tai Ha
Noi nén sé thuén tién hon khi dén kham tai Bénh vién
Da liéu Trung uong.

Theo ghi nhan cua ching toi, 60% bénh nhan c6 tién st
gia dinh méc trimg ca, twong dong véi nghién ctru cua
tac gia Nguyén Thanh Hung (59,8%) va Sorour (60%)
[13,15]. Nghién ctru cho thiy tién sir gia dinh c6 lién
quan chat ch€ véi mun tring ca: mun tring céa co6 kha
nang di truyén 78% ¢ ho hang thé hé thir nhat, mun xuét
hién sém hon va ning hon & nhitng ngudi co tién st gia
dinh bi trimg ca[16].

Nghién ctru clia ching t6i cho thay c6 ty 1¢ thay doi
néng do FSH, LH, prolactin nhét dinh ¢ nhirng bénh
nhan nit méc trimg ca thong thuong mic d6 ning.
Trude diéu tri c6 24,4% bénh nhan bi thay déi ndng do
hormone so v4i binh thuong. Cu thé c6 6,7% thay doi
ndng d6 FSH, 8,9% thay d6i ndng d6 LH, 13,3% thay
ddi ndng dd prolactin. Két qua nay tuong tu nghién
cuu cua Nidhi Shah khi nghién ctru trén 51 bénh nhan
bi tring c4 thdy c6 5,9% thay ddi ndng do FSH, 9,8%
thay d6i nong d6 LH nhung nghién ctu nay khong
tim thdy sy thay doi nong do prolactin. Nghién ciru
cua Sujata Mehta-Ambalal trén 36 bénh nhan bi trirng
ca phat hién 30,5% bénh nhan co6 thay ddi néng do
prolactin, két qua nay cao hon nghién ciru cua chiing
t6i, c6 18 do dinh nghia ting prolactin ctia ho thap
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hon chung t61 (>25 ng/mL so voi >29,9 ng/mL). Sau
3 thang diéu tri bang isotretinoin chung t6i ghi nhan
ty 1¢ thay d6i cac hormone nay c6 xu huéng giam so
véi trude diéu tri, cu thé 1a con 11,1% bénh nhan c6
su thay ddi néng d6 hormone, trong do co 4,4% thay
d6i nong d6 FSH; 4,4% thay ddi ndng do LH va 2,2%
thay d6i nong do6 prolactin. Nhung khi thyc hién phép
kiém dinh, su thay d6i ty 1é cac hormone nay khong
c6 ¥ nghia théng ké (P>0,05). Chung tbi cho rang
isotretinoin lam giam nong d6 trung binh cta FSH,
LH, prolactin nhung muc d6 giam khong dang ké dé
gdy ra muc thay doi bénh 1y. Vi vdy su thay ddi nay
¢6 thé do cac nguyén nhan khac nhu cing thing, thic
an, bénh ly.

Nghién ciru cta chung t6i cho thiy sau 3 thang diéu
tri tring c4 ning bang isotretinoin dd lam giam ndng
dd trung binh cia cta ca 3 hormone: FSH giam tu
5,4+1,8 mIU/mL xuéng 5+1,6 mIU/mL; LH giam tu
8+3,3 mIU/mL xuéng 7,6£2,9 mlU/mL; prolactin gidm
tir 384,6£167,2 mIU/mL xubng 347,8+133,9 mIU/mL.
Trén thé gidi cling da c6 mot s6 nghién ctru diéu tra
tac dong cua isotretinoin 1én ndng do cac hormone nay,
tuy nhién két qua cta cac nghién ctru chua dong nhét.
Tac gia S. Oztiirk va cong su danh gia tac dong cia
isotretinoin liéu 0,5-2 mg/kg/ngay 1én du trit budng
tring va n6ng d6 hormone & 32 bénh nhén nit mic mun
trimg ¢4 nang. Tong thoi gian diéu tri tir 5-8 thang nhan
thiy FSH giam tir 5,9+2,6 mIU/mL xudng 5,6+2,4 mIU/
mL; LH giam tr 6,6+2,9 mIU/mL Xuéng 6,5+2,8 mIU/
mL[17]. A.S. Karadag va cong sy tim hiéu tac dong
clia isotretinoin 1én tryc tuyén yén-thuong than trén 47
bénh nhan (ca nam va nit) méc trimg ca chi ra ring, sau
3 thang diéu tri bang isotretinoin véi liéu 0,5-0,75 mg/
ngay LH giam tir 8,1+11,6 mIU/mL xudng 6,7+6 mIU/
mL; prolactin gidm tur 13,345,7 ng/mL xuéng 11,6 £
4,4 ng/mL; FSH khong thay d6i[18]. Két qua khac nhau
giita cac nghién ctru c6 thé do sy khac nhau vé c¢& mau,
phuong phap xét nghiém, chung tdc, gidi tinh, lidu
lwong isotretinoin va thoi gian diéu tri. Sy giam nong
d6 cua FSH, LH c¢6 thé do isotretinoin 1am trc ché truc
HPO (Hypothalamic-pituitary-ovarian). Nguoi ta da
chtrng minh rang retinoid c6 kha ning gay ra su phién
mi cta thy thé dopamine 2 (D2R) trong té bao tuyén
yén do sy hién dién cua axit retinoic chirc ning phan
tr phan hdi (RARE) trong bd khai dong D2R[19]. Su
giam muc do prolactin sau diéu trj bang isotretinoin c6
thé lién quan dén su gia tang truong lyc dopaminergic
trung vong.

N
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5. KET LUAN

Trude diéu tri da co ty 18 thay d6i ndng d6 hormone
nhit dinh & bénh nhén nit mic trimg c4 thong thuong
mirc d6 ning. Udng isotretinoin 20 mg/ngay lam giam
ndng do trung binh cia hormone FSH, LH va prolactin
sau 3 thang diéu trj.
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