TAP CHI Y DUGC LAM SANG 108 Tap 10- 56472015

Hi¢u qua didu trj bénh lichen phing bing udng
methotrexate két hgp v6i boi mé diproesalic tai cho

Effectiveness of methotrexate combine with topical diprosalic ointment
on lichen planus therapy

Nguyén Hiru San, Nguyén Hdng Phic B6 mon Da liéu Trugng Pai hoc ¥ Ha Noi

Tom tat

Muc tiéu: Danh gia hidu qua Gidu tri bénh lichen phing bng udng methotrexate két hop vdi boi
diprosalic tai chd. B3 twgng va phuong phdp: 32 bénh nhan bi lichen phing duoc diéu tri bang uéng
methotrexate k&t hap véi béi thuang tdn mé& Diprosalic trong 8 tuan. Két qua danh gia dua vao tridgu ching
nga, st hién tdn thuong mei va d day tdn thuang dugc do bing mdy siéu am ACUSON X500. Két qud:
Sau 8 tusn t3t ¢ cac bénh nhan diéu khéng cé bidu hign ngiia tai tén thuang, ¢& 1 bénh nhan (3,2%) xudt
hign t3n thugng méi. D& day ciia t8n thuong trugc khi diéu tri 3 2,8 + 0,8 mm, Ién gdp hon 2 13n so vdi da
lanh xung quanh. Sau 8 tudn diéu tri d day clia t5n thuong giam con 1,52 + 0,4 mm, gan tuong duong vdi
ving da lanh xung quanh. K&t qua chung sau 8 tudn 6 B1,3% trudng hop dap (ng t8t, 12,5% truéng hop
dap ing khd, 3,1% dap (ng trung binh va 3,1% dép (ng kém vdi didu tri. Vé tic dung khdng mong mudn cho
thiy ¢6 4 rudng hop {12,5%) <6 cam gidc budn nén sau khi udng thusc. Khdng 6 Tudmg hop nao 6 Gic
triéu chiing nhyf lpét miéng, viém hong, rung téc, giam bach cau, giam tiéu ciu. Men gan trudic va sau diéu i
déu trang gi6i han binh thuéng. Két fugn; Diéu tri bénh lichen phing bing béi thueng 1dn m& diprosalic két
hop vdi udng methotrexate cho két qua tét sau 8 tudn didu tri. Cin tuu y mdt s6 tic dung khdng mong mudn
<6 thé dy ra nhurteo da, gidm sic t8 va gian mao mach.

Tirkhéa: Lichen phing, m& diprasalic, diéu tri corticosteroid, methotrexate.

Summary

Objective: Evaluation the efficacy of methotrexate combine with topical diprosalic cintment for lichen
planus. Subject and method: 32 patients with lichen planus were treated by low dose of methatrexate
combine with topical diprosalic cintment twice/day. The results were evaluated basing on the itching,
appearing new lesions and the reducing thickness of lesion measured by ultrasound machine ACUSON.
Result: after 8 weeks of treatment, all patients has no itching, one patient still had new lesions. The thickness
of the lesion before treatment was 1a 2.8 + 0.8 mm, 2 times thicker than that of normal skin nearby. After 8
weeks of treatment, the thickness of the lesion was 152 + 04 mm, comparative with the normal skin. In
gereral, the result of complete remission was achived in 81.3% of patients, moderate remission in 12.5%;3.1%
in partial remission and poor in 3.1% of patients. Nausea was in 4 patients (12.5%). No patient had stomatitis,
sorethroat, alopedia, leucopenia. Transminases of all patient were no changed after 8 weeks of treatment.
Conclusion: Topical diprosalic cintment achived good result after 8 weeks of treatment. Nausea could be
happened and infarmed to patients before treatment.

Keywords: Lichen planus, diprosalic ointment, corticotherapy, methogexate.
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1.Datvandé

Bénh lichen phing (LP) dugc ddc trung ton
thuong da la cac san, mau anh tim, bong, hinh da
giac, kém theo c6 ngifa nhiéu hodc it Viéc chan
dodn xac dinh bénh thudng khéng gap nhiéu kho
khan (6] Can sinh bénh hoc chua r6 rang. Bénh cé
thé tién trién dai dang, tai phat anh hudng nhiéu
dén chat lugng cudc song ctia ngudi bénh.

Van dé diéu tri lichen phang cho dén nay co rat
nhiéu phuong phap nhu béi corticosteroid, retinoic,
thudc (e ché calcineurine tai chd, corticosteroid toan
than, litu phap PUVA, methotrexate,.... [1, 3, 4]. Su
phéi hop uéng methotrexate udng két hop boi
diprosalic dang m& bao gdém bétaméthasone
dipropionate va acid salicylic c6 tac dung ch6ng viém
va bong vay dudgc chi dinh trong diéu tri mét s6 bénh
da trong do c6 lichen phang. Hién chua cé nghién ciu
nao danh gia hiéu qua diéu tri clia phuong phap nay.
Vi véy, chiing téi tién hanh nghién ctu nay nham giip
cho céc thay thudc 1am sang c6 thém lya chon trong
diéu tri bénh lichen phang.
2.P3i tugng va phuong phap

2.1, Déituang

32 bénh nhan bi lichen phang dugc chan doan
xac dinh dua vao déac diém lam sang mé bénh hoc
tai Bénh vién Da liéu Trung uong.

Tiéu chudn chén dodn

Bénh nhan dugc chdn doan LP, ¢ tén thuong &
da véi cac tiéu chuan chan doan trén dai thé va vi
thé theo tac gia Vijaya B. Reddy va Joshua Hsu [44]
dugc xac dinh nhu sau:

Ldm sang: S3n da giac vai kich thudc to nhd
khac nhau, dinh phéng, mau énh tim, béng, déi khi
€6 vy nh trén bé mat san. Cac san ¢6 thé ding rai
rac hodc tép trung thanh ting dam, thanh dai
nhung khong lién két véi nhau. Vi tri thuong gap l1a
cd tay, ¢6 chan, ving dudi clia lung, bao quy diu. BE
mit tdn thuang ¢6 thé c6 nhing vach trdng dan xen
tao thanh mang ludi goi la mang Iudi wickham.

M6 bénh hac: Day siing vdi cac la sting khang
con nhan t& bao (orthokeratosis). Tang sinh 16p hat
khang déu. Lop gai khong déu vai cac nha chin bi
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hinh vom va cdc mao biéu bi hinh rang cua. Ldp gy
XUdt hién cac thé chat dang keo bat mau thubc nhugm
eosin va thé Civatte & viing ndi thuong bl - trung bi v
nhiing nai té bao day bi thoai héa. Tham nhiém té bag
viém don nhan day dac tao thanh dai trong l6p chin
bi nong, doi khi lam che ma ranh gidi gida thuong b
v@i trung bi.

Tiéu chudn loai trit:

- Phu nir c6 thal hoac dang cho con b,

- Di Ung vdi cac thanh phan cda thudc didu ti.

- C6 bénh ly noi khoa phéi hgp: Viém gan, suy
gan, suy than, suy giam mién dich, r6i loan ma méu,
cac bénh ly man tinh khac.

- C6 bénh Iy tam than, nghién ruau, béo phi, déi
théo duong.

- Bénh nhan c6 cdc bénh Iy u dc tinh, céc bénh Iy
tao mau nhu suy tay, u lympho khong Hodgkin,
gidm bach cau,...

- Bénh nhan dang c6 nhiém khudn, vét mé mdi.

- Bénh nhan khéng tuan thu diéu tri.

- Bénh nhén tif choi tham gia diéu tri.

2.2. Phuang phdp

Thiét ké nghién ctu: Thir nghiém 1am sang tu so
sénh trudc sau diéu tri

Comau: Thuan tién

Phuong phdp diéu tri: Udng methotrexate
(Remedica Ltd,, Cyprus) vién 7,5mg 3 vién/tuan két
hop véi bsi mé diprosalic (Canada) ngay 2 13n sing
chiéu trong 8 tuan.

Két qua duoc danh gid dua vao 3 tiéu chila triéu
chiing ngifa, tén thuong mdi va dé day ton thuong
bdng mdy siéu am ACUSON X500 cta hang
SIEMENS, dau db lines VF 13-5, tdn s6 12MHz. Danh
gid muc db gidm d6 day tén thuong sau 8 tuan diéu
tri so vai trudc diéu tri trén ting bénh nhan theo
€dng thic L = (1- (C-A)/(B-A)) x 100%, trong d6: L I
muc do giam d6 day t6n thuong sau diéu tri, A la dd
day da lanh canh ton thuong, B la d6 day san lichen
trudc diéu tri, C 13 do day san lichen sau diéu tri. Tac
dung khéng mong muén clia thudc dua vao cic
triéu chiing nén, buén non, loét miéng, khé nudt,
viém hong, rung tdc, gidm bach cau, tiéu cau, loét
dudng tiéu hoa, viém théan, viem gan. Sé liéu duoc
xuf ly theo chuong trinh SPSS 21.0.
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3.Kétqua
Bang 1. Triéu ching ngtia trudc va sau diéu tri (n=32)
Trudce didu tri (1) Sau2tudndidutri{2) | Saudtudndidutrj(3) | Sau8tuan didutri(4)
n % n % : n % n %
Ngua nhiéu 10 313 0 0.0 [¢] 0,0 0 0,0
Ngda it 20 625 9 28,1 2 63 0 0,0
Khéng ngda 2 63 23 71,9 30 93,7 0 00
P P1.2<0,05 P2 ;<0,01 p34<0,01 pe1<0,001

Nhan xét: Trong 32 bénh nhan chi ¢6 2 bénh nhan khong ¢ triéu chirng ngta (6,3%), ¢d 20 bénh nhan
(62,5%] ngUa it va 10 bénh nhan (31,3%) ngifa nhiéu. Sau 4 tuan diéu tri chl ¢6 2 bénh nhan 6 triéu ching
ngUa va sau 8 tudn 13t ¢a cac bénh nhan déu khong ¢ bidu hign ngua tai tn thueng (p<0,001).

Bang 2. Xudt hién tdn thuong mdi (n =32)

Bang 4. Mitc @ dap Ung diéu tri danh gia

qua dddayda(n=32}
Xuat hién tén thifong méi n % 32
n=
R Két qua theo d6 day da —
Cé 1 32 n Tylé%
Khéng 37 96.8 Tt (giam = 90%) 26 81,3
e ong
Téng 32 100 Kha (giam tir 70-<90%) 04 12,5 1
Trung binh (gidm tir 50-<70%) 01 31 |
Nhdn xét: Sau 8 tudn diéu tri ¢6 1 bénh nhan Keém (giam <50%) 01 31 ?

3,2%) c6 xudt hién thém tén thuong mdi

Bang 3. D6 day t6n thuong trudc va sau diéu tri

Nhan xét: D day san lichen sau 8 tudn diéu tri
gidm > 90% ¢ 81,3% bénh nhan, giam tif 70-<90% &

. 12,5% bénh nhan, giam tir 50-<70 & 3,1% bénh nhan
Teung binh (mm) n=32 P va <50% & 3,1% bénh nhan.
Dalanh (1) X1£50=134£024| p12<0,01 Bang 5. K&t qua sau 8 tudn diéu tri{ n=32)
Truoe didutri(2) | F125D=254+064| P23<0,01 Két qua chung n Tylesn
— T6t 26 81.3
Sau diéu tri (3) Z1£5D=141+£035| p31<0,05 Kha 04 125
Nhan xét: D6 day cta sén lichen trudc khi diéu i | Trung binh 01 3,1
(2,8 + 0,8mm) lan hon gin gap hai @6 day da lanh | Kem 01 3,1

canh tén thuong (p<G,001). B day clia sdn lichen
sau 8 tuan didu tri 96 day cda t6n thuong giam con
1,52 £ 0,4 gin tuang duang vdi viing da lanh xung
quanh (p<0,001).

Nhan xét: Sau 8 tudn 81,3% truding hop cé dip
tng 13, 12,5% truding hop dap (ng kha, 3,1% dép
(ing trung binh va 3,1% dap Ung kém véi diéu tri.

n
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Bang 5. Tac dung khéng mong mudn clia Methotrexate (n=32)

Triéu ching $5 bénh nhan Tyle%
Budn nén 04 125
Loét miéng 0 [¢]
Rung toc 0 [¢]
SGOT X4+SD=40,1+23
SGPT Y4+5D=425+16

Nhén xét: C6 4 truiing hop [12,5%) c6 cam giac bun nén sau khi udng thudc. Khéng ¢é trudng hop nag
€6 ¢ac trigu chirng nhu loét miéng, viém hong, rung tc, gidm bach cdu, gidm tiéu cdu. Gid trj men gan trugc

va sau diéu tri cic men gan trong gidi han binh thung {p>0,05)

4.Ban luan

Ching t6i tién hanh @anh gia hidu qua diéu tri
trén 32 bénh nhan bi lichen phing bing udng
methotrexate 7,5 mg/tudn két hgp véi bdi md
diprosalic ngay 2 lan sang chiéu trong 8 tudn. Banh
gia hiéu qua diéu tri dua vac dap Ung cai thién cla
triéu ching ngua tai tén thuong su xut hign tdn
thuong méi trong qua trinh diéu tri va dap ng cal
thién d0 day cda tén thuong so véi viing da lanh
canh t6n thuong, @6 day da lanh va do day da tén
thuong dugce do bang may siéu dm diu dd lines VF
13-5, tan 86 12MHz, 86 chinh x&c 1én dén 1/10mm.

Trudc didu tri chi ¢6 2 bénh nhan (6,3%) khong
¢4 ngda tai tdn thuong, 20 bénh nhin ngda it
(62,5%) va 10 bénh nhan (31,3%) ngta nhiéu. Sau 2
tudn, triéu ching ngtta ctia bénh nhan da giam di 16
rét vai 23 bénh nhan (71,9%) khéng ngia, khéng
€dn trudng hop nao ngita nhiéu va con 9 bénh nhan
ngda it (28,1%). Sau 4 tuan, triéu chiing ngua gidm
18 rét han, chi cén 2 bénh nhin (63%) con ngua
nhe, cdc bénh nhan con fai khéng con ngta. Sau 8
tudn diéu tri, 100% bénh nhan khong con ngda.

Sau 8 tudn diéu trj ¢6 1 bénh nhan (3,2%) van
con xudt hién thém tén thuong mdi. Ching t6i
khang danh gia tién trién cla tén thuong & niem
mac vi thuSc diprosalic ¢é thanh phan
betamethasone dipropicnate 0,05% thuéc nhém
corticoid tdc dung rdt manh, ddng thdi con cé thanh
phan salicylic acid 3% khdng chi dinh diing cho cac
tdn thuong & niém mac va ban niem mac, d3c bidt 13
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d3i véi nhiing tén thuong cé loét. & nhing beénh
nhan t6n thudng niém mac hodc ban niém mac ¢
loét thi chung t&i cho bénh nhan dang sat khqén,
m& khang sinh tetracyclin, corticoid nhém higu i
trung binh (eumovate thanh phan clobetason
(butyrat) 0,05%) .

D8 két qua nghién ctu chinh xac va khach quan
chiing t6i so sanh d6 day cdia san lichen duge chon
vgi d6 day da lanh ngay canh t8n thuong trong
cung mét khu vuc giai phau. Trung binh 46 day
trude diéu trj cla sn lichen dudc chon dé theo dai
12 2,54 £ 0,64 (mm). Trung binh &6 day da lanh viing
canh t8n thuong san lichen dugc chon dé theo dai
Ia 1,34 = 0,24 (mm). D6 day clia san lichen trudc khi
diéu tr] 1n hon d6 day da lanh canh tén thuong cé §
nghia thdng ké véi p<0,001.

Sau 8 tuan diéu tri, 6 day clia tdn thuong chl
con 1,41 £ 0,35 {mm} gan tuodng duong véi da viing
xung quanh tn thueng. Nhu vay, tit cd 32 bénh
nhan (100%) ¢4 dap ung voi didu tri boi corticoid
(diprosalic) 2 [dn/ngay trong 8 tudn két hop vdi
udng methotrexate liéu 7,5mg/tudn trong 8 tuin.

Khado sit vé muc do giam cua dé day thuong
tdn, chang téi ghi nhan 6 26 bénht nhan (81,3%
sau 8 tudn diéu trj thi do day giam=90%, 04 bénh
nhin (12,5%) sau 8 tudn didu gidm ti 70-<90% so,
01 bénh nhan (3,1%) sau 8 tudn diéu tri gidm tir 50-
<70% v& 01 bénh nhan (3,1%) sau 8 tudn diéu t
gidm <50% so véi trudc didu tri. Sau 8 tudn didu tr
d6 day s&n lichen giam hon so vdi trudc diéu tri c6}
nghia th&ng ké véi p<0,05.
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Xét clng v&i tiéu chi giam tridu chiing ngda, sif
xudt hién thém tdn thuong mai va giam do day tén
thuang LP ¢6 26 truding hop (81,3%) d4p dng t6t, 04
trugng hop (12,5%) dap (ng kha, 01 trudng hop
(3,1%) dap Ung & mirc trung binh va 01 truding hop
(3,1%) 6 dap Ung kém. Két qua diéu tr] phéi hgp
udng methotrexate v6i bdi coriicoid cla ching toi
cho két qua t6t hon ddi véi dung methotrexate don
thudn cla Kanwar Al s& dung methotrexate
15mg/tudn cho thdy 58% bénh nhin kho) hoan toan
sau 14 tudn diéu tri [2). M6t nghién clu khédc cda
HZRA va cong su so sanh tic dung cla methotrexate
vdi corticoid liéu xung nho trén 44 bénh nhén cho
thay déi vai nhom st dung methotrexate don thuin
chi cé 47,6% bénh nhan khoi. D6i voi nhom dung
corticoid liéu xung nha cho k&t qua kha quan hon c6
69,6% bénh nhan khai [5). Két qua nghién cdu cda
chiing t6i cing cao hon so vdi két qud cla cac
nghién cdu nudc ngeai khi st dung bél calcipotriol
hodc bethametasone (7, 8]. Nhu vay, két qud cta
ching t5i cho thdy sy két hgp giffa udng
methotrexate véi bdi diprosalic cho két gua tat hon
hai nghién cuu trén,

Khao sat tac dung phu ciia thude, ching toi ghi
nhan chi €6 4 tnedng hap {12,5%) 6 cdm giac budn ndn
sau khi udng thudc. Tat ¢& nhing bénh nhan nay lac
ban ddu déu udng thudc lic d6i va tridu ching budn
nén khéng ¢dn khi bénh nhén udng thude sau khi an.
Khéng ¢6 trudng hgp nao b cac triéu ching nhu loét
miéng, viém hong, rung téc, gidm bach cau, gidm tidu
ciu hay <o r3i loan vé chiic ndng gan, than... Bidu nay
ching t& véi liéu thdp methotrexate két hop vdi
corticoid bdi tai chd cd hiéu qua didu trj tét va an toan.
Hazra SC va ¢s tién hanh dénh gid hiéu qua cia
methotrexate va betamethasone trong diéu tri lichen
‘phdng, ghi nhan thiéu mau gap o 14,2% cic trudng
hop, phti 57,19, khé tiéu 71,4%. CAc Bc dung phu cla
methotrexate vao tham sé chidc ndng gan va huyét hoc
12 nhe va ¢6 thé dugc ngdin nglia bing cach gidm lidu. Vi
véy, methotrexate ¢6 thé duoc st dung nhu mét Iua
chon thay thé an toan hon @& diéu tri liken phang.

Theo Kanwar Al1, De D, nghién cdu danh gié vai
trd clia methotrexate liéu thap udng (15 mgftudn &
ngudi Idn hodc 0,25 mg/kg/tudn cho tré em) trong
lichen phing lan tda & 24 bénh nhan thi cdc tac

dung phu duge ghi nhan & 12 trong 24 (50%) bénh
nhan. Hau hét cic tac dung phu déu nhe; chi c6 moét
yéu cdu ngung diéu tri do bi réi loan dang ké chic
nang gan thr nghiém. Trong thei gian sau diéu tri
theo déi 3 thang, khong 6 ai bi téi phat LP. Nhin
chung liéu thdp methotrexate la Ita chon hiéu qua
va kha an toan trong diéu tri liken phing phun trao,
cung cdp va cac thang s6 huyét hoe sinh héa duac
theo déi thuding xuyén [44}.

5. Két ludn

DPiéu trf 32 bénh lichen phing béng udng
methotrexate 7,5 mg/tudn k&t hop voi boi md
diprosalic ngay 2 Ian sang chiéu trong 8 tudn tai
Bénh vién Da liéu Trung uong ching toi rit ra mot
s két luan sau:

Triéu ching ngda gidm 18 rét sau 2 tudn didu tri, va
100% bénh nhan khong cdn ngifa sau 8 tudn diéu tri.

Khéing cé t6n thuong mdi xudt hién sau 8 tudn
diéu tri.

P6 day tén thuong day gan gap doi da lanh,
nhung sau 8 tudn diéu trj da tuong duong viing
da lanh.

Két qua 81,3% tét, 12,5% khd, 3,1% trung binh
va 3,1% kém .

Téc dung khéng mong mudn: 12,5% trudng
hgp bj budn ndn, 12,5% bénh nhén bj teo da nhe tai
t3n thuang, va 12,5% trudng hap mét sic t6 nhe.
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