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Hieu qua digu tri benh lichen phang b3ng uong 
methotrexate kit hop vol boi mo* diprosalic tai cho 

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

Nguyen Hihi Sau, Nguyen Hong Phuc Bg mon Da lieu Tru&ng Dgi hoc YHa Ndi 

Muc tieu: Oanh gia hieu qua dieu tri benh lichen phang bang uong methotrexate ket hpp vdi t)di 

diprosalic tai chd. Dm ft/ong vd phuang phdp: 32 benh nhan bi lichen phang dupc dieu tri bang uong 

methotrexate ket hpp vdi bdi thuong tdn md Diprosalic trong 8 tuan. Ket qua danh gia dda vao trieu chdng 

ngua, sU xuat hien ton thaong mdi va dp day tdn thuong dUpc do bang may sieu am ACUSON X500. Kit qud: 

Sau 8 tuan tat ck cae benh nhan dieu khdng cd bieu hien ngiia tai tdn thuong, ed 1 benh nhan (3,2%) xuat 

hien tdn thuong mdi. Op day cua tdn thuong tn/dc khi dieu tri la 2,8 ± 0,8 mm, Idn gap hon 2 lan so vdi da 

lanh xung quanh. Sau 8 tuan dieu tri dp day eua tdn thuong giam edn 1,52 ± 0,4 mm, gan tUOng ddong vdi 

vung da lanh xung quanh. Ket qua chung sau 8 tuan cd 813% tru'dng hpp dap dng tot, 12,5% tru&ng hpp 

dap ling kha, 3,1 % dap dng trung binh va 3,1% dap dng kem vdl dieu tn. Ve tac dung khdng mong mudn eho 

thay cd 4 trudng hpp (12,5%) cd cam giac budn ndn sau khi uong thuoc Khdng cd trUdng hpp nao cd cac 

trieu chdng nhu loet mieng, viem hpng, rung tde, giam bach eau, giam tieu eau. Men gan trUdc va sau dieu tn 

deu trong gidi han binh thUdng. Kit ludn: Oieu tri benh lichen phang bang bdi thucffig ton md diprosalic ket 

hpp vdi udng methotrexate eho ket qua tdt sau 8 tuan dieu tri. Can (UU y mpt sd tac dung Ididng mong mudn 

cd the xdy ra nhUteo da, giam sac td va gian mao mach. 

Tdkhoa: Lichen phang, md diprosalic, dieu tri corticosteroid, methotrexate. 

Summary 

Objecdve: Evaluation the efficacy of methotrexate combine with topical diprosalic ointment for lichen 

planus. Subject and method: 32 patients with lichen planus were treated by low dose of methotrexate 

combine with topical diprosalic ointment twice/day. The results were evaluated basing on the itching, 

appearing new lesions and the reducing thickness of lesion measured by ultrasound machine ACUSON. 

ftesult: after 8 weeks of treatment, all patients has no itching, one patient still had new lesions. The thickness 

of the lesion before treatment was la 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 ± 0.4 mm, comparative with the normal skin. In 

gereral, the result of complete remission was achived in 813% of patients, moderate remission in 125%; 3.1% 

in partial remission and poor in 3.1 % of patients. Nausea was in 4 patients (125%). No patient had stomatitis, 

sorethroat, alopecia, leucopenia. Transminases of all patient were no changed after 8 weeks of treatment 

Condusion: Topical diprosalic ointment achived good result after 8 weeks of treatment Nausea could be 

happened and informed to patients before treatment 

Keywords: Lichen planus, diprosalic o intment corticotherapy, methotrexate. 
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1 . Oat van de 

Benh lichen phang (LP) dUdc dae trdng ton 

thuong da la cae san, mau anh t im, bdng, hinh da 

giac, kem theo cd ngda nhieu hoae f t Viee ehan 

doan xac djnh benh thudng khdng gap nhieu khd 

khan [6] Can sinh benh hpc chUa rd rang. Benh cd 

the tien trien dai dang, tai phat anh hudng nhieu 

den chat lupng cudc sdng cua ngUdi benh. 

Van de dieu tri lichen phang cho den nay cd rat 

nhieu phUdng phap nhu bdi corticosteroid, retinoic, 

thudc dc ehe ealcineurine tai cho, corticosteroid toan 

than, lieu phap PUVA, methotrexate,.... [1, 3, 4]. SU 

phdi hpp udng methotrexate udng ket hpp bdi 

diprosalic dang md bao gom betamethasone 

dtpropionate va aeid salicylic cd tac dung chdng viem 

va bong vky dddc chi dinh trong dieu tri mdt sd benh 

da trong dd cd lichen phiing. Hien chUa cd nghien cdu 

nao d^nh gia hieu q u i dieu tri cua phUdng phap nay. 

Vi vay, chung tdi tien hanh nghien edu nay nham giup 

cho cac thay thudc lam sang cd them lua ehpn trong 

dieu tn benh lichen phang. 

2. Doi tupng va phUPng phap 

2.1. Ddi tugng 

32 benh nhan bi lichen phang dupc chan doan 

x^c djnh dua vao dac diem lam sang md benh hoe 

tai Benh vien Da lieu Trung uong. 

Tliu chudn chdn dodn 

Benh nhan dupc chan doan LP, cd ton thuong d 

da vdi e^e tieu chuan chan doan tren dai the va vi 

the theo tae giS Vijaya B. Reddy va Joshua Hsu [44] 

dupc xac djnh nhu sau: 

Lam sang: San da giac vdi kich thude to nhd 

khae nhau, dinh phang, mau anh t im, bdng, ddi khi 

cd vdy nhd tren be mat san. Cac san cd the dUng rai 

rac hoac tap trung thanh tdng dam, thanh dai 

nhung khdng lien ket vdi nhau. Vi t r i thudng gap la 

CO tay, CO ehan, vung dUdi eCia lung, bao quy dau. Be 

mat tdn thuong cd the ed nhCfng vach trang dan xen 

tao thanh mang ludi gpi la mang ludi wiekham. 

Md benh hpc: Day sdng vdi cae la sUng khdng 

cdn nhan te bao (orthokeratosis). Tang sinh Idp hat 

khdng deu. Ldp gai khdng deu vdi cac nhu chan bi 

hlnh vdm va cac mao bieu bi hinh rang cUa. Ldp day 

xuat hien cac the chat dang keo bat mau thudc nhuom 

eosin va the Civatte d vung noi thupng bi - trung biva 

nhdng noi te bao day bi thoai hda. Tham nhiem te bao 

viem ddn nhan day dac tao thanh dai trong ldp chan 

bi nong, doi khi lam che md ranh gidi gida thuong bi 

vdi t rung bl. 

Tieu chudn loai trd: 

- Phu nCfcd thai hoac dang cho con bu. 

- Di Ung vdi cac thanh phan cua thudc dieu tri. 

- Cd benh ly noi khoa phoi hpp: Viem gan, suy 

gan, suy than, suy giam mien dich, rdi loan md mau, 

eae benh ly man tinh khac-

- Cd benh ly tam than, nghien ruau, beo phi, dai 

thao dudng. 

- Benh nhan co cac benh ly u ac tinh, cac benh ly 

tao mau nhu suy tuy, u lympho khdng Hodgkin, 

giam bach cau,... 

- Benh nhan dang co nhiem khuan, vet mo mdi, 

- Benh nhan khong tuan thu dieu tn. 

- Benh nhan tC/choi tham gia dieu tri. 

2.2. PhUdng phdp 

Thiet ke nghien cdu: Thd nghiem lam sang tif so 

sanh trUdc sau dieu tri 

Cdmdu.'Thuan tien 

Phuang phdp dieu tri: Uong methotrexate 

{Remedica Ltd., Cyprus) vien 7,5mg 3 vien/tuan ket 

hpp vdi boi md diprosalic (Canada) ngay 2 lan sang 

chieu trong 8 tuan. 

Ket qua duac danh gia dua vac 3 tieu chi la trieu 

ehdng ngda, ton thuang mdi va dp day ton thuong 

bang may sieu am ACUSON X500 cua hang 

SIEMENS, dau do lines VF 13-5, tan so 12MHz. Oanh 

gia mu'c do giam 66 day ton thuang sau 8 tuan dieu 

tn so vdi trudc dieu tri tren tdng benh nhan theo 

cdng thdc L = (1- (C-A)/(B-A)) x 100%, trong do: Lia 

mde do giam 66 day ton thuong sau dieu tri, A la dp 

day da lanh canh ton thuong, B la do day san lichen 

trudc dieu tr i , C la do day san lichen sau dieu trj. Tac 

dung khong mong muon cua thuoc dua vao cac 

trieu chdng ndn, buon ndn, loet mieng, kho nuot, 

viem hpng, rung tde, giam bach cau, tieu cau, loet 

dudng tieu hoa, viem than, viem gan. So lieu di/pc 

xCf ly theo chuang trinh SPSS 21.0. 
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3. Ket qua 

Bang 1 . Tr ieu chijrng ngCTa trUdc va sau d ieu t r j (n= 32} 

Ngijia nhieu 

NgOrait 

Khong ngijra 

P 

TrUdc dieu tr j (1) 

n 

10 

20 

2 

% 
31.3 

62,5 

6,3 

P J . 2 < 0 , 0 5 

Sau 2 tuan dieu tri (2) 

n 

0 

9 

23 

% 
0,0 

28,1 

71,9 

P,.,<0,01 

Sau 4 tuan dieu tri (3) 

n 

0 

2 

30 

% 
0,0 

6,3 

93,7 

P3.4<0,01 

Sau 8 tuan dieu trj (4) 

n 

0 

0 

0 

% 
0,0 

0,0 

0,0 

Pi.j<0,001 

Nhdn xef; Trong 32 benh nhan chl cd 2 benh nhan khdng cd trieu ehdng ngda (6,3%), cd 20 benh nhan 

(62,5%) ngda I'tva 10 benh nhan (31,3%) ngda nhieu. Sau 4 tuan dieu tri ehl cd 2 benh nhan cd trieu ehdng 

ngufa vasau 8 tuan tatea cac benh nhan deu khdng cd bieu hien ngda tai ton thuong {p<0,001). 

Bang 2. Xuat h ien t o n thUorng m d i (n =32] 

Xuat hien ton thUcTng mdi 

Co 

Khong 

Tong 

n 

1 

31 

32 

% 
3,2 

96,8 

100 

Bang 4. Mufc do dap iirng d ieu t r j danh gia 

qua do day da (n = 32) 

Nhgn xet Sau 8 tuan dieu trj cd 1 benh nhan 

(3,2%) cd xuat hien them tdn thUdng mdi 

Bang 3. D o day t o n thUdng trUdc va sau d ieu t r i 

Ket qua theo do day da 

Tot (giam ^ 90%) 

Kha (giam tLr70-<90%) 

Trung binh (giam tCr 50-<70%) 

Kem (gi4m <50%) 

n=32 

n 

26 

04 

01 

01 

T y l e % 

81,3 

12,5 

3,1 

3,1 

Trung binh (mm) 

Da lanh (1) 

Trucfc dieu tri (2) 

Sau dieu tri (3) 

n=32 

X i ± S D = 1,34 ±0,24 

F i ± S D = 2.54 ±0,64 

Z i ± S D = 1,41 ±0,35 

P 

Pl.2<0,Pl 

P M < 0 , 0 1 

PJ I <0,05 

Nhdn xet: 0 6 day san lichen sau 8 tuan dieu tri 

glam > 90% 4 81,3% benh nhan, giam til 70-<90% 4 

12,5% benh nhan, giam tiJ50-<70 6 3 , 1 % benh nhan 

va <50% a 3,1 % benh nhan. 

Bang 5. Ket qua sau 8 tuan d ieu tr j ( n=32) 

NbdnxetBg day cua san lichen trudc khi dieu trt 
(2,8 ± 0,8mm) ISn hon gan gap hai do day da lanh 
canh ton thuong (p<0,001). B o day cua san lichen 
sau 8 tuan dieu tri dp day cua ton thuong giam con 
1,52 ± 0,4 gan tuong duong vdi vung da lanh xung 
quanh (p<0,001). 

Ket qua chung 

Tot 

Kha 

Trung binh 

Kem 

n 

26 

04 

01 

01 

T y l e % 

81,3 

12,5 

3,1 

3,1 

Nhdn xit: Sau 8 tuan 81,3% trudng hop co dap 

l ing tot, 12,5% trUOng hop dap urng kha, 3 ,1% dap 

urng trung binh va 3 ,1% dap l ing kem vdi dieu trj. 
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Bang 5. T ic dung khong mong muon cCia Methotrexate (n=32) 

Trieu chCTng 

Buon non 

Loet mieng 

Rung toe 

SCOT 

SGPT 

So benh nhan 

04 

0 

0 

X 4 ± S D = 4 0 , 1 ±2,3 

1'4±SD = 42.5±1,6 

T y l e % 

12,5 

'9 m 
Nhgn xet Co 4 trudng hop (12,5%) co earn giac buon ndn sau khl uong thuoc. Khdng ed trudng hop nao 

cd cac trieu chUng nhu loet mieng, viem hgng, rung tde, giam bach eau, giam tieu cau. Gia tri men gan trifdc 

va sau dieu trj cac men gan trong gidi han binh thudng {p>0,05) 

4. Ban luan 

Chung tdi tien hanh danh gia hieu qua dieu tn 

tren 32 benh nhan bj lichen phang bang udng 

methotrexate 7,5 mg/tuan ket hop vdi bdi md 

diprosalic ngay 2 lan sang chieu trong 8 tuan. Oanh 

gia hieu qu^ dieu tn dua vao dap dng cai thien cua 

trieu chdng ngda tai ton thUOng sU xuat hien ton 

thUdng mdi trong qua trinh dieu trj va dap Ung e^l 

thien do day cua ton thuong so vdi vung da lanh 

canh ton thuong, dd day da lanh va do day da tdn 

thuong duoc do b^ng may sieu am dau dd lines VF 

13-5, tan sd 12MHz, dd chfnh xac len den 1/10mm. 

TrUdc dieu tri ehl cd 2 benh nhan (6,3%) khdng 

cd ngda tai tdn thuong, 20 benh nhan ngUa ft 

(62,5%) va 10 benh nhan (31,3%) ngda nhieu. Sau 2 

tuan, trieu ehdng ngda cua benh nhan da gi^m di rd 

ret vdi 23 benh nhan (71,9%) khdng ngda, khdng 

cdn trudng hop nao ngda nhieu va edn 9 benh nhan 

ngda ft (28,1%). Sau 4 tuan, trieu chu'ng ngda giam 

rd ret hdn, chl cdn 2 benh nhan (6,3%) cdn ngUa 

nhe, cae benh nhan edn lai khdng cdn ngu:a. Sau 8 

tuan dieu tr i , 100% benh nhan khdng cdn ngda. 

Sau 8 tuan dieu tri cd 1 benh nhan (3,2%) van 

cdn xuat hien them ton thuong mdi. Chung toi 

khdng danh gia t ien trien cua tdn thuong d niem 

mac vl thude diprosalic cd thanh phan 

betamethasone dipropionate 0,05% thudc nhdm 

corticoid tac dung rat manh, ddng thdi cdn cd thanh 

phan salicylic acid 3% khdng chl dmh dung cho cac 

ton thuong d niem mac va ban niem mac, dac biet la 

ddi vdi nhdng tdn thUdng ed loet. 6 nhdng benh 

nhan tdn thuong niem mac hoae ban nienn macco 

loet thi ehung tdi eho benh nhan diJng sat khuan, 

m d khang sinh tetracyclin, corticoid nhdm hieu li/c 

trung blnh (eumovate thanh phan elobetason 

(butyrat) 0,05%) 

De ket quci nghien edu chinh xac va khach quan 

chung tdl so sanh do day cCia san lichen dUdc chon 

vdi do day da lanh ngay canh ton thuong trong 

cung mgt khu vdc giai phau. Trung binh dd day 

trUde dieu tri cCia san lichen dddc chgn de theo doi 

la 2,54 ± 0,64 (mm). Trung blnh do day da lanh vung 

eanh ton thuong san lichen dddc chon de theo doi 

la 1,34 ± 0,24 (mm). Od day eua san lichen trUdc khl 

dieu tn Idn hdn do day da lanh canh ton thUdng c(S |? 

nghia thdng ke vdi p<0,001. 

Sau 8 tuan dieu trj, do day eCia tdn thUdng chi 

edn 1,41 ±0,35 (mm) gan tUdng dUdng vdi davijng 

xung quanh ton thuong. NhU vay, tat ck 32 benh 

nhan (100%) cd dap dng vdi dieu trf bdi corticoid 

(diprosalic) 2 lan/ngay trong 8 tuan ket hdp vdi 

udng methotrexate lieu 7,5mg/tuan trong 8 tuan. 

KhSo sat ve mde do giam eCia dd d&y thUdng 

ton, chung tdi ghi nhan ed 26 benh nhan (81,3%) 

sau 8 tuan dieu tn th i do day gi5m>90%, 04 benh 

nhan (12,5%) sau 8 tuan dieu g i l m Xd 70-<90% so, 

01 benh nhan (3,1%) sau 8 tuan dieu trj giSm td 50-

<70% va 01 benh nhan (3,1%) sau 8 t u l n dieu tri 

g i l m <50% so vdi trUdc dieu trj. Sau 8 tuan dieu tri 

do day san lichen giam hdn so vdl trUde d i l u trj c6j 

nghia thong ke vdi p<0,05. 
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Xet ciJng vdi t ieu ehi giam trieu chdng ngda, sd 

xuat hien them ton thuong mdi va giam dp day tdn 

thUdng LP cd 26 trUdng hdp (81,3%) dap dng tdt , 04 

trudng hop (12,5%) dap dng kha, 01 t rudng hop 

(3,1%) dap Lfng d mde trung blnh va 01 trudng hgp 

(3,1%) ed dap dng kem. Ket qua dieu trj phdi hdp 

uong methotrexate vdi bdi corticoid cda ehung tdi 

eho ket qua td t hdn ddi vdi dung methotrexate ddn 

thuan cCia Kanwfar AJ sCf dung methotrexate 

15mg/tuan eho thay 58% benh nhan khdi hoan toan 

sau 14 tuan dieu tri [2], IVldt nghien cdu khae eua 

HZRA va edng su so sanh tae dung cua methotrexate 

vdi corticoid lieu xung nhd tren 44 benh nhan eho 

thay ddi vdi nhdm sCf dung methotrexate dgn thuan 

chi cd 47,6% benh nhan khdi. Odi vdi nhdm dung 

corticoid lieu xung nhd cho ket qua kha quan hdn ed 

69,6% benh nhan khdi [5]. Ket qua nghien cdu eua 

chung td i cung cao hon so vdi ket q u i cua cac 

nghien cdu nUde ngoai khi sCf dung bdi calcipotriol 

hoae bethametasone [7, 8]. Nhu vay, ket qua eCia 

chung td i cho thay su ket hdp gida udng 

methotrexate vdi bdi diprosalic eho ket q u i td t hon 

hai nghien edu tren. 

Khio sat tac dung phu cua thudc, ehung tdi ghi 

nhan ehi ed 4 trudng hdp {12,5%) cd e lm giac buon ndn 

sau Idii udng thudc. Tat c l nhdng benh nhan nay lue 

ban dau deu udng thuoe lue ddi va trieu chdng budn 

ndn khdng edn khi benh nhan udng thude sau khi an. 

Khdng ed tnJdng hgp nao ed eae trieu ehdng nhu loet 

mieng, viem hpng, rung tde; giam bach cau, g i lm tieu 

cau hay cd rdi loan ve chdc nang gan, than... Oieu nay 

chutig td vdi lieu thap methotrexate ket hgp vdi 

corticoid bdi tai cho cd hieu q u i dieu tri tdt va an toan. 

Ha2Ta SC va es tien hanh danh gia hieu qua cua 

methotrexate va betamethasone trong ^ e u trj lichen 

•phang, ghi nhan thieu m l u gap d 14,2% cac trudng 

hc^, phu 57,1%, khd tieu 71,4%. Cie t i e dung phu eCia 

methotrexate vao tham sd chdc nang gan va huyet hge 

la nhe va cd the dddc ngan ngda bang each giam lieu. Vi 

vay, methotrexate cd the dUdc sd dung nhU mgt Ida 

chpn thay the an toan hon dedieu trj liken phang. 

Theo Kanwar AJ I , De D, nghien cdu danh g i l vai 

trd cua methotrexate lieu thap udng (15 mg/tuan d 

ngudi Idn h o l e 0,25 mg/kg/ tuan cho tr^ em) t rong 

lichen phang lan tda 6 24 benh nhan thi cac t i c 

dung phu ddac ghi nhan d 12 t rong 24 (50%) benh 

nhan. Hau het c i c t i e dung phu deu nhe; ehi cd mdt 

yeu eau ngUng dieu tri do bi rdi loan d i n g ke ehufc 

nang gan t hd nghiem. Trong thdi gian sau dieu trj 

theo ddi 3 t h i n g , khdng cd ai bi tai p h i t LP. Nhin 

ehung lieu thap methotrexate la Ida chon hieu qua 

va kha an toan trong dieu tri liken phang phun trao, 

cung cap va eae thdng so huyet hgc sinh hda dddc 

theo ddi thUdng xuyen [44]. 

5. Ket luan 

Oieu trj 32 benh lichen p h i n g bang udng 

methotrexate 7,5 mg/tuan ket hop vdi bdi md 

diprosalic ngay 2 lan sang chieu t rong 8 tuan tai 

Benh vien Da lieu Trung Udng chung tdi rut ra mdt 

sd ket luan sau: 

Trieu chu'ng ngda g i l m rd ret sau 2 tuan dieu tri, va 

100% benh nhan khdng cdn ngda sau 8 tuan dieu trj. 

Khdng ed ton thUdng mdi xuat hien sau 8 tuan 

dieu trj. 

Od day ton thUdng day gan gap ddi da lanh, 

nhUng sau 8 tuan dieu trj da tUong dUdng vung 

da lanh. 

Ket qua 81,3% tdt, 12,5% kha, 3 ,1% trung binh 

va 3 ,1% kem. 

T ie dung khong mong muon: 12,5% trudng 

hdp bj budn ndn, 12,5% benh nhan bj teo da nhe tai 

ton thuong, va 12,5% trUdng hop mat s$c td nhe. 
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