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Bio cio truwong hop bénh: Piéu tri rituximab trén bénh nhan
pemphigus vulgaris khang tri

Case report: Rituximab treatment in a patient with refractory pemphigus vulgaris

Nguyén Thi Phwong Nhung* va Nguyén Lan Anh Bénh vién Trung wong Qudn dgi 108
Tom tat

Pemphigus vulgaris la mét bénh ly tu mién, do tu khang thé khang lai cau néi lién gai gay hién
tuong ly gai & thugng bi, tao cac bong nudc néng, vay tiét, c6 thé kém theo tén thuong niém mac gay
dau dén cho bénh nhan. Rituximab la mét loai khang thé don dong thé kham khang CD20, qua d6 lam
giam s6 lugng té€ bao lympho B, dan dén gidm san xuat khang thé, la thudc sinh hoc dau tién dugc cap
phép cho diéu tri pemphigus, thuéc dung nap tét va cho hiéu qua diéu tri téi uu, dac biét & nhimng bénh
nhan pemphigus vulgaris khang tri. Bdo cdo trudng hop Idm sang: Bénh nhan nit da dugc chan doén xac
dinh pemphigus vulgaris, da trai qua nhiéu dot nhap vién diéu tri trong 2 nam véi corticosteroid dudng
toan than va cac thuéc tc ché mién dich nhung bénh dap ting kém, va gap nhiéu tac dung phu ctia
thu6c. Bénh nhan da dugc diéu tri rituximab liéu 1 gam vao tuan 0 va tuan 2. Hinh anh lam sang dugc
ghi nhan & cac thai diém trudc diéu tri, sau 1 thang va sau 3 thang, cho thdy bénh nhan dat lui bénh
hoan toan. Két ludn: Rituximab dugc xem la hudng di méi day hia hen trong diéu tri pemphigus vulgaris.
Thudc dung nap tét, dat dugc dap ing lam sang nhanh chéng.

Tirkhéa: Pemphigus vulgaris, rituximab.

Summary

Pemphigus vulgaris is a group of autoimmune diseases, caused by autoantibodies against the
interspinous bridge, causing acanthosis in the epidermis, that creating painful shallow, easily ruptured
blisters, crusting, and may be accompanied by mucosal damage. Rituximab is a chimeric monoclonal
anti-CD20 antibody that reduces the number of B lymphocytes, downregulates autoantibody producing,
this is the first biologic drug licensed for pemphigus treatment. The drug is well tolerated and has
amazing treatment effects, especially in patients with treatment - resistant pemphigus vulgaris. A case
report: A female patient who was diagnosed with pemphigus vulgaris who underwent many
hospitalizations for treatment in 2 years with systemic corticosteroids and immunosuppressive drugs
but the disease responded poorly, and experienced many side effects of the medication. The patient was
prescribed rituximab at a dosage of 1 gram at weeks 0 and 2. Clinical images were recorded at the time
before treatment, after 1 month and 3 months, showing that the patient achieve complete remission.
Conclusion: Rituximab is considered a promising new management of pemphigus in general and
pemphigus vulgaris in particular. This drug is well tolerated and achieves rapid clinical response.
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1. DAT VAN DE

Pemphigus vulgaris (pemphigus théng thudng)
la thé sau ctia bénh pemphigus, mét bénh Iy thuéc
nhém bénh bong nudc tu mién do tu khang thé
khang lai cau néi lién gai gdy hién tugng ly gai &
thugng bi. Bénh dac trung béi cac tén thuang trén
lam sang la cac bong nudc néng, dé va, dé lai vét
trot da, dong vay tiét, co thé kém theo tén thuang
niém mac. Bénh khai phat & moi I¢a tudi, nhung hau
hét gap & do tudi tir 45 dén 65 tai thai diém dugc
chan doan. Bay l1a mét nhom bénh hiém gap véi ti [é
mac mai chi 2/1.000.000 moi nam'. Sinh bénh hoc
cla bénh: Do tu khang thé chéng lai desmoglein 1
va desmoglein 3 trén bé mat cac té bao siing dan tGi
hinh thanh bong nudc trén lam sang. Do d6, viéc
diéu tri chli yéu st dung cac thudc tc ché mién dich:
Corticoid, azathioprin, cyclosporin, mycophenolate
mophetil, methotrexate, ...%. Tuy nhién, cac thuéc
nay khi st dung kéo dai gay ra nhiéu tac dung phu
nghiém trong, tham chi c6 thé khién bénh nhan ti
vong vi nhiém trung. Khéng it bénh nhan khang lai
phac d6 diéu tri co ban nay. Ti nam 2017, Héi Da
lifu Anh da dua ra hudng dan diéu tri cho
pemphigus vulgaris, trong dé rituximab dugc xem
nhu thuéc phoi hogp hang dau véi corticosteroid va
azathioprin, mycophenolat mophetil. T’ thing 9
nam 2020, theo khuyén cao ctia Hoi Da liéu chau Au,
rituximab da duoc xem la “first-line” cho diéu tri
pemphigus vulgaris ngay ti miic do nhe cta bénh’.
Tai Viét Nam, trong Hudng dan Chan doan va diéu
tri cac bénh da liéu clia BO Y té ban hanh thang 11
nam 2023 cling chi rd rituximab la lua chon hang 1
cho diéu tri pemphigus®. Rituximab |a khang thé don
dong thé kham khang CD 20 trén té bao lympho B,
do dé lam gidm san xuat cac tu khang thé trong
bénh pemphigus®.

Il. TRUONG HOP LAM SANG

Bénh nhan n{ 49 tudi, da dugc chan doéan xac
dinh pemphigus vulgaris tai Trung tam Da liéu-di
Ung, Bénh vién Trung uong Quan dodi 108 cach 2
nam. Tai thai diém chan doan bénh nhan cé biéu
hién lam sang dién hinh: Bénh khéi phat dot ngot
vGi cac bong nudc nhan nheo, chia dich trong, dé
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v@, dé lai cac vét trgt ndng, dong vay tiét rai rac toan
than, dién tich tén thuong > 5% dién tich co thé,
kém theo tén thuang trong niém mac miéng, diém
ABSIS (Autoimmune Bullous Skin Disorder Intensity
Score) cho da la 8,5. Xét nghiém khdng dinh chén
doén: Té bao hoc bong nudc co té bao gai léch hinh;
mo bénh hoc tén thuong cho thay hinh anh bong
nudc trén thugng bi, cé hién tugng ly gai ngay trén
I6p day, nhuém mién dich huynh quang truc tiép,
gian tiép c6 hinh anh lang dong IgG tai khodng gian
bao gilta cac té bao gai. Bénh nhan dugc diéu tri
khai dau v6i methylprednisolone dudng tinh mach
litu 40mg/ngay, corticoid boéi tai chd, khang
histamin, cham séc cac vét trot da bang cac dung
dich sat khudn. Bénh nhan ra vién sau 2 tuan diéu tri
ndi trd, véi tén thuong da thuyén gidm dugc trén
80%, hét tén thuong niém mac miéng, tiép tuc duoc
ké don methylprednislone dudng uéng giam liéu
dan két hop corticoid boi. Tén thuong da nhanh
choéng téi phat sau 1 thang xuat vién du van duy tri
methylprednisolone liéu 16mg/ngay. Bénh nhan
dugc bé sung mycophenolat mophetil liéu 1
gam/ngay, sau do 3 thang déi sang azathioprin liéu
100mg/ngay do khéng dung nap thuéc. Sudt 2 nam
sau d6 bénh nhan nhiéu lan phai nhap vién vi bénh
tién trién thém, trung binh 7-8 dot nhap vién/nam,
cac dot diéu tri ndi trd va ra vién, bénh nhan van
dugc duy tri  methylprednisolone liéu 16-
40mg/ngay nhung bénh khéong dat dugc cdi thién
vé 1am sang. Sau 2 nam, bénh nhan dugc chan doan
suy tuyén thugng than do dung corticoid kéo dai,
tén thuong da tién trién thém, bi€u hién ndng nhat
& mat, diém ABSIS cho da la 5,5. Bénh nhan dugc chi
dinh dung Mabthera 500mg (Roche, Basel,
Switzerland) véi liéu 1 gam truyén tinh mach, vao
tuan 0 va tuan 2, dong thsoi giam liéu cham
methylprednisolone dudng uéng, trung binh giam
10% liéu maoi tuan, dat dugc liéu thap nhat 4mg sau
2 thang. Bénh nhan dugc hen téi khdam hang thang,
tham kham lam sang va xét nghiém mau dé danh
gia dap ung diéu tri va tac dung khong mong muén
cla thudc. Két qua diéu tri dugc danh gia qua hinh
anh lam sang cta bénh nhan, va diém hoat dong
bénh ABSIS dugc ghi nhan & thai diém trudc diéu tri
Mabthera, sau 1 thang va sau 3 thang.
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{BF IN 4.

Hinh 1. Trudc diéu tri Mabthera (ABSIS= 5,5), sau diéu tri Mabthera 1

thang (ABSIS= 4),

sau diéu tri Mabthera 3 thang (ABSIS =0) (lan lugt tu trai qua phai)

G thoi diém sau 5 tudn diéu tri, bénh nhan phai
nhap vién 10 ngay & mét bénh vién khac dé diéu tri
viém phdi do CMV, ra vién bénh nhan chi duy tri thuéc
khang virus cho hét phac d6, khong dé lai di ching
nao tai phdi va tiép tuc giam liéu methylprednisolone
theo ké hoach. Sau 3 thang diéu tri bang Mabthera,
bénh nhan dat dugc lui bénh hoan toan véi diém
ABSIS cho da bang 0, khéng ¢6 tén thuang niém mac,
methylprednisolone da dugc ngiing va chuyén sang
duy tri hydrocortisone dudng udng liéu 20mg/ngay
dé diéu tri suy tuyén thugng than.

lll. BAN LUAN

Hién nay, viéc diéu tri pemphigus vulgaris van
con la mét thach thuc. Corticosteroid dudng toan
than van dugc xem la lya chon diéu tri hang dau, vi
tinh sdn cd, gia thanh ré va khéi phat tac dung
nhanh choéng. Viéc phéi hgp corticosteroid véi cac
thuéc dc ché mién dich nhu azathioprin,
mycomophetil phenolat, methotrexate... giup dat
dugc hiéu qua diéu tri ma khéng phai phu thudc liéu
cao corticosteroid dai ngay, dan dén nhiéu tac dung
khong mong mudn, trong do6 tac dung phu nguy
hi€ém nhat la nhiém trung - bénh nhan cé thé tu
vong vi tadc dung phu nay hon la do muic d6 hoat
déng clta bénh pemphigus. Trong nhiing hudéng
dan gan day trong diéu tri pemphigus, vai trd cla
rituximab cang ngay cang dugc nhac dén nhiéu hon
do hiéu qua va tinh an toan cuia thudc.

Rituximab la khang thé don dong IgG1 dac hiéu
khang khang nguyén CD20 trén bé mat té bao
lympho B, c6 nguén goéc tU ngudi va chuét.
Rituximab gay chét cac té bao lympho B qua co ché
gay déc qua trung gian bé thé, khang thé; gay doc
qua trung gian té bao va dong thdi lam tang chét té
bao theo chuang trinh, két qua la lam giam sé luong
té€ bao lympho B dan tdi gidm san xuat khang thé>.
Cac tac dung phu can theo déi trong va sau diéu tri
rituximab bao gém: Phan Ging truyén dich (cap tinh)
gbm phan ting di ing va con bao cytokines; cac biéu
hién loét da, niém mac; nhiém trung (vi khuan, vi rat,
nam) tuy nhién cac tac dung phu nay hiém gap®.

Trong y van thé gidi, chiing t6i tim thay 18 trudng
hop bao céo trén téng s6 34 bénh nhan pemphigus
vulgaris dugc chi dinh dung rituximab, thdi gian theo
déi tir 3-36 thang, trong dé 5 bénh nhan phai diéu tri
thém 1 liéu rituximab b6 sung ngoai phac dé chuan (1
gam & tuan 0 va tuan 2 hodc 375mg/m? da/tuan trong
4 tuan lién tiép) va 2 bénh nhan phai diéu tri rituximab
lap lai nhiéu lan, ma khéng gép bat ci tac dung phu
nghiém trong nao”"".

Bdo cdo clhia Alain Dupuy va cOng su nam 2004
chi ra trong 3 bénh nhan pemphigus vulgaris khang
tri dugc diéu tri bang rituximab dat dugc dap ung
lam sang & ca 3 bénh nhan, véi 2 bénh nhan dat lui
bénh hoan toan. Trong nghién clu nay, cac tac giad
con danh gia hiéu qua diéu tri cla rituximab thong
qua su suy gidm hiéu gia cac tu khang thé khang cau
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noi lién gai luu hanh trong mau song song véi do
hoat dong cua bénh. Hai bénh nhan da bi nhiém
tring trong nhing tuan sau diéu tri bang
rituximab. 2 bénh nhan bi tai phat bénh vao thdi
diém sau diéu tri 6 thang va 10 thang. Dot diéu tri
th hai bang rituximab da kiém soat dugc bénh &
mot trong hai bénh nhan do''.

Nam 2007, tac gid Giuseppe Cianchini va céng
su da bao cdo chum ca bénh gém 12 bénh nhan
pemphigus vulgaris dugc diéu tri bang rituximab
liéu 375mg/m?* da/tuan trong 4 tuan lién tiép. Tat ca
12 bénh nhan nay déu kiém soat dugc bénh sau 1
thang ké tur khi két thac diéu tri rituximab. Sau 2
thang, 4 bénh nhan dat lui bénh hoan toan, 8 bénh
nhan con lai dap tng mot phan. Sau 6 thang, 9 bénh
nhan dat lui bénh hoan toan, 3 bénh nhan dap Ung
khong day du. Co6 1 bénh nhan phai dung liéu lap
rituximab & thang thi 6 sau lan diéu tri dau. Khong co
tac dung phu nghiém trong nao xay ra sau khi truyén
rituximab. Cac bénh nhan dugc diéu tri duy tri bang
prednisone, bat dau vai liéu 12,5mg/ngay va sau dé
giam dan liéu. 2 bénh nhan dugc dung phéi hgp cling
azathioprine liéu 100mg/ngay trong 2 thang va 1
bénh nhan dugc dung cyclophosphamide liéu
50mg/ngay trong 2 thang. Trong bdo cao nay, tac gid
cting ghi nhan nhiing thay déi vé néng dé anti-Dsg1
va anti-Dsg3, phu hgp véi dap ung lam sang. Hiéu gia
khang thé cho thdy su suy gidm cham nhung tang
dan trong khoang thai gian 6 thang. Khong cé bénh
nhan nao bi nhiém trung do tic dung phu cla
thudc. G 12 bénh nhan, néng dé globulin mién dich
trong huyét thanh gidm nhe, sé lugng té bao B
trong mau ngoai vi gidam xudng bdng 0 sau lan
truyén dau tién va khong thé phat hién dugc trong it
nhat 6 thang’.

So sanh véi bdo cdo clia chung t6i, 1 ca bénh
don 1é dugc bao cao vé hiéu qua diéu tri cla
rituximab trén bénh nhan pemphigus vulgaris
khang tri, chiing t6i nhan thay cé diém tuong quan
vé dap ung lam sang & thai diém sau két thac diéu
tri rituximab 1 thang, bénh nhan dat dugc lui bénh
mot phan, va dat lui bénh hoan toan sau 3 thang.
Chang t6i st dung liéu diéu tri rituximab theo
Hudéng dan Chan doan va diéu tri cac bénh da liéu
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cla Bo Y té ban hanh thang 11 nam 2023. Trong qua
trinh theo doi, ching t6i cling tién hanh giam liéu
corticosteroid dudng udng xudng liéu thap nhat va
ngling hoan toan sau 3 thang. Pap ung diéu tri hoan
toan dugc danh gid dua trén lam sang ma khéng
duoc ki€ém ching qua su suy giam hiéu gia khang
thé khang cau néi lién gai anti-Dsg1 va anti-Dsg3.
Tac dung phu duy nhat sau diéu tri rituximab dugc
ghi nhan la viém phéi do CMV & tuan thi 5, nguy co
nhiém trung tang Ién do bénh nhan da bi suy tuyén
thuong than do dung corticosteroid dudng toan
than kéo dai su6t 2 nam. Tuy nhién sau diéu tri CMV
du phac d6, bénh nhan dugc danh gia hoi phuc tén
thuong phéi hoan toan.

IV. KET LUAN

Rituximab da dugc cho la lua chon dau tay cho
nhiing bénh nhan pemphigus vulgaris khang tri
hoac tén thuong da nang, c6 nguy ca de doa tinh
mang. Trong y van, thuéc hiém khi gay ra cac tac
dung phu nghiém trong va c6 kha nang dung nap
t6t. Ca bénh chiing téi bao cao da ghi nhan dap tng
hoan toan vai diéu tri rituximab du gap bién ching
nhiém trung sau diéu tri, bénh nhan co6 yéu t6 suy
tuyén thugng than do st dung corticoid kéo dai nén
nguy cd nhiém trung tang thém sau dung rituximab.
Do dugc chan doan sém, tinh tang nhiém trung da
dugc kiém soat hoan toan ma khong dé lai di ching.
Chuing t6i van tiép tuc theo doéi tac dung diéu tri, tac
dung phu c6 thé gip sau dung rituximab trén bén
nhan dugc bao cao trong tuong lai.
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