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U’'C CHE c-KIT: LIEU PHAP DIEU TR| DAY TRIEN VONG TRONG MAY DAY
MAN TINH KHANG TR

Nguyén Thij Kim Cuc®’

TOM TAT

May day man tinh khang trj |a mét thach thirc I16n trong da liéu, véi co ché bénh sinh lién quan chit
ché dén su hoat hda qua mirc cua té bao mast. c-KIT, thu thé cla yéu té té bao goc, déng vai tro séng con
déi vai su ton tai va hoat déng cla t€ bao mast. Viéc (e ché c-KIT bang khang thé don dong nhu
barzolvolimab va briquilimab mé& ra huéng diéu tri méi cho bénh nhan khéng dap &ng véi thudc khang
histamin H1 vd Omalizumab. Cac thir nghiém lam sang pha I-Ill cho thay barzolvolimab giGp cai thién
nhanh va duy tri triéu chirng may day man tinh tu phat va cdm (rng, vai ty 1€ bénh nhan dat kiém soat hoan
toan cao hon rd rét so vai gia dugc, dong thoi dung nap tot véi tac dung phu chi yéu mirc do nhe.
Briquilimab van dang trong giai doan nghién ctru nhung hira hen b8 sung thém Iua chon diéu tri. Nhirng
két qua nay khang dinh khang thé don dong khang c-KIT, dac biét 1a barzolvolimab, 1a liéu phap day trién

vong trong ki€ém soat may day man tinh khang tri.

Tur khéa: ¢-KIT, Barzolvolimab, Briquilimab, Mdy day man tinh, Khdng thé don dong.

1. DAl CUONG

May day man tinh (CU: Chronic urticaria) van
ld mét thach thirc 16n trong y hoc bdi dién bién
bénh dai ding va chua c6 thudc diéu tri khai bénh.
Co ché bénh sinh ctia CU phrc tap véi vai tro trung
tam 13 t€ bao mast cia da. Day 13 t& bao mién dich
bam sinh, cu trd chu yéu & vung trung bi, quanh
mach mau, than kinh va nang l6ng. Té bao mast
dugc trang bi rat nhiéu thu thé dé€ nhan ra mam
bénh xam nhap hodc tén thuong mé bang cach
giang hat, giai phong cac chat trung gian viém nhu
histamin, cytokin, chemokin va protease. Do do,
ching doéng vai trdo quan trong trong nhiéu qua
trinh sinh ly ctia co thé nhu bao vé vat cha, qua
trinh lién thuong ... Tuy nhién, khi qua trinh gidng
hat t€ bao mast tré [én qua mirc sé tao nén bénh
canh cha nhiéu bénh da viém, dic biét 1a CU. Mét
lwong I6n chat trung gian viém, chd yéu la histamin
dugc giadi phéng théng qua cac thu thé hoat héa
trén mang té€ bao mast va gay nén san pht va hoac
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pht mach ctia CU. Gay chét té bao mast |am mat
toan bé chlrc ndng chia té bao nay, c6 thé 1a mot liéu
phap diéu tri thay thé cho cac liéu phap diéu tri
riéng |é nhu (rc ché thu thé hoat hoa.

c-KIT (CD117) |14 thu thé chia yéu té té€ bao géc
(SCF: Stem cell factor) c6 vai trd quan trong doi vai
sy ton tai, di chuyén, biét héa va trudng thanh cua
té€ bao mast. Khi thu thé nay bj (rc ché thi té bao
mast clia toan co thé bi chét, khi dé dii c6 mat cua
cac yéu to kich hoat cling khéng thé gay bénh. Cac
thuéc phan tir nhé (rc ché c-KIT bang cach trc ché
truc ti€p hoat déng cha tyrosin kinase cau thanh
(lién két v&i mién kinase bang cach ngin chan su
chuyén nhom phosphate sang tyrosin trén chat nén
protein va sy kich hoat tiép theo cla protein da
phosphoryl héa). Mét s6 thuéc phan t&r nho nhu
imatinib mesylate, avapritinib va midostaurin da
duoc chap thuan trong diéu tri bénh mastocytosis
hé théng ti€n trién. Khac vdi cac thudc phan tor
nho, cac khang thé don dong khang c-KIT nhu
barzolvolimab va briquilimab (rc ché& c-KIT bang
cach lién két truc tiép vai c-KIT, 1am cho thu thé nay
khéng gan v&i SCF, do do, khéng anh huéng dén cac



tyrosin kinase khéng lién quan nén tac dung phu it
hon.

Dua trén nhirng co s& do, cac khang thé don
dong khang c-KIT da duoc dua vao thir nghiém l1am
sang trong diéu tri CU khang tri v&i cac liéu phap
thong thuong nhu thuée khang histamin H1 (AH1:
H1 antihistamine), Omalizumab hoac ciclosporin.
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2. CO CHE TAC DUNG

Barzolvolimab va Briquilimab déu 1a khang
thé don dong IgG1 ngudi héa nham muc tiéu cu
thé vao thu thé c-KIT (CD117) nhung c6 su khac
biét trong cau tric va co ché tac dung (Bang 2.1).

Bdng 2.1. Su khdc biét vé co ché€ tdc déng giira Barzolvolimab va Briquilimab

Dic diém Barzolvolimab
Cau trac IgG1 c6 glycosyl hoa
Uc ché dj lap thé (Allosteric): Gan vao vi tri
Co ché tac déac hiéu trén c-KIT (khac véi vi tri lién két
donglén c- cla SCF), lam thay d8i ciu hinh cta c-KIT
KIT dé ngan chin suw dime hoa va kich hoat
ngay ca khi c6 mat SCF
e Duy tri trc ch& 6n dinh, bat chap su gia ting
Uu diém SCF ndi sinh b trir cia co thé
'II;\:_:UC vore Duéi mirc nanomol (<1 nM)

C6 thoi gian ban thai dai, khoang 20 ngay,

phu hop dé diéu tri cac bénh viém man
tinh can sy (rc ché cKIT lién tuc, vai tan
suat titm moi 4 hoic 8 tuan

Thai gian ban
thai

Briquilimab
IgG1 khéng glycosyl héa

Phong tda truc ti€p: Canh tranh va chan truc tiép vi
tri lién két ctia SCF trén c- KIT. Hiéu qua phu thuéc
vao ai luc lién két cuc cao dé dam bao khang thé
ludn chi€ém wu thé so véi SCF trong viéc gianh vi tri
trén thu thé.

Loai bé glycosyl hoa gitp tranh tuong tac véi thu
thé FcyR, gidm nguy co kich hoat t& bao mast ngoai
y mudn

Rat cao, dudi mirc picomol (<5 pM)

C6 thoi gian ban thai ngan hon, khoang 9 ngay.
Piéu nay cho phép tao ra "khoang tréng khong
thuéc" nhanh hon, gitip cac t€ bao mang c-KIT khoe
manh khac phuc héi sau khi t& bao muc tiéu da bi
can kiét.

3. HIEU QUA PIEU TRI

K&t qua nghién ciru ban dau tu cac tha
nghiém lam sang pha | va Il ctia Barzolvolimab da
khang dinh tiém nang cha thuéc ndy trong CU
khang tri v&i AH1 va hoac Omalizumab. Trong khi
d6, nghién cliru pha 1b/2a (BEACON)
Briquilimab van dang trong qua trinh hoan thién
cac giai doan thir nghiém lam sang va chuwa duoc
coéng bé chinh thirc.

3.1. May day man tinh tu phat (CSU: Chronic
spontaneous urticaria)

Thir nghiém l1am sang pha Ib (NCT04538794)
trén 45 ngudi trudng thanh dwoc chan doan CSU
khang tri v&i AH1 cé6 mirc do bénh tir trung binh
dén nang (UAS7>16) véi 4 phac d6 barzolvolimab
truyén tinh mach 0,5mg/kg méi 4 tuan, 1,5mg/kg

cla

méi 4 tuan, 3mg/kg mbi 8 tudn va 4,5mg/kg mbi 8
tuan. K&t qua ghi nhan barzolvolimab lam giam
nhanh triéu chirng ctia CSU ngay sau tuan 1 & tat ca
cac lieu (71% bénh nhan dat UAS7<6, 57% dat
UAS7=0) va duy tri hiéu qua dén tuan 12 (tuong
rng la 77% va 43%), cao hon so véi gia dugc (30%
dat UAS7<6). Bién ¢ bat lgi hay gap nhat thay déi
mau téc mirc d6 nhe, giam bach cau trung tinh mdc
dd nhe dén trung binh va khéng kém vé&i nhiém
trung. K&t qua nay goi y rang Barzolvolimab dung
nap tét. Su thay déi ndong do tryptase (gidm) va SCF
(tang) cho thay barzolvolimab dat hiéu qua giam
triéu chirng ctia CSU lién quan dén giam so lugng té
bao mast.

Thir nghiém 1am sang pha Il (NCT05368285)
trén 208 bénh nhan (BN) CSU khang tri v&i AH1
(trong do ti Ié da dung Omalizumab |a khoang 21%)
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vé&i cac phac do 75mg tiém dudi da mbi 4 tuan hodc
150mg méi 4 tuan hodc 300mg méi 8 tuan trong 16
tuan. Nghién ciru cho thay Barzolvolimab cai thién
triéu chirng san phu va pht mach s&m trong 2 tuan
dau va rd rang hon tai tuan 12, lieu 150mg va
300mg dat két qua vuot troi vé gidm diém UAS7 so
voi gid duoc (tuong ng la -23,87; -23,02 va -
10,47), dac biét ti 1é BN dat UAS7=0 tuong trng la
37,5%; 51,1% va 6,4% (p<0,05). K&t qua tai thoi
diém tuan 52 cho thay c6 t&i 71% BN dat UAS7=0
trong nhanh dung Barzolvolimab 150mg méi 4
tuan, cao hon so véi nhanh dung liéu 300mg mbi 8
tuan (52,3%) va nhanh diung gid duoc chuyén sang
Barzolvolimab |3 gan 59%. Ngoai ra, nghién ciru nay
cling cho thay dap (rng diéu tri gitta nhém BN chua
va da dung Omalizumab, gitta nhém c6 néng do IgE
toan phan thap va nhém cé nong dé IgE binh
thudng/cao 1a nhu nhau. Tac dung phu ctia thudc
chi yéu & mirc dd nhe va trung binh, 14% thay déi
mau téc, 9% giam bach ciu trung tinh nhung khéng
c6 su khac biét vé ti 1é nhiém tring so véi gia duoc.
Li do cua cac bién c6 bat loi nay lién quan dén sy
bi€u hién cua c-KIT trén mang cac té bao khac nhu
té bao gdc tao mau, t€ bao sic td va té€ bao mam...
Nghién clru pha Il EMBARQ-CSU1 va
EMBARQ-CSU2 (NCT06455202 va NCT06445023)
vé Barzolvolimab dang duoc tién hanh trén gan
2000 bénh nhan CSU truédng thanh khang tri véi
AH1 da tirng hodc chua tirng dung Omalizumab
trude do tai 43 qudc gia va hon 500 trung tam
nghién clru. Day la nghién clru pha 3 c6 quy mo Ién
nhat tirng dugc thue hién trong linh vwre CSU khang
tri voi AH1, doéng thoi co6 téc dé thu tuyén BN
nhanh nhat (hoan thanh sém trudc 6 thang so vdi
k€ hoach). K&t qua ctia nghién clru nay du dinh
dugc cong bd vao cudi ndm 2026.
3.2. May day man tinh cdm rng (CindU: Chronic
inducible urticaria)

Th{r nghiém 1am sang pha Ib (NCT04548868)
vai lieu duy nhat truyén tinh mach Barzolvolimab
3mg/kg d6i véi BN duoc chan doan may day do
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lanh (n=10), chirng da vé nédi (n=10). K&t qua tai
tuan 12 cho thay Barzolvolimab dung nap kha tét: ti
[& thay d6i mau toc mirc dd nhe 13 76% (xuat hién 4-
6 tuan sau dung thuéc va phuc héi 10-12 tuan sau
ngirng thudc), phan (ng tiém truyén 13 43% (cha
yéu la nglra, néng rat va ndi san phu tai vi tri tiém,
hoéi phuc ty nhién) va thay déi vi giac 13 38%
(thoang qua va hoi phuc sau 12 tuan ngirng thudc).
Hiéu qua diéu tri dat duwoc ngay tir tuan 1 vai ti lé
dap &rng hoan toan 13 95%, tuan 8 13 65% va tuan 12
13 40%. Ti lé ndy twong quan vai s6 lugng té€ bao
mast tai da, néng do tryptase, SCF va Barzolvolimab
trong huyét thanh.

Thtr nghiém lam sang pha Il v&i chirng da vé
n6i va may day do lanh khéng dap (rng véi AH1 mét
[4n nira chirng minh hiéu qua cla Barzolvolimab.
Két qua tai tuan 12 cho thay véi lieu 150mg méi 4
tuan ti & dap &ng hoan toan (test kich thich am
tinh) dat gan 47% (may day do lanh) va 58% (chirng
da vé néi), twong irng 53% va 42% vai lieu 300mg
méi 8 tuan, cao hon gia duogc 1a 13% va 3%. Ti lé
bénh nhan dat diém kiém soat bénh tét va hoan
toan (UCT212) Ién dén 69%. Tac dung phu thudng
gap 14 thay d6i mau toc (13%) va gidm bach cau
trung tinh (10%) nhung khéng c6 méi lién quan dén
nhiém trung.

Dua trén thanh céng cda thir nghiém lam
sang pha Il, thir nghiém |am sang pha Ill (EMBARQ-
ColdU va SD) d& khai déng vao thang 12 nam 2025,
du kién thu tuyén 240 bénh nhan nham khang dinh
lai hiéu qua va an toan cua Barzolvolimab trong
Cindu.

4. KET LUAN

Khang thé don dong khang cKIT nhu
barzolvolimab 1a mét gidi phap diéu tri day trién
vong, mang lai kha ning kiém soat nhanh chéng,
sau sac va bén virng cac triéu chirng ciia may day
man tinh khang tri v&i thudc khang histamin H1 va
hoac Omalizumab.
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SUMMARY
Review

c-KIT INHIBITION: A PROMISING THERAPEUTIC APPROACH IN REFRACTORY CHRONIC URTICARIA

Nguyen Thi Kim Cuc*’

ABSTRACT

Refractory chronic urticaria remains a major challenge in dermatology, driven by excessive mast cell
activation. c-KIT, the receptor for stem cell factor, is essential for mast cell survival and function. Inhibition
of c-KIT with monoclonal antibodies such as barzolvolimab and briquilimab offers a novel therapeutic
approach for patients unresponsive to H1-antihistamines and Omalizumab. Clinical trials from phase | to llI
have demonstrated that barzolvolimab provides rapid and sustained symptom control in both chronic
spontaneous and inducible urticaria, with significantly higher complete response rates compared to
placebo and good tolerability, with mainly mild adverse events. Briquilimab is still under investigation but
shows promise as an additional option. These findings highlight anti-c-KIT monoclonal antibodies,
particularly barzolvolimab, as a highly promising therapy for refractory chronic urticaria.

Keywords: c-KIT, Barzolvolimab, Briquilimab, Chronic urticaria, Monoclonal antibodies.
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