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TOM TAT

May day man tinh tu phat (MDMTTP) 1a bénh trung gian qua té bao mast, dic trung boi
sin phu, phu mach hodc ca hai, kéo dai trén 6 tudn ma khong xéc dinh dugc yéu td khoi phat.
Céc luya chon diéu trj hién nay gom khang histamin H1, omalizumab va ciclosporin van chua dap
g & mot ty 1& dang ké bénh nhan, do d6 can c¢6 cac phuong phap méi. Hiéu biét gan day cho
thdy MDMTTP 14 bénh viém man tinh tip 2, lién quan dén céc cytokine ngudn gdc thuong bi
(TSLP, IL-33, IL-25), cytokine Th2 (IL-4, IL-5, IL-13, IL-31) va ty khang thé IgE, 1L-24, kich
hoat té bao mast va bach cau 4i toan. Cac thudc méi tap trung vao thu thé hoat hoa (FceRI,
MRGPRX2, C5aR, TSLPR, CRTh2R), thy thé trc ché nhu Siglec-8, c4c tin hiéu ndi bao BTK,
SYK, ciing nhu liéu phap gy chét té bao mast qua (rc ché KIT. Ngoai ra, cac thudc khang
cytokine Th2 nhu dupilumab, benralizumab, mepolizumab, secukinumab, tildrakizumab cling
dang dugc nghién ctru. Mot s6 thudc nhu remibrutinib va barzolvolimab cho théy hiéu qua 10 rét,
trong khi cac thudc khac con han ché. Su phat trién ndy mo ra trién vong diéu tri ca thé hoa,

hudng téi kiém soat va tham chi thay doi tién trién bénh MPMTTP,
Tir khéa: may day, may day man tinh tu phét, thudc sinh hoc, thude e ché kinase.
1. PAI CUONG

May day man tinh tu phat (MDMTTP) 1a bénh trung gian qua té bio mast, dic trung 1am sang 1a
t6n thwong san phi c¢6 ngtra, hodc phii mach, hodc ca hai; xuat hién it nhat 2 1an/ tuan va kéo dai
trén 6 tuan ma khong xac dinh duoc yéu t6 khoi phat. Bénh udc tinh khoang 0,5-1% dan s6 noi

chung. Mic du khong gy chét ngudi nhung do dic tinh dién bién bénh kéo dai, ty phat va khong
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thé du bao trudc dugc, MPDMTTP lam suy gidm dang ké chat lugng cudc song cua bénh nhan, anh

hudéng dén nhiéu linh vuc nhu chit lwvong gidc nga, st khoe thé chit va tinh than ciing nhu hiéu
sut hoc tap hoac l1am vi¢c kém. MPDMTTP cling dat ra ganh ning dang ké cho x3 hoi khi xét dén
chi phi diéu tri dinh ky va mat ngay cong lam viéc. Vi vay, diém quan trong 1a phai bat dau diéu
trj som dé tranh nhitng bién ching nay. Tuy nhién, cho dén thdi diém hién tai chua c6 phuong
phap nao chita khoi dugc bénh. Muc ti€u diéu tri cta MDMTTP van chi 1a kiém soét triéu chung
bénh cho dén khi bénh tyu thoai lui chit chua tac dong dugc dién bién cta bénh. Hon nita céac lya
chon diéu tri theo cac khuyén cdo cia cac td chic 16n  nhu
EAACI/GA2LEN/EuroGuiDerm/APAAACI hién nay véi ba bac gdm thudc khang histamin H1,
Omalizumab va Ciclosporin van con han ché va khong hi¢u qua & gén 1/3-1/5 bénh nhan. Do do,
cac phuong phéap diéu tri méi trong MDMTTP dang 1 chu dé nghién ctru nhan duoc sy quan tAm

16n trong nhitng nim gan day.
2. NOIDUNG

MDMTTP duogc xac dinh 1a bénh viém man tinh tip 2. Céc cytokine bao dong co nguén géc tir té
bao thuong bi, cy thé 1a TSLP (thymic stromal lymphopoietin), IL-33 (interleukin-33) va IL-25
(interleukin-25), chiu trach nhiém kich hoat té bao lympho-2 bam sinh cta da va biét hoa thanh
dong Th2. Cac cytokine c6 ngudn gdc tir té bao Th2 nay (IL-4, IL-5, IL-13, IL-31) va cac ty khang
thé IgE do té bao B tao ra (vi du IgE khang thyroperoxidase va IgE khang IL-24) kich hoat mot
loat cac thu thé nhu IL-4Ra, IL-5Ra, IL-31RA va FceRI nam trén té bao mast va cac té bao dich
khac nhu bach cau i toan (BCAT), i kiém (BACK). Su giang hat ctia cac té bao dich nay (chu
yéu la té bao mast) gdy giai phong cac chat trung gian viém, chi yéu 1a histamin gdy nén triéu
chimg cia MDMTTP (san phtt kém ngira va hodc phtt mach). Do d6, cic nhom thude méi tap trung

tac dong vao té bao mast va cac thu thé ciia cac cytokine noéi trén (Hinh 1)
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Hinh 1: Cac thudc méi trong diéu tri MPMTTP

2.1. Nhém thudc tic dong trén té bao mast

2.1.1. Nhém thuée tac dong lén thu thé hoat héa trén mang té bao mast

Tai da, té bao mast cu tri & ving trung bi, nam quanh mach mau, than kinh va nang 16ng. Chting
duogc trang bi rat nhiéu thu thé dé nhan ra mam bénh xam nhép hodc ton thuong mo bz‘ing cach
gidng hat, giai phong cac chat trung gian viém nhu histamine, cytokine, chemokine va protease.
Do d6, chiing déng vai tro quan trong trong nhiéu qué trinh sinh 1y ctia co thé nhu bao vé vat chu,
qué trinh lién thuong ... Tuy nhién, khi qu4 trinh giang hat té bao mast tr¢ 1én qué mirc s& tao nén
bénh canh cta nhiéu bénh da viém nhu viém da co dia, viém da tiép xuc di ung, vay nén va dic
bi¢t 1a benh MPMTTP. Mot luong 16n chét trung gian viém, chu yéu 1a histamine dugc giai phong
thong qua cac thy thé hoat hoa trén mang té bao nhu FceRI, Mas-related G protein—coupled
receptor X2 (MRGPRX2), C5aR, Protease activated receptor 1 va 2 (PARI, PAR2), thu thé voi

chét hoa ung dong va cac thy thé vai cytokines. Trong do, FceRI 1a thu thé ¢6 ai luc cao véi IgE,
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do vay con dudng giang hat thong qua thu thé nay duoc goi 1a con dudng giang hat phu thudc IgE.

Con dudng giang hat t& bao mast théng qua cac thu thé hoat héa khac duoc goi 1a con dudng giang

hat khong phu thudc IgE. Didu quan trong 14 dén thoi diém hién tai, cac nha khoa hoc van chua

tim ra yéu t6 chinh gay kich hoat t& bao mast trong giai doan khoi phat ciia bénh MPMTTP va

chua xac dinh duoc thu thé nao trén mang té bao mast méi 1a thu thé chinh tham gia vao toan bo

qua trinh dién bién ciia bénh MDMTTP. Céc thu thé hoat hoa lién quan chat ch€ véi co ché bénh
sinh ctia bénh MPMTTP va 1a muc tiéu cia cac thudc méi 1a FceR[, MRGPRX2, C5aR, TSLPR

(thymic stromal lymphopoietin receptor) va CRTh2R (Bang 1).

Bang 1: Nhém thudc tac dong Ién thu thé hoat hoa trén mang té bao mast

STT | Co ché tac Tén thudce Phac d6 Diém cha y Tinh trang nghién
dung diéu tri ctru hién tai
1 Két hop voi | Ligelizumab | 72-240mg | Ai lyc véi IgE va Nghién curu dung lai
IgE tu do tiém dudi | FceR1 cao hon so véi | tai pha III do khong
huyét thanh, da mdi 4 | Omalizumab. Thoi | ching minh duoc
lam  giam tun gian tai phat 1au hon | hiéu qua vuot trdi so
biéu  hién so voi Omalizumab | voi Omalizumab
cua
2 FceR1 trén | UB-221 0.2- Ucché CD23 (thuthé | Thir nghiém dang
mang té bao 10mg/kg | c6 ai lyc thip cia | tién hanh & pha II
mast, do dé truyén IgE), giam tong hop | (NCT05298215)
giam giang tinh mach | IgE. Tac dong trén
hat té& bao IgE tu do huyét thanh
mast  phu va IgE gin mang té
thudc IgE. bao
3 Uc ché | AZD1981 10mg/ Uc ché tuong tac cua | Nghién clru nglmg
CRTh2R ngay PGD2 v61 CRTh2R | lai ¢ pha Il do khong
duong ching minh duoc
ubng hiéu qua lam gidm
diém UAS7
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trong 8
tuan
4 Uc ché | EP262 Uc ché tuong tac | Pang tién hanh & pha
MRGPRX?2 gitta MGRPRX2 véi | I (NCT06077773)
chit cha van cia nod
la chit P, MBP va
EPO
5 Uc ché [Eculizumab Uc ché twong tac | Pang tién hanh & pha
CS5aR1 gitta C5aR voi C5a | 11
6 Uc ché [Tezepelumab | 210mg Uc ché tuwong tac | Pa két thic pha IIb
TSLPR tiém duoi | gitta TSLP va TSLPR | (INCEPTION), giam
da moi 4 diém UAS7 sau 16
tudn hodc tuan 0 nhom
420mg Tezepelumab
mdi 2 tuan 210mg/ 420mg so

v61l Omalizumab va
gia dugc tuong ung
la -17,0£2,0;
-16,9+1,9;

-19,5+2,0 va
-14,7£1,9  diém.
Khong c6 su khac
bigt gita nhom
Tezepelumab va gia

dugc (p>0,05).

2.1.2. Nhém thudc tac ddng lén thu thé irc ché trén mang té bao mast

Céc thy thé trc ché trén mang té bao mién dich dong vai trd 1a ngudi gac cong, hoat dong theo vong
phan hdi tiéu cyc nham chdng lai sy nguy hiém ctia phan Gmg mién dich hoat dong qua mirc va

gitip giai quyét tinh trang viém. Mot vai thu thé (rc ché da duoc phat hién trén mang té bao mast
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v6i vai tro diéu hoa co ché hoat hoa va giang hat té bao mast. Cac thu thé nay duoc chia thanh 2

siéu ho: siéu ho giéng Ig (Allergin-1, Gp49B1, FcoRIIB, SIRPa, KIR, PECAM-1, CD300 va
Siglecs) va siéu ho lectin tip C (MAFA, CD72). Trong d6, siéu ho giéng Ig (Immunoglobulin), ma
cu thé 1a Siglecs (Sialic-acid-binding immunoglobulin-like lectin) di dugc chimg minh c6 tac dung

diéu tri trong nhiéu bénh 1y t& bao mast, dic biét 1a MDMTTP.

Siglecs 1a mot ho protein xuyén mang loai I c¢6 chtra cac mién lién két dau N. Siglecs dong vai tro
1a diém kiém tra mién dich, st dung cac mé tip truyén tin hiéu nhu mé tip e ché dya trén tyrosine
cua thu thé mién dich ndi bao (ITIM) dé truyén tin hiéu trc ché nham lam giam hodc chdm dut tin
hiu kich hoat. Cac ITIM nay tuyén dung céc phosphatase (vi du: SHP-1, SHP-2, SHIP1) thong
qua cac mién Src Homology 2 (SH2) cuia chiing, tir 6 cac kinase tyrosine khir phospho chiu trach
nhiém truyén tin hiéu phu thudc IgE va khong phu thude IgE, cho phép gay tac dung e ché rong
rai. Trong s cac loai Siglecs thi Siglec-8 ¢ biéu hién chon loc trén dong té bao mast trudng thanh
va bach cau 4i toan truong thanh. Cac nha khoa hoc udc tinh ¢6 tir 18000 dén 20000 thy thé nay
trén té bao mast va BCAT. Ddi vai té bao mast, Siglec-8 ¢6 tac dung tic ché con duong gidng hat
phu thudc IgE va khong phu thude IgE. Dbdi véi BCAT, thu thé nay gay chét té bao. Do dod, cac
thudc nhidm muc tiéu vao Siglec-8 trong cac bénh 1y lién quan dén té bao mast va BCAT, dic biét

la MDMTTP dang dugc nghién ctru (bang?2).

Bang 2: Nhém thudc tdc dong Ién thu thé trc ché trén mang té bao mast

STT Co ché tac dung Ténthuéc | Phacdd | Tinh trang nghién ctru hién tai
diéu tri

1 Tac dong trén siglec-8 | Lirentelimab | Tiém NC pha IIb (NCT05528861) cho

{rc ché hoat hoéa té bao duoi da théy Lirentelimab khong dat muc
mast theo con duong 300mg tiéu dé ra sau 12 tuan: giam diém
phu thudc IgE va khong mdi 2 | UAS7 va ti 16 BN dat UAS7=0
phu thudc IgE. tudn khong c6 su khéc biét véi gia dugce

(tuong ung la -7,9 va -8,4 diém;

6% va 0%)
2 Tac dong trén CD200R, | LY3454738 Pang tién hanh ¢ pha I
trc ché hoat héa té bao (NCT04159701)
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mast theo con dudng

phu thudce IgE.

2.1.3. Nhém thudc gay chét té bao mast

Gay ché té bao mast ¢6 tac dung trc ché toan bo chuc nang cua té bao nay, do dé cé thé 1a mot liéu
phap diéu tri thay thé cho céc liéu phap diéu tri riéng 1¢ nhu e ché thu thé hoat hoa. KIT (CD117)
1a thu thé cua yéu tb té bao géc (SCF: stem cell factor) c6 vai tro quan trong ddi véi sy ton tai, di
chuyén, biét hoa va truéng thanh cua té bao mast. Khi thu thé nay bi trc ché thi té bao mast cla
toan co thé bi chét, khi d6 du c6 mat cua cac yéu 6 kich hoat ciing khong gay nén bénh canh tuong
tmg. Cac thudc tc ché KIT dang phan tir nho nhu imatinib mesylate, avapritinib va midostaurin
da duoc chép thudn trong diéu tri bénh mastocytosis hé théng tién trién. Con trong MDMTTP,
khang thé don dong khang KIT 1a barzolvolimab da duoc tién hanh nghién ctu & pha II
(NCTO05368285) véi phac dd 75mg tiém dudi da mdi 4 tuan hodc 150mg mdi 4 tudn hoic 300mg
mdi 8 tudn trong 16 tuan. NC cho thay liéu 150mg va 300mg dat két qua vuot trdi vé giam diém
UAS7 so véi gia duge (twong tng 1a -23,87; -23,02 va -10,47), dac biét ti 1¢ BN dat UAS7=0 tuong
ung 1a 37,5%; 51,1% va 6,4% (p<0,05). Tac dung phu cua thube chu yéu ¢ muc d) nhe va trung
binh, 9% thay d6i mau toc, 8% giam bach cau trung tinh nhung khéng c6 su khac biét vé ti 1¢
nhiém tring so véi gia duoe. Li do cta cac bién c¢d bét lgi nay lién quan dén sy biéu hién cua KIT
trén mang cac té bao khac nhu té bao gdc tao mau, té bao sic td va té bao mam...
2.1.4. Nhém thuéc irc ché dan truyén noi bao

Sau khi cac thu thé hoat hoa trén mang té bao mast dugc kich hoat boi su g'fln két v6i cac chit chu
vén twong tng s& hoat hoa con dudong dan truyén ndi bao dé gay 1én phan tng giang hat, giai phong
cac chat trung gian san c6 va hoic tong hop cac chat trung gian méi va hoic giai phong cac cytokin.
Trong cac thanh phan ciia con dudng dan truyén ndi bao té bao mast, BTK (Bruton tyrosine kinase)
dong vai trd trung tAm, dic biét lién quan dén con duong giang hat té bao phu thudc IgE.

Sau khi FceRI duoc hoat hoa, chudi B va chudi & ctia nd duge phosphoryl hoa boi LYN dong thoi

tao vi tri gin két va hoat hoa SYK (spleen tyrosine kinase). BTK di chuyén dén mang té bao, noi
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c6 SYK hodc proto-oncogene tyrosine-protein (SRC) kinase phosphorylate Y551 trong vong kich

hoat cia n6. BTK sau d6 tu phosphoryl hoa ¢ Y223 trong mién SH3, tao diéu kién thuén lgi cho

viéc tuyén dung cac protein tiép hop nhu protein bach cau chtra mién SH2 c¢6 trong luong 76 kDa
(SLP-76). Déi lai, diéu nay din dén sy phosphoryl hoa phospholipase C gamma 2 (PLCg2). PLCg2
duoc kich hoat tao ra inositol-3,4,5-phosphate (IP3) va diacylglycerol (DAG). IP3 kich hoat cac

kénh canxi, cho phép dua yéu t6 hat nhan cta té bao T dd hoat hoa (NFAT) vao nhan va DAG kich

hoat protein kinase CB, din dén biéu hién yéu té hat nhan «B. Két qua cudi ciing gdy giang hat té

bao mast. Nhu vay, dé tc ché tin hi¢u dan truyén noi bao cua con dudong hoat héa t€ bao mast phu

thudc IgE, co thé tac dong lén BTK va hoac SYK (bang 3).

Bang 3: Nhém thudc irc ché din truyén ndi bao

udng, lién két
khong cong hoa
tri voi BTK, liéu
nghién
clru 150mg

hodc 200mg x 2

dung

lan/ngay

STT Co ché Tén thuéc | Phac dd diéu tri Tinh trang nghién ctru hién tai
tac dung

1 Uc  ché | Fenebrutinib | Thuéc phan t | P két thac ¢ pha II (NCT03137069),
BTK nho, duong | hi¢u qua diéu tri phu thudc lidu: murc

giam UAS7 so véi gia dugc sau 8 tudn &
lidu 150mg 13 -6,4 diém; liéu 200mg 1a -
9,5 diém. Khong tién hanh tiép & pha III
do lién quan dén bién cd bét loi ting men

gan do 2 va do 3.

Remibrutinib

Thudc phan tir
nhd, duong
udng, lién két
cong hoa tri voi
BTK, liéu ding
nghién clru la
I0Omg x 1
lan/ngay; 35mg

x 1 lan/ngay;

Pha II cho théy hiéu qua vugt trdi va an
toan cua Remibrutinid (khéi phat tac
dung nhanh duy tri hi¢u qua dai hon
Fenebrutinib, hi¢u qua khong phu thude
lidu) trén BN CSU khang véi thube KH1:
giam nhanh diém UAS7 sau 4 tuan so voi
gia dugc 1a -19,1 diém (10mg/ngay), -
19,1 diém (35mg/ngay), -14,7 diém
(100mg/ngay), -16,0 diém (10mg x 2
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100mg x 1
lan/ngay; 10mg
x 2 lan/ngay;

lan/ngay), -20 diém (25mg x 2 lan/ngay),
-18,1 diém (100mg x 2 lan/ngay),
p<0,0001. Khong c6 sy khac biét gitra

25mg x 2| BN chua tung dung hodc da dung
lan/ngay; Omalizumab

100mg x 2 | Nghién ctru ¢ pha III: Remibrutinid 25mg
lan/ngay x 2 lan/ngay giam nhanh diém UAS7

trén cac BN MDMTTP khang KHI
sau 2 tuan so v6i gia duoc (tuong ing
REMIX1: -20,14+0,7 v6i -13,8+1,0 va
REMIX2 -19,6+0,7 voi -11,7+0,9).
Pang tién hanh nghién ciru dbi dau véi

Omalizumab.

& |GSK2646264 | Boi tai chd Pang tién hanh & pha II

2.2. Nhém thude khac

Bén canh té bao mast, té bao Th2 ciing déng vai tro quan trong trong co ché bénh sinh cua
MDMTTP. Tang biéu hién cua cac cytokine Th2 nhu IL-4, IL-5, IL-13 dugc tim thdy trong da va
hoic trong huyét thanh cia BN MDMTTP. Ut ché céc cytokine ciia té bao nay cé tac dung giam
tong hop IgE va giam hoat hoa té bao mast va BACK. Do d6, ddy 1a mdt trong cac huéng méi

dang dugc nghién clu.

Dupilumab 13 khang thé don dong khang lai IL-4/13Ro. Thudc di ¢6 hd so an toan tir nim 2017
(duoc FDA khuyén cdo su dung cho BN viém da co dia tir 6 thang tudi tré 1én mirc do vira dén
ning vao nam 2017 va bénh hen vao nim 2018). Ngoai ra, Dupilumab ciing dugc chip thuan diéu
tri cho cac bénh viém man tinh tip 2 nhu san cyc, viém mili xoang man tinh kém polype mili, viém
thuc quan ting BCAT. Trong MPDMTTP, nghién ctru CUPID-A pha 3 da dugc chung minh
Dupilumab c6 hiéu qua trong cai thién diém sé UAS7 trén BN MDMTTP khang lai KH1 thé hé 2
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voi muc giam diém UAS7 sau 24 tuan nhi€éu hon so voi gia duogc 1a -8,5 diém; p=0,0003. Tuy

nhién, trong nghién ctru CUPID-B trén cac BN MPMTTP khéng tri Omalizumab thi Dupilumab
lai chua dem lai hiéu qua vuot trdi. Tur cac Két qua nay, Dupilumab c6 thé duogc xem xét sir dung
thay thé Omalizumab trén cac BN MDMTTP khang tri voi KHI thé hé 2 ma khong dung nap duoc
Omalizumab hoic khi khong c6 san Omalizumab hoic c6 két hop v&i bénh viém man tinh tip 2
khac nhu viém da co dia, hen... Thyuc té, tir ddu ndm 2024, Nhat Ban d3 cho phép st dung
Dupilumab trén BN MDMTTP tir 12 tudi tro 1én.

IL-5 1a interleukin chinh anh huong dén qua trinh biét hoa va hoa tng dong cia BCAT (té bao
chinh lién quan dén con duong giang hat té bao mast khong phu thudc IgE). Khang thé don dong
khéng lai IL-5 nhu Benralizumab, Mepolizumab da dugc thu nghiém & pha II trong diéu tri
MBMTTTP khang tri véi thuéc KH1. Tuy nhién, két qua tir thir nghiém pha 2b ARROYA Trial
D3259C00001 cho thdy Benralizumab chua dat dugc muc tiéu chinh vé giam diém UAS7.

Nong d6 IL-17 va IL-23 huyét thanh ciing duoc ghi nhan ting cao trong MDMTTP va c6 mbi lién
quan véi mtre do hoat dong cua bénh, dac biét ting & nhom co test huyét thanh tu than duong tinh,
mot chi diém cuia MPMTTP tu phan ung. Secukinumab, mft mAb khang IL-17A, da lam giam
diém UAS7 trung binh 1an luot 1a 55% va 82% sau 30 ngay va 90 ngay & 8 BN MPMTTP hoat
dong manh va khong dap tmg voi thude khang histamine, omalizumab va ciclosporin. Tuong tu,
tildrakizumab, mdt mAb khang IL-23, lam giam 19-75% hoat dong ctuia bénh (dugc do bﬁng
UAS7) sau 90 ngay & 3 BN MDMTTP tir trung binh dén ning khéng histamine va omalizumab.

Can thém cac nghién ctru v6i ¢d mau 16n hon dé chimg minh hiéu qua cta hai thude nay.
3. KET LUAN

MDMTTP 14 bénh 1y viém dai dang va thuong dap ing kém véi diéu tri. Mic du té bao mast 1a té
bao hi¢u ung chinh trong sinh bénh hoc cia MPMTTP, mdt $6 yéu t6 khac da duoc mo ta, bao
gém cac dong té bao lympho, bach cau ai toan, bach cau ai kiém, bach cu trung tinh va cac
cytokine cta chung, dong thac dong méu, hé thong bd thé, nhiém tring va phan tmg viém than
kinh. Kién thtrc sdu hon vé co ché bénh sinh cia MPMTTP da tao diéu kién thuén loi cho viéc
phat trién céc chién lugc diéu tri m&i hon, ¢6 muc tiéu hon. Nho do, viéc diéu tri bénh MPDMTTP

trong twong lai c6 thé sé& thay doi. Mdi loai thuc dang duoc phat trién ¢ thé s& mang lai loi ich
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diéu tri doi voi cac kiéu hinh MDMTTP khac nhau. Ching ta cé thé hudng téi muc ti€u chira khoi

MDMTTP thay vi chi kiém soét hoan toan céc triéu ching nhu hién tai.
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SUMMARY
Review Article

NEW EMERGING THERAPEUTIC AGENTS FOR CHRONIC SPONTANEOUS
URTICARIS
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ABSTRACT

Chronic spontaneous urticaria (CSU) is a mast cell-mediated disease characterized by recurrent
wheals, angioedema, or both, persisting for more than six weeks without identifiable triggers.
Current guideline-based therapies, including H1 antihistamines, omalizumab, and ciclosporin,
remain insufficient for a significant proportion of patients, highlighting the need for novel
approaches. Advances in understanding CSU as a type 2 chronic inflammatory disorder have
identified key pathways involving epithelial-derived cytokines (TSLP, IL-33, IL-25), Th2
cytokines (IL-4, IL-5, IL-13, IL-31), and autoantibodies against IgE or IL-24, which activate
mast cells and eosinophils. Emerging therapies target mast cell activation receptors (FceRl,
MRGPRX?2, C5aR, TSLPR, CRTh2R), inhibitory receptors such as Siglec-8, and intracellular

signaling molecules including BTK and SYK. Additional strategies include mast cell depletion
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via KIT inhibition and modulation of Th2 cytokines with agents such as dupilumab,

benralizumab, mepolizumab, secukinumab, and tildrakizumab. Clinical trials have demonstrated
promising efficacy for some agents, particularly remibrutinib and barzolvolimab, while others
have shown limited benefit. Overall, the expanding therapeutic landscape offers hope for more
personalized and effective management of CSU, potentially shifting treatment goals from

symptom control toward disease modification and remission.

Keywords: urticaria, chronic spontaneous urticaria, biologics, kinase inhibitors.
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