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PAT VAN DE

Pemphigoid bong nuwéc
- Ty |8 mac cao & nguwdi 1&n tudi

- Cortcoid hiéu qua nhwng nhiéu bién chirng nghiém trong

?

- D8i mat vdi cac truvong hop khang tri




NOI DUNG




TONG QUAN

Pemphigoid bong nwéc 1a bénh da bong nwéc tw mién dwdi thwong bi, chiém ty I& cao nhat

(70%) trong s6 cac bénh bong nwéc tw mién dwdi thuwong bi

Tai chau Au, ty 186 mac dao ddng 2,5 - 42,8 cases/1 triéu ngudi; ty I& mac hang ndm & chau

A 14 2.6 - 7.5 cases/1 triéu ngwoi. Tai Viét Nam, ty I& mac pemphigoid trong tong sb cac

bénh béng nwdc tw mién 1a 9.9%

Bénh thwérng gap nhat & nguoi In tudi (60 — 80 tudi), hiém gap & tré em.

Bénh gia tang theo tudi. B&nh > 90 tudi cé nguy co cao gap 300 lan so v&i ngudi < 60 tudi




LAM SANG

Khi phat bang san nglra, may day kéo dai truéc

khi co bong nuéc

BP dién hinh: bong nuwdc 1- 4 cm/da do, cang,
khéng seo khi lanh, Nikolsky (-).
20% BP khéng cé bong nwéce dién hinh (dat dd,

may day, san nglra, vét trot do cao gai)

> dé chan doan nham
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THUOC LIEN QUAN
PEMPHIGOID BONG NUOC




BENH DONG MAC

Factor Odds ratio References

Old age ND [24, 26]

Neurologic diseases 6.9-10.5 [48, 53, 55, 57]
Dementia (including Alzheimer’s disease) 2.2-6.8 [50-54, 57]
Parkinson’s disease 2.2-9.0 [50-54, 57]
Cerebrovascular disease 1.8-3.3 [50, 51, 54, 57]
Psychiatric disorders (unipolar, bipolar) 5.2 [52, 57]
Epilepsy 1.7-7.8 [49-51, 57]

Chronic drug intake
Psycholeptics (phenothiazines) 3.7 [52]
Spironolactone 2.3-3.1 [52, 61]
Loop diuretics (furosemide, bumetanide) 2.0-3.8 [62]

Malignant diseases (total) ND [65]

Hematological malignancies T [69]

Psoriasis 2.0 [50]

Diabetes mellitus 3.5 [75]

ND not determined

Ngudi lén tudi déng
mac nhiéu bénh,
ty [é t&r vong 1 nam
la 23%



CHAN DPOAN

MDHQTT:
v Khéang thé 1gG cé thé kém bd thé C3 lang

Bong nuwdc dudi thuong bi, xam nhap tb

dong thanh dai doc mang day MO bach cau ai toan, trung tinh, lympho trong
MDHQGT: zg'é"' bong nudrc

v Huyét thanh bénh nhan cé khang thé IgG
chéng lai mang ddy



* thoi dlem ma céac tén thwong mai hoac triéu chirng ngtra khong
con xuat hién nira va céc tén thwong ci bat dau lanh lai.

Kiém soét bénh

« O nhirng bénh nhan da kiém soét benh xuat hién = 3 tén
thwong mo’llthang hoac mot thuongton I&n (>10 cm) khong
lanh trong vong 1 tuan; hoac tién trién ctia nhirng ton thwong
hién c6 hoac nglra hang ngay

Tai phat

« Tén thuo’ng khong kiém soat dwoc (bao gpm sw xuat hién lién
tuc cia mun nwéc méi hoac khong lanh ton thwong cili) sau khi
diéu tri tich cwe trong nhiéu tuan bang corticosteroid tai chd va
toan than két hop

Khang tri

Borradori L, Van Beek N, Feliciani C, et al. J Eur Acad Dermatol Venereol. 2022;36(10):1689-1704.



S2k 2019 (JDDG)

Guideline S2K 2022 (EADV)

Mild and moderate BP (BPDAI score <20 and BPDAI score > 20 < 57, respectively)*
+ First choice
O In localized BP, apply potent or super potent topical corticosteroids on lesions only (may be considered?)

For systemic treatrment, it s recommended to start patients on a dose of
0.5 ma/ka/day of prednisalone equivalent (possibly lower), potentially
in combination with adjuvant immunoesuppressive/immunomeadulatory
therapry.

T O In non-localized mild and moderate BP

O Superpotent topical corticosteroids applied twice or once a day, on whole body except the face (is recommended)
O Oral corticosteroids, at an initial dose of 0.5 mg/kg/day prednisone or prednisolone (is recommended);

For mild bullous pemphi- Tt Strong
goid, topical treatment CONSEnsUs
with clobetasol propionate (100 %)*
is recommended.

For moderate bullous pem- Tt Consensus
phigoid, topical treatment (B M)~
with clobetasol propionate

is recommended; cambi-

nation with systemic treat-

ment may be recommen-

ded, if required.

For severe bullous pem- Tt Strong
phigoid, topical treatment CONSensus
with clobetasol propionate [1oo %)*

is recommended, usually in
combination with systemic
treatment.

Alternatively, the following drugs may be recommended either as me-
notherapy of as adjuvant treatrment in combination with corticosteraids:
(strictly alphabetical arder):

Azathioprine: 2—2.5 ma/kg/day PO (normal TPMT activity required)
(only as adjuwant therapy)

Dapsame: wp to 1.5 makag/day PO (as adjuvant or systemic
monotherapy)

Daxycycline**: 200 mg/day PO as monatherapy of in combination
with nicetinamide** (up to 2 g/day) PO (as adjuvant of sole systemic
therapy)

Methotrexate®: (up to 20 mg every week; in children 1o-20 mag/m?
every week) PO or 50 (as adjuvant or systemic monotherapy)
Mycophenaolate mofetil®*: (2 gfday; in children 15-30 mg/kg/day;
rraxirmum daily dase- 2 g) of mycophenolic acid**: (1.44 q/day) PO
(only as adjuvant therapy)

+ Second choice (may be recommended)
O Doxycycline
O Dapsone

Severe BP (BPDAI score > 57)
+ First choice, two treatments are recommended
O Superpotent topical corticosteroids, twice or once a day, on whole body (except the face), or
O Oral corticosteroids at an initial dose of oral prednisone 0.5 mg/kg/day

— Note: in patients who do not achieve disease control within 1-3 weeks with 0.5 mg/kg prednisone, two options may be considered

® to increase the dose of prednisone up to 0.75 mg /kg
® to add superpotent topical corticosteroids

Corticosteroid-dependent or relapsing BP

*No new vote, as this recommendation was adopted from
the previous guideline version.

Far patients who do not achieve clinical rermissian while an the recom-
mended induction therapies, the following therapeutic aptions

a) May be recommended:
High-dose intravenows immunoglobulins®* (2 g/kg per cyele;
4=6 weeks intervals)
Immuneadsorplion/plasmapheresis
Anti-CD2e antibodies (e.g., ftuximab 1 g given twice, on day o and an
day 14-21)

+ Several alternative choices as adjunctive therapy may be considered
O Combination with or introduction of a conventional immunosuppressive drug
= Methotrexate
= Azathioprine
— Mycophenolate

+ In patients in poor general condition and/or in those with contraindications to immunosuppressive drugs, the following options
may also be considered

b) May be considered:

Cyclophosphamide (2 mg/ka/day PO or 15—20 mg/lkg IV at 4-week inter-

vals)
Auniti-1gE manoclonal antibodies**.

O Doxycycline
O Dapsone
O Omalizumab

“Mo new vote, as this recommendation was adopted from the previows guideline versiom; **o

Treatment-recalcitrant BP (resistant to 0.75 mg/kg/day of prednisone)

+ Combination with and/or introduction of conventional inmunosuppressants may be considered
O Methotrexate
O Azathioprine
O Mycophenolate mofetil

+ Other therapeutic options, which have not been validated in this setting, may be considered (without any prioritization)
O B-cell depletion therapy with anti-CD20 mAb (rituximab)
O Omalizumab
O Dupilumab
O Intravenous immunoglobulins
O Immunoadsorption




DPiém méi trong diéu tri tai cho

Q Lwong thudc s dung thy thudc mire dd, bdi toan bd ving da (trr mat)
v BP khu trG: 10 g/ngay, 1 lan/ngay (chi bdi viing tén thwong)
v BP nhe va trung binh: 20-30 g/ngay, 1-2 lan/ngay
v BP nang: 30-40 g/ngay, 2 lan/ngay
O Muc tiéu: dén khi dat dwoc kiém soat bénh thi tiép tuc dung cung liéu lwong
thém 15 ngay sau dé gidm liéu dan
Q Giam lieu:
v' Diéu tri hang ngay trong thang dau tién
Clobetasol propionate 0,05% v' Diéu tri cach ngay trong thang thir 2
v' Diéu tri 2 1an/tuan trong thang thir 3

v' Diéu tri 1 1an/tuan trong thang the 4

Q Duy tri: can nhac 1 trong 2 phwong an sau 4 thang diéu tri
v' Tiép tuc diéu tri duy tri trong 8 thang v&i liéu 10 g/lan/tuan
v Nguwng diéu tri tai chd



Liéu khéi dau

Giam liéu va diéu chinh
lieu

Tai phéat va diéu chinh

lieu

Liéu phap Corticosteroid toan than

« 0,5 mg prednisone/kg/ngay dwoc khuyén cédo & nhirng bénh nhan
nhe/trung hinh va nang

« Liéu prednisone thap hon 0,5 mg/kg chwa dwoc xac nhan va duong
nhuw thwdng khéng hiéu qua.

« Gidm dan liéu trwdc 15 ngay sau khi kiém soat bénh

« Khong kiém soat dwoc bénh trong vong 1-3 tuan cé thé khuyén cao
tang liéu prednisone 1én dén 0,75 mg/ngay hodc thém corticosteroid
tai ch6

- Trong trwdng hop tai phat trong thei gian giam liéu, khuyén céo tang
lieu Ién murc trwde do




Diéeu tri BP tai phat va khang tri

@

Mild and moderate BP

BPDAI score <20, and BPDAI score 220 and <57, respectively

’ First choice

Localized BP
* Apply potent or superpotent TCS
on lesions only (may be considered)

Non-localized BP

» Superpotent TCS applied once or
twice a day on the entire body
except the face (recommended)

* OCS with an initial dose of
0.5 mg/kg/day prednisone or
prednisolone (recommended)

!
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Second choice
(may be recommended)

« Doxycycline
+ Dapsone

Severe BP
BPDAI score 257

First choice
(two treatments are recommended)

« Superpotent TCS, once or twice a day
on the entire body except the face

- OR -

+ OCS at an initial dose of prednisone
0.5 mg/kg/day

In patients not achieving disease control
within 1-3 weeks, two options may be
considered
+ Increase dose of prednisone to

0.75 mg/kg/day
+ Add superpotent TCS

©

Corticosteroid-dependent
or relapsing BP

O,

Treatment-recalcitrant BP
Resistant to 0.75 mg/kg/day prednisone

Several alternative choices
as adjunctive therapy
may be considered

» Combination with or introduction of
conventional immunosuppressants
* Methotrexate
« Azathioprine
+ Mycophenolate mofetil

+ In patients in poor general condition
and/or those with contraindications
to immunosuppressants, the following
may be considered
+ Doxycycline
+ Dapsone
* Omalizumab

+ Combination with or introduction of a
conventional immunosuppressants
may be considered

» Methotrexate
* Azathioprine
+ Mycophenolate mofetil

+ Other investigational therapies may
be considered (without any prioritization)
* Dupilumab
* Immunoadsorption
* Omalizumab
* Rituximab
+ IVIG

XN theo doi
bénh

phat trong nam dau tién

Gia tri thap va am tinh cta ELISA-BP180 (< 27 U/mL) vao ngay 150 >

XN ELISA anti-BP180 IgG vao ngay 0, 60, 150

yéu t6 dy bao thuyén giam lau dai (90%)

Giam khéng qua +20% gia tri gitba ngay 0-60 = yéu td dw bao bénh tai




IL-17 —— Secukinumab, lxeldmb

»(  IL-23 ——Tildrakizumab, Ustekinumab
IL-13 Eosinophil
——

N T e Mepolizumab ) A A IL-31
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RITUXIMAB

Off-label trong diéu tri pemphigoid bong nwéc
Chi dinh: BP khang tri hoac BN CCP véi thubc UCMD

Authors Drug No. of Patients Dose Efficacy Safety A_F;(:::g;d
Schmidt et al., (2015) Rituximab 13 500 mg weekly for 4 590% infections PDSN
[20] weeks
1 g repeated in 2 weeks or
Polansky et al., (2019) o 2 o . . PDSN, MFM,
[21] Rituximab 20 375 mg/ T\, e;vkesekly for 4 75% infections AZA, MTX
1 g repeated in 2 weeks or
Tovanabutra etal, (2019)  pspimal, 38 375 mg/m? weekly for 4 76% - PDN
[22] weeks
Lamberts et al., (2018) . 500 or 1000 mg on days 1
23] Rituximab 28 and 15 67,9 - -
Ahmed et al., (2015) Rituximab 12 4 weekly Ln_fusn'é)ns of 375 100% B Vg
[26] mg/m
infections,
anemia,
neutropenia,
syndrome of
inappropriate
initial dose of 375 mg/m? antidiuretic
Kremer thSa]l" (2018) Rituximab 62 every 1-4 weeks to 500 mg 85% ngrrgt?:s -
weekly for 2 weeks (SIADH), drug
fever, acute
pruritus,

peripheral arterial
occlusive disease
and tachycardia.

PDSN = prednisolone; MFM = mycophenolate mofetil; MTX = methotrexate; PDN = prednisone; IVIg = intra-
venous immunoglobulin; AZA = azathioprine.



DUPILUMAB

« Dupilumab la khang thé don dong IgG4 ngudn gbc tlr nguwdi tre ché con dwdng tin hiéu IL-4 va IL-13

Case Reports > JAMA Dermatol. 2018 Oct 1;154(10):1225-1226.
doi: 10.1001/jamadermatol.2018.2526.

Dupilumab for the Treatment of Recalcitrant Bullous
Pemphigoid

Alex Kaye 1, Samantha C Gordon 1, Sandhya C Deverapalli 7, Min Ji Her 1, David Rosmarin

Affiliations <+ expand
PMID: 30140849 DOI: 10.1001/jamadermatol.2018.2526

Nam 80 tudi, BP , dap &ng kém v@&i prednisolon. Nhiém lao va HBV

«  Dupilumab 600mg TDD -> 300mg méi 2 tuan

> Ngtra | trong tuan dau

- Sau 3 thang, hét hoan toan bong nwéc, KT khang BP180 va BP230 dudi
ngwong phat hién

- Sau 10 thang, khéng ton thwong maoi



DUPILUMAB

Multicenter Study > J Am Acad Dermatol. 2020 Jul;83(1):46-52.
doi: 10.1016/j.jaad.2020.01.089. Epub 2020 Mar 13.

Dupilumab as a novel therapy for bullous
pemphigoid: A multicenter case series

Rana Abdat 1, Reid A Waldman ?, Valeria de Bedout 3, Annette Czernik 4, Michael Mcleod 1,
Brett King °, Samantha Gordon ', Razzague Ahmed ', Anna Nichols 3, Marti Rothe 2,
David Rosmarin ©

13 BN khang tri, tudi trung binh 76,8, da diéu tri: prednisolon, MTX, MMF, doxycycline + niacinamid,

IV1lg, Rituximab

« Dupilumab 600mg TDD -> 300mg méi 2 tuan

> 92,3% BN sach tén thwong/dap (rng hai long; 53,8% BN sach tén thwong; 84,6% BN hét ngira
hoan toan.

- Thai gian diéu tri trung binh 5 thang, dap (ng trung binh xuat hién sau 2 than



OMALIZUMAB

« Omalizumab la khang thé don dong tai té6 hop gan dac hiéu véi IgE ty do
Comparative Study

> Am J Clin Dermatol. 2019 Apr;20(2):209-216.
doi: 10.1007/s40257-018-0401-6.

Rituximab and Omalizumab for the Treatment of
Bullous Pemphigoid: A Systematic Review of the

Literature

Noa Kremer ' 2, Igor Snast 3 4, Efrat Solomon Cohen 2 4, Emmilia Hodak 8 4,
Daniel Mimouni 3 4, Moshe Lapidoth 3 4, Sigal Mazor °, Assi Levi 3 4

Treatment options

Comments

Omalizumab

IgE

NCT04128176 Open-label, noncontrolled, phase
II1, ongoing

e Multiple case reports: omalizumab effectively reduced the severity of BP by
diminishing itching and blister counts, and enables a reduction in corticoster-
oid dosage in responsive patients

¢ Case study: 68-year-old man diagnosed with a severe and atypical form of
BP, characterized by anti-BP230 IgE and anti-p200 IgG, was effectively
treated with omalizumab

e Case series: six BP patients with severe symptoms, intense itching, and either
insufficient response to systemic corticosteroids or contraindications for
them. Omalizumab led to significant improvement in itching, re-epitheliali-
zation, and enhancement in BPDAI scores. The treatment was well tolerated,
and no adverse effects were reported

¢ Retrospective study: 77% of BP patients who failed multiple lines of treat-
ment achieved complete remission, and complete remission was more com-
mon in patients with elevated serum baseline levels of anti-BP180-NC16A
IgE



OMALIZUMAB

Omalizumab in the treatment of bullous
pemphigoid resistant to first-line therapy: a French
national multicentre retrospective study of 100

patients

Réda Chebani, Florian Lombart, Guillaume Chaby, Ali Dadban, Sébastien Debarbieux, - . - . .
Manuelle-Anne Viguier, Saskia Ingen-Housz-Oro, Anne Pham-Ledard, mph|g01d resistant to first-line therapy'

Christophe R Bedane, Catherine Picard-Dahan ... Show more ve StUdy of 100 patients

British Journal of Dermatology, Volume 190, Issue 2, February 2024, Pages 258-265,
https://doi.org/10.1093/bjd/ljad369 Good tolerance of omalizumab

Excellent and rapid effectiveness:

s:t;ggé?:;;;%mﬁ ' = 77% EEINTREERSRIEIR]( 57% on minimal therapy)
* 14% fadlure
Median time to complete remission (CRY: 3 months [2.2-24.5)
@99 100 patientswith Median time 10 control of disease activity (COA) 10 days [5-60)
cortico-dependent/

cortico-resistant

bullous pemphigoid Predictive factors

IZE anti-BP180-NC16A positvity A=
of complete remission [

2 2 previous treatment lines '6] (o4
Treated with omalizumab

between 2014 and 2021 Shorter time to CR and shorter time to COAwere correlated

with omalizumab dosage > 300 mg / 4 weeks

s Chebani R, Lombart F, Chaby G, et ol (2023 BJD
{Ref)
1‘ 516 L S a [de] S
: = manna alexandre@aphe b A oy




HUONG MOI TRONG DPIEU TRI BP

IL-5 blocker

Mepolizumab

Reslizumab

IL-4Ra blocker JAK inhibitors CCL11 blocker IL-5Ra blo%:ker IgE blocker FcRn antagonist IL-17 blocker IL-23 blocker CD20 blocker IL-31Ra blocker
Dupilumab Upadacitinib Bertilimumab Benralizumab Omalizumab Efgartigimod Secukinumab Tildrakizumab Rituximab Nemolizumab
— Baricitinib — Ixekizumab Ustekinumab
Tofacitinib
IL-4 Cytokine CD20
receptor IL-5 IgE Y
A 0. i
IL-5Ra C\\ (; ) [} ;\ FcRn
I TORRREREE] mesmmmeas
v
Reduced Th2 Reduced Reduced Reduced eosinophils Reduced serum-free Reduced neutrophil Reduced Th17 Death of Reduced itch
differentiations inflammatory eosinophil IgE and IgG and mast cell function differentiation B cells
Reduced circulating signalling in function Inhibition of mast cells and function
eosinophils Th2 cells
Th2 L )
Eosinophil
Basophil
Mast cell
Neutrophil
Th17 @
acel (@) a



KET LUAN

« Pemphigoid bong nwéc la bénh Iy da bong nwée tw mién dwdi thwong bi ma viéc diéu tri van

con nhiéu thach thire

- Diéu tri 1au dai bang céac thudc (rc ché mién dich toan than van Ia phwong phap diéu tri chinh

trong pemphigoid bong nwéc, nhwng can chi y cac tac dung phu va bién chirng do diéu tri

« Rituximab, Dupilumab, Omalizumab c6 thé Ia nhirng Iwa chon diéu tri cho pemphigoid bong

nw&c khang tri



XIN CHAN THANH CAM ON
SU THEO DOI CUA QUY DONG NGHIEP
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