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NOI DUNG

‘NHAC LAI

*CHAT GIU AM / MEM DA
-UC CHE CALCINEURINE.
-UC CHE PDE4

-UC CHE JAK
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MO PAU
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Hoi nghi thwong nién 2023

»>Bénh viém da pho bién véi bénh suat ngay cang tang : tré em ( 15-20%), nguoi
16m (1-3 %).

>Bénh dién tién man tinh , tai phat; khodng 2/3 14 thé nhe dén trung binh .
»AD c0 thé :

=Giam chat lugng cudc song (mat ngi)

=Bdi nhiém Vi tring (S. aureus)

=R6i loan tdm than (lo &u, trim cam)

=Pong mic cac bénh khac (tién trién viém da co dia: hen, viém mii, va bénh tim
mach & chuyén hoa).
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HCMC Society of Asthma, Allergy and Clinical Immunology
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A multidimensional model of atopic dermatitis

________ .| Genetic Predisposition .
Filaggrin; IL-4, IL-4R, IL13; SPINKS
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> Autoimmune variant of AD

> Atopic comorbidities
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Immunopathogenesis of AD
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Atopic Dermatitis
Age-related Morphology and Distribution of Lesions

Infants*
Face and extensor surfaces of limbs; ' 3 |
trunk might be affected, diaper/napkin ;‘ :
area is typically spared’ v

g 1
——
From age 1-2 years onwards
Polymorphous manifestations with different ﬂ ’
types of skin lesions, particularly in flexural ‘ N
folds? N &
Adolescents*

O &
Lichenification and excoriated plaques at ¥ \
flexures, wrists, ankles, and eyelids; in the s 1N
head and neck type, upper trunk, 7 % 1 -
shoulders, and scalp involved®

1 Weidinger S et al. Lancet 2016;387(10023):1109-22; 2 Siegfried EC et al. J Clin Med. 2015;4(5):884-917; 3 Eichenfield LF et al, Semin Cutan
Med Surg. 2017;36(2 Suppl 2):36-8.







Milestones in the Treatment of AD

1950s: 2000: Topical 2017:
Corticosteroids!?] calcineurin Dupilumab!(d]
inhibitors!cl
1980s: 2016: Crisaborole
Cyclosporinel®] (approved

approved in the

United States)!d]

* Positive opinion by
EMA in January 2020

a. Nygaard U, et al. Dermatology. 2017;233:333-343; b. Taylor RS. J Am Acad Dermatol. 1989;21(3 Pt 1):580-583; c. Alomar A, et al. Br J Dermatol. 2004;151
Suppl 70; 2004:3-27; d. Eucrisa™ (crisaborole) [PI]. 2020; e. Summary of opinion: Staquis (crisaborole). EMA. 2020; f. Dupixent® (dupilumab) [PI]. 2020.




Guidelines - Treatment recommendation for AD

SEVERE: ' o

- SCORAD >50/ or  corticosteroids, cyclosporin A, methotrexate,
persistent eczema  ajyetinoin®. ‘

MODERATE: SCORAD ‘o e b e e e

o therapy, UV therapy (UVB 311 nm, medium dose
25-50 / or recurrent UVA1), psychosomatic counseling. climate therapy

eczema
MILD: SCORAD <25 / aswighlly bt b
or transient eczema cofactors: topical calcineurin inhibitors,
antiseptics incl. silver, silver coated textiles*
BASELINE s, i (ko ekt
allergens (encasings, if diagnosed by
Basic Therapy allergy tests)

~ For every phase, additional therapeutic options should be considered
» Add antiseptics / antibiotics in cases of superinfection

» Consider compliance and diagnosis, if therapy has insufficient effect
» Refer to guideline text for restrictions

Wollenberg A. et al JEADV 2018, 32, 657-682




PIEU TRI TAI CHO

MIEN DICH LAM SANG

H0| nghl thu’o’ng nién 2023

1.
2.
3.

o

o

Chat git am /chat 1am mém da
Corticoid thoa

Chat trc ché calcineurin thoa ( kem Pimecrolimus 1%, thu6c mé&
Tacrolimus 0,03 /0,1%).

Chat (rc ché PDE4 thoa (Crisaborole).
Chat trc ché JAK (Ruxolitinib, Deglocitinib, Tafocitinib).

Nhirng phat trién mai
Nhitng chat chi van AHR (Topinarof)
Vi khuan (Roseomonas mucosae) VN-ATO-072023-002

—_—




PIEU TRI TOAN THAN

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

CO rat nhiéu loai thudc toan than st dung diéu tri VDCPD.
Chi néu nhig thudc dugce cong nhan va khuyén dung :

1. Glucocorticoides udng.
2. Cyclosporine A.

3. Ut ché Interleukine.
4. Uc ché PDE4 udng .
5

§

Uc ché JAK.
Khang histamine.




[ Approved topical treatments for AD ]

-  Topical corticosteroids (TCS)
-  Topical calcineurin inhibitors (TCl)
* Tacrolimus
* Pimecrolimus
-  Phosphodiesterase 4 inhibitors
(PDEA4I)
* Crisaborole
- Janus kinase inhibitors (JAKIi)
* Delgocitinib (pan-JAKi)
*  Ruxolitinib (JAK 1/2 inhibitor)

|

Emerging topical treatments in the pipeline for AD

Aryl hydrocarbon receptor (AhR)
modulating agents
= Tapinarof
Phosphodiesterase 4 inhibitors (PDE4i)
* Roflumilast
= Difamilast
* Lotamilast
LEO 29102
RVT-501
. Hemay808
PF-07038124
Janus kinase inhibitors (JAKI)
* Cerdulatinib (pan-JAKi and SYK)
* Brepocitinib (JAK1/TYK2)
= Tofacitinib (JAK1/3 inhibitor)
ATI-1777 (JAK1/3 inhibitor)
ATI-502 (JAK1/3 inhibitor)
SHRO302 (JAK1i)

Skin microbiome modulating agents
* FB-401
* Staphylococcus hominis A9 (SHAS)
* Nitrosomonas eutropha (B244)
* Niclosamide (ATx201)
* Omiganan pentachloride
Liver X Receptor (LXR) agonists
* VTP-38543
* ALX101
Tropomyosin receptor kinase inhibitors
(TRKi)
* BEN-2293
Nuclear transport modifiers (NTM)
* AMTX-100
Bruton tyrosine kinase inhibitors (BTKi)
* PRNA473
Sphingosine-1-phosphate receptor
subtype 1 (S1PR1) modulators
= AKP-11



https://www.ncbi.nlm.nih.gov/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=Click%20on%20image%20to%20zoom&p=PMC3&id=9788207_pharmaceutics-14-02767-g001.jpg
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CHAT GIU AM/ MEM DA
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EuroGuiDerm Guideline on Atopic Eczema
Stepped-care plan for adults with atopic eczema

* Add antiseptic/antiblotic/antiviral/antifungal Continue measures recommended below anc select from (#f appropriate):
treatment in cases of infections

* Consider compliance and diagnosis, if therapy

has insufficient effect

* Refer to table 3 for TCS classes recommended -
) + | Azaw + | M |_glucocorticosteroids® |

Continue measures recommended below and select from (if appropriate)

only as rescue therapy
NB-UVB
. chosomatic
| proactive Ssosciha dose UVA1 counseling
Continue measures recommended below and select from (If appropriste):

mild + | wet wraps
acute reactive acute

2 avoidance of d :
Ne¢
baseline — e educationa
daily, in sufficient quantity and adjust o programmes
therapv freguency to degree of sidn dryness od O
! refer to guideline text for restrictions, ? licensed indication, * off-label treatment -

T T (dark green) strong recommendation for the use of an intervention / ‘T (light green) weak recommendation for the use of an Intervention

For definitions of disease severity, acute, reactive, proactive see section Vil and section “Introduction to systemic treatment” of the EuroGuiDerm Atopic Eczema
Guideline

Abro= abrocitinib; AZA=azathioprine; Bari=baricitinib; CyA=ciclosporin; Dupi=dupilumab; MTX=methotrexate; TCi=topical calcineurin inhibitors; TCS= topical
corticosteroids; Tralo=tralokinumab; Upa=upadacitinib; UVAl=ultraviolet Al; NB-UVB=narrow-band ultraviolet B




Emollients may improve symptoms of AD through
several mechanisms

Preserve barrier lipid content’ Decrease the need for TCS?
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Normalize TEWL and moisturi;e_ the skin?

“The application of emollients should be an integral part of the treatment of
patients with atopic dermatitis as there is strong evidence that their use
can reduce disease severity and the need for pharmacologic intervention”?
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CHAT GIU AM/ MEM DA

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

C6 nhiéu loai chat giit am khac nhau, bao gom chat hat am, chat khéa am, mdi
loai cO co ché riéng giup cai thién do am cho da.

CAc tai liéu vé diéu tri AD khuyén nghi manh mé vé viéc st dung chat giir am
dua trén bang chirng chac chan vira phai.

Cac nghién ctru vé viéc sir dung chat giit am khac nhau trong AD tuy theo loai
chat giir am, thiét ké nghién ctru va két qua duge danh gia. Do d9, viéc st dung
bat ky loai chat gitt am hodc hoat chat cu thé ndo trong chat lam mém da khong
thé duoc khuyén nghi dua trén cac bang chimg han ché hién co.




CHAT GIU AM/ MEM DA

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

Cai thién nhitng triéu chimg VDCP bang nhiéu co ché
Bao ton ham lugng lipid cua 16p da bao vé

Giam nhu cau st dung TCS

Giam nhay cam véi cac chat kich ung

Binh thuong héa TEWL va lam am da

Thoa chat lam mém da rat can th1et diéu tri bénh nhan VDCD va c6 bang chung
thuyet phuc rang viéc st dung chat 1am mém da co thé giam do ning bénh va nhu

cau can thiép duoc Iy.




CHAT GIU AM/ MEM DA

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

Chat gitt am 1am giam cac dau hiéu, triéu chirng va viém & AD, cai thién mirc
do nghiém trong ciia AD va tang thoi gian giira cac dot bung phat AD.

Chat gitt am tai chd cai thién tinh trang kho da bang cach giam thiéu mat
nwéc qua biéu bi va cai thién qua trinh hydrat hoa 16p sirng.

C6 thé duoc sir dung don tri liéu trong cac truong hop nhe, nhung thuong duoc
stt dung nhur mét phan cia ché do dieu tri toan dién véi cac phuong phap dicu
tr1 bang thuoc.

VN-ATO-072023-002




CHAT GIU AM/ MEM DA

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

Mot phan tich cua 5 nghién ctru vé chat gitt am (bao gom 500 bénh nhan) cho
thay muc do nghiém trong cua AD g1am nhe, dugc do bang Cong cu SCORINg

Atopic Dermatitis (SCORAD) va Chi s6 mirc d6 nghiém trong va dién tich bénh
cham (EASI)

Su khac biét trung binh duoc tiéu chuan hoa [SMD ] 1a 0,51, khoang tin cay 95%
[CI]: 0,17-0,85 Mendeley https://data.mendeley.com/datasets/fmkr7fwx9j/2).

VN-ATO-072023-002



https://data.mendeley.com/datasets/fmkr7fwx9j/2

CHAT GIU AM/ MEM DA

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

Chat gitr am an toan, hiém khi c6 tac dung phu nghiém trong.

Kiém tra 5 nghién ctru cho thay cac tac dung phu (ttc 12 nhe va ngoai da) xay ra o
34,3% bénh nhan trong nhom diéu tri so véi 22,1% bénh nhan trong nhom kiém
soat (RR: 1,32, KTC 95%: 1,01-1,74).

Viéc phai ngung diéu tri do cac phan tng bat lgi hiém gip.

VN-ATO-072023-002




TAM + THOA CHAT GIU AM

MIEN DICH LAM SANG
[CMC Society of Asthma, Allergy Clinical Immunology

HCN ty of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

Han ché sir dung chat vé sinh 1a xa phong (khuyén céo diing san pham pH
trung tinh dén thap, it gay di tmg, khdng chira chat thom).

D¢ diép tri bénh nhan viém da co, dia, bo sung dau, chat lam mém da, va
cac chat phu gia khac vao nu6ce tam bon.

Viéc str dung liéu phap quan am c6 hodc khong cé corticojd bdi cd the
khuyén cao Cho,bénh nhan viem da co dia tir trung binh dén nang dé lam
giam muc do tram trong bénh va do mat nudc trong cac con bung phat.




TAM + THOA CHAT GIU AM

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

>Khuyen cao chung nén tam mot lan moi ngay dé lam troc mai, nén thoa chat
giir am , thoi gian nén han ché (5-10 phat) dung nudc Am.

»Néu cO nhiing vung da viém ndng, ngam nudce am trong 20 phat tiép theo thoa
ngay cac thuoc khang viém , khéng lau kho.

» Ky thuat “ngam va thoa” nay c6 thé tang dap (g trong cac trudng hop ma
cac thudc khang viém thoa mot minh khong du.

VN-ATO-072023-002




TAM + THOA CHAT GIU AM

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

»>Tam bon cho bénh nhan viém da co dia nhu mét phan cua diéu tri tan cong va
duy tri.

> Tuy nhién, khong cd tiéu chuan vé tan suat va thoi gian tam bon thich hop cho
ngudi bi vViem da co dia

> NEén thoa chat giit am ngay sau khi tam bon dé ting su giit nuéc cho da bénh
nhan viém da co dia

VN-ATO-072023-002




TAM + THOA CHAT GIU AM

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

>Tam bon c6 thé ¢ nhitng hiéu qua khac nhau trén da tly theo cach thuc hién.

> Tam bon nudc glup hydrat hoa da va x6a bé vay, mai, chat kich ung, va di tng
nguyén, co thé co ich cho bénh nhan viém da co dia.

> Tuy nhién, c6 thé gay mat nudc qua biéu bi.

>Vi thé, can thoa chat gilt am ngay sau khi tam dé duy tri tinh trang hydrat hoa
tot.

VN-ATO-072023-002




TAM + THOA CHAT GIU AM + QUAN UGT

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

>Liéu phap quan udt (WWT) l1a mot phuong phap 1am giam nhanh d6 ning viém
da co dia, va thuong dugc sir dung trong trudng hop bung phat manh va/hoac
bénh dai dang.

>Da‘so dé nghi vai ngay st dung, miac du vai nghién ciru tiép tuc dung WWT dén
2 tuan

VN-ATO-072023-002




8\ LUA CHON CHAT GIU AM

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023




LUA CHON CHAT GIU AM

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

>Lua chon c4c chat lam am, phu thudc nhiéu vao su uu tién riéng ctia timg nguoi.

> Chat Iy twong nén an toan, hi¢u qua ré tién va khong co chat thom, chat bao
quan va cac chat co thé gay nhay cam khéac.

»>Nhung bat ké sur dung san pham nao, 1am 2 am dé giai quyét mang ngan bi hu ton
la mot khai niém diéu tri quan trong trong kién thirc hién nay vé nguyén sinh
bénh cua viém da co dia.

> VN-ATO-072023-002




LUA CHON CHAT GIU AM

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

Chat gitr am/ mém da c06 thé thém mot so chat :

Chdng Vviém
Chéng ngira.

*Vitamine.
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CO PHAI CHAT GIU AM NAO CUNG GIONG NHAU?

Chat giir am thong thuong

ATOPICLAIR
Acid Glycyrrhetinic
Telmesteine




Telmestelne

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

N-carbetoxy-4-tiazolidin carboxylic acid

P dugc ching minh co tac dong bat giir cac goc tu do

-La nhitng lipid thi¢t yeu, bao gom cac triglycerides va acid béo co nhiéu noi
doi, Xxuyen tham tang sirng cua thweng bi (Stratum corneum) dé giup phuc
hoéi chdc nang hang rao bao vé va gidam manh cac con bung phat trong tuong lali




Glycyrrhetinic Acid

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

‘Pic tinh khang viém va chong ngira 1am diu da

*18-R-GrA la chét chu¥en hoa chu yéu cta glycyrrhizin, thanh phan chu yéu cua
chiét xuat tir ré cay Glycyrrhizia (cam thao%

*NO ¢0 cau tric trong tu nhu cortisone va duogc khuyén cdo str dung do dic tinh
khang viém, chong sung do va chong ngura

*Nguoi ta da chu’n%mlnh duoc rang Glycyrrhetinic acid tc che duoc 11-B-
hydroxysteroid dehydrogenase, mot enzaame gilr vai tro chuyén hoa
hydrocortisone, Su: trc ché enzyme nay dan dén su tich tu hydrocortlsone noi
sinh, mot steroid ty nhién c6 hoat tlnh khang viém




Sodium Hyaluronate (Hyaluronic acid)

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

- Hyaluronic Acid (HA) 1a mot thanh phan quan trong ctia 1an da khoe manh,
khoang 50% HA trong co thé duoc chira trong khéi co chat cua da

» L& chat tu nhién, khdng gay tac dung mién dich (immunogenic response)

- B6 sung HA vao thanh phan ché pham chiam soc da dam bao cho viéc 1am am
& lam lanh da tot hon

» Khi c6 nudc, phan tir HA ¢6 thé nd to thé tich gap 1000 lan va hinh thanh
khoi co chat chira nwée dé giir nwée hiéu qua hon .




Shea butter

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

» Shea butter duoc sir dung rong rai trong my pham nhu mot tac nhan lam
am va lam mém da: ngan chan su mat nudc qua da

Shea butter chita cac chudi triglycerides va duoc chiét xuat tir Hat md cua
cay Butyrospermum Parkii tai Bac Phi

» Shea butter 1a mot nguén acid béo bao hoa, acid béo chua bao hoa cd mot
ndi do6i va linoleic acid va c6 thanh phan twong tu nhu chat nhon cua da

>Shea Butter 1a mot chat lam mém va am da c6 nguon goc thue vat
twong tw nhw thanh phan lipid cia da
>

002




MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

VItis Vinifera

- Vitis Vinifera |4 mot chiét xuat tir nho dung dé 1am rugu vang — co tac dung chong oxy hoa tu
nhién

» Thanh phan chu yeu cua no 1a epigallocatechin gallate (EGCG), mot pro-anthocyanidine da
duoc chu:ng minh la c6 moét so dac tinh khong 1&o hoa

* Vitis Vinifera co chira proanthocyanidine

Proanthocyanldlnes da chirg t6 0 tac dong trc ché manh collagenase, elastase,
hyaluronidaseTat ca nhimg enzymes nay tac dong lam thoai bién collagen, elastin va
hyaluronic acid, thanh phan chi yéu cta khoi co chat ngoai mach

Proanthocyanidines hinh thanh mét hang rao chong lai su tich tu elastase, collagenase,
hyaluronidase, and R-glucuronidase, 1a cac enzyme tham gia trong viéc lam suy bién
elastin, collagen va hyaluronic acid proteins27 la nhiing chat lam da trong khoe manh va
chong 1a1 su vO mach mau

Proanthocyanidine la mot trong nhiig chat chong oxy héa manh nhat trong tu nhién:
chdng c6 &i luc rat manh véi cac goc tu do (1a cac tac nhan gay lao hoa da) va trung hoa
chung =




Vitamin E & C

MIEN DICH LAM SANG
H0| nghl thwong nién 2023

« LA nhitng chat chong oxy hoa c6 tac dung dugc biét rd rang

« Tich tu trong mang té bao, bao vé té bao chong khoi su tan céng cua cac goc tu
do

* Vitamin E dong val tro tri hoan sy oxy hoa cua cac acid beo tu do da ndi doi va
duoc biét 1a c6 tac dung truc tiép 18n su viém

VN-ATO-072023-002
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HCMC Society of Asthma, Allergy and Clinical Immunology
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UC CHE CALCINEURINE

MIEN DICH LAM SANG
[CMC Society of Asthma, Allergy Clinical Immunology

ol g g e 5003
Calcineurune thoa da duoc sir dung 20 nam trong diéu tri VDCD :
»Tré em c0 da nhay cam
»Nhu cau cao vé mot thudc hiéu qua va an toan
>Diéu tri bat dau sém nhat c6 thé (nhi nhi)
> Pimecrolimus 1% kem: Tré em < 2 tudi , VDCP nhe dén trung binh.

> Tacrolomus 0,03% thudc md: tré em 2-16 tudi, thudc m& 0,1%: ngudi Ién VDCH
nhe dén trung binh.

»Pemicrolimus dugc phép dung < 3 thang ¢:

Uc, New Zealand, Brazil, Philippin, An @6, Nga, Indonesia, Thai Lan, Israel, Canada,
Chau Au ( EMA 28/10/2021)

»VN-ATO-072023-002




MIEN DICH LAM SANG

UC CHE CALCINEURINE

> >85% bénh nhan khoi/gan nhu khoéi VDCD.

>>95% bénh nhan khoi/gan nhu khoi VDCD & mit.
>Pimecrolimus 1% kem han ché st dung steroid manh.
> Khong ton hai hé mién dich dang phét trién & nhil nhi.
»Khong co ca u lym ph6 bao nao duoc ghi nhan.

»>Pimecrolimus duoc khuyén cdo cho c4c ving da nhay cam (Nguyén tic hudng dan
EDF 2018).

> Khong 1am ton thuong 16p da bao vé (cai thién qua hoat tinh khang viém).
>Piéu tri hiéu qua VDCP & nguoi 16n & tré em
> Khong teo da (cai thién qua hiéu qua ting tong hop collgen).




CHONG CHI BPINH

MIEN DICH LAM SANG

HCMC Society of As h a, Alle

Hoi nghl thwong nién 2023

»>Man cam véi thudce tacrolimus va cac thudc nhém macrolides.
>Phu nit ¢6 thai va cho con bt (xép loai C).

»>Su dung dong thoi voi ciclosporines.

> Suy gidm mién dich

>Thoa trén sang thuong 4c tinh hodc tién 4c tinh.

»>Nhiém trung da

» Ho6i chirng Netherton




TAC DUNG PHU

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéng nién 2023

»>Cam giac bong rat, cham chich ngtra chd thoa thudc.
> Sot.

>Thay d6i mau da chd thoa thudc .

»>Nhiém trung siéu vi : mun coc, herpes

»Da dé va cam giac cham chich khi uéng ruou bia.

VN-ATO-072023-002
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/& \ JC CHE PDE4

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023




o . UC CHE PDE4

H0| nghl thu’o’ng nién 2023

> Céc thuoc thoa khang viém khong steroid dua trén hiéu biét ngay cang tang vé
nguyén nhan sinh bénh VDCD.

> Phosphorylesterase 4 (PDE4) duoc coi 1a dich mong mudn Vi vai trd trong dong
thac viem cua VDCD.

> C4c chat uc ché Phosphorylesterase 4 (PDE4) dang duoc nghlen ctru dé quan ly
VDCDP vi kha ning lam giam san xuat cac cytokine gay viém.




14 X
MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Inmunology
Hoi nghi thwéorng nién 2023
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UC CHE PDE4

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

CO CHE TAC DUNG
» Bénh nhan bi viém da co dia c0 su gia ting hoat dong PDEA4.

»Uc ché chon loc PDE4 ngian AMP vong chuyén hoa thanh AMP va lam
tang AMP vong

»>Tang AMP vong tac dong trén NF-Kb dan dén e ché IFN-Y va lam giam
VIEM

»>CHI PINH

>Loai dau tién luu hanh trén thi truong la Crisaborole, mot phan tir nho than
ma&, dua trén nguyén t6 Bo dugc them vao ta duoc thoa.

»FDA chap thuan cho diéu tri VDCDP tur trung binh dén ning & bénh nhan>2
tud1 ¢ My.

>EMA chap thuan cho diéu trj VDCD tir trung binh dén nn Obénh ____
nhan>2 tufg vGi ton thuong <40% dién tich cg thé. _ , /4/"’




MIEN DICH LAM SANG

HCMC Society of Asf h a, Alle d Clinical Immunology

Hoi nghl thu’o*ng nién 2023

> AD nhe dén trung binh
>Thoa ngay 2 lan

>Hiéu qua sau 4 tuan

VN-ATO-072023-002
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UC CHE JAK

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéng nién 2023
»JAK la gi?
»>Co ché va vi tri tac dung.
> Chét trc ché JAK tai chd diéu tri AD




JAK LA GI?

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

»>Janus kinase thudc tyrosine kinase, gom: JAK1, JAK2, JAK3 va TYK2,
»>Nam & phia bao twong cua cac receptor cua cytokine type 1 va Il

>Dan truyén tin hiéu khi cac cytokine ndy gan vai cac receptor tuong thich
»>JAK kich hoat chat dan truyén tin hiéu va yéu t6 sao chép trong té bao (STATS)

JAK1, JAK3 va STAT 6 (signal transducer and activator of transcrlptlon) la trung
gian cho tin hiéu 1L4, va day la muc tiéu diéu tri tiém nang ctia AD

Uc ché JAK 1,JAK 3 s& lam giam tin hiéu 1L4, qua d6 giam dap ung mién dich
cua Th2 va lam cai thién triéu chirng AD







CO CHE VA VI TRI TAC DUNG

MIEN DICH LAM SANG
H0| nghl thu’o’ng nién 2023

> Tang dap ing mién dich cua té bao Th2 1a trung tdm cua sinh bénh hoc AD va
IL4 la cytokine chinh gay biét hoa Th2

» JAK1, JAK3 va STAT 6 (S|gnal transducer and activator of transcrlptlon) la
trung gian cho tin hiéu 1L4, va day 1a muc tiéu diéu tri tiém niang cua AD

» Ut ché JAK 1,JAK 3 s& l1am giam tin hiéu IL4, qua d6 giam dap ung mién dich
cua Th2 va lam cai thién triéu chirng AD

VN-ATO-072023-002




JAK/STAT Involvement in AD Pathogenesis

_ A Il Type | IFNs, IL-6, IL-11,
|ILL92 IILL1; I|IL21 IL-10, IL-20, IL-13, IL- IFN-y
' 2 IL-22, IL-28 27, IL-31,
IL-35

* Growth/maturation
lymphoid cells

* Differentiation/
homeostasis of
T/NK cells

* B-cell class
switching

* Inflammation

* T-cell
differentiation/
homeostasis

* Inflammation

* Granulopoiesis

« Antiviral
* Inflammation
« Antitumor

* Antiviral
* Inflammation
* Antimycobacterial

EPO, erythropoietin; GM-CSF, granulocyte macrophage colony-stimulating factor; TPO, thrombopoietin.
Clark JD, et al. J Med Chem. 2014;57:5023-5038; Leung DY, et al. J Allergy Clin Immunol. 2014;134:769-779.

IL-4, IL-22, IL-13, and
IL-321 contribute to
epidermal barrier

disruption and itch

U

IFN-y further amplifies
inflammation in the
chronic phase by
recruiting additional
inflammatory cells




THUOC UC CHE JAK

Hoi nghj thwérng nién 2023
»>Con dudng truyén tin hiéu JAK-STAT la khong thé thicu dé lam trung gian tac
dong cuia mot so cytokine chinh lién két vdi cac té bao mien dich, té bao stng va
t€ bao than Kinh cam giac ngoai vi d€ truyén viém va ngura, bao gom IL-4, IL-5,
IL-13, IL-31, IL-22 va TSLP .

> Chat trc ché JAK hira hen 1 thé hé tiep theo cya ligu phdp AD nham muc tiéu.
Cac dir li¢u trong thuc hanh lam sang la can thiét d€ hiéu ro hon vé d¢ an toan,
do bén va thanh cong cua viéc diéu tri lau dai.

> Cac tac dung ngoai Y khi diéu trj chy yeu ¢, mirc do nhe den trung binh va bao
ggm mun tring ¢a, buon non, nhirc dau, nhiém trung duong ho hap trén va ¢ muc
0 thap hon la nhiem herpes va mét so bat thuong xet nghiém.




¢« THUOC UC CHE JAK

MIEN DTG TAMRANG
HG\ mai tharg e 2023
> Tiém niang diéu tri cua e ché JAK lan dau tién duoc nhan ra trong cac nghién
curu vé cac bénh tu mién dich va tu viém vai da hinh JAK-STAT va/hoac tin
hi¢u JAK-STAT tang cao.

> G\?m day hon, su tc ché JAK da dugc dua ra gia thuyét 1a mot phuong phap
diéu tri n}éfi cho AD, do tam quan trong cua tin hicu JAK-STAT (dac biét la
JAK1) d6i véi cac cytokine Th2 , bao gom IL-4, 1L-13 va IL-31.

> Cac md hinh thtr nghiém da cho thay chitc ning hang rao bao vé da duoc cai
thién, giam triu chiing ngira, va suy giam kha nang bi€t hoa phu thude 1L-4—
va IL-13— cua cac t¢ bao Th2 dé dap g véi cac chat te ché JAK.




¢« THUOC UC CHE JAK

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

> C4c su kién bat loi nghiém trong va khan cap rat hiém gip khi st dung

> Noéng rat, dau va ngira tai vi tri bdi thude co thé xay ra

> Dua trén bang chimg chac chan vira phai, c6 du dit liéu dé khuyén nghi manh
mé sir dung cac chat trc ché JAK tai chd trong AD.

> Tuy nhién, khuyén nghi nay dua trén dir liéu an toan va hiéu qua ngan han hién
c6 va co thé can duoc cap nhat trong twong lai khi ¢ dit liéu an toan dai han.




8\ CACLOAIUC CHE JAK DANG THOA

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023
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& DELGOCITINIB

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Inmunology

Hoi nghi thwéorng nién 2023




DELGOCITINIB

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

> Delgocitinib dang mé, trc ché khong chon loc JAK1, da duogc phé duyét tai
Nhét Ban vao nam 2020 dé diéu tri AD.

> Thtr nghiém ngau nhién, mu doi, giai doan 111 bao gom cac bénh nhan nguoi
Nhat Ban >16 tudi mac AD tir trung binh dén ning. Nhitng nguoi tham gia
duoc chon ngau nhién theo ty 16 1:1 dé st dung thuoc md delgocitinib 0,5% hai
lan moi ngay trong bon tuan.

»>EASI (MEASI)-75 dat dugc & 26,4% bénh nhan dugc diéu tri bang delgocitinib,
S0 v6i 5,8% ¢ nhom gia dugc ( p <0,01). MEASI la mét bién phap duoc stra doi
dé loai trir viéc danh gia cac ving co thé khong duoc diéu tri trong nghién cuu_

—




. DELGOCITINIB

Héi nghi thwdng nién 2023
Dit liéu vé hiéu qua di dugc xac nhan trong mot nghién ctru kéo dai 52 tuan Tuong tu nhu
mMEASI, diém IGA va thang danh gia ngira (NRS) da giam dang ké & nhanh delgocitinib so véi gia
duoc.

Té&c dung phu dugc bdo cdo & 69% bénh nhan, tic dung phu pho bién nhat 1a viém miii hong
(25,9%) va viém da tiép xuc (4,5%).

Dit liéu hiéu qua c0 thé so sanh dugc lay tir mot thir nghiém giai doan I11 thu nhan bénh nhan tir
2-15 tudi. Bénh nhan boi thuoc md delgocitinib 0,25% trong bon tuan, véi ho so an toan thuan loi

Kem Delgocitinib (LEO242549) hién dang dugc thir nghiém trong thir nghiém pha 111 dé diéu tr
bénh cham tay man tinh (CHE).




RUXOLITINIB

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwong nién 2023
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RUXOLITINIB

MIEN DICH LAM SANG
H0| nghl thwong nién 2023

> Kem Ruxolitinib 1,5% trc ché chon loc JAK1 va JAK2, va da dugc FDA
chap thuan vao thang 9 nam 2021 dé diéu tri bénh AD man tinh ngan han
va khong lién tuc tir nhe dén trung binh ¢ bénh nhan suy giam mién dich
>12 tuo.

> Hal thur nghlem lam sang giai doan I, ngau nhién, mu déi, song song
(Danh gia Ruxolitinib tai cho trong Vlem da co dia : TRUE-AD1 va
TRUE- AD2) da diéu tra hiéu qua va do an toan cua kem boi ruxolitinib
0,75% va 1,5% trong 8 tuan. Tong cong €0 1249 bénh nhan AD tur nhe
den trung binh ¢ d6 tudi >12 véi IGA co ban 2/3 va dién tich bé mat co
thé (BSA) la 3-20%, da dugc ghi danh vao nghién ctru.

A



RUXOLITINIB

MIEN DICH LAM SANG

H0| nghl thwong nién 2023

>

Trong ca hal thur nghlem nhiéu bénh nhan dat duoc IGA 0/1 va cai thién > 2 bac so
v6i ban dau khi st dung ruxolitinib & mic 0,75% (50% TRUE-AD1, 39,0% TRUE-
AD?2) hoac 1,5% (53,8%, 51,3%) so v&i nhom phuong tién (15,1%, 7,6%) .

Tinh trang ngtra cai thién nhanh Chéng va keo dai da duoc phat hién khi str dung kem
ruxolitinib 1,5% hoac 0,75% trong ca hal thur nghlem TRUE-AD1 va TRUE-
ADZ2. Hi¢u qué nhanh Chong trong viéc giam ngira ciing dugc ho tro boi mot phan
tich nho gan day bat nguon tir dir liéu chuong trinh thir nghiém TRUE-AD.

Ruxolitinib nhin chung dugc dung nap tot & ca hai nhom diéu tri, vai viém mui hong
la tac dung phu pho bién nhat dugc bao céo, véi ty 16 mac bénh cao hon dang ké (3%
va 2 6%) o nhom ruxolltlnlb S0 voi gia dugc (O 8%) [ 43 ] Cac tac dung phu lien

— g
— —— -

002 ——



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9788207/#B43-pharmaceutics-14-02767

RUXOLITINIB

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

» Hi€u qua cua ruxolitinib cling duoc danh gia ¢ thanh thleu nién, cho thay cai thién EASI > 90%
(EASI 90) & 41,5% bénh nhan boi kem 0,75%, 39,1% dbi véi kem ruxolitinib 1,5% va 7% d6i
v6i gia duge, vai ho so an toan phi hop voi két qua thir nghiém trude do .

» Mot phan tich tong h0’p gan day da chu:ng minh hiéu qua twong tu vé thanh tich IGA 0/1 ¢
nguoi da den hodc ngudi My goc Phi va 1a su cai thién todn cau trén tat ca cac ving co thé

> Mot so nghlen ctru hién dang duoc tién hanh, cu thé 1a nghién ctru giai doan 111, ma doi, ngau
nhién, co klem soat phuong tién, sau do la giai doan kéo dai an toan lau dai ¢ tré em mac AD
(tudi tir 2 dén <12 tudi) (TRUE AD3).

» Giai doan |1, nghién ctru mg, an toan keo dai mgt ndm vé kem ruxolitinib & thanh thiéu nién
mac AD (tu01 >12 < 18) van chu’a phé duyet su: dung Hiéu qua va do an toan cua AﬁD tren Vmat ,




3\ THOA BAO NHIEU LA bU

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwéorng nién 2023




CACH TINH SO LUONG THUOC THOA

A ~ N
MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunol

HCMC Society of Asthma, Allergy and Cli nology
Hoi nghi thwéng nién 2023

FINGERTIP UNIT (FTU):

5mm duong kinh, d6 dai 1 dét ngén dau/ngdn trod

1 FTU = 0,5 g thudc = 2% dién tich co thé
1 ban tay = 1% dién tich co thé = 0.5 FTU = 0.25g thudc




CACH TINH SO LUONG THUOC THOA

MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwong nién 2023




CACH TINH SO LUONG THUOC THOA

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

FTU thay doi theo tudi va gidi

*Ngudot lon nam: 1 FTU = 0,59

*Nguot lon ntr:1 FTU = 0,4¢g

*Tré em > 4 tuoi : 1/3 so véi nguoi 16n
*Tré em 6 -12 thang : 1/4 so vdi nguoi 16n
*lbantay :1FTU

*lbanchan:2 FTU

VN-ATO-072023-002




CACH TINH SO LUGNG THUOC THOA

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

Vi du
Nam, can thoa thudc 2 ban tay va 2 ban chan, ngay 2 lan
(2tay: 2 x 1FTU) + (2 chan: 2 x 2 FTU) = 3g ngay
7 ngay =21¢g
Tube 509 sé& str dung dugc khoang 2 tuan rudi




KET LUAN

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

> Phuong phap diéu tri tai chd 1a nén tang trong diéu tri AD nhung van cOn nhitng
han ché.
> Cac thudc thoa hién co san dé diéu tri viém da co dia nhe hoac nhe-trung binh, c6

thé duoc bo sung bang cac liéu phap toan than dé xur Iy cac trudng hop phirc tap
hon hoac khong dap ung.

> Cac hop chat dugc str dung nhleu nhat bao gom corticosteroid tai chd va chat tc
che calcineurin, mac du co thé gay ra tac dung phuy, dap ting kém va sy tuan thu
diéu tri ctia bénh nhan thap.




MIEN DICH LAM SANG

HCMC Society of Asthma, Allergy and Clinical Immunology

Hoi nghi thwong nién 2023

XIN CAM ON QUI BPONG NGHIEP




KET LUAN

MIEN DICH LAM SANG
Al Cl unology

HCMC Society of Asthma, Allergy and Clinical Immi

Hoi nghi thwéng nién 2023

» Hiéu ro hon v€ co ché bénh sinh cia AD dang dan dén viéc xac dinh cac muc
ti€u di€u tr1 va phat trién cua cac loal thuéc mai co thé mo rong co hd1 ki€ém
soat cac trieu chirng cuia AD bang nhi€u loai chat / hgp chat thoa tai cho.

» Hon ntra, nhiéu‘ loai chat / hop chét thoa tai chd hon s& cho phép diéu chinh
phuong phap di€u tr1 ta1 cho, cho phép lua chon thudc chinh xac va hi¢u qua
trong quan 1y bénh nhan AD hang ngay.

VN-ATO-072023-002




TAI LIEU THAM KHAO

MIEN DICH LAM SANG
H0| nghl thwo’ng nién 2023

»AD Pathophysiology and Role of 1I-1@ in AD.
» Autoreactive IgE antibodies in AD, EAACI Annual Congress 11/6/2023

Inge Kortekass Krohn

»JAK inhibitors in the treatment of atopic dermatitis
Ra] Chovatiya, MD, PhD , Amy S. Paller, MD

»Novel Therapeutic Strategies in the Topical Treatment of Atopic Dermatitis

Lorenzo Maria Pinto, Andrea Chiricozzi, Laura Calabrese, Maria Mannino, and Ketty
Peris.

Published online 2022 Dec 10. doi: 10.3390/pharmaceutics14122767



https://www.jacionline.org/article/S0091-6749%2821%2901298-7/fulltext
https://www.jacionline.org/article/S0091-6749%2821%2901298-7/fulltext
https://pubmed.ncbi.nlm.nih.gov/?term=Pinto%20LM%5BAuthor%5D
https://pubmed.ncbi.nlm.nih.gov/?term=Chiricozzi%20A%5BAuthor%5D
https://pubmed.ncbi.nlm.nih.gov/?term=Calabrese%20L%5BAuthor%5D
https://pubmed.ncbi.nlm.nih.gov/?term=Mannino%20M%5BAuthor%5D
https://pubmed.ncbi.nlm.nih.gov/?term=Peris%20K%5BAuthor%5D
https://pubmed.ncbi.nlm.nih.gov/?term=Peris%20K%5BAuthor%5D
https://doi.org/10.3390%2Fpharmaceutics14122767

¢« TAI LIEU THAM KHAO

MIEN DICH LAM SANG
HCMC Society of Asthma, Allergy and Clinical Immunology
Hoi nghi thwong nién 2023

»Published: August 23, 2021DOl:https://doi.org/10.1016/j.jaci.2021.08.009.
Peter Lio, MD

»Perpecstives on JAK inhibitors for AD

Killian Eyerich, MD,Ph D

»Unmet Needs in AD

Emma Guttman-Yassky, MD,PD

»Real world study of Dupilumab in adults with AD, EAACI Annual Congress
11/6/2023

Charlotte G Mortz.



https://doi.org/10.1016/j.jaci.2021.08.009

THIET BI Y TE )
/& \  KEM ATOPCLAIR 40 ML & HON DICH
wananmeonanen s A TOPICLAIR 120 ML

Chi dinh o
ATOPICLAIR™ giip lam giam cam giac ngua, rat va dau do mot s6 van de
da liéu gay ra, nhu viém da co dia va viém da tiep xgc. ATOPICLAIR™ ho
EQ lca‘lun glam kho rap da nho duy tri d0 am cua da, can thi€ét cho qua trinh phuc

0i da.

Liéu lwgng va cach sir dung ‘

Thoa ATOPICLAIR™ ]én vung da b1 anh huong 3 1an/ngay va xoa nhe nhang

Chong chi dinh
Can trong: ATOPICLAIR™ chia bo cua cdy hat m& (B.parkii). Bénh nhan co

tién sir d1 trng vo1 thanh phan nay va/hoac co tién st man cam vo1 bat ky thanh
phan nao cua san pham nén hoi y ki€n bac si trudc khi st dung.

A
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