Nhirng tién bd trong diéu tri

viém tuyén mod héi nung mu
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M& dau

Co ché bénh sinh

Pac diém lam sang

Céac phac do diéu tri hién nay

Mot sO thudec dang dwoc nghién clru



Cac chi viét tat

HS Hidradenitis suppurativa Viém tuyén mé héi nung mu

HISCR Hidradenitis suppurativa clinical response DPap trng 1am sang cla viém tuyén mo hoi
nung ma

IHS4 Hidradenitis suppurativa Sverity Scoring System Mtrc dd nang cta viém tuyén md héi nung mu

ADA antidrug antibody Khang thé khang thubc




M& dau

Tilé mac HS trén thé giditir 1 —2 %

Léra tudi hay gap 20 — 30 tudi

N > nam

Lién quan dot bién 1 s6 gen (NCSTN, PSENEN, PSENEN1)

Thuwdng chan doan nham vdi cac bénh khac, viéc chan doan cé thé bj tré

Béo phi, hut thudc 14 [am nang thém bénh

Kokolakis G, Wolk K, Schneider-Burrus S et al. Dermatology 2020; 236:421-30.
Kearney N, Kirby B. Br J Dermatol 2022; 186:767-8.



M& dau

Other

Pilonidal cyst

Hair follicle inflammation

Sweat gland abscess

Ingrown hair

Acne vulgaris/conglobata

Folliculitis

Abscess
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Kokolakis G, Wolk K, Schneider-Burrus S et al. Dermatology 2020; 236:421-30.



Co ché bénh sinh

(a) (b)
Normal skin and Early HS with acneiform Advanced HS with formation
hair follicle lesions and folliculitis of nodules and abscesses
.‘. 9 o . °° ..
@y — ::" °% .’ L o% '.o
B cell Bacterium Inflammatory Innate Macrophage Neutrophil Tcell
dendritic cell lymphoid cell

Krueger, J. G.,. (2024). British Journal of Dermatology, 190(2), 149-162.



Co ché bénh sinh
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Activated B cell Bacterium BAFF Tcell Fibroblast Inflammatory
macrophage dendritic cell

Krueger, J. G.,. (2024). British Journal of Dermatology, 190(2), 149-162.
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Co ché bénh sinh

Cytokine tién viém

IL—1 Cytokine tién viém trung tdm diéu hoa dap trng mién dich. Chua y vai tro IL — 1
IL-17 Kich thich lympho T lién quan dén viéc kich hoat va huy déng bach cau trung tinh. Kich hoat IL — 17 ciing c6

lién quan dén cac bénh viém nhiém khac nhau.

Chét kich hoat lympho T CD4 + dé gay viém. Cu thé, IL — 23 tang cwdng té bao Th17 chiju trach nhiém gay

viém trong cac tinh trang tw mién khac nhau.

Cytokine tién viém vé&i nhiéu vai trd khac nhau, lién quan dén diéu hoa cac té bao mién dich céc tinh trang

bénh Ii viéem va tw mién khac nhau.

Cytokine khang viém
Cytokine khang viém, lién quan dén lam lanh vét thwong va trc ché céac chét kich hoat hé théng mién dich.



Zouboulis, C. C., Bechara, F. G., Fritz, K., Goebeler, M., Hetzer, F. H., Just, E., ... & Zouboulis, V. A. (2024). JDDG: Journal der Deutschen Dermatologischen Gesellschaft.




Phan giai doan bénh theo Hurley -> KC PT

* Hurley I: * Hurley II: e Hurley IlI:
LA £z A . « Cac ap xe tai phat, kém seo va . - A LA e .
» Cac ap xe tai phat, khong co cac xoang tach biét, phan bo Nhieu ap xe I'?nnkteotévgr'] gh%’ncac
xoang, khong co seo. rong. xoang va seo la p vung.

* Khong PT » PT ting ton thwong  PT rdng, triét de



IHS4=
- SO lwvgng not viem x 1

Piém danh gia mirc d0 NANG - Seminer;

- SO lvgng dwong do x 4

* Nhe (< 3 diém) e Trung binh (4-10) « Nang = 11 diém

Zouboulis, C. C., Bechara, F. G., Fritz, K., Goebeler, M., Hetzer, F. H., Just, E., ... & Zouboulis, V. A. (2024). JDDG: Journal der Deutschen Dermatologischen Gesellschaft.



Piém danh gia dap irng HISCR

Khéng dap ung:

Giam < 25% sb lwong ton thwong viem ma khodng tang sb
lwong ap xe hoac 16 ro dan lwu.

Pap ng 1 phan

Co dap wng

Pap *ng cao

T vong

Giam 25 — 49% s6 lwong tén thwong viém ma khéng tang
sO lwong ap xe hoac 16 rd dan lwu.

Giam 50 — 74% s6 luwong tég thwong viém ma khéng tang
sO lwgng ap xe hoac 16 ro dan lwu.

Giam = 75% s6 lwong tén thwong viém ma khéng tang sb
lwong ap xe hoac 16 ro dan lwu.




Phac do
d‘l e u tri ‘v Hurley Stage | (mild) Hurley Stage Il (moderate) Hurley Stage Il (severe) -

D ® P B .A.‘ ® abscesses
! “ ’._R. X Tunnels
/7 ‘A ?
° Discuss pain management, mental health, wound care,
Phac do cua JAAD | svoidance of triggers, tobacco cessation, weight reduction >
R RO I NS ————— - T
| - Rifampén + Clindamycin - Supported by
Medical i 4 — = ANU-TNF (adalimumab, infliximab) > Sterature
Treatment Moxifloxacin + Rifampin + Metronidazole > Expert
IV ertapenem ', opnion
. Hormonal trestment >
. Retinoids >
Other biologics (anskinra, ustekinumab) >
| €= ===l o - Nd:Yag Laser >
Procedural Local excisions >
Treatment Deroofing (surgery or CO2) >
Wide surgical excision (or CO2) i
Acute Lesions | 4. - — - ~ - - Antiseptic washes, warm compresses, short-term oral Sterolds — — = = = = = ->
(all Stages) | <« IL steroids, 18D, topical resorcinol, deroofing >

See addnional Tabdes for details of each treatment. Other potential treatments are discussed in the text. HS
managemant should be individualized for each patient and affected area; medical and phiysical therapies may be
combined for optimal treatment; if lack of response, select treatment for more advanced disease,



Phac do
diéu tri

« Phéac do cula trung tam
Bang chirng cua Hiép hoi
Da liéu Phap

For all patients

Pain management, psychological management, weight loss, smoking cessation

< 4 flares per year
| - 1 : L

" During flares Il

2 4 flares per year

Hurley I
|

<

f Sw;;ultwsamemgimaasva
| Hurley | 2 4 flares per year

In cases of failure®

Preventive treatment
| - Clawulanic acid amoxicilin - Cyclines (doxycycline 100
50 mg/kg/d (1g 34d: mgid*** or lymecycline 300
maximum 4:5 g) mg/d)
OR OR
- Pristinamycin (19 3/d) ‘ - Co-trimoxazole® 400/80 1/d***
| For'ldays Re-evaluation at 6 months
T i A |
[  Duringflares
Add the proposed antibiotic
| therapy for Hurley | < 4 flares
! | P"'Y“f y
U T
Pfovldoproscrlmonshwvm \
Seliduinti 4.+ .
indsondrmaoetomnmp‘&n
‘ In case of relapse at same
loedlon.lnmdmhlon
-Ormatsupuinﬁon
* No impeovement from baseline
* In case of fadure, intol o dication for cyclines (risk

of serious toxidermia)
** Medical and surgical comultation meeting 1pecificaly on HS
*** Double dose ¥ weight > 80 kg
*** Marketing authorization (MA) but not reimbursed in France
Contre de Preveer 0o MA
o aanne

SpA- Spondyloathropathy; 18D Inf ¥ bowel d

Suggest the same regimen as for
Hurloy | 2 4 flares per yoar

In case of fallure: retinoids
- Isotretinoin 0-3-0-5 mg'kg
- Alilretinoin  10-30 mg/d
Aclwetin 05 '“0"9

In case of failure
- Adalimumab 160/80/40 per week****
OR

- Infliimab 5 mg/Kg every 6 1o 8 weeks*****
Re-evaluation at 6 months

> Hurley I
|

Specialized multidisciplinary care™
T 032
Initial treatment
- Ceftriaxone 1 g/d (if < 60 kg) to 2 g'd {if = 80 kg) (IV,
IM or SC) + metronidazole (500 mg x 3/d)

oR
- Levofloxacin (500 mg 1-2x /d) + clindamycin (600 mg

x 3'd)
For 15-21 days
R o ¥ f‘"‘b' ¥
| Preventive treatment - Adalimumab****
‘ Wide excision - Cyclines (doxycycine 160/80/40 per week
\ 100 mg/d ***or OR
| lymecydline 300 mg/d) - Infliximab § mg/Kg
OR every 6-8 weeks***"*
- Co-trimoxazole* 40080 Re-evaluation at 6
1/d*** months
Re-evaluation at 6 k
months

HS associated with inflammatory
diseases (SpA, IBD)

—_— - Vo
Preventive treatment
- Adalimumab**** 160/80/40 per week
OR
- Infliximab 5 mg/Kg every 6-8 weeks™***
Re-evaluation at 6 months




Phac do
diéu tri

» Phéc do clia Hoi béc st
gia dinh & Uc

Diagnosis

Scoring

Management

Surgery

Steroids

Establish diagnosis of HS by Dermatologist or other healthcare professional with expert knowledge of HS
Assessment of comorbididites: weight, smoking, lipids, glucose/insulin function, androgen profile (female)
All patients educated on comorbidity management and topical therapies with regular antiseptic washes and anti-inflammatory agent

Scoring: Hurley I-l1I; Sartorius; HISCR; DLQI; Pain

Hurley | Hurley I Hurley I

| l
v Y ¥ v

Minimal Mild Moderate Severe Very Severe

| |

4 4

Oral Oral
> . Doxycycline 100mg daily Clindamycin 300mg PO BD daily Biologic Therapy: Adalimumab SC injection
Topical therapies . %
for flare ups . OR PLUS Loading dose:160mg week 0, 80mg week 2
Minocycline 50mg BD Rifampicin 600mg PO daily Regular dose: 40mg weekly (week 4 onward)
X 3-4 months x 10 weeks

Clmproved) C Faled ) (Impwved) ( Failed Failed

Consider alternative
m TNF-alpha blockage or
IL-1beta antagonists

Surgical interventions: local excision, incision and drainage, deroofing, carbon dioxide laser therapy. and wide excision with grafting techniques.
Surgical therapy is useful as adjuvant therapy for medically non-responsive lesions.

Intralesional steroids are most useful for actute inflammatory lesions.
Oral steroids are useful as adjuctive anti-inflammatory therapy to alleviate pain and to reduce tissue inflammation immediately prior to surgery.



M6t sO thudce sinh hoc diéu tri HS

Thudc trc ché TNF Mirc d6 chirng ctt, d6 manh KC  Khuyén céo thai ky, cho con bu

adalimumab I, A An toan trong TCN 1, nén ngung
thudc vao TCN 2 hodc dau TCN 3

infliximab I, B

Thudc cché IL 17

Secukinumab I, A PL thai ky: nhdm B
Nén tranh thai, tranh cho bé bd me

trong hodc sau ngung thuéc 20
tuan.
Thudc tcché IL 1

Anakinra I, B D{¥ liéu han ché

Thudc tc ché IL 12/23
ustekinumab I, B PL thai ky: nhdm B




Lwa chon thudc sinh hoc trén cac doi twong dac biét

IBD, bénh Bénh Suy tim Béo phi Dir liéu cho

Nhém thuoc  Ung thw Viem khép
Crohn tim mach (NYHA 3, 4) HS

TNF — o FDA chap

thuan
20+ - ++ (PSA) ? ++ ++ FDA chéap
thuan
IL—-1 20+ 20+ ++ (RA) + + +/- pang nghién
cltru
IL-12/23 + ++ + + ++ ++ Pang nghién

clru




adalimumab

- FDA chap thuan nam
2015

« 160mg TDD tuan O,
80mg TDD tuan 2, Sau
do duy tri 40mg TDD
mai tuan hoac 30mg
moi 2 tuan bat dau fw
tuan 4

« > 12 tudi cé HS trung
binh — nang (Hurley I,
11).

A PIONEER |, Giai doan 1: tit ca bénh nhan B PIONEERII, Gjaj doan 2: t4t ca bénh nhan
S H —{}+  Adalimumab méi tuan, N=153 £ Il —- Adalimumab méi tuan, N=163
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Nong dé thudc ADA (+) ADA (-)

adalimumab DI e T aeke (00 (.8 That bai didu tri do Tang lidu.

Adalimumab < 5 — WADJ:Y

» Khuyén céo lya chon 7,5 pg/ml) Phoi hop voi MTX
diéu tri dwa vao nong
do thudc va khang thé
khang thudc. ug/mi

Trén murc diéu tri:

Infliximab ™ < 2 RileEleXe IR {s10e]e}

Adalimumab > 5 - )
Sai thudc.

7,5 ug/ml)

Padi thude.
Infliximab > 2

ug/mi



O

D3 trdi nghiém thudc sinh hoc: HISCR

70.0 -
60.0
® 500
o
2
Tr 4004
1
c 30.0-
£
2004
g
10.0
0.0
Tudn
— SECQ2W —— SECQ4W Placebo ---- Placebo-SECQ2W ----Placebo-SECQ4W
ECQ2W 80 80 80 80 80 68 67 70 63 60 59 57 61 58 52
ECQAW 81 81 81 81 81 67 89 69 o6 64 62 59 62 58 58
Hacebo M M 94 94 M ~ - - - - - - - - -
Macebo-SECQ2W e 2 2 ~ 39 40 40 37 33 35 31 32 34 28
acebo-SECQEW - - - 39 43 39 38 36 35 36 36 32 31

Secukinumab

Chua trdi nghiém thudc sinh hoc: HISCR

70.0 4
60.9
60.0 - 58.4
BT - ARLTY TEEr SN --9533
T 22X ~..,.- &
i 50.0" °- "---...~‘. _"’5? 1
2 "9-aig
T 40.04
L1
e 3004
B
£ 2004
2
10.0 ~
0'0-'1: 1 1 1 1 |l 1 1 I | ] 1 1 1 1 1
0 2 4 8 12 16 18 20 24 28 32 36 40 44 48 52
Tuidn
— SECQ2W ~—— SECQ4W Placebo ---- Placebo-SECQ2W ----Placebo-SECQ4W
SECQ2W 281 281 281 281 281239250 245 241 238 228 226 223 229 202
SECQ4W 279 279 279 279 279238246 245 240 233 214 213 211 205 197
Placebo 269 269 269 269 269 - - - - - - - - - -
Placebo-SECQ2W - - - - - 102109 113 116 114 108 105 104 104 94
Placebo-SECQ4W - -~ + = - 105118 117 120 110 110 105 106 104 105

- FDA chap thuan 31/10/2023
> 18 tubi cé HS trung binh — nang (Hurley 11, 11).

- 300 mg/tuan TDD tuan 0, 1, 2, 3, 4, sau d6 300 mg moi
4 tuan, néu khéng dap wng thi 300 mg mai 2 tuan.



Cac thudc sinh hoc khac

Thudc e ché TNF — «

» Etanercept

 Golimumab

Thubc e ché IL — 17

 Brodalumab, bimekizumab, ixekizumab, CJM112

Thubc e ché IL — 1

 Bermekimab, canakinumab

Thubc trc ché IL — 12/23, IL — 23

* Guselkumab, risankizumab, tildrakizumab



* Gen
Trién VONg * Biomakers
trong trong * Thang diém danh gid mdi trong

El chin doan, theo di didu tri HS.




@
” <\
e gidi trinh tw toan bd exome (WES)
cho thay HS co6 kha nang la da gen -> \
WES c6 tiém nang duwoc str dung
nhw mot cong cu chan doan cho

phép two’ng quan kiéu hinh-kiéu gen
chinh xac hon

- Pot bién trong gen ma hoa Y-
secretase dan dén sw suy giam tin
hiéu Notch trong nang |6ng dwoc cho
la co vai tro trong sinh bénh hoc HS




- Nhiéu dau an sinh hoc lién
quan déen tinh trang viém, hoat
dong cua bénh va diéu hoa
mien dich da dwgc bao cao

2 nhwng khong co dau hieéu nao

Dau an sinh c6 du gia tri dwoc khuyén nghi

str dung trong thwc hanh 1am

sang.

gle]e




hang diém
danh gia moi
trong chan

doan, theo
doi diéu tri
HS.

7

» Cac thtr nghiém quy dinh hién
tai & bénh nhan mac HS dang
str dung HiSCR 50 lam chi sé
chinh -> khéng danh gia dwoc
do hoat ddng cua bénh

» IHS4 1am diém cudi cla thip
nghiem lam sang van chua
dwoc chap nhan rong rai

N\

\



Két luan

Ch&n dodn tré -> bénh khdng dwoc kiem soat va ton thuwong
mo khong thé phuc hoi -> Tranh bo & “ctra s6 co hoi”

Adalimumab va secukinumab dwoc FDA chap thuan trong
diéu tri HS

Nhiéu loai thuéc m@i v&i nhiéu muc tiéu diéu tri khac nhau
hién dang duwoc ap dung trong cac thir nghiém lam sang
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