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Nococ Aoapavtidon-Behget's

("Silk Road” Disease, Behget’s Disease)

[TeTpoc I1. Zpnrdkng
A’ Tlporaidevtikn Iaboioyikn Kivikn
[atpwn Xyoing EKITA



ABD: untotponalouvoa, mpwtonadng cuoTtnUaTtikn ayyeutida

* Aeppatika e€avOnpata (BAatidwédn, pAuktavwsdn, olwdn)

* Xapaktnpiletal and vnotporidlovia adpOwdn €Akn
BAEVVOYOVWV CTOUATOC, YEVVNTIKWY 0pYyAVWY, & eVTEPOU

* OAeypovn og opBaApolg, KN, apbpwoelg

* [pooBaiAel tooo aptnpieg (BpopPwoelg & aveuplopata), 0co
Kal TG PAEBeC (Bpoppwoelg)

* YoPapn voonpodtnta Kat Bvntotnta

Hulusi Behget (1889-1948) Bevédiktog A%aueogkw}ﬁnc (1875-1962)
AgplaToAoyog bBaApioTpog
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FewypadLki KATAVON: CUXVOTEPN O TIEPLOXEG KATA LAKOG TOU
‘Apdpou tou Metaélov’ (silk-road disease)
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Polygenic autoinflammatory/autoimmune condition

Pathologic pathways of BS remain largely unknown

No single common denominator has been identified

Autoinflammatory (innate immune system)

Rare monogenic
} autoinflammatory diseases

Polygenic
autoinflammatory diseases

—)

Mixed pattern
diseases

Classic polygenic
autoimmune
diseases

Rare monogenic
autoimmune diseases

Autoimmune (adaptive immune system)

McGonagle D Nat Rev Rheumatol 2015; Giza M Clin Exp Immunol 2018; Direskeneli H Rheumatology 2006; Y:

FMF, TRAPS, HIDS, PAPA,
Blau syndrome, CAPS

Crohn’s disease, ulcerative colitis

Gout, pseudogout, AOSD
Systemic onset JIA, sarcoidosis,

Behget’s disease

Reactive and psoriasis arthritis
Ankylosing spondylitis
HLA-B27 associated uveitis

Rheumatoid arthritis

Juvenile idiopatic arthritis
Systemic lupus erythematosus
ANCA associated vasculitis
Type 1 diabetes mellitus

ALPS, IPEX, APECED

INNATE IMMUNITY
COMPONENTS

CELLS

CYTOKINES

INTRACELLULAR
PROTEINS

SURFACE
RECEPTORS

PLAYERS

NEUTROP - "

HiLs Activated by a subset of IL-8 producing T cells (Keller et al)
MACROPHA

Produce IL-1B through activation of the NLRP3 inflammasome I
GES by RO!

Increase P! D

ES
Significantly higher in patients with both active and inactive BD
compared to HC—
Polymorphism of IL-1 gene have shown to be significantly moreI
represented in patients with BD|
|Increased in serum from BD patients along with its soluble .
ligand sST2|

IL-33  [The soluble ligand correlates with BD activity

|High|y expressed in the epidermis and dermis of patients with I
Bl

Its components are significantly increased in peripheral blood
mononuclear cells from BD patients and in BD skin lesions,
NLRP3  [compared to HC and erythema nodosum patients, respectively.

Inflammaso |IL—1[3 secretion in BD appears related with NLRP3 inflammasome
i activation—
|IL—1B production by monocyte-derived macrophages via NLRP3I
inflammasome is induced by ROS
|TLR-2 and -4 upregulate IL-1B production through a ROS—NLRP3I
inflammasome pathwa:
JER ITLR-4 and TLR-9 gene polymorphisms are significantly more .
frequent in BD patients than HC
|Higher monocyte surface expression in BD than HCI

P2X7r |Higher sensitivity to stimulation when compared to HCII
lincreased P2X7r-dependent IL-1B secretion in BD

IL-1




A recessive model of epistatic
interaction between ERAP1
and HLA-B51 has been
described

Kirino Y, Bertsias G, Ishigatsubo
Y, et al. Nat Genet 2013

Enzyme encoded by ERAP1
trims peptides for loading
onto MHC class | molecules in
the endoplasmic reticulum

Takeuchi M, Ombrello M, Kirino
Y, et al. Ann Rheum Dis 2016
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e MLa vOOOC e PV GAOHO KoL OLTTOKAELOTLIKA KALVIKA Aldyvwon
* TLvewTtepo otn Beparneia

e JUvoyn: 4 MEPLOTATLKA
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» BD: distinct, chronic, relapsing, multisystem inflammatory disorder
... small and large vessels of venous and arterial systems affected
... muco-cutaneous, ocular, arthritic, vascular, intestinal, CNS




wide range of clinical manifestations™* — strong ethnic differences

Oral ulcers 95-100 %
Genital ulcers 75 - 85 %
Papulopustular lesions 55%
Erythema nodosum 45%
Uveitis 35-80 %
Arthritis 35-60 %
Superficial thrombophlebitis 25 %

Deep vein thrombosis 5-10 %
Aneurysms 3-8 %

CNS involvement 10-20 %
Epididymitis 5-15 %

GI involvement 5-25 %

...various changes as treatment options become more effective...



2xebov kaBe aoBevn g £XEL LTIOTPOTILATOVTAL CTOUATIKA EAKN

Minor-type oral Major-type oral aphthous Herpetiform
aphthous ulcers? ulcer? oral aphthous ulcers3

Ta UTIOTPOTILALOVTOL OTOMATLKA EAKN TNG VOoOU Behcet pumopel va cuppeouy, va eival emwduva,
Kat (OxL ouxva) va adrioouV OUAEC



H duayvwon givat KAINIKH ..... ko prmopel va kaBuotepnoeL TTOAAQ xpovia

H dudyvwon kaBuotepel meploodtepo o aobevels mou €xouv Hovo
BAevvoyovikég BAaBeq (1,13 + 2,4 €n)
napd o aoBeve(c pe ouppeToxn GAAWY opydvwy (0,88 + 1,9 €tn)Lab

'ETn

Xpovog éwg tn Seltepn ekdAwan o€ acBbeveig
JE UTTOTPOTILALOVTO OTOHATLKA EAKN (€TN)%C
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Méon SLapkela amo tnv évapén Twv
CUMMTTWHATWY pEXPL TNV Stayvwonl-2

a Study of 661 patients at the Behcet’s Disease Units of Akdeniz, Cukurova, Firat, Gazi, inénii, and Mersin Universities; ®Mean # SD; Study of 67 patients with only a history of recurrent oral ulcers at the time
of their first visit to the Behget’s Disease Specialty Clinic in Severance Hospital, Yonsei University, Seoul, Korea.

SD = standard deviation.
1. Alpsoy E et al. BrJ Dermatol. 2007;157:901-906; 2. Bang D et al. J Dermatol. 1995;22:926-929.



N proyia AEN Bon0a ot owdyvoon....

IotonaBoroyia

= Ayyehiug mavra
* ayyela (GOUmAP. AEPES KO TVELHOVIKY apTnpin)

= opBoipol
" emOVIITION

= Ayyeiitig ovyva
= §AKN OTOMOTOG
= EAKN YEVVITIKOV 0pYAVOV
= olmdeg epvnpa
= £viepo
= KNX

= Ayyeititic woté
" ypuevitda
" yevdoakun-0viakitidon
" mobepyia



HLA-B51 (up to 20% positivity in Greek population)

« strong association with BD (x2-x3), confirmed in 2 GWAS *

« ... HLA-BS5I association accounts for less than 20% of the genetic risk

 not recommended for diagnosis !

* Mizuki N et al. Nat Genet.2010;42:703-6 &
Remmers EF et al. Nat Genet. 2010;42:698—702



1990 classification-diagnostic criteria (sensitivity 85%; specificity 96%)
HLA-BS51 is not recommended for diagnosis

Lancet 1990;335:1078

* recurring oral ulcerations (aphthous or herpetiform) observed by the physician or reliably reported by
the patient at least 3 times/year

* plus at least any two of the following:
* a) recurrent genital ulceration or scarring

* b) eye lesions: anterior uveitis, posterior uveitis, cells in the vitreous by slit lamp examination or retinal vasculitis observed by an
ophthalmologist

* ¢) skin lesions: erythema nodosum, pseudofolliculitis, papulopustular lesions or acneiform nodules in postadolescent patients not on
corticosteroids

* d) apositive pathergy test



pathergy test (prick skin test): non-specific skin hyper-reactivity in response to minor trauma read
by a physician at 24—48 hours
> 2 mm pustule, after forearm skin (5 mm depth) prick with 20-22 g needle

a relevant criterion ?



Behcet Disease — Pathergy Reaction

e Skin microbiome may play a role in the pathergy reaction ?

* A decrease in positive test results
* From 65-80% to 30-40%

 Surgical cleaning of the skin has a negative effect on the
pathergy reaction

Pathergy reaction under different conditions

Povidone iodine (10%)* Chlorhexidine (100%)% Chlorhexidine (4%)%
(n=93) (n=47) (n=42)
Surgically ~ Conventionally  First Second Surgically  Conventionally ~ First Second Surgically  Conventionally  First Second
cleaned cleaned observer  observer  cleaned cleaned observer  observer  cleaned cleaned observer  observer
forearm forearm forearm forearm forearm Jforearm
+ 23§ 19§ - + 149 13§ - + 5l 9l
+ - 3§ 3§ M - E 1§ + - 2|| Ell
+ + 22 22 + + 14 14 + + 22 11
- - 45 49 - - 16 19 - - 13 19
*Interobserver agreement, 89-8%; k value, 0-74. tInterobserver a; gr«mzm, 88:3%; k value, 0-743. $Interobserer agreement 79-2%j; « value, 0-58.
§Significant at p=0-01. Significant at p=0-05. 1|S gnificant at p=0-

Fresko I, et al. Ann Rheum Dis 1993;52:619-20



2014 International Criteria for BD ( ICBD ) — point score system: scoring 4
indicates Behget’s diagnosis

HLA-BS51 is not recommended for diagnosis



Rheumatology 2023



» Arthritis-arthralgias

* Epididymitis

* Vascular thromboses - aneurysms
« GI

« OCNS

ATTN: not included in classification criteria



oral ulcers >95 %

more often painful




genital ulcers >75%

painful or painless,
significant morbidity ...




any skin lesion >60 %

erythema nodosum

papulopustular lesions-pseudofolliculitis-acne
vasculitis

pyoderma gagrainosum




Arthritis or arthralgias: >50 %

-not deforming arthitis
-usually mono-arthritis
-Knees>Ankles>Feet>Hands
-axial invl.: less frequent



Epididymitis (15 % men)



... any part of the EYE may be affected ...



Types of large vessel involvement in BD patients affected

Event Type \ %

Deep vein thrombosis 889 69.9
Pulmonary artery aneurysms 92 /.2
Superior vena cava syndrome 67 5.3
Budd-Chiari syndrome 48 3.8
Peripheral artery aneurysm 46 3.6
Inferior vena cava syndrome 45 3.5
Cerebral venous sinus

thrombosis 31 2.4
Other arterial & venous events 30 2.4
Aortic aneurysms 19 1.5
Carotid aneurysms 4 0.3
Total 1271

... the cumulative risk of a recurrent vascular

event was 38.4% at 5 years !
K Tasgilar et al. Rheumatology 2014[Epub ahead of print]



Classification of Neuro-Behget's disease (10-20%)

Central Nervous System

Parenchymal * (bad prognosis)
* Brainstem
» Diffuse (“brainstem plus”)
 Spinal cord
* Cerebral
» Asymptomatic (“silent”)

Non-parenchymal **

 Cerebral venous thrombosis: intracranial hypertension
* Intracranial aneurysm
» Extracranial aneurysm/dissection

Mixed parenchymal and non-parenchymal disease (uncommon)

Peripheral nervous system (relation to Behget's disease uncertain)
* Peripheral neuropathy and mononeuritis multiplex
* Myopathy and myositis

Other uncommon but recognised syndromes
» Acute meningeal syndrome

* Tumour-like NBD

* Optic neuropathy

* 80 %, inflammatory meningo-encephalitis, progressive (relapsing remitting pattern) OR monophasic
** 20%, secondary to vascular involvement, usually monophasic



GASTROINTESTINAL
INVOLVEMENT:10 % (40% 9)

Gut mucosal ulcerations, frequent

Crohn’s disease-like may lead to perforation

VERY RARE MANIFESTATIONS: < 2%
amyloidosis
renal invl.
Serositis
cardiac 1nvl.
pulmonary invl.



Rheumatology 2021;60:288-296

- 350 patients/controls

157 WRight CFV Thickness (mm)
[ElLeft CFV Thickness (mm)
* - BD vs HC, A. Spondylitis, systemic vasculitis
1.0 and venous Insufficiency: p <0.001
. 5 i - BD vs AP Syndrome with DVT: p <0.01
° l E T *
o o o °
* < <
0,51 . o i
% 9 I%I I%I + %I
o o <
< <
0,0
T T LI T T T |
Healthy Behget  Antiphospholipid ~ Ankylosing Non- Venous Systemic
Controls Disease Syndrome Spondylitis lnﬂag{?_?tory Insufficiency Vasculitis

BD (n=152), A. spondylitis (n=27), systemic vasculitides (n=23), venous insufficiency (n=29), antiphospholipid syndrome
(APS; n=43), deep vein thrombosis due to non-inflammatory causes (n=25) and healthy controls (n=51)



. Oral ulcers 97-100 %

. Genital ulcers 75-85%
. Papulopustular lesions 55%

. Erythema nodosum 45%

. Uveitis 35-70 %
. Arthritis 35-60 %
. Superficial thrombophlebitis 25%

. Deep vein thrombosis 5-10 %
. Aneurysms 3-8 %

. CNS involvement 10-20 %
. Epididymitis 5-15 %
. GI involvement 5-25%

...any patient presenting with one of the above may have BD !

relapsing/remitting disease course; retrospective diagnosis is common ....
rule out other diagnoses.....no specific lab tests exist ... careful history ....
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Management of BD is a complicated issue and needs to be individualized,
balancing the risks of therapy with the putative efficacy of a given approach

(few RCTs)

Unmet medical needs for some patients with

a) poor quality of life, and/or
b) vital organ involvement




any drug(s) (combinations) used in rheumatology has been tried....

* topical measures
« antibiotics

« NSAID’s

e thalidomide

e corticosteroids

e colchicine

* cyclosporin-A

« azathioprine

* interferon-a
 cyclophosphamide
« anti-TNF agents

* methrotrexate

» sulphasalazine

e  chlorambucil

* mycophenolate mofetil

* anti-IL-1 & IL-1R mAbs
e anti-IL-6 mAb

* anti-IL-17 mAbs

* anti-IL-2R mAb

« JAK-

« stem cell transplantation



Colchicine: widely used (1-2 mg/d) for mucocutaneous manifestations and
arthritis (2 placebo-controlled double blind RCTs *)

Women: Effective in genital ulcers & erythema nodosum

Less effective for arthritis

* Men: Partial efficacy in mucocutaneous lesions
Effective for arthritis

* Aktulga E, et al. Haematologica 1980
Yurdakul S, et al. Arthritis Rheum 2001



AZATHIOPRINE: used for eye disease 1, arthritis 1, chronic

progressive CNS disease, large vessel disease

In the placebo-controlled double-blind RCT (75 men) azathioprine 2.5
mg/kg/day for 2 years

decreased hypopyon uveitis attacks — no effect on existing ocular damage

prevented deterioration of visual acuity

decreased the development of new eye disease

decreased new genital ulcers, arthritis, thrombophlebitis
Yazici H et al NEJM 1990

The beneficial effect continued during the following 7 years (Hamuryudan et
al Arthritis Rheum 1997)

tefficacious in controlled clinical trials.



Cyclophosphamide: for major vascular and CNS involvement

« Positive retrospective data only, no RCT

I side effects



Corticosteroids: the most widely used immunosuppressive drugs

* no controlled data ...

» considered effective for mucocutaneous manifestations (alone) and for

serious internal organ involvement in combination with AZA/CsA/CYC
and biologics

| do not improve the long-term outcome

I side effects



2007

2018







Gilen Hatemi, et al, N Engl J Med 2019; 381:1918-1928, DOI: 10.1056/NEJM0a1816594

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Trial of Apremilast for Oral Ulcers
in Behcet’s Syndrome

!- H Anpepiddotn evbeikvutal yia tn
: Bepaneia Twv CTOUATIKWY EAKWV
E oV oxetilovtal pe Tn vooo Behget
: (BD) o€ evriAikeg aoBeveig oL omolot
i elval uroPndlol ylo cUCTNUOTLIKN
1

Bepaneia.



AUCwio-12) Y1 TOV apLlBUO TWwV CTOHOTIKWY

EAKWV £wg TNV eBSopdda
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TWV OTOMOTIKWY EAKWV TNV €BSopada 12 og oxéon He placebo

2221

P<0.0001

129,5
|

Placebo APR 30mg BID

ApLOp6G Ztopatikwy EAkwy,

5

SMean, .

—

=+=Placebo (n=103)

P<0.0015

EBSouada

Hatemi et al, N Engl J Med 2019



MAPNG amodpopur oTtopatikwy EAKwV TNV eBdopada 12 otoug pLoolg acbeveig

» 53% twv acBevwy netuxe mMApn UPESN TWV CTOUATIKWY EAKWV TV eBdopada 12

70
60
50
40 -

52.9%

P<0.0001
22.3%

Nooootd aoBevwv*

30 A

20 A

10 A

0 -
N=103 N=104
Placebo APR 30 BID

Hatemi et al, N Engl J Med 2019



Apremilast for oral ulcers, 68 wks

A Proportions of patients achieving complete resolution of oral ulcers over 64 weeks B Proportions of patients achieving partial resolution of oral ulcers over 64 weeks
Placebo-Controlled Placebo-Controlled
80 Phase Extension Phase 120 Phase Extension Phase

70

-
o
o

60

:g---t, . 1836

76.0 _@- Placebo
\56.1 _<> « Placebo/apremilast

@
o

50

Oral Ulcer Complete Response Rate, %
Oral Ulcer Partial Response Rate, %
=)
o

:
:
40 : —f— Apremilast
:
.
v 1
2 40 ' 827
:
20 H
H
20 i
10 !
:
:
:
[ it S ; , : ) 0 . : - - :
12:4'6:81012 19 il 40 52 Follow-up 0124 6 81012 16 28 40 52 64 Follow-up*
Study Week Study Week
Week 0 1 2 4 6 8 10| 12| 16 | 28 | 40 | 52 | 64 |Follow-up® Week 0 1 2 4 6 8 10 | 12 | 16 | 28 | 40 | 52 | 64 |Follow-up*
Placebo, n 103 | 98 o7 o3 o1 86 83 82 Placebo, n 103| 98 97 93 91 86 83 82
Placebo/apremilast, n 83|78 |73 7 |67 82 Placebo/apremilast, n 83 | 78 | 73| 70 | 67 82
Apremilast, n 104|101 [ 101 [ 101 | 98 | 04 | 04 | 97 | 95 | 92 | 85 | 70 | 75 85 Apremilast, n 104|101 | 101 [ 101 | 98 | 94 | 04 | o7 | 95 | 92 [ 85 | 70 | 75 85

Hatemi G, et al. Clin Exp Rheumatol 2021



Efficacy of apremilast in beyond oral ulcers

* Assessed new, recurrent, or worsening of non-OU
manifestations through Week 12 of a DBRCT?

— APRM 30 mg bid n=104, PBO n=103

Baseline history of non-OU manifestations, n

Skin

Musculoskeletal

Ocular

Gastrointestinal
Central nervous system

Vascular

720
n=103
102 (99.0)

80 (77.7)

19 (18.4)

11 (10.7)
8(7.8)
1(1.0)

n=104
102 (98.1)
70 (67.3)
17 (16.3)

8(7.7)
12 (11.5)

2(1.9)

Patients in overall population with 21 new,
recurrent, or worsening non-Oral Ulcer
manifestation during 12 weeks?

100+

== PBO == APRM 30 mg bid

[0}
o
1

Patients (%)
[}
e

N
o
1

20
0 T T T T T T 1
o 1 2 4 6 8 10 12
Week
PBO, n 98 98 94 92 88 83 82
APR, n 102 101 101 97 95 94 97

ITT population, data as observed
aSkin lesions, arthritis, uveitis, gastrointestinal, central nervous system, vascular

Hatemi G, et al. ACR 2020, #512









Infliximab — cells in anterior chamber

Before Infliximab One day later

Sfikakis et al, Ann Intern Med 2004



hSLc5U

Infliximab - retinal vasculitis

‘ Before Infliximab

‘ 14 days later

Sfikakis et al, Ann Intern Med 2004



Methods

This retrospective longidutinal study was performed in 2016 and included all 46 patients who received successful
long-term anti-TNF treatment for refractory BD in our center, the first being treated in 2000

Information on clinical manifestations, treatment and disease course was recorded.

Endpoint : the proportion of patients achieving sustained disease remission for at least 3 years after
discontinuation of anti-TNF treatment.




Indications for IFX use in 282

patients and
new manifestations during 3 years

(median) under IFX

» The most frequent indications for IFX:

» Uveitis and vascular involvement
* 19 pts (7%...ONLY !) experienced 23 new manifestations during 3 years
* New manifestations developed in:

* 13% of patients with vascular involvement

e 3% of patients with uveitis Tukek et al. Rheumatology 2022



Anti-IL-1 agents (ANAkinra & CANacinumab) for 12 anti-TNF experienced pts

Gender | Previous treatment Target clinical manifestations Biologic agent and concomitant Clinical outcome Follow
Age treatment up period
Botsios 2008 | F, 75 CSA intolerance, Oral and genital ulcers, arthralgias, ANA 100mg/d +PDN 5mg/d Remission 20
AZA+PDN, IFX+MTX, | fever months
Emmi 2013 F, 27 AZA, PDN, IFX | Mucocutaneous, arthralgia, abdominal | ANA 100mg/d Remission and restoration of | 12
intolerance, ADA, RTX | symptoms, bilateral panuveitis visual acuity months
Caso, 2013 M, 36 CSA,CS, NSAIDs, IFX Oral and genital ulcers, sacroiliitis ANA100mg/d + PDN 5mg/d Remission 6 months
Cantarini F, 21 SS7Z, MTX, CSA, AZA,|Mucocutaneous, arthritis, abdominal ANA 100mg/d +low dose PDN Remission, deep vein | 28
2013 ETN/IFX intolerance symptom, fever thrombosis after 16 months months
Vitale 2013 F, 20 PDN high dose, SSZ, Mucocutaneous, arthritis, abdominal | ANA100mg/d Partial remission; Few
MTX, CSA, AZA, LFM, |symptoms, fever discontinuation due to adverse | weeks
ETN/ IFX intolerance event
CAN 150mg/8 weeks Remission. DVT relapse. 22
Remission with CAN increase | months
Cantarini M, 7 THD+ MMF +PDN, ADA | Mucocutaneous, abdominal symptoms, | ANA 2.5 mg/kg/d +PDN 15mg/d | Partial remision 7 months
2013 arthralgias
Cantarini M, 47 |LFM, CSA, AZA, ETN,|Mucocutaneous, uveitis, retinal ANA150mg/d+ PDN 25mg/d Partial remission unknown
2013 IFX vasculitis
Caso, 2013 F, 41 PDN, AZA, CSA+ADA, | Mucocutaneous, fever, uveitis, ANA100mg/d Partial remission. Relapse. 20 days
MTX, CTX, IFX arthralgias, pemphigus foliaceus
Ugurlu 2012 |F, 16 AZA+CSA+PDN, IFN, | Bilateral panuveitis, retinal vasculitis, | ANA 2mg/kg/d No response 1 month
IFX, ADA CAN 150mg Remission 2 months
Vitale 2013 F, 41 CS, MTX, AZA, ETN, Oral and genital ulcers, fever, ANA100mg/d No response 8 weeks
ADA abdominal symptoms, arthralgia CAN 150mg/6 weeks Remission 12
months
Cantarini F, 41 CS, MTX, AZA, ETN, Oral and genital ulcers, arthralgias, ANA 100mg/d No response 8 weeks
2013 ADA fever, abdominal symptoms CAN 150mg/ 8 weeks Partial remission 2 weeks
Sfikakis, F, 56 PDN, AZA, MTX, CSA, | Posterior uveitis ANA 100mg/d No response 4 months
unpublished CTX, IFX, ADA

Arida & Sfikakis ClinEexp Rheumatol, 2014




IL-6 blockade for Behcet’s disease: review on
31 anti-TNF naive and 45 anti-TNF experienced patients

A. Arida', D. Saadoun?, P.P. Sfikakis!




TOFFACITINIB: PILOT STUDY IN REFRACTORY ABD
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27/10/2022
27/11/2022: presolon 10mg & AZA 150 mg 28/12/2022: Pr &AZA

25/02/2023: 15 d after Infliximab 5mg/k
24/01/2023: Pr & AZA /02/ g/ke



A young man with uveitis

* Spyros S, 22 y, student, Agrinio, central Greece
« 19 y: BD diagnosis (oro-genital ulcerations & uveitis)

« for 8 months: 20-35 mg prednisolone & AZA (2.4 mg/Kg) for recurrent
episodes of unilateral/bilateral panuveitis

e ....upon prednisolone decrease continuous relapses, addition of CsA (3
mg/kg, 2 months)

* new relapse of bilateral panuveitis, under the triple combination therapy
— visual acuity: 4/10 (L) and 2/10 (R)
— anterior chamber cells: 2 (0-4) both eyes
— vitreous haze: 2 (0-3) both eyes
— vasculitis: + both eyes
— number of retinal lesions: 2 (L) and 3 (R)



Sight-threatening BD panuveitis under Pred+AZA+CsA and complete
suppression by a single infliximab infusion (5 mg/kg)

Sfikakis PP et al, Lancet 2001



A young man with uveitis

» suppression of panuveitis attack after infliximab, continuation of triple
therapy, new relapse after 12 weeks

« repetitive infliximab at day 0, 30, and every 2 months (first year)
Result: free of relapses, discontinuation of CsA, tapering of corticosteroids

 repetitive infliximab every 3 months for the second year (plus AZA) Result:
disease-free, he decides to discontinue both

e ... after 3 years disease-free w/o treatment bilateral panuveitis relapses

 successful re-introduction of infliximab plus AZA for 1 more year;
successful replacement of infliximab by adalimumab for 2 more years

« Atpresent (39 y): relapse-free with AZA (50 mg daily for the past 11 years)



Patient with CNS manifestations

Case 17-2009: A 30-Year-Old Man
with Progressive Neurologic Deficits

The NEW ENGLAND JOURNAL of MEDICINE



26 y: fever, fatigue, painful oro-genital ulcers, arthritis, nodular skin lesions

persisting BD activity despite colchicine, MMF, steroids; effective control
with MTX (25 mg/w)

29 y: gradual onset of difficulty with word finding and writing,
inflammatory LP findings, MRI : parenchymal NBD, exclusion of
infections

What would youdo ? Cyclosporine —A ?



Infliximab (5 mg/kg) every 4 w (x3) and every 6 w thereafter

.. within one month language difficulties resolved; MRI and CSF findings

improved; very good clinical condition for 6 months...

after 6 m: Grand-mal followed by status epilepticus, fever 40C with
inflammatory LB findings and MRI +, exclusion of infection: partial
response to antiepileptic drugs and additional infliximab

Replacement of MTX and infliximab by interferon alfa: uncontrolled
disease for 3 more months

Present admission: rapid progression of neurologic events...coma,
intubation, antibiotics..... Brain biopsy findings consistent with NBD



Pulse steroids and CYC

.. recurrent infections.....after 102 days he was transferred to a rehabilitation

hospital

CY discontinued, further neurologic decline and recurrent status
epilepticus; transient only control with infliximab and pulse steroids

Multiple bilateral infracts, with edema and encephalomalacia (consecutive
venous infarctions ?) in MRI 3 w before his death (aged 32..) - 3 years
after the onset of neurologic symptoms...



outline

* Mwat vOooocg pe supU pAacpa Kol OITOKAELOTIKA KAWVIKA Aldyvwon
* TLvewTtepo otn Beparneia

e JUvoyn: 4 MEPLOTATLKA

e MeAAOVTLKEC KaTELOUVOELC






Challenges in BD

_
ﬁ e _
Behcet’s

I_’—

EE— _

What the ta rget would be ? ...itisa key goal to validate target state
definitions, such as low disease activity and remission, and test their implementation in clinical
practice and clinical trials.
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