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Expert Panel Recommendations for the Use of
Anti—Tumor Necrosis Factor Biologic Agents

in Patients with Ocular Inflammatory

Disorders AMERICAN ACADEMY

OF OPHTHALMOLOGY
The Eye M.D. Association

Grace Leww-Clarke, MDD, Douglas A. Jabs, MD, MBA,~ Russell W. Read, MD, PhD,” 2014
James T. Rosenbawm, MD," Albert Vitale, MD," Russell N. Van Gelder, MD, PhD

Infliximab (IFX) and adalimumab (ADA) can be used:

— In first line: uveitis associated with Behcet disease (strong
recommendation)

— In second line:
 uveitis associated with juvenile arthritis (strong recommendation)

e Severe ocular inflammation in refractory uveitis (discretionary
recommendation)
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Adalimumab in Patients With Active, Non-infectious Uveitis Requiring High-Dose Corticosteroids: The VISUAL-1 Trial

Glenn J. Jaffe, MD,! Jennifer E. Thorne, MD, PhD,? David Scales, MD,* Pablo Franco, MD,* Samir Tari, MD,* Anne Camez, MD/® Alexandra P. Song, MD, MPH*
Martina Kron, PhD,® Talin Barisani-Asenbauer, MD, PhD,” Andrew D. Dick, MBBS, MD, FMedSci®

Screening Double insu (80 semaines)
Age = 18 ans Adalimumab

Uvéite active malgré (80 mg dose de charge, puis 40 mg S1 puis 40 mg toutes les 2 semaines)
prednisone p.o.,

10-60 mg/j = 2 semaines

Placebo

60 mg prednisone puis décroissance sur 15 jours
Semaines 0 1 4 6 8 12 16 20 24 27 32 36

| Patients évalués pour échec du traitement

v

Etude multicentrique randomisée en double insu
Critere principal de jugement : temps jusqu’a la rechute
A Rechute définie par un critere composite fondé sur 4 criteres
L’acuité visuelle
Une inflammation postérieure (choriorétinite ou vascularite rétinienne)
L'opacité vitréenne
L'inflammation de la chambre antérieure



Adalimumab in Patients With Active, Non-infectious Uveitis Requiring High-Dose Corticosteroids: The VISUAL-1 Trial

Glenn J. Jaffe, MD,! Jennifer E. Thorne, MD, PhD,? David Scales, MD,* Pablo Franco, MD,* Samir Tari, MD,’ Anne Camez, MD;® Alexandra P. Song, MD, MPH,*
Martina Kron, PhD,f Talin Barisani-Asenbauer, MD, PhD,” Andrew D. Dick, MBBS, MD, FMedSci®

Figure 2. Treatment Failure On Or After Week 6, Kaplan-Meier Curve (Intent-to-Treat
Population)
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Adalimumab dans le traitement des uvéites (2)

- Choroidit Autre
Etude VISUAL-1 mu|ti?¢r::|a|le§set 10 % Idiopathique
panuvéites ~ 38%
0,
Behcet ’
7 %

Sarcoidose /
8 %
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Efficacité de I’'adalimumab dans le traitement des uvéites d’AJl 9

Essai randomisé adalimumab (ADA) versus placebo
dans les uveéites d’AJl actives malgre le MTX

+ Traitement :
— Dose de MTX stable depuis au
— ADA 20 mg (poids < 30 kg) ou 40 ) en s.c. toutes les 2 semaines
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] INFLAMMATION ASSISTANCE HOPITAUX
I2BiMMUNOPATHOLOGIE PUBLIQUE DE PARIS
BIOTHERAPIE
DEPARTEMENT HOSPITALO-UNIVERSITAIRE - DHU

INFLIXIMAB S S ADALIMUMAB INTH

TREATMENT OF R ORY UVEQQC’»‘
MULTIC Uy -

FROM THE FRENCH UVEITIS NETWORK




Objectifs >




Meéthodes

* Etude multicentrique rétrospective entre
2001 et 2013

* Criteres d’inclusion:

—Uveéite intermédiaire ou postérieure
—Réfractaire a au moins 1 traitement IS
—Uvéite traitée par IFX ou ADA
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Résultats

Patients with non infectious _L_l_ve*it_i’s_'._l_.
treated with ang,—.INFg;._'----""

n= _.Qh' =

Patients never treated
with immunosuppressive
agent before anti-TNF, or

refractory patients treated

with OthE: a@l Fa

N




Réponse aux anti-TNFa
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Réponse aux anti-TNFa




Facteurs associés a réponse complete aux aTNF

Univariate analysis

SHR 95%ClI

~ P-value

044

Age 1.01[0.99-1.02]

Uveitis
Panuveitis
Bilateral
Granulomatosis
Vasculitis -

Macular




Facteurs associés a réponse complete aux aTNF

Univariate analysis Multivariate analysis
SHR 95%ClI - P-value OR 95%ClI P-value
Age 1.01 [0.952-1;02_]__-;--"" 0.44

Uveitis
Panuveitis
Bilateral
Granulomatosis
Vasculitis




Effets secondaires

Al IR ADA

~ n=98 n=62

30 (31) 11(18)
14

Sides effects
Infections

Hypersensitivi

Injection

o-immune disease



incidence

Comparaison de l'efficacité entre IFX et ADA
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Failure + relapse
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Comparaison IFX et ADA

Failure + relapse +
serious side effects




Conclusions

e Efficacité globale des anti-TNFa dans les uveéites
réfractaires (96%) > 4

* La maladie de Behget ‘ élevé (>5) d@e\
poussees d’uvéite avant les ; Fa son&gﬁ%ciés ala
N0 ,_,- DM D -'_».“"i. | - _— ;" .
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Efficacité et tolérance des immunosuppresseurs dans
les sclérites nécrosantes, BrJ Oph 2015, Jeon HS




Efficacité et tolérance des immunosuppresseurs dans

les sclérites nécrosantes, BrJ Oph 2015, Jeon HS

Table 3 Remission rate during the follow-up period, relapse rate,
visual loss rate, steroid-sparing effect and duration of steroid use

CYC gro OISA gro
(,,22?, 2 (ng? 7 Table 4 Adverse effects and discontinuation rate between the
ot = Vi CYC group and the OISA group
n* n n* n p Value
CYC group  OISA group
Remission rate (n=21) (n=29) p Value*
At 1 month 21 14(667) 29 23(793) , , -
i3 month 1 15014) 29 23(793) No. of patients with complications (%) 13 (61.9) 12 (41.4) 0.15
Al 6 month 13 12(23) 19 17@95) 052 ZZ‘““‘_"‘““"“" problem () 0 . f (6':)
AT month 0 9@ 13 11@6 peda _ﬂ’)% ; ‘2‘3; 1 (3'5)
At 12 month 8 8(1000 12 11(91.7) Ll ‘- 0( & 3%’3
Al final follow-up 21 20(952) 27 26(%3)  1.00¢ s (:) - 10( )
Relapse rate§ 21 2095 27 2(69 0.744 :‘:e""m:;:‘"'f’ (% . (28'6) . )
visual loss rate] 2 5038 27 10010 oz | T az" gj‘f ‘*L SR :33'3; e
: - A 0. of patients with discontinuation J
Steroid-sparing effect 16 11(733) 24 15(62.5) 0.49% due to complications (%)
Duration of steroid usett 21 55(1-357) 29 16(1-417)  0.094 | L
*Number of Ej with dinical judgement or without loss of recording.
THumber and percentage of subjects with each outcome measures.
tFisher's exact test.
§Number of subjects with relapse.

fiNumber of subjects with loss of visual acuity >2 Snellen lines.
**Number of subjects whose systemic steroid use had been either tapered to less
than 10 mg or discontinued, after having previously been prescribed >10 mg.
ttMedian duration of steroid use, days (range).
t1Wilcoxon rank-sum test.
CYC group, cyclophosphamide group; ISA, immunosuppressive agents; OISA group,
other immunosuppressive agents group including ciclosporin, methotrexate,
azathioprine, and mycophenolate mofetil.
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Efficacité du Rituximab dans les atteintes oculaires des GPA,
Ophtalmology 2015, Joshi L & Lightman S

Sclérites Orbite/PTI
N=20 N=17

Durée de suivi =36 mois

Réponse complete 85% 82%

| Réponse partielle 15% 18%

Rechutes 60% 41%




RUBI: Refractory Uveitis Blotherapies

Inclusion

Randomization

Primary study
endpoint

End of study
visit

Arm 1: Infliximab (5 mg/kg at week 0, 2, 6, 11 and 16)
40 patients

Arm 2: Anakinra (100 mg/day) for 16 weeks
40 patients

Arm 3: Tocilizumab (8 mg/kg/4 weeks) for 16 weeks
40 patients

0.5mg/kg/d

Prednisone
0.3mg/kg/d

<0.1mg/kg/d

W24

2
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Systematic Review of Anti-Tumor Necrosis Factor-alpha
Therapy for Treatment of Immune-mediated Uveitis

Miguel Cordero-Coma, MD, FEBOpth', Taygan Yilmaz, MPH?, and
Sumru Onal, MD, FEBOphth®

B \
Adalimumab Etanercept

Randomized controlled trials

0 0 2
opentrials 3 4 :
crossselectionalstudy | Al ] ]
. 1 1

Retrospective Studies/cases series 9 33 7
Number of patients




Facteurs associés aux effets secondaires graves

Univariate analysis Multivariate analysis
SHR 95%Cl P-value OR 95%Cl P-value
Age 1.03 [1.00-1.06] 0.038 1.02 [0.98-1.06] 0.26
Uveitis
Panuveitis 0.74 [0.27-2.05] 0.56
Bilateral 0.74 [0.22-2.51] 0.62
Granulomatosis 1.71 [0.51-5.74] 0.39
Vasculitis 0.84 [0.26-2.68] 0.76
Macular edema 0.96 [0.29-3.13] 0.94
Number of uveitis flares 2.54 [0.77-8.34] 0.13 2.76 [0.76-9.99] 0.12
before anti-TNFa (>5)
Associated treatment
Corticosteroid >20mg/d 2.18 [0.71-6.68] 0.17 2.38 [0.69-8.20] 0.17
Immunosuppressant 0.92 [0.32-2.67] 0.88
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