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BTK: nouvelle cible thérapeutique du SS ?

*. BTK promeut la survie des LB auto-réactifs dans divers modeles animaux de SS

* Souris transgénique avec hyper-expression de BTK (h-CD19-BTK):

- Production d’anticorps antinucléaires (ANA)
- Néogeénese de structures lymphoides ectopiques au sein des glandes salivaires
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* Kil et al. BTK levels set the treshold for B-cell activation and negative
selection of autoreactive B-cells in mice. Blood 2012

* Rankin et al. Selective BTK inhibition prevent murine lupus. J. Immunol. 2013

* Données précliniques d’efficacité de BTKi dans le modele NZB/NZW F1 (modele murin de
LES/SS)

* Mina-Osoria et al. Suppression of glomerulonephritis in lupus prone NZBxNZW mice by RN486
, a selective inhibitor of Bruton’s Tyrosine Kinase. Arthritis & Rheum. 2013
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~—  Elévation de BTK :

‘ Focus score = 1
\ Anti-SSA +
- '_ Anti-SSB +

e o AT A
- ESSDAI 2.0 (0-7.0)
~ ESSPRI / 5.7 (4.07.0)

Systemic involvement at enrollment 30.9%

- 153/372 (41.1%)
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A total of 244 genes were over-expressed in the comparisons of pSS
patients with lymphoma to the three control populations
(Low-risk of NHL; ESSDAI>5; All patients without NHL)
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Elévation de BTK avant la survenue de lymphome

‘S_Sy Bruton's tyrosine kinase (BTK) gene expre;slmnme quantitative reverse transcription
erase cham reaction (gMI-PCR) in peripher bl tients with lymphoma (pSS-NHL; n=21),

atie ith history of lymphoma at enrolment (h-
isk factor of lymphoma (low-risk pSS; n=21)
: 1 n321).

pSS-NHL; n=12) versus patients W|thout Iympho
and with moderate-to-severe systemic disease
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Validation data of BTK Wsion obtained by gRT-PCR were compared between groups using the Mann
Whitney test (P values <0 ere considered statistically significant). BTK: Bruton’s tyrosine kinas ESSDA I
EULAR Sjogren’s Syndrome Disease Activity Index; NHL: non-Hodgkin's lymphoma ; h- NHL
lymphoma at enrolment; i-NHL: incident lymphoma occuring during follow-up ; pS S .\r T s

syndrome.
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h@i y OR¢ 95% Cl+  p-value

1.1433,

1/10) 1.3576 1.6430/<0:9M

CD4/CD8<=8  10.6221

Lot 13.8788
1.0003,
BAFF 10007 0

1OR = QOdds Ratio, Cl = Confidence Interval







ACR 2022 Le rémibrutinib, un inhibiteur de BTK, dans le syndrome de Sjogren (1)

La Lettre du Rhumatologue ACR 2022 - D'apres Dérner T et al., abstr. 1113, actualisé



ACR 2022

I(.ze) rémibrutinib, un inhibiteur de BTK, dans le syndrome de Sjogren

Etude LOUISSE { étade db phase Il évaluant le rémibrutinib

- Rémibrutinib : inhibiteur de Bruton’s tyrosine kinase (BTK) - diminution de la réponse cellulaire B
et de la production d’Ac
- Critéres dinclusion 7 — | so S12 S24
' Ageentre 18 et 75 ans ffe=\N 1 ! i i
| ~ Critéres ACR-EULAR 2016 - : |
-~ ESSDAI =25 ; ESSPRI = 5 - &',
Présence d’ antl-SSA dans les 3 m0|s precedamt I mclusuon Rémibrutinib 100 mgj
~ Flux salivaire > 0 mL/min (n =24)
- Critére de jugement pr|n0|pal reponse ESS DAI a S24
- Criteres secondaires AN
. Réponse ESSPRIaS24 ‘,:-- ;
Réponse ESSPRI, FACIT F,,E_Q—SD et EVA du médecin au cours du temps I\
- Caractéristiques de la population AL
~ Rémibrutinib : age (moy.) = 52,2 ans, durée de la maladie (moy.) = 9 5ans; ES‘SJ:ﬂAI (moy) =ﬁ~
ESSPRI (moy.) = 6,7 ; flux salivaire = 0,08 mL/min
~ Placebo : age (moy.) = 51 ans, durée de la maladie (moy.) = LA
~ ESSPRI(moy.) = 6,3 ; flux salivaire = 0,07 mL/min R S A A

La Lettre du Rhumatologue ACR 2022 - D'apres Dérner T et al., abstr. 1113, actualisé




ACR 2022 Le rémibrutinib, un inhibiteur de BTK, dans le syndrome de Sjogren (3) 1

Critéres secondaires

ESSPRI

La Lettre du Rhumatologue ACR 2022 - D'apres Dérner T et al., abstr. 1113, actualise
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anti-BAFFR (ianalumab)
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49 assigned to placebo /F] 47%&& nalumab 5 mg 47 assigned to ianalumab 50 mg 47 assigned to ianalumab 300 mg
2 withdrew early \ C\k > Swithdrew early 4withdrew early 1withdrew ea
1 new therapy for - / 1 non-compliance 2 patient decision 1 pregnancy
condition 2 patient decision 2 adverse events
--_.-/
—* patient decision P 2adverseevents ™ 1loal injection >
1 acute bronchitis reaction
1 lymphopenia 1wound infection =i
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47 completed week 24

42 completed week 24

43 completed week 24
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Snin(n-m mnu(lhm 300

3(6%)
3(6%)
3(6%)
0

4(0%)
3(6%)
3%

2{4%)

2(4%)
2(4%)
1(2%)
0

4(9%)

2(4%)

Patientswith any adverse events 41(84%) 40(85%)  39(83%)  44(94%)
Patientswith any dverse events 4(8%) 0 1(2%) 2(4%)
Patients discontinued for any adverseevents 0 2(4%) 2(4%) 0o
Common adverse events of special interest by system organ class and preferred term
General disorders and administration site 9(18%) 7 (15%) 13 (28%) 29 (62%)
conditions
Local injection site reaction 9(19%) 25(53%)
7(15%) 8(17%)
5(11%) 4(9%)
6(13%) 7(15%)
4(9%) 1(2%)
2(4%) 6(13%)
1(2%) 4(9%)
2(53%)  22(47%) 23(49%)
4(9%) 2(4%) 7(15%)
3(6%) 3(6%) 2(4%)
4(9%) 2(4%) 0
3(6%) 2(4%) 0
0 0 1(2%)




-~ Critére principal : essai ianalumab (anti-BAFFR)

B ESSDAI score change aver time
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—@- Placebo

~@ lanalumab 5 mg
—8- lanalumab 50 mg
~@- lanalumab 300 mg
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-~ Critéres secondaires : essai ianalumab (anti-BAFFR)

- @ Baseline Week 24 Mean placebo adjusted p value
difference, least-
‘squares mean (95% Cl)

Placebo lanalumab~~ Placebo . lanalumab
300 mg

ESSDAI score 13:0(7-1) 4.9 (3-9) -1.92(-4-15t0 032)  0.092

ESSPRI score 73(11) 5-1(23) -0-06(-0-86t0074) 089

FACIT-F score 24-0(97) 353 (106) 0-31(-3-58104-20) 0-87

SF-36 physical component summary score 388 (7 451(7-6) 1-8(-0-8t0 4-5) 017

SF-36 mental component summary score -0 473 (104) 1.00 (-2:5t0 4:5) 057 ,
PhGA, mm 51 : y 30:0(17-3) 23.8 (16-6) -8-4(-15-5t0-1-2) 0022 |

PaGA, mm 2-0(217) 457(232) 41.0 (235) -477 (-14-2t0 47) 032 v i
Stimulated salivary flow, mL/mig 077 (0-88) 057 (0-64) 1.01(0:98) 020(0:01t0038) 0037
Unstimulated salivary flow, 0-22(0-47) 012 (0-20) 0-17(0-19) -0.01(-0-10t0 0-07)

6-8 (8:6) 77(91) 8.7(8:6) 03(-231t029)
g ol 85(98) 78(93)  101(94) 14(-13t041)
IgG, g/dL 17-4(7:1) 177(@75) 171(67) 15-1(5:6) -2.0(-28to-1:
~ Rheumatoid factor, kIU/L 92(136) 57 (104) 101(180) 43(92) 1106
BAFF, pg/mL 1159 (475) 1169 (411) 1160(374) 4098 (1710)

Tear flow right, mm

Rheumatism). FACIT-F=Functional Assessment of Chronic lllness Therapy-Fatigue. PaGA=Patient's Global Assessment; PhGA=Physici:
Form (36) Health Survey.
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lon de la réponse aux traitements

Novel clinical endpoint:
n’s Tool for Assessing Response to treatment (STAR)
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Prise en-compte de I'atteinte ophtalmologique !

ren’s Tool for Assessing Response to treatme
(STAR)

Systemic disease
activity
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Serology Patient-reported

symptoms

ESSPRI

Tear gland
function



ogren’s Tool for Assessing Response to treatment

nstimulated Whole Salivary Flow: _
If score > 0 at baseline: increase > 25% from baseline
If score is 0 at baseline: any increase in UWSF from baseline

Decrease > 25% in total Hocevar score from baseline
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