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un passo avanti nella gestione delle spondiloartriti
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Ixekizumab axSpA: Clinical Trials Overview

C OAST-V

Pazienti naive ai biologici
con AS attiva
n=341

« Controllato vs Placebo
* In doppio cieco
* Di 16 e 52 settimane*

Posologia

IXE 80mg Q2W o IXE Q4W

ADA 40mg Q2W o placebo

| pazienti assegnati ad ADA e al placebo
sono stati ri-randomizzati alla settimana 16
a ricevere IXE Q4W o IXE Q2W

Oliettivo primario
ASAS40 alla settimana 16

Braccio di riferimento
trattato con adalimumab

OAST-W

Pazienti TNF-IR con PsA attiva
n=316

« Controllato vs Placebo
* In doppio cieco
* Di 16 e 52 settimane*

Posologia

IXE 80mg Q2W o IXE Q4W

ADA 40mg Q2W o placebo

| pazienti assegnati ad ADA e al placebo
sono stati ri-randomizzati alla settimana 16
a ricevere IXE Q4W o IXE Q2W

Obiettivo primario
ASAS4Q alla settimana 16

L'unico studio incentrato
esclusivamente su pazienti
con risposta inadeguata agli anti-TNF

C JAST-X

Pazienti naive ai biologici
con nr-axSpA attiva
n=303

« Controllato vs Placebo
* In doppio cieco
* Di 16 e 52 settimane®

Posologia®
IXE 80mg Q2W o IXE Q4W
Placebo

Obiettivo primario
ASAS40 a 16 (EU) e 52 settimane (FDA)

E stato osservato un miglioramento
del BASDAI vs placebo alla settimana 16

Studio nell’nr-axSpA

Patients who complete 52 weeks in these 3 registration trials have the option to

enroll in the long-term trial COAST-Y

*Obiettivo primario a 16 settimane, periodo di estensione dello studio fino a 52 settimane, seguito dallo studio a lungo termine COAST-Y.

§Obiettivo primario a 52 settimane per gli USA, a 16 settimane per gli altri Paesi, seguito dallo studio a lungo termine COAST-Y.

ADA represents an active reference; the study was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA.
van der Heijde D, et al. Lancet 2018;392:2441-51. Deodhar A, et al. Arthritis Rheumatol 2019;71:599-611. Deodhar A, et al. Lancet 2020;395:53-64



Primary Endpoint: ASAS40 Response at Week 16, NRI

Blinded Dosing Period, ITT Population

COAST-V COAST-W

(bDMARD-naive, AS/r-axSpA) (TNFi-Experienced, AS/r-axSpA)

(o)) (@]

o o
1

(o)) (@)
o o
1

Response Rate (%)
N
o
Response Rate (%)
AN
o

20 - 20 -
0 - 0
ASAS40 ASAS40
mPBO (N=87) ®mADA (N=90) mIXE Q4W (N=81) = IXE Q2W (N=83) mPBO (N=87)  mIXE Q4W (N=81) = IXE Q2W (N=83)

*p<.001 vs. PBO; Tp<.01 vs. PBO.
ADA represents an active reference; the study was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA.

van der Heijde D, et al. Lancet. 2018;392:2441-2451. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611.



ASAS40 Response Rates Through Week 52, NRI
COAST-V

100 — (bDMARD-naive, AS/r-axSpA)

Obiettivo primario

52% 53%
48% e 51%

(0]
o
|
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(@]
|

~
(@]
|

TASSO DI RISPOSTA (%)

20

0 4 8 12 16 20 24 28 32 36 44 52

Settimana

@® Placebo @ Adalimumab 40mg Q2W @ Taltz 80 mg Q4W @ Taltz 80 mg Q2W
(n=87) (n=90) (n=81) (n=83)

Statistically significant improvements in ASAS40 response rate vs. PBO were seen as early as Week 2 in COAST-V. Responses were maintained

through Week 52.

*p<.001 vs. PBO; tp<.01 vs. PBO; #p<.05 vs. PBO.
Note: ADA represents an active reference; COAST-V was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA.

1. van der Heijde D, et al. Lancet. 2018;392:2441-2451. 2. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.



ASAS40 Response Rates Through Week 52, NRI
COAST-W

100 (TNFi-Experienced, AS/r-axSpA)
80 Obiettivo primario
60 —

319 34%

TASSO DI RISPOSTA (%)

\ I I I \ \ \ I I I \ \ \

0 4 8 12 16 20 24 28 32 36 40 44 48 52

Settimana

® Placebo @ Taltz80 mg Q4W @ Taltz 80 mg Q2W
(n=104) (n=114) (n=98)

Statistically significant improvements in ASAS40 response rate vs. PBO were seen as early as Week 2 in COAST-V. Responses were maintained

through Week 52.

*p<.001 vs. PBO; tp<.01 vs. PBO; #p<.05 vs. PBO.
Note: ADA represents an active reference; COAST-V was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA.
1. van der Heijde D, et al. Lancet. 2018;392:2441-2451. 2. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.



ASAS40 Response is Associated With Significantly Better Patient Reported
Outcomes Thus Representing a Higher Clinical Standard

Spinal Pain at Night at Week 16, mBOCF Fatigue NRS at Week 16, mBOCF
9.8-fold 18.5-fold
' 4.4-old ' ' 5.3-fold

LSM Improvement
From Baseline
LSM Improvement
From Baseline

ASAS20 not Achieved ASAS20 ASAS40 achieved ASAS20 not Achieved ASAS20 ASAS40 achieved
achieved but not ASAS40 achieved but not ASAS40
Sleep Quality (JESQ) at Week 16, mBOCF SF-36 PCS at Week 16, mBOCF
5.1-fold 9.5-fold
" 2.6-fold ' " 3.5-fold '
|

116 12,6

LSM Improvement
From Baseline
LSM Improvement
From Baseline

ASAS20 not Achieved ASAS20 ASAS40 achieved ASAS20 not Achieved ASAS20 ASAS40 achieved
achieved but not ASAS40 achieved but not ASAS40
Il bDMARD-naive (COAST-V) (N=341) B TNFi-experienced (COAST-W) (N=316)

*p<.001 achieved ASAS20 but not ASAS40 vs. ASAS20 not achieved; 1p<.0001, ASAS40 achieved vs. ASAS20 not achieved; ¥p<.0001 ASAS40 achieved vs. achieved ASAS20 but not ASAS40.
Mease P, et al. Rheumatol Ther. 2019;6:435-450.



SF-36 physical component score through week 52, mBOCF

COAST-V

(bDMARD-naive, AS/r-axSpA)

Week

LSMchange from baseline

LSMchange from baseline

COAST-W

(TNFi-Experienced, AS/r-axSpA)

Week

4

@® Placebo @ Adalimumab 40mg Q2W @ Taltz80 mg Q4W @ Taltz 80 mg Q2W

Improvements in SF-36 PCG scores were observed as early as week 4 and were sustained trough week 52

*p=<0.001 vs. PBO; tp<0.01 vs. PBO.
ADA represents an active reference; the study was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA.
van der Heijde D, et al. Lancet. 2018;392:2441-2451



ASDAS<2.1 (LDA) Response Rates Through Week 52, NRI

COAST-V

(bDMARD-naive, AS/r-axSpA)

100 -
2
= 539
§ 5 2 A) B Taitz Qaw
(o) t./‘ (n=81)
-
3 it
)
Dq:) ¥ Placebo (n=87)
0 B Adalimumab (n=90
0 4 8 12 16 20 24 28 32 36 40 44 48 52
weeks

The proportion of IXE-treated patients achieving ASDAS Low Disease Activity at week 16 was significantly higher than PBO. Reponses were

maintained trough week 52.

*p<.0,01 vs. PBO; 1p<0,05 vs. PBO; #p<0,001 vs. PBO.
ASDAS Low Disease Activity/Inactive Disease = ASDAS score of <2,1
Dougados M, et al. Ann Rheum Dis 2020;79:176-185 Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611



ASDAS<2.1 (LDA) Response Rates Through Week 52, NRI

COAST-W

(TNFi-Experienced, AS/r-axSpA)

100 -

Response Rate (%)

0 4 8 12 16 20 24 28 32 36 40 44 48 52
weeks

B Taitz Qaw
(n=114)

B Tatz Q2w
(n=98)

" Placebo (n=104)

The proportion of IXE-treated patients achieving ASDAS Low Disease Activity at week 16 was significantly higher than PBO. Reponses were

maintained trough week 52.

*p<.0,01 vs. PBO; 1p<0,05 vs. PBO; #p<0,001 vs. PBO.
ASDAS Low Disease Activity/Inactive Disease = ASDAS score of <2,1
Dougados M, et al. Ann Rheum Dis 2020;79:176-185 Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611



Significant Treatment Effect on Inflammation, as Assessed by
CRP Concentrations

CRP Change From Baseline at Weeks 16 (MMRM) and 52 (mBOCF), ITT Population

COAST-V COAST-W

(bDMARD-naive, AS/r-axSpA) (TNFi-experienced, AS/r-axSpA)
Week 16 Week 52 Week 16 Week 52

12,0 -
9,7

Mean Change From Baseline, mg/L

9,2 51
-2,£.9,6
-12,0 - 11 -10,410,0
= PBO (N=87)
= ADA (N=90) = PBO (N=104)
m IXE Q4W (N=81) =
= IXE Q2W (N=83) = IXE Q4W (N=114)
= IXE Q2W (N=98)
Baseline mean: PBO=16.0, ADA=12.5; Baseline mean: PBO=16.0
IXE QaW=12.2, IXE Q2W=13.4 IXE Q4W=20.2, IXE Q2W=16.9

*p<.001 vs. PBO; tp<.01 vs. PBO; #p<.05 vs. PBO.

a0Only patients who participated in the MRI addendum.
Notes: ADA represents an active reference arm; the study was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA. SPARCC maximum score=414 (23 DVU).!

van der Heijde D, et al. Lancet. 2018;392:2441-2451. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.



MRI Spine (SPARCC), Change From Baseline at week 16,
Observed Case Analysis (ANCOVA)

MRI Spine (SPARCC) Change From Baseline at Week 16, ITT Population

COAST-V COAST-W

(bDMARD-naive, AS/r-axSpA) (TNFi-experienced, AS/r-axSpA)?
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-12,0 - 11,6 -11,0
= PBO (N=87) =PBO (N=61)
= ADA (N=90) m IXE Q4W (N=63)
= IXE Q4W (N=81) = IXE Q2W (N=59)
= IXE Q2W (N=83)
Baseline mean: PBO=15.8, ADA=20.0; IXE Baseline mean: PBO=6.4, IXE
Q4W=14.5, IXE Q2W=16.6 Q4W=8.3, IXE Q2W=11.1

*p<.001 vs. PBO; tp<.01 vs. PBO; #p<.05 vs. PBO.

a0Only patients who participated in the MRI addendum.

Notes: ADA represents an active reference arm; the study was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA. SPARCC maximum score=414 (23 DVU).!
van der Heijde D, et al. Lancet. 2018;392:2441-2451. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611.



Safety profile of ixekizumab in axSpA (n=929)

Serious AEs Serious Infections Depression
15 - 20 - 10 -
15 -
10 -
“ 3
5 | 48
| 5 |
1.1 1.1
0 : . 0 . : . 0 .
0-1 1-2 0-1 1-2 0-1 12

Note: Cls are from likehood ratio test of treatment from the Poisson regression model.
Genovese MC, et al. Rheumatology (Oxford) 2020; doi:10.1093/rheumatology/keaa189 (ahead of print)



Safety profile of ixekizumab in axSpA (n=929)

MACE
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0 lo | |
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NtCI fmIkhdtttfttmtfmthP regression model.
Genovese MC, et . Rhe matology (Oxford) 2020; doi 0110, 1093/t tIgy/k 189(h ad of print)
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Product information

Classe H - Medicinale soggetto a prescrizione medica limitativa, vendibile al pubblico su prescrizione di centri
ospedalieri o di specialisti - internista, reumatologo, dermatologo (RRL).

TALTZ 80 mg soluzione iniettabile in penna preriempita — 2 penne preriempite - AIC n° 044863025/E
Prezzo al pubblico: € 3.518,73 Prezzo ex-factory: € 2.132,00

TALTZ 80 mg soluzione iniettabile in siringa preriempita — 2 siringhe preriempite - AIC n° 044863052/E
Prezzo al pubblico: € 3.518,73 Prezzo ex-factory: € 2.132,00

Clicchi qui per RCP Taltz



https://www.lillydermatologia.it/assets/pdf/taltz_rcp_penna.pdf

