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controlled, phase 2 trial

:/_\ Safety and efficacy of secukinumab in patients with giant "™
I] O) - FFH cell arteritis (TitAIN): a randomised, double-blind, placebo-

CL-17AERIRBPEEERERTH B 7 F XY 7 (SEC) DGCA~NDBENMEA B -1 T DEEKRIER.
- SECOBE M & 24 % ST,

P H85 20 3BERD50 U LEGCAT, PSLERE) 25-60mg/B% 3 TICREEINT WS

| SEC 300mg(s.c) + GC tapering

C PBO (s.c) + GC tapering
0 BE £ coFGEBERERES(PSL regimenBSFE A DEAA L)
[GCAD 2] [EfEDTEZE : GCAICK B LUTF % m7-9]
- 50 A £ THIEE. - JUE/EIRAVELR T 5 HDCRP <1.0 mg/dL
- CRP=1.0 mg/dLZ% 7= IZxESR =30 mm/h. L \
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- R RICK BEEAL, ZEEIR,
WATEERD, 775 2R EB, ZiEkItRE), H21aHER.
- n=52, SEC% % L\ ZPBOIC 1: 1 [Z{.
- B, MRE, ABRIEEEIIER.

65 patients screened

h

—P» 9 duetoscreening failure*

13 were excluded

4 due to own decision

52 randomly assigned

- EAENISEERTCH, HEBEARICIZIEES.

g AE

- 50U L DR H B WL B FRGCA.
- PSL(#5) 25-60mg/B{EF .

ERERANEE

—»  2due to physician decisiont

4 discontinued treatment
1 due to own decision

1 lost to follow-upt

\ 4

8 discontinued treatment

3 due to own decision
—» 2 dueto physician decision
2 due to adverse eventst
1deatht

h 4

23 completed week 28 of treatment

17 completed week 28 of treatment

—p  owndecision

1 discontinued treatment due to

2 discontinued treatment
—»  1due to own decision
1 due to physician decision

+ FHFIZBI 9 B HH (Bak).
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22 completed week 52 of treatment

15 completed week 52 of treatment

: 22 completed study

17 completed study§




INATTE
Primary endpoint

Sustained remission until week 28

Week -6toBSL 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

|
I | | | I | | | | | | I | | |

- Treatment period " ‘Follow-ﬂ)’ 1 SEC 300mg S.C
Secukinumab 300 mgs.c. “H‘ ‘ * ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

+ Prednisolone
N=27

[ Randomization 1:1 ]

PBO s.c

SEC 300mg or PBO

Placebo s.c. (Blinded manner)
+ Prednisolone
N2 - weekly|Z5[E& 5. Z D%A4w(Z1[E(-48wH).
Screening
(6w) - PSLIZ26 B H \F TERGEER).

vV ITOENNICEET % EE TEscapen.

- 12BE £ TICER L7V (PSA/SZEOEMERABR TIZI2WICIEERE L TW 2 & 2 E57H).
- BRER ICE.

- PSL BTBOEST TE XL,

vV BREEEEOBRKYIRTTRE L7ZPSLERS I NS.

v Escape L7=®H & HPBOX /- IZSEC &Gt E N5 (CESHRITH#HE).

v Escape ICA27-BE L, BT TIIIERIGE ICHIEBEINS.




=Hmig

Primary 28EE £ COISEEMRERLS.
Outcome (GCHTEL regimenBsE A DFBIAA A L)
- 52 X TORGE R ERES.
Secondary C =2 5628 E TORRER, BYOFEME TORHRM,
- 288, B2 BICH ITACGCHEBER S E. N
Outcome - QOL : DoctorVAS Patient VAS, SF-36. SN Y
18145 BB R Bt RE ST, EQ-5D. T,
. CRP, ESRO N — 2/ 5288 528D LY.
Abal
Exploratory GC&?E%']@E@%E’—%
Endpoint (Glucocorticoid Toxicity Index Ver 1.0, GTI)
ZeMt -y b
Safety :I THH.
ety b EEALCEBICEIY)ETonmEEA DGR ELIEMU ERIT -2 BE.
ettty b AR EDIRIDEEERITI-2EE. AEEE D & IFHE.
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- SREREARE A (L, TCZX>Mavrilimumab DL & EERIC26EFHEL 2 X .

- BOT7 R MalLh oAz D, Escape group .
- Escape grouplZ A > 7= 5, JBERIBYEETO¥IM L /-2 ICGCEIEE.

GCUUH

LF R RTgEZE ]
cMTX : 27 &334 AULEFERLTE Y, MBRKREGED
ZE L T UL ke e AT BE.

[Wash out BAf & £ 1 3R A]]

- 438 : HCQ, CyA, AZA, SASP, MMF.

- 8B 1 IVIg, PE, LEFQIIB L XF 5 I VRA L TLWNIZ4ER).
- 64 A : CY, Tac, everolimus.

< B EER A Y)FHIRIF TR T,

Week Dose | Week| Dose
mgda! mgldaz |
0 60-40 | O 40-25
1 | 5535 |1 35-22
2 50-30 || 2 30-21
3 45-28 || 3 27-20
4 35-25 || 4 25-19
5 30-22 || 5 22-18
6 25-21 || 6 20-17
7 20 7 16
8 15 | 8 15
9 13 9 13
10 12 10 12
11 10 1 10
12 9 12 9
13 8 13 8
14 7 14 7
15 6 15 6
16 6 16 6
17 5 17 5
18 5 18 5
19 4 19 4
20 4 20 4
21 3 21 3
22 3 22 3
23 2 23 2
24 2 24 2
25 1 25 1
26 1 26 1
27 0 27 0
28 0 28 0
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v Proof-of-concept(PoC) trial
MU T & EB3MEERICED S
o SECIZHESDDFNEMN D HHEXRAI0%LL E (risk difference, RD>0.0)
o SECICEIET 2WEHNH 2HEXADH0%U E(RD>0.22)

- BREBEXROEDEERNIMICET 2ELE %« N1 Xk,
- SEC: EIFRETIN M 2 ER.
- PBO: %ﬁﬁ 5% (GIACTARER T8 5 N/-PBOD BEEX )%ﬁﬁﬁ
YT A X GIACTASRBE CHERINT-ZNEZTICEE L, BE2DANNE L EH.

BPrimary outcome
- 28 BB CORMERDEIG | N XEWBET, R P X T 4 v 7 [EIIEDHT.

B Secomdary outcome
- 52BEBE ¥ TOFEEMRDOE|S  exact Clopper-Pearsoni&.
- MO THEBRT 5 £ O : Kaplan Meier Hhi#z.
- T DOMDIEH  BERHIER.
- *Proof-of-Concept, PoC
- - BZ(Outocome) A’FEIRAIEER H DA Z RIS 2 HE(EFEBRTIEIWLWH D B || atg5t5R)1.
PoCETZEH  HAMDRE— K7y 7, M LT < EREICRIET 2, A4 Y A% b T2 (U 2 2 B3,

Fisch R, et al. Ther Innov Regul Sci. 2015;49:155-62.
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Secukinumab group Placebogroup  Total (n=52)
(n=27) (n=25) = A 3

' SRS
1Age, years 77 (71-80) 71(63-76) 75 (69-79)

Sex

Female, n (%) 17 (63%) 18 (72%) 35(67%)
Male, n (%) 10 (37%) 7 (28%) 17 (33%)
Race, n (%)
White e 22(100%) 25(100%) _ ___.52(100%) ___

1Ci IR . | - ‘ >
I Giant cell arteritis diagnosis, n (%) : ;Fﬁ *E%E b\ 8 5 %
: New onset giant cell arteritis 23 (85%) 19 (76%) 42 (81%) :
: Relapsing giant cell arteritis 4 (15%) 6 (24%) 10 (19%) :

Time since diagnosis of giant cell arteritis,  1.0(06-13)  0-8(07-14) 09 (0-6-14)

months

Time since first giant cell arteritis symptom, 3-:0(1.7-84) 4-4(1-6-10-5) 31(1.7-9-5)

months S [=|

___________________________________________________ = N—RD a =<3

rBaseline coadministered prednisolone treatment category, n (%) : G‘C ;ﬁm =
| 240 mg/day 19 (70%) 14 (56%) 33 (63%) : (3SECEfTZ L.
I <40 mg/day 8 (30%) 11 (44%) 19 (37%) !
1 o o o o o e e e d
Data are median (IQR) or n (%).
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s 52-85) g (95% CI
R} 80 — 5 80 4 39‘78)
E é T v Risk Difference(RD) : 0.50
2 |2 95%Cl: 0.29-0.67, RR : 3.43, 95%Crl: 2.10-5.87
- g
2 607 § 607 - RD>0.00 (probability of any effect)
£ < - RD>0.22 (probability of a relevant effect)
& 40- (925:AC,| :E} 404 | 1 8% o To T RERNIINULETH S LRI N,
c 12-30) 2 (95% CI R A R
g o 1-26)
S -[ 5 T
Q. —
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£ A Cernoring tises
N—— < 8- Seculinemab (nNe£/27)
g 20 & Pacebo (WN=15/25)
' ‘ Secuionumab median not caloslable
Placebo: median 1970 days (95% €1 301:0-280.0)
° Y Y Y Y Y Y ' 2 Y Y Y T Y Y .4 4 ' 2 ' 2 Y 1
197 O E (95(y 0 20 4 60 B 100 120 18 160 B0 200 220 240 240 280 D0 30 30 360 I
. oCl 101-280H uss
Nombes at risk Time (days}
. (mumber cemored)
~— *med lan Secukinermab 27(0) 26(1) 23(1) 2201) 22(3) 22(3) 22(3) () 2() 2() 100) 00) 19() V() WE) 190) 190) V() 6Q) 006)
Pacebo 25(0) 20(3) 16(2) 15() 15() 13(1) 3041) 19(Y) 10 100) B) BO) 70) 6(1) 6() S S 4 4 O

GCREEFEHE Escape group~"#BiTL7-BEHEDGCE

Time Co-administered Secukinumab Placebo
period prednisolone treatment, mg N=27 N=25 PSL=5mgn&& 19;8H 28:8H 52:EH
Baselineto | Mean (SD) 2689.7 (935.9) 2693.7 (1241.9)
week28 | Medi 2506.0 2359.0

= i omesisen | @ own SEC (9A) 88%[22/25 ] 83%[19/23 A] 90%[19/21.A]
Baselineto | Mean (SD) 1| 2841.3(1116.2) 3375.6(1721.0) |
week 52 Median I 2506.0 3466.0 I 0 0 0

g | messs | wieeus | PBO (19A) 50%[10/20A] 45%[9/20 A] 16%[13/17 A

TCZ (52:BD BERGCERSE) L TCZ qlw 1862mg (95%CI 1582-1942)

TCZ g2w 3296mg (95%Cl 2730-4204)

* 26:8Tapering PBOZ: 3818mg Stone JH, et al. N Engl J Med. 2017:377:317-28.



QOL ¥k

Secukinumab Placebo
N=27 N=25
n Mean (SD) n Mean (SD)

PhGA, mm

Baseline 27 13.2(19.3) 25 13.8 (20.1)

Week 28 23 6.0 (8.9) 19 15.8(18.7)

Change from baseline to week 28 23 ~5.4 (15.6) 19 3.9(21.5)

Week 52 21 53(8.1) 16 16.6 (24.6)

Change from baseline to week 52 21 -9.5(16.7) 16 4.0(21.2)
PGA, mm

Baseline 27 45.5(29.0) 25 49.9 (26.7)

Week 28 23 30.0(25.2) 19 41.6(29.8)

Change from baseline to week 28 23 ~14.4 (25.5) 19 -8.0(31.3)

Week 52 21 24.9(25.5) 16 30.0 (26.7)

Change from baseline to week 52 21 -19.2(27.4) 16 -15.9 (24.0)

RAE RIS

*TRICKERIELDEHEY.

Secukinumab Placebo
N=27 N=25
CRP n Mean (SD), mg/L n Mean (SD), mg/L
Baseline 27 48(5.2) 25 4.6(54)
Week 28 23 8.8 (13.0) 19 8.8 (8.8)
|_Change from basclinetoweek28 | 23 | 4407 | 19 | 5200 __
Week 52 21 5.7(10.5) 16 8.0 (14.1) i
_ Change from baseline toweek 52 |21 _|___ 14(88)____|_16_1___47(144)___|

ESR n Mean (SD), mm/hr n Mean (SD), mm/hr
Baseline 27 18.6 (15.5) 25 14.1 (12.6)
Week 28 23 21.7 (18.0) 18 29.2 (23.6)

—Change from baseline to week 28 _|_ 23 _ L _ __40(162) ___ L _18_____147.0Q39) __.
Week 52 21 14.7 (10.6) 16 24.3 (22.1)
Change from baseline to week 52 21 -3.3(10.6) 16 10.0 (14.9)

*Z Db DQOLIEIR
- SF-36 : phisical function A7+ (ZSECE£>PBO%t T E.

- FACIT Fatigue score : SECEE & PBOBETZE L7 L.

- EQ-5D : SECEF £ PBOBF CTZE LA L.

- mAF & HCRPIF LF.
- ESRIZSECTIET, PBOTLA.

(SDAKZVDOTRERISGEEVPDELIEHDHY)
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BELEELE-BEER  rem-sn

SEC | 59%(16/27) | PBO | 56%(14/25)

BEELEEER “EmA Ry OREA L.

BhBEEESR  SEC 3[11%], PBO 8[32%].
- BEEAREAE ¢ SEC 2[7%], PBO 1[4%].
* SECHREIMEBRIEA 1, F51 PBO:UTI

- EERF IEICEBHAE : SEC 2[7%], PBO 2[8%]
*NAEDOFFMITEESE A L.

- J81C : SEC 1($/:1§|+/L,\7F£) PBO 1(sam—z=a)
e H BRI CERREHTE

GCICRHELI-FEER

SEC | 85%(23/27) | PBO | 84%(21/25)

I Any adverse event

: Adverse events suspected to be related to study
| treatment

| Adverse events leading to study treatment
I discontinuation

Adverse events leading to study dose adjustment
or interruption

Any serious adverse event
Fatal serious adverse events
Most frequent adverse events by preferred term
Hypertension
Nasopharyngitis
Headache
Urinary tract infections
Oral candidiasis
Muscle spasms
Arthralgia
Osteoarthritis
Bursitis
Fall
Dizziness
Peripheral oedema
Haematoma

Back pain

Secukinumab

27 (100%)
16 (59%)

6 (22%)
5(19%)
4 (15%)
4 (15%)
4 (15%)
4 (15%)
3 (11%)
3 (11%)
3(11%)
3(11%)
3(11%)
2 (7%)

2 (7%)

Placebo group
(n=25)

24 (96%)

14 (56%)

8 (32%)
5(20%)
3(12%)
2 (8%)
1(4%)
1(4%)
3(12%)
2 (8%)
1(4%)
1(4%)
1(4%)
4(16%)
3(12%)
5 (20%)

Total (n=52)

51(98%)
30(58%)

17 (33%)
2 (4%)

14 (27%)

10 (19%)
7 (13%)
6 (12%)
5 (10%)
5(10%)
6 (12%)
5 (10%)
4(8%)
4 (8%)
4 (8%)
6 (12%)
5(10%)
5 (10%)

Selected adverse events of special interest
Infections
Serious infections
Hypersensitivity
Malignancy
Major adverse cardiovascular events
Interactions with live vaccines

20 (74%)
2 (7%)
6 (22%)

16 (64%)
1(4%)
3 (12%)
2 (8%)

i
36(69%) |
36%) |
9Ia7%) |
2 (4%) I
1(2%) :

|



GTI

P Secukinumab Placebo
BRDOZE{L N=27 N=25
e V€20 (SD) change | m | Mean (SD) change |
At week 28 1
I Total GTI (v1.0) score 20 2.8(19.4) 15 10.3 (15.5) 1
BMI 24 1.1 (6.5) 19 2.2(6.6)
Blood pressure 23 0.2(11.1) 19 8.8 (13.1)
Glucose tolerance 23 -0.2 (10.3) 18 -0.4(1.9)
Infection 23 0.0 (0.0) 18 0.0 (0.0)
Lipids 21 1.1 (6.7) 16 -0.4 (6.4)
Neuropsychiatric toxicity 23 0.5(2.3) 19 0.0 (0.0)
Skin toxicity 23 0.7(2.3) 19 0.0 (0.0)
Glucocorticoid myopathy 23 0.0 (0.0) 19 0.0 (0.0)

I Total GTI (v1.0) score 15 -0.5(9.3) 13 19.9 (22.6)
BMI 21 2.0(6.3) 16 53(9.4) I
I Blood pressure 21 0.3(104) 15 8.2 (10.8)
Glucose tolerance 18 -3.6 (4.1) 16 0.0 (0.0) 1
“Infection T2 0000 | 15 [ 0000 T
Lipids 17 1.2(4.7) 15 -0.5 (5.6)
Neuropsychiatric toxicity 21 0524 16 0.0 (0.0)
Skin toxicity 20 0.4(1.8) 16 0.5(2.0)
Glucocorticoid myopathy 21 0.0 (0.0) 16 3.9(15.8)

- SEC=PBOTBMI, Mii#EsE, MME DHE.

- PBOIZSEC &L Y HiEE

Total GTI score
DEIELE

DRENRD -7z,

— | SEC

PBO

— Secukinumab Placebo
ZxzrL-EE N=27) (N=25)
Change in GTI (v1.0) domains at week 28, n (%)
BMI
No change in BMI 20(83.3) 17 (89.5)
Improvement in BMI 2(8.3) 0
Moderate increase in BMI 2(8.3) 2(10.5)
Blood pressure
No change in blood pressure 9(37.5) 10 (52.6)
in blood pr 9(37.5) 1(5.3)
Worsemna hypenemlon 5(20.8) 7(36.8)
Worsening hypertension despite treatment 0 1(5.3)
Glucose tolerance
No change in glncosc loleanoc 16 (66.7) 17 (89.5)
in gl 6(25.0) 1(5.3)
Worsemng in glucose tolerance 1(4.2) 0(0.0)
No significant infection 23 (95.8) 18 (94.7)
Lipids
_No change in lipids 11 (45.8) 9(47.4)
I Impmvancm n llpnds 4 (16 7) ' a4 (2i 1)
Worsening hyperlipidemia 6(25.0) 3(158)
Neuropsychiatric toxicity
No ncumpsychnlnc symploms 22 (91.7) 19 (100.0)
Mild neuropsy ic sym 1(4.2)
Skin toxicity o
No skin toxicity 21 (87.5) 19 (100,0)
Mild skin toxicity 2(8.3) 0(0.0)
No steroid myopathy 23 (95.8) 19 (100.0)
Change in GTI (v1.0) domains at week 52 n (%)
BMI
No change in BMI 19 (90.5) 12 (75.0)
Improvement in BMI 0(0.0) 0(0.0)
Moderate increase in BMI 2(9.5) 4(25.0)
Blood pressure
No change in blood pressure 10 (47.6) 7(43.8)
Improvement in blood pressure 7(33.3) 1(6.3)
Worsening hypertension 4(19.0) 7(43.8)
Glucose lolermce
No chlnge ing 10 (47.6) 16 (100,0)
in gl 8 (38.1) 0(0.0)
No s:gmﬁcnnt infection 21 (100.0) 15 (93.8)
Lipids
No change in lipids 13(61.9) 10(62.5)
Improvement in lipids 1(4.8) 3(18.8)
Worsening hyperlipidemia 3(14.3) 2(12.5)
Neuropsychiatric toxicity
No neuropsychiatric symploms 20(95.2) 16 (100,0)
Mild neuropsychiatric symp 1(4.8) 0(0.0)
Skin toxicity
No skin toxicity 19 (90.5) 15(93.8)
Mild skin toxicity 1(4.8) 1(6.3)
Steroid myopathy
No steroid myopathy 21 (100.0) 15(93.8)
Moderate steroid myopathy or greater 0(0.0) 1(63)




Discussion

v TEIMIE R (28BIFmEMRMHER) A ERT A ENTE .
- Risk Difference D#EEN HOSECHENH A AJEEE = 99% & 7 V) |, FB3RAE = Ew T 2= (274 - 7-.

- TCZ¥>Mavrilimumab®DEEE CERA I AN TWA260BGCHTRL X Vv ZHWTHERAZET I ENTE /.
FEAEDEEIZOWTIAE X CICPSL=SmgE THEL, b2B X TS T 7-.

- GCORBEFEAIZPBOL Y HSECEFTA 4 , GTIOZEALELSECDIZ S ARD > 7-.

cBRMEICOVWTIEINE TCOMERBTORE LRAKRT, BBAEDLRN 7.

SEC[28w] SEC[52w] TCZ/w([52w] TCZ/2w[52w]
e 9% % % % . =
e o9% 0% 03 TCZ/wETCZ/2wDm< 5L DGCE.
BIRET BH X (BN DA WT-0)

GCIE&E 2506mg 2506mg 1862mg 3296mg

v Limitation
- A (2 Limitationl2 D W T DO RE A L.

F BURO R R 1'% L (SEC:5/27, PBO:10/25). Stone JH, et al. N Engl J Med. 2017;377:317-28.
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Comparative Efficacy of Secukinumab Versus Tumor
Necrosis Factor Inhibitors for the Treatment of Takayasu

Arteritis

Xinping Tian,'" © Mengtao Li,"* © Nan Jiang,'* © Yang Zhao,? Jing Li,' Yangzhong Zhou,' Yahong Wang,*
Ying Wang,® Taotao Li,* Yunjiao Yang,' Yanhong Wang® Peter A Merkel,® () and Xiaofeng Zeng' ©

- hEBER, EER, TR EHE.

EEIMETAK 340 ¢

o GC+2IEFEDISICIETTIE :
«  GC+I1TEFEDIS+TCZICHEITIE
- SEC & TNF-i(ADA, GOL, IFX) % th#8.
- FEFHMIEE 67 BROESERK.

FAN===F- s K/ BN AN v =0 471 37
L2EMEK | B+ NBERERK,
Secukinumab TNFi
group (n=19) group (n = 34) P
Age, median (IQR) years 250(22.0-35.0) 30.0(26.0-343) 0339
Disease duration, median (IQR) years 29(2.1-65) 28(16-49) 0.447
Classification of Takayasu arteritis
(Numano subtype)
| 5(263) 6(17.6) 0697
lla 4(21.1) 6({17.6)
b 2(105) 8(235)
[} 0 0
v 0 129
T T T T P P PP PP TP PP PP PP PP PP P TP TPIPITP PP P L RRLLRLLEILETERIE B 1ty SaLLRLLLITLTELTELPE .
*  ESR median (IQR) mmvhour 240(11.0-350) 225(11.0-348) 0578 :
= CRP, median (IQR) mg/liter 13.74(6.69-51.26) 1263(1.61-2889) 0.201 E
I Serum IL-6, median (IQR) pg/mi 880 (6.40-14. 00) 865(3.68-20.28) 0817 :
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