Alaxelplon ToOU ZUCTNUOTLKOU
Epuen natwon Aukou: AvaoteA\ovtacg

tnv 6paon tn¢ wrtepdpepovnc |

Khew M. Mavpayavn [
T —

29.09.2022




lvtepdepovn TuTou | Kol avtoavooa

I
voornpato
KukAodopouoa Emaywyn KAwikoU
wvtepdepovn os acbeveic AUKOU PETA aTo
pe ZEA ko SS- Zuoyxetion Ue Bepaneia pe
EVEPYN VOOO wtepdepovn

Auénuévn ékppaon
yoviSiwv mou emayovtot
amno wrtepdpepodvn tumou |

o€ TeEPLPEPLKA pLovoTTupnva

kKOTTapa aoBevwy pe ZEA

Hooks, Moutsopoulos et al, N Engl J Med. 1979 Jul 5;301(1):5-8.

Rénnblom LE, J Intern Med. 1990 Mar;227(3):207-10.
Baechler et al, Proc Natl Acad Sci U S A, 2003
Bennett et al, J Exp Med, 2003
Crow et al, Arthriis Res Ther, 2003



Avtoavooa voonpota- Moplokn taélvopnon

Inflammatory
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955 aoB¢eveig pe 7
OUOTNUATIKA auTodvood
VOO AT Kal 267 UYIEIG

MAPTUPEG

Undefined

Lymphoid 51

Barturen G, Arthritis Rheumatol. 2021 Jun;73(6):1073-1085.



lvtepdpepovec

1957 (Isaacs and Lindenmann)

Ouoiec mou «mapepPaivouv» (interfere)
OTOV TIOAAQTTAQLCLOOUO TWV LWV OE
KUTTOPLKEC KAAALEPYELEC

DUOLKEC TIPWTEIVEC KAl YAUKOTIPWTEIVEG

EkkpilvovTol armo To EUKOPUWTLKA KUTTapO
O£ amAVTNOoN O€ LOYEVELC AOLUWEELC,
VEOTIAQLOLEC

MEpoc TnN¢ eALkOELOOUC OLKOYEVELOC TWV
KUTTOPOKLVWV
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TUTOL LVTEPDEPOVWV

TuTtrog |

Tutrog Il

Tutrog lli

13 IFNa’s,
IFNB, IFNK, IFNg, kan IFNw

IFNy

IFNAs
(IL-28a and B, IL-29)

Xpwpdéowpa 9

Xpwpoéowpua 12

Mapdyeral Katd Tn diIApKEIA
MNXOVIOCHWYV QUOIKNG aVOoOoiag-
MpooTtacia amrd Tnv €1I0OAR 1V

Mapayeral katd Tn didpKeia
ETTIKTNTWY AVOOOAOYIKWYV
ATTOKPICEWV

Mapduoieg dpdaoeig ue ToV
TUTTO |, S10QPOPETIKOG
utTodoxéag

MAaopaTOKUTTAPOEIB BEVOPITIKA
KUTTOPA, IVOBAAOTEG, ETIONAIOKA
KUTTOPO, HOKpO@Aya

NK, T kOTTOpQ, HJuEAOEION
OevOopITIKA KUTTOPA,

HOakpo@aya

MAAOUATOKUTTOPOEION
OevOpITIKA KUTTAPO

Kirou et al, Exp Rev Clin Immunol, 2007




Nwc napayetol n wvteppepovn TUNou |;

a TLR-mediated induction of IFN-I
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Crow MK, Annu Rev Pathol. 2019 Jan 24;14:369-393.



MoV odellovtal Ta avénueva enimeda TUMOU |
WWTEPHEPOVNC OTA CUCTNHATLKA OLUTOAVOCOL
VOO UOTQL,

[eEVETIKEC SLaTAPOXEC

NoukAgikda ofca mpoepxopeva amo ovdetepodlAa Ta omola
uTtokewvtal NETwon

AvoouumAgypata tou tepAapPavouv evdoyevr) VOUKAETKA
oeal
Evdoyevn petpootolyeia (LINE-1, Alu)

YrioAeppatiko ptoxovdploko DNA ota wplpa epuBpad
aoBevwv pe ZEN

Garcia-Romo GS, Sci Transl Med.
2011

Lood C, Nat Med. 2016
MestalddnCoR, QphritisRueaim20210
gaddli S, Cell. 2021



2nuatodotnon tutov | wtepdpepovne HECW
ouvdeonc e tov urtodoyxea IFNa/B

—> Antiviral (robust; stable in SLE)
e.qg., MX1,IFIT1, IFI44, IRF7, RSAD2

Nucleus

ISRE
dependent —> Antiproliferative and

immunomodulatory
/4
IFN-inducible
gene expression
May require

(tunable; fluctuate in SLE)

e.g., CXCL10, DDX58, IFIH1, BST2, 1SG20
additional gene
regulatory elements

Crow MK, Annu Rev Pathol. 2019 Jan 24;14:369-393.



lvtepdpepovn TuTou |- NMoAAarmAeC BLOAOYLKEC

SPACELC

Regulation of physiological processes

)

Maintenance of hematopoietic
stem cell niche

00 P o
%@E®
Sustaining microbiota-driven
optimal antiviral immunity

Enhancement of innate immune responses

Monocytes:
1 Recruitment
1 Differentiation

Dendritic cells:

1 Costimulation

1 Antigen presentation

1 Cross-presentation

1 Migration to lymph nodes
1 Differentiation

Macrophages:
1 Regulatory functions

Mamtenance of synaptic
plasticity and cognitive
function

lBon:mn;atrI;'

Regulation of bone
remodeling

NK cells: _.' A
1 Recruitment i."
+ Activation

1 Cytotoxicty
1 IFNy production

—

Helper CD4+ T cells: @

1 Th1 differentiation

1 B cell activating capacity

1 Regulatory T cell
differentiation

B cells:

1 Activation

1 Class switching
1 Plasmablast differentiation

Facilitation of adaptive immune responses

@

1 Antibody production of plasma cells

Induction of antiviral state
TypelIFNs 4+ I IFNAR
Vlral RNA (% 4)
Q + OAS l ~ Mx
a 0 PKR m GTPases
K 2002 Oligo A
|F2 D RNase L‘_,{ Virion
Inhibition of viral Degradation  Trapping of viral
~\protein synthesis of viral RNA components
\ / o

Cytotoxic CD8+ T cells:

1 Clonal expansion
1 Survival
1 IFNy production

1 Cytotoxicity

Bencze D, Int J Mol Sci. 2021



lvtepdepovn tumou |, PLoAoYLKEC SPACELC
KOl KALVLKEC OUOXETLOELC OTOV OCUOTNMOTLKO
epuBnuatwodn AUKo

Variable Beta Odds Ratio P-value
Coefficient (95% C.1.)
Anti-RBP 2.54 12714215 . 7511) 0.004
Renal 2.32 10.21 (1.81, 57.50) 0.007
Low complement (C) 2.00 7.38 (1.39, 39.20) 0.017
SDI 0.41 1.51(1.01, 2.24) 0.038
HCQ -1.59 0.20 (0.04, 1.09) 0.058
Caucasian -1.58 0.21 (0.03, 1.29) 0.085

Kirou KA, Arthritis Rheum. 2005 May;52(5):1491-503.



H nopoucia autoavilowpatwy Kot TUTovu |
wtepPpepovnc epdaviovral PLV TLC KAWVIKEC

ekONAwoeLlg Tou ZEA

Autoantibody index

IFN-a activity

Autoantibodies

Ro
SmRNP
Sm
RNP

La

1
-8

1 1 1 1
-6 -4 -2 0
Years prior to classification

Munroe ME, et al. Ann Rheum Dis. 2016;75(11):2014-2021.
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High Systemic Type I Interferon
Activity 1s Associlated with Active
Class III/IV Lupus Nephritis

* Auénuéva moocoota vedpitdac turov I/1V LN
o€ aoBeveic pe avénueva emnimeda
wtepdepovnc tumovu | (OR=5.48, p=4.0x10-7).

* [oYUPOTEPOC TIPOYVWOTIKOC TTAPAYOVTOC YLa TNV
napovotia vedpitdac tumovu II/IV oe oxéon pe
C3 kot avti-DNA

Iwamoto T, J Rheumatol. 2021 Nov 15:jrheum.210391.



Avénueva emntimeda evepyotntog tUmou | vtepdpepovnc o€ aoOeveic
LLE UTLEPTIAQLOTLKN VEPpLTLOO AUKOU
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Mavragani et al, Rheumatology, in revision, 2022



Photosensitivity and type | IFN responses in cutaneous lupus
are driven by epidermal derived interferon kappa

mRNA expression value

MK Sarkar'!, GA Hile23, LC Tsoi'#° X Xing', J Liu?, Y Liang', CC Berthier®, WR Swindell’,
M Patrick', S Shuai’, PS Tsou?, R Uppala’, MA Beamer', A Srivastava’, SL Bielas’, PW
Harms'2 S Getsios®, JT Elder’, JJ Voorhees', JE Gudjonsson®!, and JM Kahlenberg®2
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Auvénueva entimeda evepyotntac tumou | wvtepdepovnc os aoBeveic
e eKONAWOELC TPOCOUOLA{OUCEC UE OKANPUVON KATA TIAQKOLC KOl
TTANPOUV KPLTHPLA YLOL CUCTNMOTIKA AUTOAVOOQ VOO LaTa
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Karathanasis et al, Frontiers in Pharmacology, 2022



e Sifalimumab
* Rontalizumab

Anifrolumab

Endogenous\ 7
anti-IFNo
antibody

IFN-kinoid

Nature Reviews | Rheumatology



Anifrolumab-Tu eivay;

1lgGK LOVOKAWVLKO OVTIOWHO KATA TNG UTIOMOVASALC
1 tou vntodoxea tn¢ wtepdepovnc |




Anifrolumab: A monoclonal
antibody targeting the

© o
© type | IFN receptor’

Type | IFN
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v Anifrolumab is approved in several countries
for the treatment of adult patients with SLE
who are receiving standard therapy?+#




Anifrolumab-MNMowa eivat n 66on Kot n
0606 Xxopnynong;

* 300mg kaBe 4 eBdopadec
* v, ekxuon 30 Aemtwv

NDC O0310-3040-00
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PHARMACY PRACTICE NEWS

FDA Approves Saphnelo, First New
Treatment for Lupus in 10 Years

Lupus Foundation of America
Celebrates FDA Approval of Saphnelo™
(Anifrolumab-fnia) as a New Treatment
for Lupus

Lupus Research Alliance Applauds U.S. FDA
Approval of AstraZeneca’s anifrolumab-fnia
(Saphnelo™) for Systemic Lupus
Erythematosus (SLE)


https://www.pharmacypracticenews.com/

MEeAETEC EYKPLONG

Anifrolumab, an Anti-Interferon-a Receptor
Monoclonal Antibody, in Moderate-to-Severe
Systemic Lupus Erythematosus

Richard Furie,l Munther Khamashta,z_ Joan T. Merrill,3 Victoria P. Werth,4 Kenneth Kalunian,5
Philip Brohawn,® Gabor G. Illei,” Jorn Drappa,® Liangwei Wang,® and Stephen Yoo,
for the CD1013 Study Investigators

Furie R, et al. Arthritis Rheumatol. 2017 Feb;69(2):376-386.

Type | interferon inhibitor anifrolumab in active systemic
lupus erythematosus (TULIP-1): a randomised, controlled,
phase 3 trial

Richard A Furie, Eric F Morand, lan N Bruce, Susan Manzi, Kenneth C Kalunian, Edward M Vital, Theresa Lawrence Ford, Ramesh Gupta, Falk Hiepe,
Mittermayer Santiago, Philip Z Brohawn, Anna Berglind, Raj Tummala, on behalf of the TULIP-1 study investigators™

Furie et al, Lancet Rheumatol 2019; 1: e208-19

Trial of Anifrolumab in Active Systemic Lupus Erythematosus

E.F. Morand, R. Furie, Y. Tanaka, |.N. Bruce, A.D. Askanase, C. Richez, S.-C. Bae, P.Z. Brohawn, L. Pineda

A " T B - e
A E‘,__.‘. nd. and R ymmala. tor the JLIP.Z ria nvestigat

Morand EF, N Engl J Med. 2020 Jan 16;382(3):211-221.



MUSE-2yeblaopoc

Anifrolumab 300
mg W24

IV Q4W n=99 Extension
. [N
_ 1 o———
Anifrolumab 1000 Treatment period endpoint: 7
mg SRI®) |7 T T
IV Q4W n=104
Placebo n=102
R . SLEDAI-2K score Glucocorticoid dosage
Stratification by' IFNGS test status (high or low) (<10 or 210) (<10 mg/day or 210 mg/day of prednisone or equivalent)

aFor patients with baseline glucocorticoid dosage >10 mg/day prednisone or equivalent.

1. Furie RA, et al. Supplementary Appendix. Lancet Rheumatol. 2019;1:e208-19. 2. Furie RA, et al. Lancet Rheumatol. 2019;1:e208-19. 3. Morand EF, et al. N Engl J Med. 2020;382:211-21. 4.

Morand EF, et al. Supplementary Appendix. N Engl J Med. 2020;382:211-221.



Mapoporoc oxedtaopoc TULIP-1 kai
TULIP-2 peAetwv

Follow-up
WO W8 W|40 W|52 8w

1
Anifrolumab 300 mg : i : i
IV Q4W n=180 1 i ) i

1
1 I I 1
1 1 1
TULIP-112 ) : | [
U Anifrolumab 150 mg ) 1° endpoint: - === '
N=457 IV Q4W n=93 Treatment period SRI(4) Extension
-— - - 1
123 sites . v :
2:1:2 : :
e Placebo n=184 i
Mandatory '
Taper glucocorticoid No taper '
permitted taper attempt to permitted ;
<7.5 mg/day? :
- ‘ ' : : |

. 1 1
: Anifrolumab 300 mg ! ! i ' n o
-23,4 = [ !
TULIP-2 . — | Treatment period 1" endpoint: Extension '
N=362 @2y 1: : 2 BicLA | 0200 A4
119 sites : : i ! ! 4 !
: 1 Placebo n=182 | ) i i i
: | : | | |
0 1 1 I I 1
. 1 1 1 1 1

R . SLEDAI-2K score Glucocorticoid dosage
Stratification by' IFNGS test status (high or low) (<10 or 210) (<10 mg/day or 210 mg/day of prednisone or equivalent)

23

aFor patients with baseline glucocorticoid dosage >10 mg/day prednisone or equivalent.
1. Furie RA, et al. Supplementary Appendix. Lancet Rheumatol. 2019;1:e208-19. 2. Furie RA, et al. Lancet Rheumatol. 2019;1:e208-19. 3. Morand EF, et al. N Engl J Med. 2020;382:211-21. 4.
Morand EF, et al. Supplementary Appendix. N Engl J Med. 2020;382:211-221.
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Kpttnplo eLoaywync- AlokAelopoU

Adults: 18 to 70 years of age

v
Seropositive for any of the
American College of v following antibodies:
~  Rheumatology classification * Antinuclear
criteria for SLE / * Anti-dsDNA
* Anti-Smith
Receivi tleast fth
Moderate to severe SLE ecelving at least one ot the
v following as stable treatment:
< ° SLEDAI-2K 26a . .
.. * Prednisone or equivalent
* Clinical SLEDAI-2Kb 24 « Antimalarial agent
* Organ domain scores * Azathioprine
(21 A or 22 B BILAG-2004 Patients with active severe * Mizoribine
scores) X lupus nephritis or active * Mycophenolate mofetil
. PGA >1 neuropsychiatric SLE « Mycophenolic acid
score = were excluded * Methotrexate

atxcluding fever, lupus-related headache, or organic brain syndrome; "SLEDAI-2K without laboratory results.
1. Morand EF, et al. N Engl J Med. 2020;382:211-21. 2. Furie RA, et al. Lancet Rheumatol. 2019;1:e208-19. 3. TULIP 2 CSP: AstraZeneca Pharmaceuticals LP. Clinical study protocol
D3461C00004. May 23, 2019.



Total Population

Anpoypadikd
oToLXELO

Trial 1 Trial 2 Trial 3
(N = 305) (N = 457) (N = 362)

Mean Age (years) 40 41 42
Female (%) 93 92 93
White (%) 42 71 60
Black/African American (%) 13 14 12
Asian (%) 7 5 17
Hispanic or Latino (%) 42 19 30
Baseline SLEDAI-2K score

Mean (SD) 10.9 (4.1) 11.3(3.72) | 11.5(3.76)

=10 points, n (%) 182 (60) 328 (72) 260 (72)
BILAG organ system scoring (Overall)

At least one A, n (%) 152 (50) 217 (48) 176 (49)

No A and at least 2 Bs, n (%) 134 (44) 211 (46) 169 (47)
Positive Anti-dsDNA levels, n (%)| 185 (77) 207 (45) 159 (44)
Abnormal ANA, n (%) 299 (98) 412 (90) 325 (90)
Abnormal Complement C3 level, 119 (39) 157 (34) 144 (40)
n (%)
Abnormal Complement C4 level, 74 (24) 95 (21) 95 (26)
n (%)
Baseline SLE treatment

0CS, n (%) 258 (85) 381 (83) 292 (81)

Antimalarials, n (%) 219 (72) 334 (73) 252 (70)

Immunosuppressants, n (%) 150 (49) 214 (47) 174 (48)




AmoteAeopota




[TpwWTOYEV KOATAANKTLIKA CnUEL

Phase 3 Phase 3 Phase 2

TULIP-2 TULIP-1 MUSE
N=362 N=457 N=305
PRIMARY ENDPOINTS
: : SRI-4 response and sustained
BICLA response at 52 weeks SRI-4 response at 52 weeks hietion £ 00 at 2% wosks
SAPHNELO 300 mg + ST vs placebo + ST
L18% vs 315% 49.0% vs 43.0% 34.3% vs 17.6%
Difference (95% Cl): 16.3% (6.3, 26.3) i e (95% CI): 6.0% ' Odds ratio (90% ClI): 2.4 (1.3, 4.3)

P =0.001 P=0.014




SRI-4: Systemic lupus erythematosus
responder index-4

1. Meiwon= 4 BaBuwv oto deiktn SELENA- SLEDAI
2. OxuLvéo BILAG-Ann <1veo BILAGB

3. Anovuocia embeivwong PGA > 0.3 (0 xwplic evepyotnta vooou,
3 max evepyotnta vooou)



BICLA Response

At least one gradation improvement
In baseline BILAG scores in all
body systems with moderate or

severe disease activity

No new BILAG A or more than one
new BILAG B scores

No worsening

BILAG based composite

BICLA

ofiotel Lupus Assessment
SLEDAI-2K ! No treatment
score from failure
baseline <10% deterioration

in PGA




MeyaAutepo nooooto acBevwy otnv opada tou Anifrolumab

ue BeAtiwon tng amnavinong BILAG

BICLA Responses over Time

Patients with a BICLA Response (%)

100+

Ty -

oo
=
|

70—

504

40

30+

204

104

Adjusted difference at wk 52, 16.3 percentage points (95% Cl, 6.3-26.3)
Adjusted P=0.001

Anifrolumab, 300 mg
(N=180)

Placebo (N=182)

Week of Trial



BICLA Response Rate at Week 52

Trial 1*:1 Trial 2*-1 Trial 3+
Anifrolumab-| Placebo |Anifrolumab-| Placebo |Anifrolumab-| Placebo
fnia 300 mg fnia 300 mg fnia 300 mg
(N=99) | (N=102) | (N=180) | (N=184) | (N=180) | (N=182)

BICLA Response Rate§
E‘EEE”“E“ 54 (54.6) |27(25.8)| 85 (47.1) |55(30.2)| 86(47.8) |57 (31.5)
Difference in
Response 16.3 (6.3, 26.3)
Rates 28.8 (15.7,41.9) 17.0 (7.2, 26.8) p-value = 0,001
(95% Cl)
Components of BICLA Response§
BILAG
Improvement, | 54 (54.5) |28 (27.5)| 85(47.2) |58 (31.5)| 88(48.9) |59 (324)
n (%)
No Worsening
of SLEDAI-2K, | 73 (73.7) |61(59.8)| 121 (67.2) |104 (56.5)| 122 (67.8) |94 (51.6)
n (%)
No Worsenin
of PGA,n(%? 76 (76.8) |62 (60.8)| 117(65.0) {105 (57.1)| 122 (67.8) |95 (52.2)




KUplor OeuteEPOYEV KATOANKTLKAL

onuela

MNoocootd acOevwv pE
HELWON KOPTLKOOTEPOELOWV

Meiwon CLASI (Cutaneous
lupus erythematosus
Disease Area and Severity
Index )

>50% BeAtiwon oe
gvocOnoia/oidnua
apOpwoeswv

Nooooto e€aposwv ava
£10C




KUplor OeuteEPOYEV KATOANKTLKAL
onuela

Meiwon CLASI (Cutaneous
lupus erythematosus Disease
Area and Severity Index

Nocoota acBsvwv pe
HELWON KOPTLKOCTEPOELOWV

>50% BeAtiwon oe

gvalobnoia/odnua , o
apOpWoEWV Etriolo moocooto eédposwv




Auvénuevo noocooto a.cBevwyv pe otobepa
Hewwpevn doon Koptikootepoeldwy 7.5 mg
nuepnoilwc arno tnv eféopada 40 -52

TULIP-1 TULIP-2

D:fferencei 16.7 Difference: 21.2
95% Cl: 3.5t0 29.8 95% Cl: 6.8 to 35.7

p=0.013
=0.01
80 - 50 P

70 A
60 -
50 ~
40 -
30 ~
20 4
10

70
60

50

Patients (%)

40 |

Patients (%)

30 |
20 |

10

Anifrolumab 300 mg Placebo

Anifrolumab 300 mg Placebo
n=103 n=102

n=87 n=83

34

Furie RA, et al. Lancet Rheumatol. 2019;1:e208-219.
Morand EF, et al. N Engl J Med. 2020;382:211—221.'



KUplor OeuteEPOYEV KATOANKTLKAL

onuela

MNoocootd acBevwv e
HLELWON KOPTIKOOTEPOELOWV

Meiwon CLASI (Cutaneous
lupus erythematosus
Disease Area and Severity
Index)

>50% BeAtiwon oe
gvaloOnoia/oldnua
apBpwoewv

Etriolo mooooTto e€dpoewv




Auv&nUeEvo MooooTto aobevwy pe peiwon tou CLASI score
>50% amo tnv evapén tng Oeparmeiog pexpLt tnv 12N
eBdopada otnv opada tou Anifrolumab

TULIP-1 TULIP-2

Difference: 18.7 Difference: 24
0, 5
95% Cl: 1.4 t0 36.0 95% Cl: 4.3 to 43.6
p=0.034 0=0.04
80 - 80
60 - 60 1
40 - 40 1
20 ] 20 .
O | | : : : : . . . ' ' ' : , 0 T T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56

36

Furie RA, et al. Lancet Rheumatol. 2019;1:e208-219.
Morand EF, et al. N Engl J Med. 2020;382:211—221.'



Patient was recefving anifrolumab 300 ng Q4W

Furie et al, Arthritis Rheumatol. 2017 Feb;69(2):376-386



KUplor OeuteEPOYEV KATOANKTLKAL
onuela

Meiwon CLASI (Cutaneous
lupus erythematosus Disease
Area and Severity Index)

MNoocootd acBevwv e
HLELWON KOPTIKOOTEPOELOWV

>50% PBeAtiwon og
gvaoOnoia/oldnua

apOpRoEWV Etriolo mooooTto e€dpoewv




Moocooto aoBevwy pe BeAtiwon = 50% otov aplOuo twv
npooBePAnuevwy apBpwoswv

39

100 -
=~ Patients with =8 tender and
80 ¥ >8 swollen joints at
_ * , . . ——  RA3EING1ab 300 mg n=115
H)J 60 - Placebo n=140
$
g 40 ~
()
= /6‘5{ Patients with =6 tender and
e 20 o >6 swollen joints at baseline
=—0@— Anifrolumab 300 mg n=164
O T T T T T T T T

T T T T T —@— Placebo n=190
0 4 8 12 16 20 24 28 32 36 40 44 48 52

. Nominal p-values are presented.
Trial week

*p<0.05.

At W36, W44, W48, and W52, more patients had improved joint counts with anifrolumab vs placebo

Results are descriptive only.
. Points are estimates and bars are standard errors.

aSwollen and tender joint count responder rates were adjusted for the factors which randomization was stratified using the stratified Cochran—
Mantel-Haenszel method.

Morand EF, et al. Poster 1828. Presented at: American College of Rheumatology All-Virtual Annual Meeting; November 5-9, 2020.
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vooou (p=0.08)

Time to First Flare
100

00—
B0
70+
60—
30—

404

Patients with Flare (%)

30+

20—

10+

Hazard ratio, 0.65 (95% Cl, 0.46—0.91)

Placebo (N=182)

Anifrolumab, 300 mg
(N=180)

Mo. at Risk

Placebo 182
Anifrolumab, 300 mg 180

T T
4 ] 12 16 20 24 28 32 36 40 44 48 52

Weeks since First Dose in Trial

181 167 159 149 137 120 113 107 08 97 95 a1 77
179 175 158 153 147 141 13& 130 124 118 116 114 103



Efficacy Across SLEDAI-2K Organ

Domain Scores at Week 52

SLEDAI-2K ‘Responders’ by Organ Domain?

100 - B Anifrolumab
_ nirroluma
28 ] n=360
9\3 70 4 Bl Placebo
:‘2’/ 60 - 55 49 51 56 n=366
§ 90 1 39 40 40
5 40 ~ 31 32
307 19 17
20 T 11
19| s
0 _
n, baseline 348 351 335 349 237 320 39 40 41 25 30 29 2 2
32 35
Mucocutaneous Musculoskeletal Immunology Vascular Hematologic® Renal CardiorespiratoryCentral nervous system

More patients responded in the mucocutaneous, musculoskeletal, and immunologic SLEDAI-2K domains with

anifrolumab 300 mg than with placebo; similar results were also seen in less frequently affected domains

apatients treated with restricted medication beyond protocol-allowed threshold, and those who discontinued anifrolumab, are regarded as nonresponders. SLEDAI-2K responder rates were calculated using a
stratified Cochran—-Mantel-Haenszel approach; PPatients with severe active lupus nephritis or severe active central nervous system manifestations were excluded; Excluding fever.
Morand EF, et al. Poster 1828. Presented at: American College of Rheumatology All-Virtual Annual Meeting; November 5-9, 2020.
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BILAG Response in the (A) Musculoskeletal, (B) Mucocutaneous, (C)
Constitutional Domains in Pooled TULIP-1 and TULIP-2 Trials on
Consecutive Visits Up to and Including Week 52

A. Musculoskeletal B. Mucocutaneous

S _ S .

g 100 m Anifrolumab 300 mg (n=317) Placebo (n=328) s 100 m Anifrolumab 300 mg (n=315) Placebo (n=312)

‘§ 80 ‘§ 80

50,2

i o 37,8 2o 309 36,3 g 0 406 34,6

% 2 | . | . A 199 § 0 268 ’ 23,7 263 16,3 17,1

i DU B = =

x ’ 14 7,1

0 ‘ ‘ . 0 ‘ ‘ .

>3 months =6 months =9 months 12 months >3 months 26 months =9 months 12 months
Consecutive visits of sustained BILAG response Consecutive visits of sustained BILAG response

C. Constitutional

100

(]

© 80 m Anifrolumab 300 mg (n=25) Placebo (n=17)

(3]

29 60 52,0 44,0 40,0 320

o~ s

2 40 23,5 235 17,6 17,6

K 20

& 0 ‘ ‘ ; k
23 months 26 months 29 months 12 months

Consecutive visits of sustained BILAG response

BILAG, British Isles Lupus Assessment Group.
Organ domains with <20 patients with organ involvement at baseline are not shown (gastrointestinal, neuropsychiatric, ophthalmic, and hematologic).
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Difference: 25.0%
100 95% Cl 2.6 to 47.3)
Nominal P=0.028

56%

*Nominal P<0.05

"Nominal P<0.01
Anifrolumab 300 mg (n=41) *Nominal P<0.001

SLEDAI-2K Organ Domain Responders?® (%)

0 1. 1 1. 1 1T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Study Week

Morand EF. Article published online ahead of print February 3, 2022. Lancet Rheumatol. 2022. Pooled TULIP-1 and TULIP-2
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70 — Anifrolumab 300 mg (n=298) — Placebo (n=302)
60
50
40

304

Patients (%)

20
104

0

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

Weeks from baseline
Anifrolumab 300 mg n= 298 298 298 298 298 298 298 298 298 298 298 298 298

Placebo n= 302 302 302 302 302 302 302 302 302 302 302 302 302
B
707 —— Anifrolumab 300 mg (n=62) ~— Placebo (n=64)
607
. 50+
S
P 404
c
2 30+
©
o
204
10
0 —
T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks from baseline
Anifrolumab 300 mg n= 62 62 62 62 62 62 62 62 62 62 62 62 62
Placebo n= 64 64 64 64 64 64 64 64 64 64 64 64 64

Vital EM, et al, Ann Rheum Dis. 2022 Jul;81(7):951-961.



Anifrolumab 300 mg

Favors placebo Favors anifrolumab

OR (90% CI)

P value

Anifrolumab 1,000 mg

Favors placebo Favors anifrolumab

OR (90% CI)

P value

SRI(4) (incl. OCS taper) —— 3.08 (1.86-5.09) <0.001 —— 1.84 (1.11-3.04) 0.048
IFN test high ——  4.30(2.34-7.91) <0.001 —_— 2.52(1.37-4.64) 0.013
IFN test low —_——— 1.47 (0.55-3.93) 0.514 R S— 0.89 (0.34-2.35) 0.849

'SRI(4) (excl. OCS taper) —— 2.66 (1.64-4.31) <0.001 —— 1.78 (1.11-2.85) 0.043
IFN test high — 2.98 (1.69-5.24) 0.001 —a— 2.33(1.34-4.04) 0.012
IFN test low . 2.07 (0.77-5.53) 0.225 e 0.85(0.34-2.12) 0.765

SRI(7) —_—— 2.83 (1.58-5.07) 0.003 —— 1.83 (1.01-3.32) 0.094
IFN test high ——  4.59(2.26-9.33) <0.001 — 2.65(1.29-5.43) 0.026
IFN test low —_— 0.94 (0.29-3.04) 0.930 — 0.81(0.25-2.61) 0.763

BICLA —— 3.42 (2.06-5.68) <0.001 — 2.06 (1.25-3.42) 0.018
IFN test high ——  3.65(2.02-6.60) <0.001 —a— 2.41(1.34-435) 0.014
IFN test low ———  3.19(1.16-8.73) 0.059 —_— 1.38 (0.51-3.70) 0.596

SLEDAI <2 o 2.68 (1.53-4.70) 0.004 —— 2.35(1.34-4.11) 0.012

Major clinical response ——— 3.24(1.49-7.04) 0.012 ———  2388(1.32-626) 0.025

OCS reduction —e—  3.59(1.87-6.89) 0.001 —— 1.23 (0.64-2.37) 0.595

o1 1 10 0.1 Y 10

Odds ratio (90% confidence interval) Odds ratio (90% confidence interval)

Furie R, et al. Arthritis Rheumatol. 2017 Feb;69(2):376-386.
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ADVERSE REACTIONS OCCURRING IN 22% OF PATIENTS ON
SAPHNELO 300 MG IN THREE CLINICAL TRIALS AT 52 WEEKS!

SAPHNELO + ST Placebo + ST

Adverse reaction (n=459), % (n=466), %
Upper respiratory tract infection’ 34 | 23
Bronchitis! n | 52
Infusion-related reactions 9.4 71
Herpes zoster 6.1 | 13
Cough 5.0 | 3.2
Respiratory tract infection? 33 | 1.5
Hypersensitivity 2.8 | 0.6

All patients received standard therapy. *Upper respiratory tract infections
(including Upper respiratory tract infections, Nasopharyngitis, Pharyngitis).
'Bronchitis (including Bronchitis, Bronchitis viral, Tracheobronchitis)
*Respiratory tract infection (including Respiratory tract infection,
Respiratory tract infection viral, Respiratory tract infection bacterial).

Safety profile was evaluated
across 3 clinical trials involving more
than 1000 adult patients




Anifrolumab-Avtevoeiéelc

* Avadulaktikn avtidpaon oto anifrolumab



Anifrolumab-Znueia tpoooxnc

e Aev ouyxopnyeital pe aAAouc BLoAoyLlkoUC TIOPAYOVTEC

e Auénuevoc kivbuvoc yla Aolpwén armo eprinta {wothpa,
ypimmn

* [leploplopeva dedopéva yia kUnon, yodouyia, kivbuvo yla
QAVATITUEN KOPKivou



JUMTIEPAOLATO

To anifrolumab sival n mpwtn eykekpLlpuevn PLoAoyikr Bepareiat KATA TNC
060U NG WvtepdepOVNC TUTIOU | yLa TO HETPLO- COPAPO CUOTNUATLKO
gpuONUaTWSN AUKO XWwpic pooBoAn veppou kat KN2

MELWVEL TNV EVEPYOTNTA TNG VOOOU £LOLKA 000V adopa TIC SEPUATLKEC KoLl
LLUOOKEAETIKEC EKONAWOELC

MeyoAUTepeC GepaneurLqu aTtOKpLoqu sxouv ol aoBeveic pe vpnAa
enineda yovidiwv nou emayovtal anod tumou | vtepdpepovn

Auénuévoc KLv6uvoq yLoL avTLOpAOELC £KXUONG, AOLWEELC AVWTEPOU
QVOTIVEUOTLKOU Kall Eprinta {wotnpa

AVOLEVOVTOL TTIEPLOCOTEPEPE LEAETEC YLa TO pOAO o€ aoBeveic pe ZEA pe
vedpikn N KNZ tpoofoln



Euxaplotw oAU yla tnv
TIPOGCOYXN O0C
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