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BIHE A

>

>

AR A ARAERRRXATKFERK, PHARXEAAES, BAGERZEGTLEMN. ItARREIZHIEALREREZAOA (1gh) BRI FORE, LEkd RERRAZREGE
B RARE LG EREIL, KRSERTHEF, 20-40% &4 5L 2980% IgAB R ARBR T LA RAKEE DERARMA, & RAME KR 2H35%50%0. AEHHRA, #HiFIL
REHIEA R IgAE 7 & FH A KR 2015556988075 A ¥ A0 £ 202055699307 A, HFREH E2207 A; it 20304F 43K & AR K 10207 A, T ELAAR24075 A. ££ EHIgA
FmaTERLR, EFARTK, RA13F-157E&FH, LI T, KEBHLHIgAE R GEEFZHA 7HA, BREAHE K.

|gAR % B AT A4 T 877 % ik, ERMRABMOEREROR, LREHRBAMRLERA E R B4, 202174KDIGOFE f 45 th 3 T & & /R >0. 5g/d & # 4 & K i 1A 4 fl o %%
TR A 4 B FIACE | Kt AR E AR AIARBIE 77, BAR AKX 2 & O RNg/d; H2A3-6MAXBEITE, AEAMKTHT1g/d, HLeGFRE0mI/minky &, Tk
HGOAA GBI HE &7, ah T Kot AR AR LR REAEXRS RRAR, BB FET ghiR T ot ERTe & AE— 530 45 daE T A s 7677 1eA R
AR AL FBAK, XY | gAE#7 A AR R LB o) A T IE BBt B, B AT T 0677 | A8y S dg i 7 2 2 0 36308 BE CTX. D% & FEIrBEMNF, 52 3 8) 5

AIgAR# “WEITHBHL” LRMF HK, E7 R KK IgARRANTETOAERE. 1gAR R Lmbud B AT oA, MBS H “WEATERL” , HAZBRIL
ENTITR, TRETRREIgANTRIT EAILKE: (1) TR GREEBRE, KRR RIZRGF 42, REAWHHA ZMAH AL RN LT > Saf Kk (20235
TMA KGR , HATE2F0E RIPNR B BFAGEGRTEAERN, LR FERVeGFRT %, (2) BaeE ¥ (BAFF/APRIL) #pl5: Hrk = Abikagbmie - ) 8 F fuiked
FE, BHEREMAEA A FCHE (BAFFRAPRILR T M #I7], R £ 4, WhR3H) . T EHE (BAFFEGAPRILI Z 44| F, vera Pharmaceutical, W/&/3#1) . zigakibart
(%32 S APRIL, &4, WE/&/3H) . sibeprenlimab (3 ¥ & APRIL, Otsuka, ' /&k3H49) . povetacicept (BAFF&APRILILE 4p#]%|, Vertex, FA+124H2#E N s /&3H0) o (3)
NEF/ g BRERBRA: VKb E SRR, WEA K FoE R KE THKRIER Fsparsentan (Travere) T202352H £ £ KAm@ bk, 202453 RZAMAAY wiF; %
A )X I Chinook®y M K & RIS Atrasentanfi it 2024-F £ £ X L7 $iF; B A F &L XSC00623 NIE R 247,  (4) AMRR L¥e®is )7 : MHIAMR ERRZ, BIRILR L
A KIE R R %o HF ik iptacopan ($2@CFB) s RIMA 2P AT 2 R4 8, it 20245 /2 % 38 S w iR Bk P iF; FIATA) Bravul izumab ($219C5) 472 & 534 F;
18 ¥4 & Z5HRS-5965 (¥ @CFB) . /&% LCM338 (¥ GMASP2) | 183% & 25SHR-2010 (¥2®MASP2) 34 4t 16 K240,

BREEN: BAIARRRREAMLLE RARBERREE, BAMHYL A B EXTHAA, LA AR REFALHEEAHE. EHHERRAGRE RARBL, E)
£k 1gA Ao 2 R AT B o2 RATHE., £S4 4., BT, BREHE,

AR : TLRBEELTHRAE; FREETBEAPRE; TF bR E; & LT B kA X IR A
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|gA'E-H: VAl gATLAR Ay 45 42 69 B 3R =

ZEHEGA (1gh) EBAEF ORE, LERLRFERERAZEGE QRART LQGEREAI, KRS ERTHESF, 20-40

> lgABm T B4R %5
&R KM B R 2935%-50%. M EFHH KA, BT ALREHIBELKIgAT R ESL

Y &k B 2980%, |gAR Ja & & E R F LA R A R KR,
AH H20155F 4988075 A Am £ 202045 6993075 A, H P &REL E2207 A; 20305F 4 3K & ASGA 210205 A, FEAK24075 A, £EE

|gAR /& TF Lk, SHEIIRK, RAH137-157 &4, MU T, KEHALHIgAT R A EF KT 7T BAFKRELE K.
B&1: IgARRREFHN
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| gAB s K mpdl: “ZEiarHMmL”

> IgARREy “SEIHBA” o 1gAR RO K RAE S A, B AR 283090 N, IgA R A hE LR F 5, maEE—huk],
WA “LZEIHFBIL « WBHLAINFTOEDKRIgAE TlgME R, EAARTEEEN (FILBEHLER IgA1, Gd-1gA1) , BAFRT A
A% R0 IR PEGD- 1 gA F A ARE . QK R b mATT X ad-1gM B ik, Q@8 FHR G IgMBELHBRILBZ LY DR ELMWEY
DR RTAR, IR RBEMILREFABREEER., oE R RKEI, REX@ERT (ANENFIL-6) A KRAFIGF-B, FXK F I m0E7EF

AMRIEZHEE, REAFEE DESM, B&2: IgANme “% B350
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|gA'B-FmIA B T7

RAXFFHETHTE

>

IgABE BT HXEEZRRAIFERLEF. REIghAE RAnem B4 S LA 5 B A, 12 A IghEF ey R4
—F T, 20213%KD1GO4E & 45 b xF T8 A & 7 X9 R K1 1 gh® 4,
o E R IR E B IR /B B RE AR IEF (ACEi/ARB) Z & KAt fl=. 1#4& S E K%,

4&.&!& IN Ei ~ ﬁk(A}:. %J-

MRE, £y

H A il B0 5 FhAE R R IE ) 7 b
LESRDBE R W H B4 R—, BARREA4TH N

B> BR B (Mycopheno late Mofetil,

B %3:

MMF) .

ZHF) ., o

o FLIEIPEFIATTF 1 gAY BTN

FITK) 0077 AT A AL 5
| A5 6 77 287 K AL 677

#2 2% (Hydroxych loroquine,

I3 Bl A A RE 22 R s 3tk Ae B g
BT R ERRRNLSFWET, PPiEdlhE, HFEEFT (24
BN EA F1, A TINA AR RS F I TR & & kA B3 %ok, B KRIE
o KT HIBAPHIF, WRIRBRBLIEAE TR A7 A om LA BR gtk 8916 R m A2 69 &,

HCQ) #&iE = 3F T W B 1gAE H A 455k 3k & 0h, AL %z 3% 7] (Gmaiied
Bkd: BRIBETEDLTHESREH gALH 652 H X

Proteinuria >1 g/d despite at least
3 months of optimized supportive care:

« BP management

- aldosterone antagonists

- beta blockers
* avold dihydropyridine
calclum-channel blockers
{e.g. amlodipine, nifedipine)

|ﬁ‘ ' « Maximally tolerated dose of ACEi/ARB
Suppo e therapv in lgAN Not applicable to + Lifestyle modification Not applicable to:
variant forms of IgA: + Address cardiovascular risk « IgA vasculitis
Dieta « IgA deposition with «IgA nephropathy
Blood pressure management - Lifestyle modifications Additional measures minimal change disease secondary to:
and fluid management + IgAN with acute kidney ~Viral (HIV, hepatitis)
- injury Consider enroliment - Inflammatory bowel
* target sitting systolic BP <120 | | * restrict sodium intake || . cuiv smoking * avoid NSAIDs +1gAN with a rapidly in a clinical trial disease
mmHg to less than 2 g/d or 3 * avoid prolonged severe progressive - Autoimmune disease
) _ 90 mmol/d and/or use| | * normalize body weight hyperkalemia glomerulonephritis* - Cirrhosis
R diuretics * encourage regular ; | +IgA-dominant
-first choice: ACE inhibitors ||, (oot ororein intake || ©ndurance sporss, > ;"““"" ' : postinfectious GN
ar ARBs (with dosage i e ydroxychloroquine in €GFR <30 mi/min/1.73 m* €GFR = 30 ml/min/1.73 m?
uptitration as tolerated) in * control fluid intake exercise P"Olei"‘u"c patients
all patients with proteinuria {less than 1.5t0 2 d:!spcte maximal dosage Specific populations:
> 0.5 g/d; no combination /d) of RAS blocker : « Japanese - consider
therapy * SGLT-2 inhibitor Toxicity risk stratification: tonsillectomy
- non-diydropyridine calcium (currently off-label; :.Af'.lvav:c?l o +Chinese - consider
channel blockers (e.g. status 8/2021) mycophenolate mofetil as
+ Obesity a glucocorticoid-sparing
verapamil, diltiazem) « Latent infection agent
(TB, HIV, HBV, HCV)
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|gA'R =R #T 7 &= &

> A3t IgARRMER “ S EdrE” BASANA TR, BT RARIARRAFTESILREL: OWHIROERLRRE. KIRKKD Gd-|gAl#) = 4,
W38 S T8 At 5 e T B AR 18 BRI R 2 IR, A A AL IEAR Ak 20 (MALT) & AuAe s R Kk, $8E 4 FM KR T T6d-|gAl
B = £ 300 QIgARFRALE] X ik HGd-1gA1 8 F RS ZWEFRvh, HIR = EFIRGBMAIH R Bim 8 & FRey = £, TNFE R 3
BAFF (B&mfieEML B -F) A=APRIL GEFAAFHAR) 154 KECAHRAE R T ARTACT (35 IRSE R A= F IR & A BLARAa ZAE M4 ) #=BCMA (B e p%
RIFR) , BEHBEMILEAIKR LR SLE S/ A LR BOL PG, R ARG, THREAIE, EREB XTI lgAEE o F 3k

M E) X B FRF AT S @QRRE/E BRERAN: ¥ RoFHIRE; @AMRERIEET: IHAMRELEE, BRI
Fo R JE R KA B &5: #4IBAasE B -FBAFF f3% 74 i 3 BLAKAPRI L& 2

ANTIGEN Pe ’,

yer’s
\ Patch —
) Vg

[ 4 5 W IgA" B cell
Z’"'\@( WQ) @btk i 0 6] A A ] R AR 4 4 AL
LIRS T L X I V! - QW / ' -

of

activation

et - Narsoplimab (OMS721)
G\ i -4 _— - Iptacopan (LNP023)
L R ? 3 aales : ' ) ) IgA Nephropat - Pegcetacoplan (APL-2
T W o @ e i Inhibition of excessive L = 2 P ) Inhibition of BAFF and SR e v
-t 9 . D E i = mucosal immune ‘, coRe J APRIL pathways Mesangial deposition of B CCX168
Lol o e . . response BAFFR 3 vacopan ( )
o L 4 ;‘ IgA" B cell immune complexes, - Ravulizumab
- Budesonide B cell T cell-independent - VIS649 (Sibeprenlimab) complement involvement, - Cemdisiran (ALN-CC5)

- BION-1301 kidney damage and fibrosis

- Atacicept

a - Prebiotics and probiotics

Epithelium | - Rifaximin Inhibition of kidney

- Blisibimod damage and fibrosis
{ - Rituximab
~ - Aliskiren
> - Sparsentan

Gd jim - Atrasentan

Bl 'o'tiu'ar' drugs |
. YA - Hydroxychloroqui ne
yy< - SGLT2 inhibitors :

SAA¢ l ...............
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lgAB9mErn (1) : 2 R¥IEqBEZEEE R %% %5 -Nefecon

>

Nefecon VA ¥e 1a) 4] 5] 697 XA st X 2 a9 mid AR 2k 22027 (GALT) , AEBGALTIR R IK X I% #.0% K AR, F T AGd-1gA149 = 4 ;
NefeconFk #|F JL: 2021-F12 0 & £ M &4 L7, 2023F6 H @ FDAMR X AN #7 25 wiF, 2023-F11 H & £ T2k 2022557 A BR B Fk #t; 202345
108 + ER T34k, 2023511 7 B A K X 35 ht,

Nefeconls & 3ANef | gArd ¥ AR 2F T EIAAMIE L, BHAMTEER Y eGFRTH, HHEARY ZEHEK. (1) Nefeconisd /7 HeGFRA A& T &
6. 11 ml/min/1.73m?; M-SR FH 2 A A& TH412.00 ml/min/1.73m2, £79/J #9Nefeconis 77 °T LAXELE 'R o) ik RiB 1A50%; JF HeGFRAYR & 5
JEGUPCRAF R AR AN (2) fEBAR2E 00675 Aol ind, RIMOIRE) T HAME QR TR, Nefeconis 7 4112-244  #9UPCR (&

BILEFIL) AR Y TA41% (3) EFTARMEITE, MR LA R E 8T ok 5 E T, 4T ok b iR A mm
60% B %6: NeflgArdis &R 3H K14+t

NeflgArd: A two-part, global, randomized, double-blind, placebo-controlled study

B %7: Nefeconfe mEHFEEHAK

‘. Screening ‘ [ Treatment, double blinded ] l Follow up, double blinded J
P 1z ~N LFEBBEER (TARGIT™ # FI#HK)
9 months 15 months observation
on drug off drug

HFZEERME
A

| e
>
|| Placebo nrndmuu1|mwrmmmnnrnmrrmmmmmnuj

4 I
All randomized patients remained blinded and on optimized RAS inhibition ‘

v

[ Interim readout 199 patients; primary endpoint proteinuria reduction

BB TIHRE www.ipoipo.cn
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lgAB9mEn (1) : 2 R¥IEqBEZEE R % #F %5 -Nefecon

B %8: NefeconZ & ls &k 3#8 77 2 K 37

Mean (+ SEM) absolute change in eGFR from baseline T Mean (+ SEM) % change in UPCR from baseline

m —e— Nefecon 16 mg - - - Placebo

o
1
r

-20 4 | —&— Nefecon 16 mg - -+ - Placebo |

Mean absolute change in eGFR
from baseline (mL/min/1.73 m?)
l
wun
1

Percent change in UPCR from baseline (%)

-104 -40 1
Treatment period Observational follow-up period . . .
=15 . i . . : : : —60 Treatment period Observational follow-up period
0 3 6 9 12 18 2 ) ' ’ ' ' ' '
0 3 6 9 12 18 24
Month
Nefecon 16 me/day, 066 -152 -611
mL/min/1.73 m Nefecon 16 mg/day, % -33.6 -51.3 -30.7
Placebo, mL/min/1.73 m? -4.56 -5.85 -12.00 Placebo, % -5.2 -3.2 -1.0
Absolute difference, 521 433 5.89 Corresponding percentage reduction, 30 50 30
mL/min/1.73 m? (95% CI) (3.35-7.58) (2.44-6.66) (3.35-9.15) % (95% CI) (20-39)  (42-57) 116-41)
B %9: Nefeconx s R3#AF L AR ST ¥’
Figure 1: eGFR stratified by race and treatment Figure 2: UPCR stratified by race and treatment
wweeee Asian patients @ Nefecon 20 T e Asian patients @ Nefecon
—— White patients A Placebo

10 B —— White patients A Placebo

0t N I

baseline, % (* SE)
b
o

Mean absolute change in
eGFR from baseline,
mL/min/1.73 m? (£ SE)

Percent change in UPCR from

=50
Treatment period Observational follow-up period =60 Treatment period Observational follow-up period
=20 T 1 T T T T -70 T T T T T T
0 3 6 9 12 18 24 0 3 6 9 12 18 24
Month Month

AEEET, 43;138 39,131 35,131 37;129 35,117 31,123 31,117 NEGE, 43;138 42;130 37,131 36; 129 35121 31;123 31,113
(Asian; White) (Asian; White)

lacebo, r 40; 137 40; 133 37;129 37;122 36; 121 31;116 29; 114 Placebo, n i 40; 137 40; 131 38; 127 38;122 37,119 31;117 29;110
(Asian; White (Asian; White
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lgA'SJm&F (2) : BafieH-F (BAFF/APRIL) ¥z & R A& &

> Bomfe.BE-F (BAFF/APRIL) ¥& 57477 lgARmbud]: £4A L4 T, BAFF. APRILA B % AREBL il #An s & b A 2R, L PBAFFE =4
R (BAFF:4k; Bfmfe mk #AHU/ZBOMA; 35 8E R #5A T F Aok IR & A BLAR A ZAE NWTACH) £ R TR KB K B Ak 69 F M &, *F
TBmME A A F A LR E AN MICEXE E; APRILSBOMAGRZ ZL2E4, HTACI 54271 54K, AT B R Ao 2L 2 b Bam e Fo S tm I iR 3 A 76 09 )& A
T #t o BAFFA=APRILA HAZ 5383 69 X 8T FvaBm e e mAash ik, Mol lghfe iR M B F ARG = 4. IR L oW B A LR, A
AT 3t | gAsk R 69 K 4 o

> BAFF/APRIL¥ze &Mk & &3t B : #. 52024547 ¥ f], BAFFEAPRILIL Z ¥e & #7451 & € B L Ao B L34 3 N WG R34, 3 e S APRILAP 4] 7|
z igakibartﬁns ibeprenl imab&iﬁi&éﬂi']/ﬁ'z /7}'\3-}1}], povetacicept (BAFF&APRI Lii'ﬁjf]?%'] ﬁ']) . 7%)5‘5("]{-3 /‘*1/2-}%, il ‘i‘l’2024—Fif’:—éf‘i£]\/i\f£3-}iﬂo

B %&10: BAFF/APRIL¥e B2 =& A B % 11: BAFF/APRIL3e %15 ;R & &3t &
s R £ =33t RIAJEAS
b JFiE4t AT ®E BAFFSAPRIL F X s AR 330 308A

HSC (particularly primary B cells)
turation of B cells

cell death and autophagy

80O i K FiE4t  ME®#  BAFFSAPRIL Vera s R 39 3764
Large:ijuel N
&  —
- i B FiE4t  zigakibart APRIL CS s R 33 2924
& A o
Fm‘ e H oo Bl EX 5] sibeprenlimab APRIL Visterra (Otsuka) I PR 3 600A
NS e i e K TFiE4F Blisibimod BAFF Zenyaku Kogyo 2k R -
4 rsnaca s JR1/230 & % Ao

K TFiZ4 povetacicept BAFF&APRIL Vertex Pharmaceuticals QAMDFF B i3 I 30 =

- AB0O1 BAFF&APRIL AKSO 1 R AT -

BB TIHRE www.ipoipo.cn
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|gA'B %65 (2) : BAFFRAPRILM Ie & #p &) Hl-% ¢

> REBELTIgARRTEERIPETY, FH—K240mg, X TFiEH. £ HE L83 F 2DNAHARFBAFF AR TACI JL S 4 2 69 7T 530 5 5 A
|gG1 Fchakat9& &, “TUAMEBlysA=APRILS ta Rl A48 AR o 20225011 A 2 £ 3R TP & 1 gA R sm 16 R 380, 20232 A 5 30 B A s /R 31,
R T ENNEAN B ANBIUE G HI39A, HA1KL T, 1:k240mg; BY B4 25 E B28 1k 4 25240mg. 3 PAN B £ 244 5 398 k&
WUBT FLUPCRAB AR T A A T AL, BYr £ £ 24 5 4 1048 FAL K ) 3R 8 i R eGFRAT £

> REHELT AR R K2 IE: ER2IIE I NLML B HERIEE G IghAEE, L) H160mghC L, 240mgh v ®E, ZRAFEE=2, 4
FotK248, R £, ACBH LI EXEIgABELFZFG: 240mgis 5 24 N & G F KPR & T re49%, A %its £ 5 160mgis 74
F 324 B R B QRTFRAK TS T25%, £2AELATFEL. LECHEETHE A L7705 ECFREA AR T,

B&12: T HEGR2YAE AR E RE QKB

o

a

— -® Placebo # Telitacicept 160mg -# Telitacicept 240mg - Placebo & Telitacicept 160mg - Telitacicept 240mg

< —

S g

2 1.0 o 50

o £

= ©

o 2]

2 8

8 o5 g 25 -

§ N 8

: | [ e } ]

8 e = - - B -

S 00 "'*ﬁtg—v i e — 2 o em—— e

£ - | 1 x{ ‘g —

o} i I S ~~ - l

S N - » a

a e g = —

5 05 T Sk W = 3 25 i )

= —— 3 S

< - 3] L e -

3] L+ ® ~_ .k

£ 1.0 o -50 —"

o 2 i

2 IS

5 =

5 c

% -1.5 g -75

g 0 4 8 12 16 20 24 = 0 4 8 12 16 20 24
Visit (wk) Visit (wk)
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lgA'B% & (2) : BAFF&APRILIL¥E & 74 5-Povetacicept (VertexiIc ¥)

> Povetacicept#4J8 K T4 —:k80mg; Alpinefi 12024 F sk Nl K338, #2027 L7F,

> Povetaciceptls K1b/2aRidkdE: 202454 A Alpine ™ R #1b/2afp3 48, 4117) 1gh's 95 & H B4 . TF 2 4480 240mg povetacicept, 80mgH
45 36 BT 6.5 BHUPCRE AL & 51864, 1%, Lk RiT67%% % (4.4 %K) £ 2% M (UPCR0.5g/g) , Hanheiae (<=eGFR& A &[4 1425%)
HAr A &H ¥ EI6E XL KT (n=4) BFE IR JReGHE, HI80mg. 240mgP AP F| 874 5 KA WIREWGd-1gM e 2 F MV A X, &
F 80mg 7| & 2408 B+ RV T 67. 9%, 240mg#| & £20)8 i+ 'V T 78. 6%,
B %13: Povetaciceptis ;k1b/2a#i & #743& (20244F4 A A H)

Reductions in Proteinuria (UPCR) Stable Renal Function (eGFR) Reductions in Gd-IgA1 Reduction Gd-IgA1/C3 Ratio

O-@----oerrere e g () I OO
@ “®- " Povetacicept 80 mg —_ _® Povetacicept 80 : Q@ vvrrrrrreerarnaeae e,
c =) prel mg Povet t 80 = .
- 7 -@- Povetacicept 240 mg o _| @ Povetacicept 240 mg E 3__ Pz::t:z;ﬁzpt 2 40m"g1 E 4\ -©- Povetacicept 80 mg
B I -20- £+ 20 +12 @ -20- B 9 [ 20—\ —@ Povetacicept 240 mg
T ) T 5 @ _ & —
o, ] § 2 o i i 1] %
g S -40- £ g + g A 407
s 1 ¢ E £ c e~ .
o= = o o 3 q;, S -60
2 -60- o< 2= oS ]
- -78.0% - s ==
PC) i £E S s -80-
© 304 © 3 © -78.6% o
2 UPCR E = Gd-lgA1 2 Gd-IgA1/C3

=
m
m
S

'100 —r | T r 1 "7 T T
week 2] [se] [ WeEK 2 4
80mgMN 1211 kRl 11|10/GkE 7 | 5 [l 3 | 1 80mgN |12[11 [REN 11|10 BER 5 | s SN 3 | 1
240 mg N HE 5 BE - BE - BE - 240 mg N A - IRER - B - Bl -

240 mg N
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lgAS 55485 (2) : APRIL¥E 32 54 H-Zigakibart GE4 M)

> Zigakibart#2/8 & T iz 41—k 600mg (150me/ml/%, MEAX) ; ARIMAITF: 202347 ] Chinooks 4 # 1 gA % 4 A 42 % HEIHIBEYONDHH
7, e RSN NI292A, KINIA LT 7 R A 2R — K T EAT600mg, #4104/ ; T R4 KALM F40 B UPCRAR K AL & 0 RALIG B, K
B4 5 03I b eGFRA A & 211048 69 T AL

> LZigakibartls R1/28A% 48 : 202345 /£ 5 60 B B R th2 (ERA) K& LChinookf& = T zigakibart (BION-1301) & /R1/28R #7445, £IA
FIA KT 269 A &% P, zigakibart £ 7677 12 B 0B & O R AR F20%, 20597 2408 B TEAK T 39%, 720577 52 8 B K F67%; A
zigakibartfg 2 KiGy7 i R T HEME R EL, BIFT6RN, TLEHNFARGRMY T 67%, HIT100F8, 5L EHG-FHFaRRS T

72%. B %14: Zigakibartils &1/238% &
. IgA Gd-IgA1
UOP C R’ C ombin e_d Cohorts % Change from Baseline (Mean + SE) % Change from Baseline (Mean : SE)
% Reduction (Geometric Mean + SE) 10% _ Data cut-off May 8, 2023 109, P ——
10% Data cut-off May 8, 2023 “10% -10%
-30% —e—Cohort 1 -30% ~e—Cohort 1
0% e —e—Cohort 2 ——Cohort 2
-50% -50%
- 0,
10% —e-All patients -70% -70%
-20% -90% -90%
30% -20% Wk 4 12 24 40 52 76 100 Wk 4 12 24 40 52 76 100
Cotn=8 8 5 8 7 8 6 Coln= 8 8 5 8 7 7 3
40% Co2n=27 25 25 15 9 Co2,n=27 26 21 10
-50% IgM IgG
% Change from Baseline (Mean : SE) % Change from Baseline (Mean + SE)
-60% 10% Data cut-off May 8,203 10% _ Data cut-off May 8, 2023
-70% -10% -10%
o —e—Cohort 1 52 :
-80% 2% S0 ——Cohort 2 -30% \V‘:_"*‘_"“ —4
o -50% -50%
-90% 70% 70% —e—Cohort 1
P —e—Cohort 2
Wk 4 12 24 52 76 100 -90% — T = = -90%
= Wk_4 1 Wk 4 12 24 40 52 76 100
n il i - 17 L 5 Coin= 8 8 5 8 7 8 6 Cotn= 8 8 5 8 7 8 6
Median (range) baseline protein excretion: 1.1 (0.3, 7.0) g/day Co2,n=27 26 25 15 9 Co2,n=27 26 25 15 9
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lgAB- &I (3) : ARFEET/ % %K% Il 55

> BEARFRAE (ARFALERREI) £5IAFRARER. LT ARFE (ET) LAZETIRAMINA RN EF Kk P8 g Fo B AEAE R
BROARMGE TN, —7 BETE S RAG G EAER, FRAXDRARFF R RS FIRT; 5 —F @ETL T8 B B A e 3g7h,
NF RIERR, Rl sh R K T Aok B AR AT 40, TEWF AR EAE R A R B ARE ; b g RKE I (Angll ) T A& mE f 3K,
e kfn B, A 80T ) B AR BRI,

EFTRAEFER A ARER LT R EKE S, Travere S0 a8 M4 30 T2023F2H & £k o b, 20245F3F 1% T sNDAW iF T o f e, %548
Froh 4 39 22023510 & Al A3 P AT R 3] £ 206 KA S, 20245 A £% R L, B R4e L4 543SC006210 EA240F , 1% = & SALO1201s &

i, BRI5: AR EETA0S Bk EAng || 4 A As B&16: AR FETAmhs BRE do BATE BH N
%5 fe b i E R e 5
@ ET-1 levels muﬂgllaynn?p?en:ulllate @ Ang Il levels
one another?
= . 20234F2 A FDAE;’;{#H:J:?P‘
Sparsentan (&4 32) Travere Therapeutics S 24H1 48 % AR 57 25 b 3 ok ETA&Ang I
& A 2 o B AT B 3 B AR ; £ % b d ik
The compounding effect of both ET-1and Ang Il Atrasentan ( F‘ﬂ- ‘#J iiﬂ) Chinook (i%ﬁ") 2023}1:_1 0}:] 'Im/i’ﬂ3§}]36};] EP ;ﬁﬂh #)Tliilj l%ﬁ fié\ B m1+2024—éf_ﬁ %]ﬁ)‘\—tﬂ; *’ w ETA
amplifies damage to the glomerular filtration barrier (7,’7\:73%__]’_?[7— )

via their receptors'?

. s q . 202451 A R M3FANE R . oA FF ., o AR ZHHERNBIEIT IgANRmIGE T O,
\mbrisentan (44 32) Gilead; GSK IL*IL PV i ETA

AR .
: 5 k24
SC0062 T E B AW R 240 ETA

Proteinuria further increases levels of ET-1and Ang 1157
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lgAB7%&77 (3) : ME A KA oF B KE TIRIEH Sparsentan (5] 14 £.32)

>

202342 | FDA#= & 3t /& Sparsentan Bl T 1gA74 55, 202453 F Travere ™ FDAIR X Ah L #7 25 ¥ 35 (sNDA) . Sparsentan# H T jR—K, #7288
200mg/ k., * &% &t< N FH 23 Z400mg/ K.

Sparsentanis A& 4E: || AFF L, SERRN Y EAML, £ HEEDEMEE sk iz (FSGS) %%+, Sparsentan™ VARV & & fo |l
FAPROTECT X o ¥ FAIEF 09 lgAfe HF BB & A kX1g/ Re9EE (X T E V128 RELHFETT) MM BLZE Spasentan 400mg4- H — Kk
(n=202) & J& N ¥ 32.300mg# B —:k (n=202) , 36 Mst45 2 e P MO AT R 7, H@AE (-15.1%) A9k, Sparsentanfi & & /km ) ta & £ X
(-49.8%) ; EEAMRFOMITERF#H—F B, HRN V324 k, SparsentanB 21108 B & & Sk 41K T 40%, ESparsentan#h & #9eGFR
Tl B4 TN 32, 455 4-2.7/ml/min/1. 73m*%=-3. 8m|/min/1. 73m?,

B %17: Sparsentan 20235 F E R4KE 3/ 5 £ T & %18: SparsentanfiR i | 23490
1600 r 1469.9
1400 It is recommended that you begin FILSPARI as follows:
1200 | (f Before taking FILSPARI, you should stop taking any angiotensin
receptor blockers, endothelin receptor antagonists, or aliskiren.
1000 | All patients must get a liver function test. Patients who can WEEK 3
804. 4 become pregnant must also have a negative pregnancy test. ONWARD
800 r (J For the first 14 days (Weeks 1 & 2), take 200 mg once daily 200 mg 400 mg
once dail once daily*
600 | (¥ After 14 days (Week 3 onward), your doctor may increase Y Y
your dose to 400 mg once daily, depending on how well you
400 } 300 4 346.1 tolerate FILSPARI *If tolerated.
0
202301 202302 2023Q3 202304
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lgAB-9%E77 (3) : W FETHREHRFNAtrasentan (FT e £32, £ I00)

> Atrasentanfl# 12024 F A X RX EFPiF (B PE) ; WH20265F % —F BRFRIEHLESMOTNELE R

> ALIGNE R3BAF /TR B 227846 ML FRIIREAIGALA R ER OB 1g/ R EF MM B E LT (4B —K2IRO0. 75mg
Mrog£32) /R A, HA328, ZFI7 84 5 N36AUPCRE A X TAIF I, kB4 R 6 45eGFRM 2, 2023510 A AL IGNYs A 347368 + 27
SHTEE| T BAE, FHRERETIAEZ R QR Y BABRE X Rt 5F £ Fo

> Atrasentants K293k 3E: AFFINITY R — & K2 FABATE L-F 4750, 205 5 m N Ighih], 4R &k WAtrasentani&J7 60T, 24/ B R&E G

ALET tb{EUPCR-F- 34 [54538. 1%, &7 128 B [&4K48. 3%, 497 248 b & 4K54. 7%,
B #%19: Atrasentanils &K2HAFFINITY

% Reduction in UPCR
0%
Q
% 0%
§ E 20%
(%2] i 0
7 o 38.1%
c
ES -48.3%
(4] E -54.7%
25 0%
@ QL _+
52 0%
X 70%
Wk O 6 12 24
N 20 20 20 19

Median (range) baseline protein excretion: 1.2 (0.9, 1.5) g/day
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IgAB %77 (4) : AMRZ G¥eq a7y

> AMRRARARSEIRRLRA LA RXERLBEEZ HZ—, ;%\tr40§ﬂ"§ézéﬂﬁk%%&%‘ﬁ%%é%ﬁﬁﬁﬁ%%, a¥EiMRR s &H (C3. C5
%) . AMRATET HEF. |IBFH) fiMhk2ih& S (CR1. CR2%) . HATMAMAMAEIL 262 MEEZ, REFREAEREE, 16AR
TR LR AMREL R R RBERIER, STFRENIghAE R EX TRL) 2 5EERRERIMERY BEAF. PAF) AiMRATETF HEAF) ;

RBRRERIN, A lgAEHEANEREZRZRETOTERBEELSHEEZML, KW IgARBFREZIN, LA REZRZFRGAMRENL; WAL
R RRIEEOCIgEIgAE R EH FHEPEAFENRL B&21: sMRA R¥e | s IT AT E &
R % 3o Ly sh o
2 IR 1%
iptacopan W& R 3R
Clgrs BED RS CEREE - |ON | S—FB-LRx FK; lonis CFB A SLJ7 ik s R 37
: = HRS-5965 ek CFB 1 R 240
waser || wasez || wases XH-S003 B CFB s 128
‘ MY008 B R AT CFB P 4R s SR
/ [—]1 1 - ravul i zumab AZ C5 W& R 33
"dl’\()p mab
4 _— avacopan Amgen C5R W& k228
cemdisiran Alnylan; B4 T ¥ 19 C5% GRNAI 77 & W& R 228
= e KP104 Kira Pharmaceuticals C5&CFH W& R 23
C3ar LRy LP-005 R &M, LRERE C38&C5 P IR R
iptacopan pegcetacoplan  Swedish Orphan Biovitrum C3 W R 2 2R
C4b2a3b W& R 3R
narsop| imab Omeros MASP2 (VE: B R3AAARK B I7
- —0C5AR -'C‘Sa m s 4 é% ,.!‘?: )
i i CM338 BT MASP2 s AR 23
@ - SHR-2010 B3 E % MASP2 Y YED
MBL: H & J 445 A 4 2 (mannan-binding lectin ) ; MASP : MBL 411 5% 24 22 g Vi diiEedele L icopan AZ CFD s /*2;&}]
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lgA'R- B8 (4) : #MK AR %&3emi&J7—iptacopan (Complement Factor B)

> |ptacopanis K3#AA 2| PHAS AT L LK, 1202455 GFDAR I mig $ B P 3. Iptacopans ik % . ils R 3A B ARNLL & H A %4508 (B A
EHHTON) |, RAFEH— K2k, H:K200mg, F B EH L7994 F UPCRIM 1a & 54 77 24/ Fl eGFRAK -F-, 2023410 A 3% 4 & # iptacopanils &
32AAPPLAUSE-| gA#TF 703k B L 48 2 69 P A AT £ 24 8 (94 A UPCRARE AL & T6hg) , R AP S ANk, GFAINAKARRS T
38. 3%, %N 1120244F ) FDAFR 3 Ao pb e W 37

B £22: Iptacopanis K3HH F 9 ATIT 4%

Table: Repeated measures analysis of log ratio to baseline in UPCR (from 24-hour urine collection) at 9 months

Iptacopan 200 mg b.i.d. vs Placebo

Geometric adjusted mean

Treatment / (95% CI) Geomelric mean ratio| % Reduction 1-slded
it % (95% Cl) (95% Cl) p-value
0.562
Iptacopan 118/125
M (0491,0.642) 0617 - L ——
S Shalioi 0.910 (0.514, 0.740) (26.0, 48.6) '
i (0.792, 1.046)

N Number of all patients included in the analysis (with non-missing baseline and covariates),

n: Number of patients with values non-missing/not imputed as per the intercurrent event handling strategy.

Log transformed ratio to baseline was analyzed using 8 MMRM including treatment, timepoint (as categorical variable), randomization strata as fixed
effects, reatmenttimepoint and timepoint®log (baseline 24h-UPCR) as interaction terms and baseline log (24h-UPCR) as a fixed covariate. Resulls
were back-transformed and expressed as geometric means.

*Significant at 1-sided multiplicity-adjusted alpha so that overall study type-l error was controlled at 1-sided 2.5%.

b.i.d., twice daily: Cl, confidence interval; MMRM, mixed model for repeated measures; UPCR, urine protein creatinine ratio.
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BT EB: BAIgARHREITERIMMEGIEER, KEEFHRHIELAL L

> BAIgARRAREAMLARICERRE S, BNALItAGEELZT T AA, LA IgARRETAIFRET AL, BHHERE XX
G RF T EGIERE K, EBREZEAM EIgAF RAEAEFH Db 2R (2 RI2 @48 R s F NefeconT2023F11 H KEH X
R LT, PP AT A E) | REAY (BAFFGAPRILIZ M H| il R e B & F £ AR3HF) . RizL (FemMASP2 CM33815 & 24
v) . BREY (FemiMKE-FCFBH 4 FHRS-59651s K248, $2@MASP2 SHR-20101Ws K248+ ) 4,

TR IR TR AR
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> FREREHAG: EHFLssBRASIATHREREEE VR AN FEFHOPRLET. A BREFL AR ES
T RNAAL R E ST RERFIGZ T T &, TLBEERRETROEEZ XTI,

> R EBERBABAS: 3755 K 035 m 3SR, bR CATF K. HHEERBPHE, R | -IIBXREF L. #7% LF $iF
R EFTEHRFLZANRT, QMG ERLKR, B KEETRERIRGE,

> FTEMBIRK: #2h6HF R AR LAATBGE S 9T, ARMA 25 o IghAEmhin = Sl Sk L, T55E 444 mmA|, Bt matiTik
HAE = £ A0 %o

> ERETERLLEILRAAM: HHFEADRIG, TEBEHTHIERE SRS, TS L 2R EE SR E, A
BHHHEMPNE, EAREFRT M RRE, FE”BHERARME,

TR IR TR AR
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& ERF L

mAMHE (FH6AMA RN, BN ERIERT T % & M20%A L)

# F GFAAAA, BN EINRT T & IN10%E20%Z 14)
FoH (FUOAA R, & IAERT T %A AL 10%Z 18)
® 3 (FRHOAA N, RN EIE T TS EIAI0%AL)

TR F IR
BT RT (FHOANAR, TG EINZET T HEINS%AL)

47
i M (FRIT6ANA N, AT 45 4k BLAa et 3% & BLAE £ 5% 1))
BFRFT (FH6AAR, TR L NGB T T HEIN5%4LE)

28] AR R
TRE LIRS HATITF (—AREA) AT RIREHAIN: AARLA T EHIER LRI T IERIZT Fa Rk T

#m%‘}lxq’@\iﬂ%/\Slﬂéwiit&’ﬁmi’uk%ﬁ#é AN B B AR A A T ’5/\515\%"Bﬁ%fﬂ¢xé’aééﬁ%\F%?/%Eﬁm/lw Yaif%é}?:\ﬁ# Tk R R B Fo S, Ty
AL HFHAR AT, ANFTFLRENRBEL LAFZEF, ARBRARET . K& @RRPIRRFH L, £ s PR B4R 68 1 HAZ I,

7
ERT AR AR R REG T, GERITIEAZSHEERHGTH, LAETRONE, #E5Lr A FBRGAR, A% ERTHITERTS.
AR, K EEM.

b &
WREGH R P AR ATRNSE] (ATRMAR “FRith” ) OB TEPRAMELAL, REFRIEAT AP BALIME, RMERERMETH XAFE, BRIk R LIRS
A F. RBEA L B PR FAEAT A A

SR BT B R R R 88 th AL AT BRI T, SRR R R A AR R A R R R, M P 4045 BT AL R R AT E R T 60 R, RS R AR
BAE, FRIER A B R RS 8 BB K @ A LTI, AR A AR . B 3T R SR SRR i BUR AT A B U

P AT A EC 5 ARETBITHAR—RAA AR L RGIRE . AREBZFRER BB RORE XA, WA T &, REPTEITH., &AM By AT R’ T
KA ARE B B ey P, TR R LR TAERIERMAE . IMERINTT R T Ao AR AP, LIRS PTBN 2 RAREFZIE R0 2,

F R A R R DU T AR A S AR S AR A R AT R A9 3R RAT I £ R R A R AT AR R
F G2 E F Ay A TR 5) 2024 AT H o ARG — B A
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