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BIHE A

> |gA'§%$E@%%Eiﬁﬁ%#’i%k PHARAAEES, BAAEZE BT AN, AR REBHIEALEKRZAA (1gh) EFREFHRE, LERbLR4ETEALGE
BAART LG REIL, RREZERTHESF, 20040% &4 5L 2980% IgAHmAXBRT LORKA MR MR AERK, &RAM ERLAH35%50% AEHFHKRE, #D AL
IR HAE A R 1A & E A S B 201554988077 A K A0 £2020F 499305 A, A& E % H2207 A; it 2030F 43R Em ARAS1020 A, FEHHK2407 A, £ H IgA
BmkTELRK, BHFEHRK, RABHT-157 EE5K, 2T, KEALH AT R AEEEKT TEA, BHRLERE K.

> IgAR BB HAKRRET &, TEMRAUAEHNLERZGR, LEEHRARBLER A LR BAF. 20217-KDIGOS @45 E T & & /0. 5g/d& H 5 K it 1A 4% fl d 5 %
TR & 4% 385 %) FHIACE | B B K F LR AARBIE 77, BiFAL B &K @ R1g/d; FLAZ-NAXHETE, REAMKXTFT1g/d, HeGFR>50mI/mindy &4, “T4LH
HHEOANA GBI BT LT, EhTRKEEERAE LR EZEAEXRS RRRE, BEAKEET AR R T &t RS EF7EE— 2530 a3t T 2 &H 5677 1eAR
R AL AR, G | gAEHT A ART R ELE ) At T &bt 42 A, BATH T877 |gAb RIE 394 7] £ 26 73 BLI CTX, D8 & F B BsMMF, 45232 8] 5%,

> MKIghBE#H “WEITERKL” KRB K, BRRAEIgAFRUAFTTETHOAERE, 1gAb R A RALF B ATH KA, byl “wEdrH|a” , 4Rl
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
(# 3% 5 APRIL, %4, WER3HA) . sibeprenlimab (3 ¥z & APRIL, Otsuka, 15 /R3#) . povetacicept (BAFF&APRILILE #p#|#|, Vertex, 1 +124H23E Nl &3#0) . (3)
NEE/ T B RERRA: VR FTEIKLE, NETA R EFLET R KRE TIRIZIR Fsparsentan (Travere) FT20235F28 £ £ Aoz A, 2024530 X AN #2H wiF; %
£ )% Chinook®y M L& 4k 4& Su | Atrasentanifi i1 2024F £ £ R L L7 v ; B A% B 74 LSC0062# N 15 R 280,  (4) AMRR GIe@ iy WHAMR ENBE, IRk L
AR ERT R L, HLPiEfLiptacopan (¥e ) CFB) s RIAAA 2] P HI AT £ B4 &, T 20245F & £ 1% 3 m R Mg wiF; A A Eravul izumab (¥21%)05) 4t £ A 3K340 7+ ;
18 ¥4 & Z5HRS-5965 (¥ @CFB) . /&% LCM338 (¥ GMASP2) | 183% & 25SHR-2010 (¥2®MASP2) 34 4t 16 K240,

> BEREB: BRNIARRAREMLERAREATR S, BRNAL IgAAZELBAAA, LA AR RETALFRET N EFFHRRRAERE KA HL, #HiX
K EIghAE IR = B AT B Z MR, RELD, RiEL, BREHF,

> RERT: TLICRTHRNGE; FARERT AP RS THF ARG 5 LT B b RIS A,
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|gABJ&: VAIgALAR A R4 69 B 3R 9%

| gAH R £ R AL R E A (1gh) WA T ORR, TERLRETFAELNEORZRT LOEREIL, KRinZiKTHHF, 20-40

>
& B R B R 35%50%, A B HORA, 4B AR A R gl R B

¥ B E L 2480%. IgABEmARE BT LR AW kiR,
A H20155F 6988075 A g 40 £ 20205F 6499307 A, H P KREL L2207 A Fi+2030F 2 3K B m AR L F]10205 A, TEYE2405 A, EEEH

lgA 3B TENm, BFEARARK, RY1375-157 £4%, Az T, REHAL A AT RG22 5487 BABERLLE K.
B&1: 1A RAREFZBRE
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| gA'R-J% X /L -

“% FirHBH”

> lgAB R “STHHEBIL” o ARy Lmbuild AR A, B AT 28T iR,
WARA “ZEITHFER” o WBHAIMNATOR DKIgAE TIgAMEBR, R TZEMEEANL (FILPEHIER 1gA1,
WAL R 09 B R G- gAl = & F AR QRIZ R Gib AT X Gd-1 gA189 itk ; QA F Hutk 5 1gA14E &7 R 9%

|gA' s & % AR puh| L Bl F 2869, mIEE—Huhl,
, EAFT A
2 A DRFEAASMER

Gd-1gA1)

DI RIRIUAR, BlAe R IR IHE R AEE B ER, B R RKE I, XM BAT (ANENFIL-6) AAKETTG-B, FHARRmMILIEHFa
AMREZRE, RAFRE DRI, B&2: lgAlme “ 5 ETirHRiIL”
B
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lgA' R JmAKE L7 : MALIIFHET T E

> AR RERTF X EEZRRMEFHETT KT Ighls RAoin 245 S LA & 7 e, 12/ A 1gAE 4 9L R G677 B AR IELE & m it & A= B 2h A
— % T lE, 202174KD1GO45 45 th 3 T8 A T 7MW XNR A M Igh® =, B 7 XEEARLLFH G, PEFLE, HFLEEFH (L4
LA, RIB. BHARE, ELiEHE) . oF BREHRBIPH T/ 2E RKE TIREBRF (ACEi/ARB) ER KA & &, A oE e,
Tl B0 R AR ) R IRIPRI B TT o IR H R T | gAby o6 77 MBS B 43, A RIANAB R AR EZ S ERE O RALEHrh, 2Kl

LZESRDEL R MR 45t R —, AR RFAARATE L. X T RBPFIF, MRIFBRBE I E TR 37 A s T A kR 8t & 691 R mAZ 69 &4,

# Z."% (Hydroxychloroquine, HCQ) #HiEE T o B IgAEH H 457k R E 9, HAL L& 305 7] (Resird
Bi4: RRIFELEFEVMATHESNEY IgAEH G EET X

B7 B2 Bs (Mycopheno late Mofetil, MMF).
rZek | IRFAE) 09 IT R R AR AT AR R .

. W o2 g5 3 X 3 r S
BA3: 1gAB &7 225 XA R L HMETT s et o
« BP management
m" 8 A N « Maximally tolerated dose of ACEi/ARB
Suppo e therapy inl Not applicable to + Lifestyle modification Not applicable to:
variant forms of IgA: + Address cardiovascular risk « IgA vasculitis
«IgA deposition with «IgA nephropathy
Blood pressure management “ﬂ fatary advices Lifestyle modifications Additional measures minimal change disease secondary to:
fluid management «IgAN with acute kidney -Viral (HIV, hepatitis)
: p— = Sy injury Consider enroliment - l.nﬂammatory bowel
* target sitting systolic BP <120 | [ * restrict sodium intake | | , quit smoking avos s «1gAN with a rapidly in a clinical trial disease
mmg tolessthan 2g/dor | Jize body weight | | * 2void prolonged severe progressive - Autoimmune disease
) _ 90 mmol/d and/or use normalize body weight hyperkalemia glomerulonephritis* - Cirrhosis
diuretics * encourage regular A [ | IgA-dominant o
3 e S * consid v \ postinfectious
first choice: ACE InNWBItOrs ||+ control protein intake SHCRIACR Sports hydroxychloroquine in €GFR <30 mi/min/1.73 m? €GFR = 30 ml/min/1.73 m?
gz ARBs (with dosage 3 avoid strenuous o . . B
uptitration as tolerated) in * control fluid intake exercise protejauric patients
all patients with proteinuria {less than 1.5t0 2 d:ssp'le maximal dosage Specific populations:
> 0.5 g/d; no combination ) of RAS blocker M « Japanese - consider
therapy * SGLT-2 inhibitor Toxicity risk stratification: tonsillectomy
- non-diydropyridine calcium (currently off-labet; stz + Chinese - consider
Hara) biock status 8/2021) : 2 mycophenolate mofetil as
e ers (e.g, + Obesity a glucocorticoid-sparing
verapamil, diltiazem) « Latent infection agent
- aldosterone antagonists (T8, HIV, HBV, HCV)
- beta blockers
* avold dihydropyridine v
calclum-channel blockers
{e.g. amlodipine, nifedipine)

SRR KDIGO 20214iAid, (Current treatment of lgh nephropathy) , Fikstis
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|gA'R =R #T 7 &= &

> 43t IgAR RALAIR “5 E4TE” BAEANT R, BFRAEIATRTESILRE: OpF L AORBRRR R . ARKBD Gd-1gA189 = 4,
W18 Fo 95 X BTG BRI 18 AR BRI e AR, Al K iE AR AR Ak e (MALT) FWAls R i Kir, FRAL FMEEF T TG6d-1gAl
4 = A3 QIgARRALH L o ik FGd-1ghM B F HARSZW I FHoh, HR = LERKRWBMII R BRtE B F RARe = £, TNFE %R 5
BAFF (Bfz EALE F) A=APRIL (FIA14 FBLAK) VEA FIEARAE A T ARTACT (35 IREE Fl fo sk 30 & @ BULAR AR LA Al 4%) #=BCMA (BZm fiet nx,
FAUR) , HEBIBMALEAIRR T AL LA A R RRO R RILE, ke B R AMARRE ., TREASIE, EREXT Lo lghAd H o iF P 35k

MW B X e EFKFOA S QRRE/ T BRKERAN: V¥ ikeF Bk E; @iMRE RIe @497 R AMRELIRZ, BIRPUR %5
Fo kR RS K. B %&5: ¥#BmAt g iE B -FBAFFA=3% 78 i S Uik APRI L& 42

ANTIGEN Peyer”

\ Paach. —_—

T cell
, K—N

IgA B cell
”A\q; @AM M 7% 8 4 DU ) AR AR A A 47 AL
@ & 49 SRR 295 B mmmﬂ&i) . -

of

activation

- Narsoplimab (OMS721)
- Iptacopan (LNP023)

e O~ 1gA Nephropath: - Pegcetacoplan (APL-2
. - - e gk W Inhibition of excessive e Inhibition of BAFF and SANepomhy e s (A2)
- ] 3 o . 3 = mucosal immune ‘/ ccm APRIL pathways Mesangial deposition of - Avacopan (CCX168)
@™ L 4 L s; TeEponee. N IgA* Bcell immune complexes, - Ravulizumab
- - Budesonide B cell T cell-independent - VIS649 (Sibeprenlimab) complement involvement, - Cemdisiran (ALN-CC5)

- BION-1301 kidney damage and fibrosis

- Atacicept

Intestinal | - Prebiotics and probiotics

Epithelium | - Rifaximin Inhibition of kidney

~7 - Blisibimod damage and fibrosis
i - Rituximab o
-~ - gllsknren
% - Sparsentan
GdiAl - - Atrasentan
4 iOther drugs |
St e : r drugs .
i i- Hydroxychlorogquine |
*vy< E- SGLT2 inhibitors 1!




lgA'B5m:ah (1) : o/

8 K R & %) F-Nefecon

> NefeconVA¥e ) 4] 7 69 XA wo il i TR AR X R E 022 (GALT) |, MR GALTR R IR %5 £ AR A, T HGd-|gA18y /= 4 ;

Nefeconik #L1F L. 2021F12H & £ &4 L7,

108 & B k4t 20235F11 A B A K I3 X 3% #t,

2023556 f] M FDAR AN #T2H wiF, 2023511 F £ £ T8GRk, 202207 A BR B 3k dt; 20235F

> Nefeconls & 3#ANef |gArd ¥4k 25 2 IR B AW, B M TEE RV eGFRTHE, HEXKY ZEGK. (1) Nefeconids5LeGFRA & & T
6.1 ml/min/1.73m?; R F 4 A KL% TE12.00 ml/min/1.73m2, 2794 A #Nefeconis 7 7T vAIE S B o) ik 1B 1K50%; F HeGFR&Y3k £ 5
B ARUPCRAK-F AR (2) AEAK2FM G Fe i, FELNRETHANZ AR TSR, Nefeconib )7 812-24/ A #9UPCR (SR & A
SIUEFL) F3ER Y T 4% (3) AFF AR T,
60%. B %6: NeflgArdils &k 3K I K

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

MERB| LAWK E X Tk BB TIE, 45T sk B F b i s R F) 2 )

B %7: Nefeconfe mEHFEEHAK

L E R (TARGITM #F#H LK)

HFZEERME
A

A%
hRFELR
FHER

{ Screening ] [ Treatment, double blinded ] l Follow up, double blinded J
[ 9 months ] '/ 15 months observation A
on drug off drug
\
fi
| e I
D>
o O A
N A JJIK )
[ All randomized patients remained blinded and on optimized RAS inhibition
v

[ Interim readout 199 patients; primary endpoint proteinuria reduction l

Réedhar

)




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 Mean (+ SEM) % change in UPCR from baseline

—e— Nefecon 16 mg - -4~ - Placebo

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

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

Percent change in UPCR from baseline (%)

~101 E -40
Treatment period Observational follow-up period
-15 1 : : perl , ; : : - - 604 Treatment period Observational follow-up period
0 3 6 9 12 18 24 ' ' ! ' ' ' !
0 3 6 9 12 18 24
Month
Nefecon 16 me/day, 086 -152 611
mL/min/1.73 m Nefecon 16 mg/day, % -336 —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% C1) (20-39)  (42-57) 116-41)

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

B %9: Nefecon® B ls K 3R A LA EST A K IE

Figure 1: eGFR stratified by race and treatment

wwseee Asian patients @ Nefecon
—— White patients A Placebo

Figure 2: UPCR stratified by race and treatment

e Asian patients @ Nefecon
—— White patients A Placebo

[

baseline, % (* SE)
b
S

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
3 6 9 12 18 24 0 3 6 9 12 18 24
Month Month
e 43138 39,131 35131 37129 35117 31,123 31,117 ALEL 43138 42,130 37,131 36129 35121 31;123 31,113
(Asian; White) (Asian; White)
AL 0 40;137  40;133  37;129  37;122 36,121 31;116 29;114 Placebo,n 40437 40,131 38127 3122 37,119 31;117 29,110
(Asian; White (Asian; White




lgA'SJm&F (2) : BafieH-F (BAFF/APRIL) ¥z & R A& &

> Bfe.B-F (BAFF/APRIL) 3257677 IgABmAudl: 42 5HT, BAFF. APRILA R iREBm ik #hAnfs & BA 42 E M. L PBAFFS =40 %
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
TB@mfam # A F AR ZRZ AN MILE X T Z; APRILSBOMATR 21454, BTACI F A0 ) 84K, AT B M A= 5502 F Bém e Ao K tm I ik, #5869 5 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 Bt | gAdk I/ 89 K 4 o
> BAFF/APRIL¥z &6 K B &3t B : R E2024F4H F 4), BAFFGAPRILILZ ¥u & M4l Fl &k © /L Aelr £ /L35 L3t NG R3H; 2 %o S APRILAD 4| 7
z igakibartﬁns ibeprenl imab&«‘h’iiﬁé\iﬁllﬁ /7}'\3-}1}], povetacicept (BAFF&APRI Lii'ﬁjf]?%'] %’J) . 7%)5‘5("]{-3 /‘*1/2-}%, il ‘i‘l’2024—Fif’:—éf‘i£]\/i\fﬁ3—}iﬂo

B %10: BAFF/APRIL¥e 432 =& A B %&11: BAFF/APRIL¥z %5 &k & & 3t &
— s R £ =3t RIA LA AS
b JFiE4t AT ®E BAFFSAPRIL F X s AR 330 308A

HSC (particularly primary B cells)

n and maturation of B cells

ation
Inhibition of cell death and autophagy
- Ig isotype class-switching

5 ) [— WFiEM  MESE  BAFFSAPRIL Vera s 321 3764
Largepie-seell “v

(®

ey - A FiE4t zigakibart APRIL Y 5 & 32 2924

i
A APRIL
Mative Raha B en Later slage:nolss cell maturation R .
F ! » [ E S sibepren!imab APRIL Visterra (Otsuka) W& R 3HA 600A
R

& L e - Mod et of he gt mueosa e s ® TFiz4 Blisibimod BAFF Zenyaku Kogyo 20k s R -
" Plasma cell Il 1ga/B heterodimer o ’{I“J})‘—E‘I/Z‘ﬁ}]&%ﬁio _

" K Fi£4t povetacicept BAFF&APRIL Vertex Pharmaceuticals DAHDFF JE 35 WP 320
- ABOO1 BAFF&APRIL AKSO W& R AT -




|gA'F 55497 (2) : BAFFRAPRILM ¥ &4l Fl-# ¢

> REBELTIARRTEERIPETY, #H—K240mg, X TiEH. F¢HELi8:TF 2DNAB AN BAFF % AR TACI JL I 4§ 2 69 T 5309 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,
RIe T B ABAMN B AR IS 413908, AE1:k4 2, 1:£240mg; BB A BMEE2R 1AL H240mg. L PAN B T 24 5 A9 LEG
WUEF lUPCRAB 28 T A & E AL, BME £ B4 8 A 5 1048 4L B/ 3808 iT R eGFRAT .,

> ACHELT IgATREF2BKIE: BRI EM AL B ERIEFR W IgAEE, My H160mgh v /L, 240mgh v BHE, Z/fat=4
ForK24E ., £ Rk, ACBEIEZRXEI1gAEHRE G 240mgis 7 24 0T & O F 3 K-FRE X TE49%, A% T3 £2F; 160mgidy 4
B4 R B O KTFEAXTET25%, £FBL%TFEL. LT HLLTTIE A ST EFHeGFRA ARz <,
B&12: RECBLBR2AKLE 1gARE R E G5

A
la=4

o

®- Placebo # Telitacicept 160mg -# Telitacicept 240mg -® Placebo - Telitacicept 160mg # Telitacicept 240mg
50
05 25

0.0

-0.5 -25

-50

-75

Mean change in 24-hour proteinuria from baseline (%)

0 4 8 12 16 20 24 0 4 8 12 16 20 24
Visit (wk) Visit (wk)

Mean change in 24-hour proteinuria from baseline (g/24h) Q)



lgA'EJ%7497 (2) : BAFFRAPRILIU¥E & #74) F|—Povetacicept (Vertexid )

Povetacicept#4J8 & T iz4+t—:480mg; Alpinefi#12024TF 3k As K34, #M+20275 L,
Povetacicept!ls k1b/2afAk4E: 2024-F4F Alpine/,™~ T s #71b/2af 4 3%, 4119 |gA'B 9% % 48 BT 2 4802k 240mg povetacicept, 80mgH|
=41 F 36 1T 6.5 B H UPCRA A & 151K64. 1%, LitRET67% %% (45 %% ) £ 2% M (UPCR0.5g/g) , Hahhtfae (<=eGFRA A &[4 1425%)
B A % A6 R KEFE] (n=4) B 5K I an JRAGIH R, HIM80mg. 240mgm AT 7| & 477 4 5 KB A MATEMGd-1gM B B F RV H X, H
P 80mg 71| & /240 8 B 3V T 67.9%, 240mg 7| 72208 Bt #) T 78. 6%,

B %13: Povetaciceptis /k1b/2afi & 3 %% (202447 N A )

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

@ ccvvrrrreererereeanisinsesnunns -

Q -0 POVEtaCicept 80 mg — _®- Povetacicept 80 0 ................................ 0 ________________________________
c [=) pt sl mg ; @
- 7 -@- Povetacicept 240 mg o —-@- Povetacicept 240 mg 2 :_ iove:ac!cep: ggumg E 4\ -©- Povetacicept 80 mg
o T -20- £ -: 204 +12 E .20~ ovetacicep mg o 20—\ —@ Povetacicept 240 mg
& =
@5 23 iz 8@
E ¢ 404 o e £ n £ -40-
o® E oH ot
-2 - s E &£ Ec 1
o = =R o 3 ® 8 -60
2 O -60- &< o= o
c o = c= = i
T (0 -78.0% S E ] <=

i = 8 ©
52 5 : g a0
< 807uPcRr E 2 Gd-lgA1 < 1Gd-IgA1/C3

=
m
m
S

'100 L] L] L L] T T L] L] -100 T T T T T T T T
WEEK 24 36| WEEK 12| |24 48]
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 -




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

> Zigakibart&2F & T iz 4t—%x600mg (150mg/ml|/ %, AE4X) ; 2R3FP#ITH: 20235F7H Chinook 5 A B 1] | gA%: H A\ 48 % 4 317 BEYONDAF
%, W RIAFT NL292A, FIm st 7 B AL — KL Tiz41600mg, #H4:104/8; &4 SN $40EUPCRABE A &K 69 Tuha &, &

T A8 O35 B eGFRA A X 21104 8] 69 TAL

> Zigakibarts K1/288% 3% 20235 4& 5 60/ BN B Az 4 (ERA) K4 _EChinook&E = T zigakibart (BION-1301) & &k 1/2380 s #7443, ETA
I A= AD| 209 T B & P, zigakibart £ & IT 12 BT -F ¥ & G RIS E20%, 128797248 064K T 39%, 12067752 B ok ME 4K & 67%; H
zigakibart®E KET R THENGREL, BHT6RAN, 7T2EHWN-FAHEGRRY T67% EI7100780, 5LE8HGFHEARRS T

72% B %14: Zigakibartils K1/238% 3%
o
i IgA Gd-lgA1
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, Data cut.off March 1. 2023
10% Data cut-off May 8, 2023 -10% -10%
-30% —e—Cohort 1 -30% —e—Cohort 1
0% & —e—Cohort 2 —e—Cohort 2
-50% -50%
-109 . =
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 ST 8 6 Cotn= 8 8 5 8§ 7 7 3
40% Co2n=2125 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, 2023 10% _ Data cut-off May 8, 2023
-70% -10% -10%
" ——Cohort 1 S <
-80% 72% 0% ~—Cohort 2 -30% =—4
o -50% -50%
-90% 70% 70% —e—Cohort 1
a —e—Cohort 2
Wk 4 12 24 52 76 100 -90% -90%
= Wk 4 12 24 40 52 76 100 Wk 4 12 24 40 52 76 100
n 8433 33 7 ! 5 Cotn= 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




lgA'B9m& (3) : AREET/ &% KA Il B

> BERNRERZLE (AEERLEERRKEN) £25IcA RERER. LTAKRE (ET) LHERETIBAHINA R A R F Kok P 3t0 g F= B IEAE B &

BRKPREGE TR, — T WET@ TR LETER, FEARDRIRIFFHE DRI EERT, 57— 7 BETLTRIEFTIEEA mipigs,
NS KRR, R BT A R T Ak B AR 24, AR R EE R ALY BRI ME ., sibmpi g k& 11 (Angll) T LE o 7k,
Mk B, B BT ) BE 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 &

K, BR15: AR KET b E %K EAng || 45 A ALH B&16: AR KETALE R KR AEFTEREL
2 £k B fe. 5
@ ET-1 levels muz-;llaynn?p?::ulllate @ Ang Il levels
one another?
= . 20234F2 A FDAX}ZéttJ:’rP‘
Sparsentan (&4 32) Travere Therapeutics S 24H1 48 % AR 57 25 b 3 ok ETA&Ang I
5 i 2] b T IA B 2 B A ; £i6 % b d ik
The compounding effect of both ET-1and Ang Il Atrasentan ( F‘ﬂ- ‘ﬁ] iiﬂ) Chinook (‘i%ilé) 2023—%1 0}:] I]G}*s;ﬁ}]sb};] EP ;ﬁﬂh #ﬁ—iiq l%ﬁ fié%lm ’ ?’Jﬁ\7"—2024‘é‘:‘/§ %Lﬁ)‘\—t_’ﬁ *’ w ETA
amplifies damage to the glomerular filtration barrier (ﬁw:f__]:?ﬁ )

via their receptors'?

. .. . 202451 A M3 R . 18 T)S ., Ra AR —HHEARNBLST Igh Rt Ed .,
he 7 124 o
R e B TS ARG R ETA

KL ST N
: B A s k24
SC0062 T E B 7 i k24 ETA

Proteinuria further increases levels of ET-1 and Ang 1157




lgAB7%&77 (3) : ME A KA oF B KE TIRIEH Sparsentan (5] 14 £.32)

> 20234F2 F] FDAA= i #t /& Sparsentan ] -F IgAi& 75, 202443 fl Travere @ FDA$R X AN A #7245 3% (sNDA) . Sparsentan H 0 JR—k, #72)8
200mg/ k., * &% &t< N FH 23 Z400mg/ K.

> Sparsentan¥s K ¥ 3E: || BaF £, 52 RN Viesate, &5 EEE N3k iE (FSGS) &% P, Sparsentan® VARV & & ko
HAPROTECT X Jo H HAR IE K 9 |gAfe 5 L & B X1/ R & (3BT 2 V128 8R4+ L7677 ) MM, BL E Spasentan 400mg4- H — K
(n=202) & JT N ¥ 32300mg 4 B —Kk (n=202), 36 FMAME AT IS BT, HRAF A (-15.1%) AL, SparsentanZL& & kb E £ X
(-49.8%) ; B4R MAFHMITERE—F T, HRNWI2HE, Sparsentansl 21105 0+ & & /K 44K 7 40%, HSparsentani & % #9eGFR
TR BAg TN V32, 55 4-2.7/ml/min/1. 73m*f=-3. 8ml/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



lgAB-9%E77 (3) : W FETHREHRFNAtrasentan (FT e £32, £ I00)

> Atrasentanfi+12024-F A £ RX EFTHiF (mRptg) ; M20265FF —F B RFRIEHLESIHTR KL 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
SHTRE| T REE, FRERENNAEE K QRS B ERE LA Rmit 5 £ 7.

> 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
g H 0% 38.1%
c
ES -48.3%
(4] E -54.7%
25 s0%
@ 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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> IMRREARSEIRERRAEARXERENEEZZAZ—, RUVSHZOARNSZERBRINEABEKALKE, EiMERSES (C3, C5
%) . AMKAYEF HAF. |B-F%) miMkhEH (CR1. CR2¥) . HATNIAMAMRENLRZOIEZHEZ, REZRRRENRERE, IgAY
TR T WAAMKEL R AR B RER, ZRALRILIgANEREET AR 2585 RERIMERY> BRAF. PARF) ZAiMNATRET HEAF) ;

MRARRERIN, 2 IgAEH AN B REZEARIBTOTERBELESHEZML, KW IgARBREZIN, LA REZRZFAGAMRENL; WAL
R RRIEEOCIgEIgAE R EH FHEPEAFENRL B&21: sMRA R¥e | s IT AT E &
R i B 2ol
2 Wik 15 kAR 3 22
i iptacopan W& R 3R
Clgrs }— AROC3-1001 IONIS—FB-LRx ;7 ]& 3 lonis CFB})’/L Xﬁ /2{—:\‘ ']UJ /*3}1)5]
: HRS-5965 ek CFB 1 R 240
XH-S003 2 CFB & A1 27
T D e MY008 B R CFB 3815 R
/ [ . 1] ravul i zumab AZ C5 W& R 347
nars()p mab

| St _ avacopan Amgen C5R W& R 228
cemdisiran Alnylan; B4 T ¥ 19 C5% GRNAI 77 & W& R 228
- - KP104 Kira Pharmaceuticals C5&CFH W& R 23
Car LRy LP-005 REREM; L RER C3&C5 % 3015 &
iptacopan pegcetacoplan  Swedish Orphan Biovitrum C3 s & 288
15 AR 34A

narsop | imab Omeros MASP2 (G2: WBR3A KA F] 7

—i CsaR - B

i CM338 RET MASP2 s AR 2448
@ SHR-2010 BmEY MASP2 s R 247
vermicopan AZ CFD & IR 248

MBL: H #% R4S

A BE4E F (mannan-binding lectin ) ; MASP : MBL A 3¢ 22 2 A2 2 11 i (MBL-associated serine protease) .




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: |ptacopanis K 3FAHA F 54777 K F %

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
RN % (95% Cl) (95% CI) p-value
0.562
Iptacopan 118/125
M (0491,0.642) 0617 - L ——
S s 0.910 (0.514, 0.740) (26.0, 48.6) '
o (0.792, 1.046)

N Number of all patients included in the analysis (with non-missing basehne 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.




E] %CONTENTS

N\ @

® 1: 1A RmEE. Kpidl. AFBFHAN

\

=

et

=-
-

® 2: 1gAB A1 3775 s hLa] Bat B 4 5%

\‘/

® 3: BEZB: REAFHFHEERLL L

® 4: REeRT




BIE: BA AT RET IERMESFIZE, KELEFHHERLL

> .I*J|gA"5LJ%7iJ%$7]‘EU:b/\E/]LL}i4{*L.%’ﬁiﬂa[:r?, -lkj/;)% |gA/§-£$%—Eﬁéﬂ%J .E]-E]ﬂ'llgA"SLJ%/ ﬁl’/{i%fi/ ﬁﬁio %;Z‘#?ﬁi[j@k&
X RIRR ST R B W IR K EDU%&I N A By | gA 'R IR A2 AT ) 37 25 o dm = TRATE (2 IR¥E @) 48 B % F NefeconT2023F11 A K[k X
A BT, PR AT LALAEE) | R 844 (BAFFGAPRIL EM#IFI A v ®E P £l K3 b) | EiZL (FemMASP2 CM33815 & 248

T) . EmED <¥amM7l<l%CFBéfP%J FIHRS-596515 /& 24+, ¥2®MASP2 SHR-201015 /R 241F) &

TR R IR FRAEFAT AT
TS
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> ARBREH RS EHTE 5 HRAS ST BB E A A L AT F B0 P ARG, AR R ET T AkH & Ee
T RNAAL R E ST RERFIGZ T T &, TLBEERRETROEEZ XTI,

> HRBRIRBRAIARNG: FHHARLOEHWOFHFHRIN. BRMA LA K. FHHBRKXEFHF. BER | -IIHRBF R, FHh Lo diF
BETEHFRESNATT, QFHBFLEREKR, HETFLEETRAHAE

> EEMBIRIE: AT A AT LA S A, ARKA 25 0k IgA R~ BEERM T, THE A BB, R ATk
HLAR = & R0 % o

> ERETEBLRAARAIM: HEFRANRRE, TFREHTHIEREE RS, TRSL DR EEfEE L, £
BRGHA MMM, EEREERT R mH L, FH”HHE LM F.

TR IR TR AR



& ERF L

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

#  #H (FH6NAR, M EIZT T EIA10%E20%Z 14])
FoH (FUOAA R, & IAERT T %A AL 10%Z 18)
= # (AN A R, RN RIS T HEAI0%AL)

TR T IRE
BT RT (FAH6ANA N, k4830 Ak T % & 5% L)

5
¥ 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

#ﬁﬁh%ﬁ@AQﬂ%ﬁ#&ﬁ“ﬁk%ﬁ% AN B AR A4 3T 5 ) B Z IR G BN % P T BT - &, ﬁﬁ%éFkﬁ
BANG LG50 AT AN TREOREL LEAFRE P, FR@OAREN . KREH@RRPIRREH KM, AN ﬁ%#%

i
ERT A=A RIS R RN T, EERATIERT D H AL RAGTR, CAHETRONIEG, §E5L I ABRANR, AAEERT ]
IR, R EEM.

TN
"

AR AT R B fo R W Ty
7 HAZ A

b &
HARE G A R T2 A ATRNSE] QATRAR “FRifAh” ) WHZEFRAAENELAL, REFRIEAFT AP DALIE, RFRKRMER 7 KAFE, BRIk R LIRS
A F. RBEA L B PR FAEAT A A

B AR PTG A9 R B A B89 B AL AT IR R A A T S, B RiE R AR AR R A R R M, RSP 6915 B RPT R R E T R TR IR E A BN R, RER B
A E, iR AT BAE B LIRS 09 A 5 A Kk da 1 EAEFT A, IRIE R EMA AL . B P 3F A UK SE LIRS o AR AT 48 1k =2 ) B,

P AT A EC 5 ARETBITHAR—RAA AR L RGIRE . AREBZFRER BB RORE XA, WA T &, REPTEITH., &AM By AT R’ T
A b dhE B Y B a9 AT, TR 2. SLIREPTIGAIIERMAE . IMERACNT BT Ao AR AL, SLREPTENEH AR EFLIEF G LT,
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