Z7ENILAHTEIL 200 mg
CEAT S EH

AEHICHRBSIN-FRICRIEFIRUVATOEEE,
JNILTARI7—IBRKEHIZHY FT,
UZMLOBEEFEARALUNOEFIENICAKEHZ

FIRTHCElITEEEA,

INIVTARI7— | =4t
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1 ERXIIEROEE

BRI R oL 2.5-1.1.31H] &K,

2 BRFD#ELE

BAFE D#EAEX % Figure 2-1 (277, B OB AR YENEIZOWTIE, [25-123H] (Z
Lk L7, 2B, C3BMED/NRITARD LNP023 DBAFEICHOWTIE, ARHFHOMLEE & L7z [EEE
JE[E o BB (B12301 3ABR) 12, A &idhlads—hELTI12 B~17 O ERE %
Bk Th o, RERT A o OZYMEIZONTIT, @i%@ﬁ%&éaﬁ#é\*&%k_l [
i O] =] A B 2eES D ccHE AELTVhD, Ak, ARk
DOFDF- R — MIHARKOECKZ G TE~ THANLFTH S,

7z, [ —— e
I | e

Figure 2-1 RS OZEERE

SEAT 2018 [ 2019 | 2020 [ 2021 [ 2022 | 2023 | 2024
ARIAE H30) [ H3D | R2) | R3) | R4) | (R5) | (RO)
5} E/9E 3t BB 5% B /X2202 2 |e o 4
BEER  |E M4 F/3E »f B8 5 5&/B12001B 0@ b S
| [ 4t [/ b 8% % BB 5 BR /B 12301 7e S e
RERAE
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1 NEIZEITAERRRE

AT H N, BIEEEAE 7 2 B2 RIEOENS T 2023 4F 12 I K[E T THEGE S 4,
2025 4F 1 HRIFRICEWT, BOKZETe 48 » ETHER SN TWD, o, ENIZBWTIEZ 7
BNV Z T 720 200 mg DIRGEA T 2024 4 6 HIZAR S LT,

AIEZHREIBINT 5 TC3BAE] IZ oW T, EFRILFE S I AERER (B12301 5R) O RIZES
X, AGRHFEN/HERMICTESNTEY, KINT2024 47 A, FET2024 458 H, KET 2024
9 AIZAREHFE Lz, E£72, KETIZ2025 43 H, ML OHIETIE 2025 4F 4 AIZEARE S
77

2 NEDFHFXEFOME
JONNVT 4 AREDOAEEFK;T — % > — b (CCDS / Basic Prescribing Information Version.,
2 ] A PG RN S, E7-, KEOIRMSCE (2025 453 AKET) OBk A 2.1 I,
R DFRAT SCE (2025 4F 4 HEkET) OIE % 2.2 THIZRT,
2.1 KE D FHATXE DB
R4
FABHALTA® (iptacopan) capsules, for oral use
1. Zhee - 2R
11 FIEMER TR~ 7 1 B 0 JRIE
FABHALTA 1%, FRABIEMEEMA~EZ 2 BV RE (PNH) BFEOIGREZEL L T 5,
1.2 IgA BIE
FABHALTA I%, 2B EETOV R 03H Y, —KIZIRER/Z LT F = (UPCR)
W 1.5 g/g LLETod D NRFEME IgA BHERF BT 2 B AR OB 25 &5 5,
AEJIEIE, B H IR OIS & HHKFE S 4172, FABHALTA 75 IgA BE BT OB HERE
KT Z2BESE D008 9 DT STV, ARBISIEIC T 5 &GROMKRHE, BRI
RERBRIZ I T DERIRII SR 7 v N ORGER O 2 &1 &35,
1.3 C3 BE
FABHALTA I%, A C3 BIELRE DI L EILE L, RARZHED SE 5,
2. MERUOHE
2.1 HELE S 2 A G B R GE L2 xS 2 U 7 F 4 R O T
g BRI & OB 1 (B A, C, W, Y X O'B) Z & el okt L, fer
® ACIP DEVEIZHEVY, FABHALTA O#H5A4O 2 BREILL LATICY 7 F o 28452 &
(LR O EoEE (5.11H) 2]
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i SR ER B e OB R BT D U 7 F U8l 2 ACIP DEIEIZIE > T TV RWEE I
FABHALTA OBAE 5 2NI0 & 72 D 550E, PLEIEO TR G 21T\, AlHE/R R 0 o)
IOV FUrigEET 52 [BELOEN EoEE (5.1) 2],

FABHALTA %L )54 5 ERAEF# 1L, FABHALTA @ REMS [Z8 &k L7221 HE 7 57220
(EEROHEH EoEE (52) 28]

22 HEREH &

FABHALTA OHEREF &I, BFOFAEIC)H D ST 200mg 2 1 H 2 BROEETH 5,
T vNMIZEDOEEMR7 AT Z &, A7V ERTED, Hlo/zb, ALY LignZ &,
RSN AT, AIREZR R Y 32 FABHALTA 1 [y #RA L (FESNTWHDHERD
IRADHERITH->TH) , TORBHEOELGAT Y 2a— /L THIETL L )BHEICHETHZ
&

23 PLCSHUASE (=2 UV X~7, 57V X~7) /b FABHALTA (280 B x 5 PNH B4

Z Ofto> PNH VRIS G- DZEIRD IR AE S T OHER) ) X 7 28 5720
o TV URYTMNOLUIVEZDLERETIE, =7 U X~7 OR&EH% 1 EBLIANIC

FABHALTA OfEH AT 5 Z &,

o TTUVRTTMLUIVEXLEBETIE, 77 VAT ORKELNS 6 BELINIZ

FABHALTA O 52T 52 &,

fih.o> PNH VEFE3EHE 5% D FABHALTA DO BHARREHIC B~ 5 [ HII G D Ty,

3. AE - o
Iptacopan 200 mg # 7 /L : HEARFEY O B 72 /LHIT, AEIZ TLNP200] , Fx v

72 INVRJ EFIFESHTW5,

o
4, =

FABHALTA OfEFIILLTICK LS TH S -
e Iptacopan XITZ DI x L CHEHEZRIBBEUED & 5 B,
o JRERE, BEMIE XITA 7N o WE b B 72 & OB G 1Z & D B Al YYiE
DIARBEIE DB,
5. BEROMEH EoEER
5.1 HEMEIAARBEIZ K 5 HE S 72 YL iE
FIRBAE Al D> FABHALTA (X, FRERE, BEERE (W aromiERIcERT 5, 71
— b EN TR WKEEET) MO 7L W b M A& e R BIE s E I L AEER
Y, Az BT SUIBFER R EGEIC KT T 2 BE DA m D D, FIE AT 1
& 2 Hfn 2 0 ATBOEER YR X, MR EAZ R G SN Y 7 F o HEEE KUY
I FURBERRBEDODNTHICBWTHREILL TV D, KEJERMEIC X D BEE AR YYENS R
A1 DB 21X, FABHALTA OF 5 2BB L7202 &,
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5.2

AR EA O 5% 50T T2 IBEIT T 2 5 D ACIP #1512 7EVy, FABHALTA O[]
B0 b 2 MR R E SR 2 T 7 F oA 2 T UIEFHTHZ &,
FABHALTA O#: 5 W% B8 L7 ACIP OHIRFIHIIWE > TI 7/ F U2 HERMT L2 L, 72
B, ACIP X, AL EROHKEGE2%Z T TWLERETIE, V7T OIRMNIEORG A7
2 VR DGRV a— L EHEE LT D, R AMIEICHT DY 7 T oA
ACIP DENIEIZHE > TZAT TR W IZER A FABHALTA JREN I & 72 2580, PiE
O PRI EIT, ATRERIR Y ESCIC IO DOU 7 F Uit s 2 &, JIEETEIO
xR OV VA U SN TWAE R, U7 F U RER IV 7 F o e 20
FABHALTA % & el E AR G- B3 128 2 fc 72 T 0 I R OEAI L o 2 i NT 2
DA DTG STV, KA IC L 2 EEREGYEDREM D U 2 7123 LT,
FABHALTA IC K DIERDORNRT v hE U RT, WWNZU 7 F oM E 2 T v
ZITTVLERFICB T H2HEEO PRI G O T 4 v N VA7 ZB[E LT b
[

T F U HERGICHURBEA SN D IZb b LT, U7 F UHRIC L > TEERKIEE
FANE I LD EYED U A7 Z B BR< 2 L 1X T2V, HEES 72 EYIE O Y% & OYE IR
ICOWTHBREAEERBIEL, BYPEENRDONLLIGEIIELICBEEZIMET 2L, Zh
D O K OFERICOWTERFICHIA L, T OMEKOERAREE LI HEIXE HII%
P9 5L BEFARET D &, BEROBYEZ OISR T 5 2 b, BEEAEYYEL,
FHNZEAL L TRELRITIUE, BEICAEMEENLIZVRICEL Z R D, EERKYE
JEDIRFEZZ T TV BE T, BEMGZOEBICBTL2&EGHHO Y X 71250 T,
FABHALTA OG-l & Matd 52 &,

FABHALTA (%, REMS DO 7’17 Z AOMMANTOEHIZRE SN D 5RO H Lo
HE (52) H] .

FABHALTA REMS

FABHALTA %, ZMEIERMAIEIC X D BEEREGUED U A 7 738 % 72 FABHALTA REMS
EPFEND REMS IC L2707 T AOPFHANTOMERICR O D [ R OMEH EoEE
(5.1) ZH] .

FABHALTA REMS DER T REEMHILL T D LB TH D,

o KLJFIEIX, REMS TS LTI B0,

o MUFGIEIX, FWIEHGHEIC X D BEERYYED U R 72O\ TR ITH L Tz
BN,

o WHEIX, BFEIZREMS BHEERZRMLR2TERL R0,

o ML, FBIEAMEICHT DT 7 F UACOWTHERED T 7 F BRI A 7 L,
MEZIS U C, FABHALTA O#)al# 50 2 BRI EH O ACIP B 5 12t~ TU 7 F
BERAITORITIIER B0,
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53

54

o KWFEIX, HEABAICHG LT 6T, 2 oFBF ) FABHALTA O#)EI#E 5O
2 W LA ERTIZEHT O ACIP BV e - T2 R E ICx 35 U 7 F o4 =17 T
NG, WGERITTYOREIEZ LT L idZe b,

e FABHALTA % #iA9 % #/71%, FABHALTA REMS CiE SN TV RIF UL 597, 4L
FESBESNTND Z 2R L2TIER B0,

o BAIT, ACIP OHELEIZUE > THIBTZAGEIT T2 U 7 F il & T 5 0B, 05
PE DRI > THEIE A IR T 2 LB, W QNS E S 72 R YSIE O T80 M OSER 1
DN, WHENS T Y T EZ T T iuEe b,

o HBEITIX, HGWIRIT MO FABHALTA O 5.4 2 MITBE LMD — K& I
EHETLLEETHZ L,

FEAMZR T, FEAT 1-833-99FABHA (1-833-993-2242) X34 > 7 A > www.FABHALTA-

REMS.com CAFTX 5%,

FABHALTA #5941 1-% ® PNH IESRODE=X 1V > 7

PNH &% TiX, FABHALTA O L Hi#% 72 < &b 2 IS Ok &k OYERIZO W
THBEZERRESBIET L2 L, ZHOEIEITIE, ~EZ/ B EXEIPNH 7 o — A
RDGEIRDOWD % 5 FLIEMKFE IR (LDH) fED L5, 9, ~E7n v v)R, EHE, W
e, FEmAEESR (MARRE, MAad, DR L) |, WNEEUIDERRR ENR D
%, FABHALTA OHIERSMERGEE, RBFEELRRT 52 &,

FABHALTA O 5 IERZICEMARE L2561, SLEICN U TARAIOE G5B X
PNH (2%} 2 B DIRIRDOBMG Z 45 2 &,

e g I

FABHALTA I%, #8222 m—/L, LDLaL AT a—/LKOME Y 70 &Y &80
SE LR H S [RIER (6.1) /]

APPLY-PNH O X— 2 Z A VHFIZH 2 L AT 10— ) UENN IEH ToH - 72 FABHALTA #5-8
FSAFDO L, 43%0 7 X AMuEHATIZ7 L — R 1 Oma L AT e —)VIlEZ FEL L
72o APPLY-PNH ® FABHALTA & 5-EF 1 IR 2 L AT v — /WMMRREELL, X—R T4
VRO T L — R 1B L— R 21 b LT,

APPOINT-PNH O _— R T A VB2 2 L AT o —/LENIEH T - 72 FABHALTA # 551
FE3HDOHL, 24%Ra T EEGHEFIC7 L — K1 OEa L AT a— VIfEZ R LTz,

APPLY-PNH O X — 2 A VFFIZ LDL = L A7 17— /L 78 130 mg/dL UL F CT®H - 7=
FABHALTA #5885 60 flD 5 5, 7% MMEB G FIC 17%23 LDL 2 L AT 1 —/L >
130~160 mg/dL, 8%7% LDL =t L A7 11— L >160~190 mg/dL, 7%75 LDL = L A7 1 —/L >
190 mg/dL % %37 L 7=, APPOINT-PNH ?D~_—Z F A B2 LDL = L 25 1 —/L73 130 mg/dL
LL'FT& o 72 FABHALTA #5863 36 il 5 6, 11%725 LDL =2 L 27 17—/ > 130~160
mg/dL, 3%7% LDL = L A7 17 —/L >160~190 mg/dL % #E L 7=,
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APPLY-PNH O RX—RZZ A VFEHZ R U 7 V&Y REREFR CHo7= 526095, 23%087
v 2 E G HIC Grade 1 © R U 7 U U RIENA 3B L7, APPLY-PNH (ZHW\TC,
FABHALTA O 54 % 7= 3HIOBET, FL—RINLIL—R2~D Y Z U+ Y K
IRFEH BTz,

APPOINT-PNH D_— 25 A R Y 7Y+ U RENIEHR T > 7- FABHALTA #% 5
HITHDIL, 27%B a7 FEEHMIZZL—RF1 O M) 7V &Y REMEZREIL LT,

APPLY-PNH % T8 APPOINT-PNH C FABHALTA O# 52515 72 HBE 102 51D 5 5, 2 FIHn
AL AT — VK FHEELEEL LT,

FABHALTA OG- HIZMIEIEE /T A —Z ZEHICE=2 ) 7L, LEIELTa
L AT n— /MR TEOKRGZMHIET 52 &,

2.2 BRI D 44 SE DB

fR5t4

FABHALTA 200 mg hard capsules

4.1  %hEe - R
FAEMR I~ 7 1 B JRIE
FABHALTA 1%, HAPREE U CAEIMMER M2 0 5 Bl ARBIEMER AT 7 a BV RIE
(PNH) HBEOIER A MR LT D,
C3 BIE
FABHALTA |%, L =-7 o PA 7T 5k (RAS) BREHR L OO, X% RAS FHEZEIC
R T 2 B, XX RAS HEIENEE TH HAAN C3 BEE (C3G) BHEOIRHKZi#HIG &
+5 (5.1 EBMH)

42 ML - HE

F
el

HELEFE1Z 200mg O 1 H 2 [ ARG TH D,

ERIEHFHE L, HHAT Y a— VOBSFOREREMEIZONWTHEFICHET L L,

PNH & TlE, iMoo U 27 2/ NRZIMA 57O REETFNEETH L (44 HE
) .

IRAZENT561E, RO TEDERITH-TH) TEXLHETRELS 1 RGEIRA
L, ZO®%ITETEOEGA Y 2 —/VCTHEHT L L5 BFICHEET 5 2 &, PNH EFEEK
EhEfE LTI L e o e G 81E, il oBEL OERD 2 WNE=2 ) 7352 8,

PNH IZERMERAVE L T2REATH D, BRI KNERSES (44HSM) 2kE, K
FlOF G- kT HERE S e,
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PLCS PRI (=7 V X=7, Z7V X=7) Xidf> PNH {B5AH 5 iptacopan (ZH] Y k%
7= PNH A&
ZEROBE IR L DM OETER Y 27 8T 5720 ¢
T VAT NBE DB TEBETIE, =7 U X7 OR&&E5% 1 #ELAIIC
iptacopan D5 BAIGT 5 Z &,
F7V AT EZTBETIE, 77 A7 Ok b5% 6 BHLINIC
iptacopan D 5-% BT 5,
T Y AT RONT 7Y X< T LS ORIRILERED S OO 2 3G S Tneuy,

BRI IZ C3G A ¥ L2 BE (F% C3G)

36 C3G Oz, BAEE ORERIKIZI T DT C3IRE KRS W TITH, C3ILE
%, BHZOEMNRERTHERIND Z 0N D, TNUANTIE, EBREENS C3G OF
IR INDGEIERE ET 5, X2202 &R (5.1 HBM) THEELZLOIZ, #HEER
ERIRIEIE = (eGFR) WA XIXRER/Z L7 F =t (UPCR) 72 & OEGREIE SR ELT
DT iptacopan D& 5 ZBHT 5 Z LN TE 5, EARHBRICK T 2 BM% DOHEI C3G BEIC
*t4 % iptacopan OfEHERIZE S TWD (5.1 THEZH)

L EabAN: il
65 WL EOBRFICHT HHEREHIIAETHD B2HSMH) |

R R R

#  (eGFR 7% 60 mL/min 24 |~ 90 mL/min #ii) UXHZEEE (eGFR 2% 30 mL/min 2L - 60
mL/min i) OEEREIEEZ AT 2 EF T 5 HERHIIAETH L, BUEOLZ A, H
FE DB HEREREE 2 A4 5 BE UIET &% T COWABREICRBIT 27T —XI3ELNTEL T, H#
BHAEIEONATHARY 52HEBH) |

I RERE

HE OJFHRERE S (Child-Pugh 7338 C) % 73 2 B3~ iptacopan D FIXHELE 7
VY, BRFE (Child-Pugh 7730 A) UTH%E (Child-Pugh 708 B) OiFiREREE 2467 5 BHEIC
35 HEFEITARECH DL S2HBM) |

/N
18 &AW D /INRIZF5 1T 5 iptacopan D24 K O ZIMEITHESL L TV, 7 —X TG o
TWawy,
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#5751k
Rk SEN I
FANTEFOFE PO LTIRATE S 2HZM) |

43 HE=

o ARFIDOHZNA ST XIT 6.1 THIZFLE S T2 IRINE O W T Iz xt - 5 il iuiE,

o REMERE KR ORI KT 20U 7 F UM EZBUEZ T CTWRWEE, 7221, BEEE
DU AT NI ORBIEEME I X D ERYEDHIL Y A7 % ERISGE % FR<
(44 HZW)

o BEHBHAARRICBAMRAE, MRERE UTA v 7 U HE B M A S I A 1 & D &
YU D3 AR [E1E D R,

44 EEROMEM LEOEE
N G A 2 K 2 EAE 70 YL

Iptacopan 72 & DA ER ZEHT 2 &, RETEAMEICER T 2 EE, Emt BT X
IFESER R EYE IR LT K RO RN D, YOV A7 28T 5720, T3TO
BRI R B K O R ERE 2 3 DR BRI 2 U 7 F oA 1T O R TR b
W, D7 FUMNAFARETHNE, A 7NV PEBRICHT DU 7 F ot sns,
EREEEISEOY 7 F oA R4 o OWRFEHEL ST L2 L,

Iptacopan #J[EI$EH-0 2 WHLL ERICY 7 F o 28T 52 L, U7 F USRI G % Bt
L2 T 72 B2 0WGE1X, AIRERIR D B Y 7 F U AT, U7 F B 2
ETHREEO TR Z1TI Z &,

VETHNL, FEOTV 7 F U AERETA T A OHERFRITE > THREICHEREL T &
Y,

T Y F BRI Ko TEHERBYYED Y A7 I3 IND 00, TRICEVERS Z LT
T, EEREYYEL, RHENCRER L TR L2 TE, SIcAEmE gLz EICE -
720D AR B 5, B RRYWIE O W K OSERICOWTERFICHIIL, E=%U
75T L, BENRDNDHEEIL, EBICEELZIMIL, WRTL28, VAT EXXRT 4
v NEFHE L7z BT, EE R EYYE O IR IZ iptacopan OFEHAZRFI L TH L (48 HSE
)

o

PNH EREEE =2 U 7
Iptacopan O $&5-% 517 T 5 PNH B35 Ci, LM /KFEREE (LDH) EORIEZ &, I
MmO ER Z EWICE=2 ) 7 T5Z &,
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#LHIE# O PNHEROE=HX Y 7
G-I L2 ude 672054, PNH B TIIR&EG%ZD 2 < LS 2 BT O
R OERZFERSE=FV 7952 L, ZNHLOBERDIERICIE, ~EZ ey Uk
PNH 7 v — A ADOZROWAD 25 LDH i L5, #5957, ~E7 v R, WG, HRE
W, WE TR, PEAE, FRMARE SOIBIRMARE 2 & & EEHRAAFMEFSR (MAVE) 2
BENLDD, TNHIZREI N, EGHIERMNERGAIL, RBRIEERFTLZ L,
Iptacopan D 5-H IEZICTEMAHEL L 72 H61E, HEHEEZBETLZ L&,

fih oD 3K & D HFH

Iptacopan & CYP2CS8, UGTIA1, PgP, BCRP & (} OATPIBI1/3 D& 72758 4] & o Of FITER
KRB CREF S CnZewy, L7e - T, iptacopan ODFMENME T T 2 AIREMER H 5720, Of
MiFHERE SN GSHSR) , NBEOFHIENRE TE WAL, PNH AF THRILOM
B OERB 2=V T TH L,

C3G & DIHH

G PNHF O 5% 5217 T\ b C3G A TIE, iptacopan |2 L 5 & H IR DD OFEFE /N X
WHEEMEDN D D, TR I b O-BED L0 IREERIED C3G TH D Z LICBHE L TV A
REMEDS RV,

IRRBALGREICIRE AN 1 g/g R TH L HCE X AT 5 C3G BEITHIT % iptacopan D L
BRIZ 720,

HEEE

FABHALTA #45 L L 9 & F 5T X CTOERMIL, ERMTEEERZZEL, #mLTwn
R NIE7e 700, ERIIX, FABHALTA BIEDNAK T 4w B ROV R ZIZHOWTEREIZHP
L, BEEHR Sy 7 28 LT ER b, BEE R RYE TG b1k o B E /R R
(PNH F2#) OBBUIERABD SNHAICIE, e CEREEE2Z2T 5L BE%
fRE52 &,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
FABHALTA safely and effectively. See full prescribing information for
FABHALTA.

FABHALTA® (iptacopan) capsules, for oral use
Initial U.S. Approval: 2023

WARNING: SERIOUS INFECTIONS CAUSED BY
ENCAPSULATED BACTERIA

See full prescribing information for complete boxed warning.

FABHALTA increases the risk of serious and life-threatening
infections caused by encapsulated bacteria, including Streptococcus
pneumoniae, Neisseria meningitidis, and Haemophilus influenzae
type b.

® Complete or update vaccination for encapsulated bacteria at least
2 weeks prior to the first dose of FABHALTA, unless the risks of
delaying FABHALTA outweigh the risk of developing a serious
infection. Comply with the most current Advisory Committee on
Immunization Practices (ACIP) recommendations for vaccinations
against encapsulated bacteria in patients receiving a complement
inhibitor. (5.1)

® Patients receiving FABHALTA are at increased risk for invasive
disease caused by encapsulated bacteria, even if they develop
antibodies following vaccination. Monitor patients for early signs
and symptoms of serious infections and evaluate immediately if
infection is suspected. (5.1)

FABHALTA is available only through a restricted program under a

Risk Evaluation and Mitigation Strategy (REMS) called FABHALTA

REMS. (5.2)

RECENT MAJOR CHANGES------------=--=mmemme -
Indications and Usage (1.2) 8/2024
Indications and Usage (1.3) 3/2025
Dosage and Administration (2.1) 3/2024

INDICATIONS AND USAGE--------me-emememmeeeee

FABHALTA is a complement factor B inhibitor, indicated for:

the treatment of adults with paroxysmal nocturnal hemoglobinuria
(PNH). (1.1)

the reduction of proteinuria in adults with primary immunoglobulin A
nephropathy (IgAN) at risk of rapid disease progression, generally a
urine protein-to-creatinine ratio (UPCR) > 1.5 g/g. (1.2)

This indication is approved under accelerated approval based on
reduction of proteinuria. It has not been established whether

FABHALTA slows kidney function decline in patients with IgAN.
Continued approval for this indication may be contingent upon
verification and description of clinical benefit in a confirmatory clinical
trial.

. the treatment of adults with complement 3 glomerulopathy (C3G), to
reduce proteinuria (1.3)

200 mg orally twice daily with or without food. (2.2)
- DOSAGE FORMS AND STRENG THS---mmmmemmmmeemmeeee
Capsules: 200 mg (3)

CONTRAINDICATIONS

o Serious hypersensitivity to iptacopan or any of the excipients. (4)

o Initiation in patients with unresolved serious infection caused by
encapsulated bacteria. (4)

e Monitoring of PNH Manifestations After FABHALTA Discontinuation:
Monitor for signs of hemolysis after discontinuation. (5.3)

e Hyperlipidemia: Monitor serum lipid parameters periodically during
treatment and initiate cholesterol-lowering medication, if indicated. (5.4)

ADVERSE REACTIONS

e Most common adverse reactions in adults with PNH (incidence > 10%)
were headache, nasopharyngitis, diarrhea, abdominal pain, bacterial
infection, viral infection, nausea and rash. (6.1)

e Most common adverse reactions in adults with IgAN (incidence > 5%)
were upper respiratory tract infection, lipid disorder, and abdominal pain.
(6.1)

e Most common adverse reactions in adults with C3G (incidence > 10%)
were nasopharyngitis and viral infections. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis

Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-

1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e CYP2CS inducers (e.g., rifampin): May decrease iptacopan exposure.
Monitor for loss of efficacy. (7.1)

e Strong CYP2C8 inhibitors (e.g., gemfibrozil): May increase iptacopan
exposure. Coadministration not recommended. (7.2)

USE IN SPECIFIC POPULATIONS--------------—-—-

o Severe hepatic impairment: Use not recommended. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS INFECTIONS CAUSED BY ENCAPSULATED BACTERIA

FABHALTA, a complement inhibitor, increases the risk of serious infections, especially those
caused by encapsulated bacteria, such as Streptococcus pneumoniae, Neisseria meningitidis, and
Haemophilus influenzae type b [see Warnings and Precautions (5.1)]. Life-threatening and fatal
infections with encapsulated bacteria have occurred in patients treated with complement inhibitors.
These infections may become rapidly life-threatening or fatal if not recognized and treated early.

e Complete or update vaccination for encapsulated bacteria at least 2 weeks prior to the first dose
of FABHALTA, unless the risks of delaying therapy with FABHALTA outweigh the risk of
developing a serious infection. Comply with the most current Advisory Committee on
Immunization Practices (ACIP) recommendations for vaccinations against encapsulated
bacteria in patients receiving a complement inhibitor. See Warnings and Precautions (5.1) for
additional guidance on the management of the risk of serious infections caused by encapsulated
bacteria.

e Patients receiving FABHALTA are at increased risk for invasive disease caused by encapsulated
bacteria, even if they develop antibodies following vaccination. Monitor patients for early signs
and symptoms of serious infections and evaluate immediately if infection is suspected.

Because of the risk of serious infections caused by encapsulated bacteria, FABHALTA is available
only through a restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called
the FABHALTA REMS [see Warnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

1.1 Paroxysmal Nocturnal Hemoglobinuria

FABHALTA is indicated for the treatment of adults with paroxysmal nocturnal hemoglobinuria (PNH).
1.2 Immunoglobulin A Nephropathy

FABHALTA is indicated to reduce proteinuria in adults with primary immunoglobulin A nephropathy (IgAN)
at risk of rapid disease progression, generally a urine protein-to-creatinine ratio (UPCR) >1.5 g/g.

This indication is approved under accelerated approval based on reduction of proteinuria. It has not been
established whether FABHALTA slows kidney function decline in patients with IgAN. Continued approval for
this indication may be contingent upon verification and description of clinical benefit in a confirmatory clinical
trial.

1.3  Complement 3 Glomerulopathy

FABHALTA is indicated for the treatment of adults with complement 3 glomerulopathy (C3G), to reduce
proteinuria.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Vaccination and Prophylaxis for Encapsulated Bacterial Infections

Vaccinate patients against encapsulated bacteria, including Streptococcus pneumoniae and Neisseria
meningitidis (serogroups A, C, W, Y and B), according to current ACIP recommendations at least 2 weeks prior
to initiation of FABHALTA /[see Warnings and Precautions (5.1)].

If urgent FABHALTA therapy is indicated in a patient who is not up to date with vaccines for Streptococcus
pneumoniae and Neisseria meningitidis according to ACIP recommendations, provide the patient with
antibacterial drug prophylaxis and administer these vaccines as soon as possible /see Warnings and Precautions

(5.1)].
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Healthcare providers who prescribe FABHALTA must enroll in the FABHALTA REMS [see Warnings and
Precautions (5.2)].

2.2 Recommended Dosage
The recommended dosage of FABHALTA is 200 mg orally twice daily without regard to food.
Swallow capsules whole. Do not open, break, or chew capsules.

If a dose or doses are missed, advise the patient to take one dose of FABHALTA as soon as possible (even if it
is soon before the next scheduled dose) and then to resume the regular dosing schedule.

23 PNH Patients Switching From Anti-CS (eculizumab, ravulizumab) to FABHALTA
To reduce the potential risk of hemolysis with abrupt discontinuation of other PNH therapies:

e For patients switching from eculizumab, initiate FABHALTA no later than 1 week after the last dose of
eculizumab.

e For patients switching from ravulizumab, initiate FABHALTA no later than 6 weeks after the last dose of
ravulizumab.

There is no available information regarding the timeframe for initiation of FABHALTA after other PNH
therapies.

3 DOSAGE FORMS AND STRENGTHS

Capsules: 200 mg of iptacopan in pale yellow, opaque, hard gelatin capsules imprinted with “LNP200” on the
body and “NVR” on the cap.

4 CONTRAINDICATIONS

FABHALTA is contraindicated:
e in patients with serious hypersensitivity to iptacopan or any of the excipients.

e for initiation in patients with unresolved serious infection caused by encapsulated bacteria, including
Streptococcus pneumoniae, Neisseria meningitidis, or Haemophilus influenzae type b.

5 WARNINGS AND PRECAUTIONS
5.1 Serious Infections Caused by Encapsulated Bacteria

FABHALTA, a complement inhibitor, increases a patient’s susceptibility to serious, life-threatening, or fatal
infections caused by encapsulated bacteria, including Streptococcus pneumoniae, Neisseria meningitidis
(caused by any serogroup, including non-groupable strains), and Haemophilus influenzae type b. Life-
threatening and fatal infections with encapsulated bacteria have occurred in both vaccinated and unvaccinated
patients treated with complement inhibitors. The initiation of FABHALTA treatment is contraindicated in
patients with unresolved serious infections caused by encapsulated bacteria.

Complete or update vaccination against encapsulated bacteria at least 2 weeks prior to administration of the first
dose of FABHALTA, according to the current ACIP recommendations for patients receiving a complement
inhibitor. Revaccinate patients in accordance with ACIP recommendations considering the duration of therapy
with FABHALTA. Note that ACIP recommends an administration schedule in patients receiving complement
inhibitors that differs from the administration schedule in the vaccine prescribing information. If urgent
FABHALTA therapy is indicated in a patient who is not up to date with vaccines against encapsulated bacteria
according to ACIP recommendations, provide the patient with antibacterial drug prophylaxis and administer
these vaccines as soon as possible. Various durations and regimens of antibacterial drug prophylaxis have been
considered, but the optimal durations and drug regimens for prophylaxis and their efficacy have not been
studied in unvaccinated or vaccinated patients receiving complement inhibitors, including FABHALTA. The
benefits and risks of treatment with FABHALTA, as well as the benefits and risks of antibacterial drug
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prophylaxis in unvaccinated or vaccinated patients, must be considered against the known risks for serious
infections caused by encapsulated bacteria.

Vaccination does not eliminate the risk of serious encapsulated bacterial infections, despite development of
antibodies following vaccination. Closely monitor patients for early signs and symptoms of serious infection
and evaluate patients immediately if an infection is suspected. Inform patients of these signs and symptoms and
instruct patients to seek immediate medical care if these signs and symptoms occur. Promptly treat known
infections. Serious infection may become rapidly life-threatening or fatal if not recognized and treated early.
Consider interruption of FABHALTA in patients who are undergoing treatment for serious infections,
depending on the risks of interrupting treatment in the disease being treated.

FABHALTA is available only through a restricted program under a REMS [see Warnings and Precautions
(5.2)].
5.2 FABHALTA REMS

FABHALTA is available only through a restricted program under a REMS called FABHALTA REMS, because
of the risk of serious infections caused by encapsulated bacteria /see Warnings and Precautions (5.1)].

Notable requirements of the FABHALTA REMS include the following:

e Prescribers must enroll in the REMS.

e Prescribers must counsel patients about the risk of serious infections caused by encapsulated bacteria.
e Prescribers must provide patients with the REMS educational materials.

e Prescribers must assess patient vaccination status for vaccines against encapsulated bacteria and vaccinate if
needed according to current ACIP recommendations two weeks prior to the first dose of FABHALTA.

e Prescribers must provide a prescription for antibacterial drug prophylaxis if treatment must be started
urgently, and the patient is not up to date with vaccines against encapsulated bacteria according to current
ACIP recommendations at least two weeks prior to the first dose of FABHALTA.

e Pharmacies that dispense FABHALTA must be certified in the FABHALTA REMS and must verify
prescribers are certified.

e Patients must receive counseling from the prescriber about the need to receive vaccinations against
encapsulated bacteria per ACIP recommendations, the need to take antibiotics as directed by the prescriber,
and the early signs and symptoms of serious infections.

e Patients must be instructed to carry the Patient Safety Card with them at all times during treatment and for 2
weeks following the last dose of FABHALTA.

Further information is available by telephone: 1-833-99FABHA (1-833-993-2242) or online at
www.FABHALTA-REMS.com.

53 Monitoring of PNH Manifestations After FABHALTA Discontinuation

In PNH patients, after discontinuing treatment with FABHALTA, closely monitor patients for at least 2 weeks
after the last dose for signs and symptoms of hemolysis. These signs include elevated lactate dehydrogenase
(LDH) levels along with a sudden decrease in hemoglobin or PNH clone size, fatigue, hemoglobinuria,
abdominal pain, dyspnea, major adverse vascular events (such as thrombosis, stroke and myocardial infarction),
dysphagia, or erectile dysfunction. If discontinuation of FABHALTA is necessary, consider alternative therapy.

If hemolysis occurs after discontinuation of FABHALTA, consider restarting treatment with FABHALTA, if
appropriate, or initiating another treatment for PNH.

5.4 Hyperlipidemia
FABHALTA may increase total cholesterol, LDL-cholesterol, and serum triglycerides [see Adverse Reactions

(6.1)].
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Of the 54 FABHALTA-treated patients who had a normal total cholesterol level at baseline in APPLY-PNH,
43% developed Grade 1 hypercholesterolemia during the randomized treatment period. One FABHALTA-
treated patient in APPLY-PNH experienced increased total cholesterol that worsened to Grade 2 from Grade 1
at baseline.

Of the 34 FABHALTA-treated patients who had a normal cholesterol level at baseline in APPOINT-PNH, 24%
developed Grade 1 hypercholesterolemia during the core treatment period.

Of the 60 FABHALTA-treated patients who had LDL-cholesterol < 130 mg/dL at baseline in APPLY-PNH,
17% developed LDL-cholesterol > 130-160 mg/dL, 8% developed LDL-cholesterol > 160-190 mg/dL, and 7%
developed LDL-cholesterol > 190 mg/dL during the randomized treatment period. Of the 36 FABHALTA-
treated patients who had LDL-cholesterol < 130 mg/dL at baseline in APPOINT-PNH, 11% developed LDL-
cholesterol > 130-160 mg/dL and 3% developed LDL-cholesterol > 160-190 mg/dL.

Of the 52 patients with normal triglyceride levels at baseline in APPLY-PNH, 23% developed Grade 1 elevated
triglycerides during the randomized treatment period. Three FABHALTA-treated patients in APPLY-PNH
experienced an increase in triglycerides from Grade 1 to Grade 2.

Of the 37 FABHALTA-treated patients who had a normal triglyceride level at baseline in APPOINT-PNH, 27%
developed Grade 1 elevated triglycerides in the core treatment period.

Of the 102 FABHALTA-treated patients in APPLY-PNH and APPOINT-PNH, two patients required
cholesterol-lowering medications.

Monitor serum lipid parameters periodically during treatment with FABHALTA and initiate cholesterol-
lowering medication, if indicated.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are discussed in greater detail in other sections of the
labeling:

e Serious Infections Caused by Encapsulated Bacteria [see Warnings and Precautions (5.1)].
e Hyperlipidemia [see Warnings and Precautions (5.4)].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

Paroxysmal Nocturnal Hemoglobinuria (PNH)

The data described below reflects the exposure in adults with PNH who received FABHALTA (n = 62) or anti-
C5 treatment (US-approved and non-US-approved eculizumab product or US-approved and non-US-approved
ravulizumab product, n = 35) in APPLY-PNH [NCT04558918] and adults who received FABHALTA (n =40)
in APPOINT-PNH [NCT04820530] at the recommended dosing regimen for 24 weeks. In APPLY-PNH,
serious adverse reactions were reported in 2 (3%) patients with PNH receiving FABHALTA. Serious adverse
reactions included pyelonephritis, urinary tract infection and COVID-19. In APPOINT-PNH, serious adverse
reactions were reported in 2 (5%) patients with PNH receiving FABHALTA. Serious adverse reactions included
COVID-19 and bacterial pneumonia. The most common adverse reactions (> 10%) with FABHALTA were
headache, nasopharyngitis, diarrhea, abdominal pain, bacterial infection, viral infection, nausea, and rash.

Table 1 describes the adverse reactions that occurred in > 5% of patients treated with FABHALTA in the
APPLY-PNH or APPOINT-PNH studies.
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Table 1: Adverse Reactions Reported in > 5% of Patients Treated with FABHALTA in APPLY-PNH or
APPOINT-PNH Studies (24-Week Treatment Period)

Adverse reactions APPLY-PNH APPOINT-PNH
FABHALTA Anti-C5S FABHALTA
(N = 62) (Eculizumab or (N = 40)
Ravulizumab
n (%) ) n (%)
(N = 35)
n (%)

Headache? 12 (19) 13) 11 (28)
Nasopharyngitis® 10 (16) 6 (17) 6 (15)
Diarrhea 9 (15) 2 (6) 3(8)
Abdominal pain? 9 (15) 1(3) 3(8)
Bacterial infection® 7(11) 4 (11) 2(5)
Nausea 6 (10) 1(3) 2(5)
Viral infectiond 6 (10) 11 (31) 7 (18)
Arthralgia 5(8) 1(3) 0
Thrombocytopenia® 4 (6) 0 0
Dizziness 4 (6) 0 1(3)
Systemic hypertension? 4 (6) 0 0
Lipid disorder® 4 (6) 0 3(8)
Rash’ 2(3) 0 4(10)
Includes similar terms.
"Nasopharyngitis contains: rhinitis allergic, upper respiratory tract infection, pharyngitis, rhinitis.
“Bacterial infection contains: pyelonephritis, urinary tract infection, bronchitis bacterial, bronchitis haemophilus, cholecystitis,
folliculitis, cellulitis, arthritis bacterial, sepsis, klebsiella infection, staphylococcal infection, Pseudomonas infection, hordeolum,
pneumonia bacterial.
4Viral infection contains: COVID-19, herpes zoster, oral herpes, nasal herpes, influenza A virus test positive, influenza.
¢Lipid disorder contains: dyslipidemia, blood cholesterol increased, low density lipoprotein increased, hypercholesterolemia, blood
triglycerides increased, hyperlipidemia.
fRash contains: dermatitis allergic, acne, erythema multiforme, rash maculo-papular, rash erythematous.

Clinically relevant adverse reactions reported in less than or equal to 5% of patients includes urticaria in one
patient (3%) in APPOINT-PNH.

Description of Select Adverse Reactions (graded per NCI CTCAE Version 4.03 unless noted otherwise)

Platelet Count Decreased

Of the 37 FABHALTA-treated patients who had normal platelet counts at baseline in APPLY-PNH, 43%
experienced any Grade thrombocytopenia during the randomized treatment period. Three FABHALTA-treated
patients in APPLY-PNH experienced decreased platelets that worsened to Grade > 3 from baseline (one patient
with normal platelets that worsened to Grade 4, one patient with baseline Grade 1 that worsened to Grade 4, and
one patient with baseline Grade 3 that worsened to Grade 4).

Immunoglobulin A Nephropathy (IeAN)

The safety of FABHALTA was evaluated in APPLAUSE-IgAN, a randomized placebo-controlled, double-blind
clinical study in adults with IgAN (eGFR > 20 mL /min/1.73 m? at baseline).
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The data below reflect FABHALTA exposure in 235 patients with IgAN (eGFR > 20 mL/min/1.73 m? at
baseline) with a median duration of 43 weeks (up to 104 weeks) in APPLAUSE-IgAN. Table 2 describes the
adverse reactions that occurred in > 3 % of patients treated with FABHALTA and were > 2% higher in
frequency than placebo. All of these adverse reactions were mild or moderate in severity.

Table 2: Adverse Reactions Reported in > 3% of Adult Patients with ISAN (eGFR > 20 mL /min/1.73 m?)
Treated with FABHALTA and > 2% Higher in Frequency Than Placebo in APPLAUSE-IgAN

Adverse reaction FABHALTA Placebo
(N =235) (N =235)
n (%) n (%)
Upper respiratory tract 20 (9) 16 (7)
infection
Lipid disorder! 15 (6) 10 (4)
Abdominal pain' 15 (6) 512)
Nausea 8(3) 2 (1)
Dizziness 7(3) 2(1)
"'Includes similar terms.

Complement 3 Glomerulopathy (C3QG)

The safety of FABHALTA was evaluated in APPEAR-C3G, a randomized, placebo-controlled, double-blind
trial in adult patients with native kidney C3G. No new adverse reactions were identified during the 6-month
placebo-controlled period of APPEAR-C3G, in which 38 patients were treated with FABHALTA and 36
patients were treated with placebo. The most common adverse reactions that occurred in > 10% of patients
treated with FABHALTA and were > 5% higher in frequency than placebo were nasopharyngitis (11% in
FABHALTA, 3% placebo) and viral infections (29% in FABHALTA, 22% placebo), mainly respiratory
infections. One patient (3%) on FABHALTA and none on placebo had a serious adverse reaction of pneumonia
and bacteremia secondary to an encapsulated organism (S. pneumoniae).

7 DRUG INTERACTIONS
7.1 CYP2CS8 Inducers

Concomitant use of CYP2CS inducers (e.g., rifampin) may decrease iptacopan exposure, which may result in
loss of or reduced efficacy of FABHALTA. Monitor the clinical response and discontinue use of the CYP2C8
inducer if loss of efficacy of FABHALTA is evident.

7.2 Strong CYP2CS8 Inhibitors

Concomitant use of strong CYP2CS inhibitors (e.g., gemfibrozil) may increase iptacopan exposure, which may
result in an increased risk for adverse reactions with FABHALTA. Coadministration with a strong CYP2C8
inhibitor is not recommended.
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8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy
Risk Summary

Available data from clinical trials with FABHALTA use in pregnant women are insufficient to identify a drug-
associated risk of major birth defects, miscarriage, or other adverse maternal or fetal outcomes. There are risks
to the mother and fetus associated with untreated PNH, IgAN, or C3G in pregnancy (see Clinical
Considerations). The use of FABHALTA in pregnant women or women planning to become pregnant may be
considered following an assessment of the risks and benefits.

In animal reproduction studies, oral administration of iptacopan to pregnant rats and rabbits during
organogenesis at exposures 4- to 6-times the human exposure (based on AUC) at the maximum recommended
human dose (MRHD) of 200 mg twice daily did not induce embryo or fetal toxicity (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated populations is unknown.
All pregnancies have a background risk of major birth defects, loss, or other adverse outcomes. In the U.S.
general population, the estimated background risk of major birth defects and miscarriages in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

PNH in pregnancy is associated with adverse maternal outcomes, including worsening cytopenias, thrombosis,
infections, bleeding, miscarriages, increased maternal mortality, and adverse fetal outcomes, including fetal
death and premature delivery.

IgAN in pregnancy is associated with adverse maternal outcomes, including increased rates of cesarean section,
pregnancy-induced hypertension, pre-eclampsia and preterm delivery, and adverse fetal/neonatal outcomes,
including stillbirth and low birth weight.

C3G in pregnancy may be associated with adverse maternal outcomes, in particular preeclampsia and
miscarriage, as well as adverse fetal outcomes including prematurity and low birth weight.

Data
Animal Data

In an embryo-fetal development study in rats, oral administration of iptacopan during organogenesis did not
cause embryo-fetal toxicity when given up to the highest dose of 1,000 mg/kg/day, which corresponds to 4-
times the MRHD based on AUC.

In an embryo-fetal development study in rabbits, oral administration of iptacopan during organogenesis did not
cause embryo-fetal toxicity when given up to the highest dose of 450 mg/kg/day, which corresponds to 6-times
the MRHD based on AUC.

In a pre- and postnatal development study in rats, oral administration of iptacopan during gestation, parturition,
and lactation did not cause adverse effects in offspring when given up to the highest dose of 1,000 mg/kg/day,
which corresponds to 4-times the MRHD based on AUC.

8.2 Lactation
Risk Summary

There are no data on the presence of iptacopan or its metabolites in either human or animal milk, the effects on
the breastfed child or on milk production. Since many medicinal products are secreted into human milk, and
because of the potential for serious adverse reactions in a breastfed child, breastfeeding should be discontinued
during treatment and for 5 days after the final dose.
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8.4 Pediatric Use
Safety and effectiveness in pediatric patients with PNH, IgAN, or C3G have not been established.
8.5 Geriatric Use

There were 29 PNH patients 65 years of age and older in APPLY-PNH and APPOINT-PNH /see Clinical
Studies (14)]. Of the total number of FABHALTA-treated patients during the 24-week treatment period in these
studies, 21 (20.6%) were 65 years of age and older, while 7 (6.9%) were 75 years of age and older. There were
8 IgAN patients 65 years of age and older in APPLAUSE-IgAN [see Clinical Studies (14)]. Of the total number
of FABHALTA-treated patients, 3 (2.4%) were 65 years of age and older. Clinical studies of FABHALTA did
not include sufficient numbers of patients 65 years of age and older to determine whether they respond
differently from younger patients.

8.7 Hepatic Impairment

The use of FABHALTA is not recommended in patients with severe hepatic impairment (Child-Pugh class C).
No dose adjustment is required for patients with mild (Child-Pugh class A) or moderate (Child-Pugh class B)
hepatic impairment [see Clinical Pharmacology (12.3)].

11 DESCRIPTION

FABHALTA contains iptacopan, a complement Factor B inhibitor. The molecular weight of iptacopan
hydrochloride monohydrate is approximately 477 g/mol. The chemical name is (25,4S)-2-(4-Carboxyphenyl)-4-
ethoxy-1-[(5-methoxy-7-methyl-1H-indol-4-yl)methyl]piperidin-1-ium chloride—water (1/1). The molecular
formula is C,5H30N,O4-HCI H,O. The structure is shown below.

O
HO
/s,, OV
(S) (S)
N

o HCI
J ~ H,0
N
H

Iptacopan hydrochloride monohydrate is a white or almost white to pale purplish-pink powder.

FABHALTA is supplied as hard gelatin capsules for oral administration. The capsules are packaged in high-
density polyethylene (HDPE) bottles with induction seals and child resistant caps. Each FABHALTA capsule
contains 200 mg iptacopan (provided as 225.8 mg iptacopan hydrochloride monohydrate) and the capsule shell
contains the following inactive ingredients: gelatin, red ferric oxide, titanium dioxide, yellow ferric oxide. The
black printing ink contains ferrosoferric oxide, potassium hydroxide, propylene glycol, shellac, and strong
ammonia solution.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Iptacopan binds to Factor B of the alternative complement pathway and regulates the cleavage of C3, generation
of downstream effectors, and the amplification of the terminal pathway.

In PNH, intravascular hemolysis (IVH) is mediated by the downstream membrane attack complex (MAC),
while extravascular hemolysis (EVH) is facilitated by C3b opsonization. Iptacopan acts proximally in the
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alternative pathway of the complement cascade to control both C3b-mediated EVH and terminal complement-
mediated I[VH.

In IgAN, the deposition of galactose deficient [gA1 (Gd-IgA1) containing immune complexes in the kidney
locally activates the alternative complement pathway which is thought to contribute to the pathogenesis of
IgAN. By binding to Factor B, iptacopan inhibits the alternative pathway.

In C3G, overactivation of the alternative complement pathway leads to C3 cleavage within the glomeruli
resulting in C3 deposition and inflammation, which are thought to contribute to the pathogenesis of C3G. By
binding to Factor B, iptacopan inhibits the alternative pathway.

12.2 Pharmacodynamics

Inhibition of the alternative complement pathway biomarkers, the in vitro alternative pathway assay and plasma
Bb (fragment Bb of Factor B), started approximately 2 hours after a single iptacopan dose in healthy volunteers.

In PNH patients receiving concomitant anti-C5 treatment and FABHALTA 200 mg twice daily, the in vitro
alternative pathway assay and plasma Bb decreased from baseline by 54.1% and 56.1%, respectively, on the
first observation on Day 8. In treatment naive PNH patients, these same biomarkers decreased from baseline by
78.4% and 58.9%, respectively, on the first observation after 4 weeks of treatment with FABHALTA 200 mg
twice daily.

In PNH patients on concomitant anti-C5 treatment and FABHALTA 200 mg twice daily, the mean PNH red
blood cell (RBC) clone size was 54.8% at baseline and increased to 89.2% after 13 weeks; the proportion of
PNH Type II + I RBCs with C3 deposition was 12.4% at baseline and decreased to 0.2% after 13 weeks. In
treatment naive PNH patients, the mean PNH RBC clone size was 49.1% at baseline and increased to 91.1%
after 12 weeks; there were negligible PNH Type II + III RBCs with C3 deposition in this population due to the
predominance of IVH.

Iptacopan reduces serum LDH levels. In PNH patients previously treated with eculizumab, all patients treated
with FABHALTA 200 mg twice daily achieved a reduction of LDH levels to < 1.5 times the upper limit of
normal (ULN) at 13 weeks. In treatment naive PNH patients, FABHALTA 200 mg twice daily reduced LDH by
> 60% compared to baseline after 12 weeks and maintained the effect through the end of the study at 2 years.

In IgAN patients receiving 200 mg twice daily, the in vitro alternative pathway assay, plasma Bb, plasma
soluble C5b-9 (also known as MAC), and urine soluble C5b-9 decreased from baseline by 85.2%, 17.5%,
19.5% and 96.5%, respectively, on the first observation at Month 9.

In C3G patients receiving 200 mg twice daily, the geometric mean serum C3 at baseline was 23 mg/dL and
increased to 80 mg/dL at Day 14 of FABHALTA treatment. Over this same period, the placebo group
geometric mean serum C3 level decreased from 25 mg/dL to 24 mg/dL. At 6 months the mean glomerular C3
deposition score (0-12) decreased by 0.8 (95% CI: -0.3, 1.8) from a baseline of 9.2 with FABHALTA and
increased by 1.1 (95% CI: 0.1, 2.1) from a baseline of 9.6 with placebo. Plasma soluble C5b-9 (also known as
MAC) and urine soluble C5b-9 decreased from baseline by 67% and 88%, respectively, at Day 180 of treatment
with FABHALTA 200 mg twice daily compared to a 3% decrease in plasma soluble C5b-9 and a 36% decrease
in urine soluble C5b-9 in the placebo group.

Cardiac Electrophysiology

In a QTec clinical study in healthy volunteers, single supra-therapeutic iptacopan doses up to 1,200 mg (which
provided greater than 4-fold peak concentration of the MRHD) showed no effect on cardiac repolarization or
QT interval.

12.3 Pharmacokinetics

Absorption
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Following oral administration, iptacopan reached peak plasma concentrations approximately 2 hours post dose.
At the recommended dosing regimen of 200 mg twice daily, steady state is achieved in approximately 5 days
with minor accumulation (1.4-fold).

Effect of Food

Based on a food-effect study in healthy volunteers, a high-fat meal did not affect the exposure of iptacopan to a
clinically meaningful degree.

Distribution

Iptacopan showed concentration-dependent plasma protein binding due to binding to the target Factor B in the
systemic circulation. Iptacopan was 75% to 93% protein bound in vitro at the relevant clinical plasma
concentrations. After administration of iptacopan 200 mg twice daily, the apparent volume of distribution at
steady state was approximately 288 L.

Elimination

The terminal half-life (t;,) of iptacopan at steady state is approximately 25 hours after administration of
FABHALTA 200 mg twice daily. The apparent clearance of iptacopan at steady state is 8 L/h after
administration of FABHALTA 200 mg twice daily.

Metabolism

Metabolism is a predominant elimination pathway for iptacopan with approximately 50% of the dose attributed
to oxidative pathways. Metabolism of iptacopan includes N-dealkylation, O-deethylation, oxidation, and
dehydrogenation, mostly driven by CYP2C8 (98%) with a small contribution from CYP2D6 (2%). Iptacopan
undergoes Phase 2 metabolism through glucuronidation by UGT1A1, UGT1A3, and UGT1AS. In plasma,
iptacopan was the major component, accounting for 83% of the drug-related species. Two acyl glucuronides
were the only metabolites detected in plasma and were minor, accounting for 8% and 5% of the drug-related
species. Iptacopan metabolites are not pharmacologically active.

Excretion

In a human study, following a single 100 mg oral dose of ['“C]-iptacopan, mean total excretion of radioactivity
(iptacopan and metabolites) was 72% in the feces and 25% in the urine, for a total mean excretion of > 96% of
the dose. Specifically, 18% of the dose was excreted as parent iptacopan in the urine, and 17% of the dose was
excreted as parent iptacopan in feces.

Linearity/Non-linearity

At doses between 25 mg and 200 mg twice daily, iptacopan was overall less than dose proportional. However,
oral doses of 100 mg and 200 mg were approximately dose proportional.

Specific Populations

A population pharmacokinetic (PK) analysis was conducted on iptacopan data from 234 patients. Age, body
weight, race, and gender did not have a clinically significant effect on iptacopan PK.

Patients with Renal Impairment

There were no clinically significant differences in the exposure of FABHALTA between patients with an eGFR
in the range of 25 to <90 mL/min compared to those with normal eGFR. No data are currently available in
patients on dialysis.

Patients with Hepatic Impairment

In a study in subjects with normal hepatic function and patients with mild (Child-Pugh class A), moderate
(Child-Pugh class B), or severe hepatic impairment (Child-Pugh class C), there was a negligible effect of
hepatic impairment on the total (bound+unbound) exposure of iptacopan. However, unbound iptacopan AUC;,¢
increased by 48%, 58% and 271% in patients with mild, moderate, and severe hepatic impairment, respectively,
compared to subjects with normal hepatic function.
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Drug Interaction Studies

Based on a clinical drug interaction study in healthy volunteers, iptacopan exposure did not change to a
clinically relevant degree when coadministered with clopidogrel (a moderate CYP2C8 inhibitor) or
cyclosporine (a P-gp, BCRP, and OATP 1B1/1B3 inhibitor). The exposure of digoxin (a P-gp substrate) and
rosuvastatin (an OATP substrate) did not change to a clinically relevant degree when coadministered with
iptacopan.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Iptacopan was not genotoxic or mutagenic in a battery of in vitro and in vivo assays.

Carcinogenicity studies conducted with oral administration of iptacopan in RasH2 transgenic mice with doses
up to 1,000 mg/kg/day for 6 months and in rats with doses up to 750 mg/kg/day for 2 years did not identify any
carcinogenic potential. The highest exposure to iptacopan in rats corresponds to approximately 9-times the
MRHD based on AUC.

In a fertility study in male rats, iptacopan did not adversely impact fertility up to the highest tested dose of 750
mg/kg/day, which corresponds to 4-times the MRHD based on AUC. Reversible effects on the male
reproductive system (testicular tubular degeneration and cellular debris in epididymis) were observed in repeat-
dose toxicity studies with oral administration in dogs at doses > 2-times the MRHD based on AUC, with no
clear effects on sperm numbers, morphology, or motility. In a fertility and early embryonic developmental study
in female rats, oral administration of iptacopan caused increased pre- and post-implantation losses when given
at the highest dose of 1,000 mg/kg/day orally, which corresponds to approximately 11-times the MRHD based
on AUC.

14 CLINICAL STUDIES
14.1 Paroxysmal Nocturnal Hemoglobinuria (PNH)
APPLY-PNH: Anti-C5 Treatment Experienced Patients With PNH

The efficacy of FABHALTA administered orally in adults with PNH was evaluated in a multi-center, open-
label, 24-week, active comparator-controlled trial (APPLY-PNH; NCT04558918).

The study enrolled adults with PNH and residual anemia (hemoglobin < 10 g/dL) despite previous treatment
with a stable regimen of anti-C5 treatment (either eculizumab or ravulizumab) for at least 6 months prior to
randomization.

Ninety-seven patients were randomized in an 8:5 ratio to switch to FABHALTA 200 mg orally twice daily

(n = 62) or to continue anti-C5 treatment (US-approved and non-US-approved eculizumab product n = 23 or
US-approved and non-US-approved ravulizumab product n = 12) throughout the duration of the 24-week
randomized controlled period. Randomization was stratified based on prior anti-C5 treatment and transfusion
history within the last 6 months. Following completion of the 24-week randomized controlled period, all
patients were eligible to enroll in a 24-week treatment extension period and receive FABHALTA monotherapy.
Subsequently, patients were eligible to enter a separate long-term extension study.

Patients were required to be vaccinated against Neisseria meningitidis and recommended to be vaccinated
against Streptococcus pneumoniae and Haemophilus influenzae type b. If the patient had not been previously
vaccinated or if a booster was required, vaccination was administered at least 2 weeks prior to the first dose of
study medication. [f FABHALTA treatment was initiated earlier than 2 weeks after vaccination, antibacterial
drug prophylaxis was administered.

Demographics and baseline disease characteristics were generally well balanced between treatment groups (see
Table 3). The mean time on prior anti-C5 treatment was 3.8 and 4.2 years for the FABHALTA and anti-C5
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groups, respectively. The baseline mean PNH RBC clone size (Type II + III) was 64.6% for the FABHALTA
group and 57.4% for the anti-C5 group.

Table 3: Patient Baseline Demographics and Characteristics in APPLY-PNH

Parameters Statistics FABHALTA Anti-C5
(n=62) (Eculizumab or
Ravulizumab)
(n =35)
Mean (SD) 51.7 (16.9) 49.8 (16.7)
Age (years) min, max 22, 84 20, 82
Sex

Female n (%) 43 (69.4) 24 (68.6)
Race

White n (%) 48 (77.4) 26 (74.3)

Asian n (%) 12 (19.4) 7 (20.0)

Black or African American n (%) 2(3.2) 2 (5.7
Ethnicity

Not Hispanic or Latino n (%) 51(82.3) 27(77.1)

Hispanic or Latino n (%) 8 (12.9) 2(5.7)

Not reported/unknown n (%) 34.8) 6 (17.1)
Hemoglobin level (g/dL) Mean (SD) 8.9 (0.7) 8.9(0.9)
LDH level (U/L) Mean (SD) 269 (70) 273 (85)
Abséolute reticulocyte count (ARC) Mean (SD) 193 (84) 191 (81)
(10°/L)

At least one trgnsfusmn in 6 months prior n (%) 35 (56.5) 21 (60.0)
to randomization

History of MAVEs n (%) 12 (19.4) 10 (28.6)
Disease duration (years) Mean (SD) 11.9 (9.8) 13.5(10.9)
Abbreviations: LDH, lactate dehydrogenase; MAVEs, major adverse vascular events (includes thrombosis, stroke and
myocardial infarction); SD, standard deviation.

Efficacy was established based on demonstration of superiority of switching to FABHALTA compared to
continuing on anti-C5 therapy in achieving hematological response after 24 weeks of treatment, without a need
for transfusion, by assessing the proportion of patients demonstrating: 1) sustained increase of > 2 g/dL in
hemoglobin levels from baseline (hemoglobin improvement) and 2) sustained hemoglobin levels > 12 g/dL.
Additional efficacy endpoints included transfusion avoidance, change from baseline in hemoglobin levels and
change from baseline in absolute reticulocyte counts.

The efficacy results from the APPLY-PNH trial are provided in Table 4.
Table 4: Efficacy Results for the 24-week Randomized Treatment Period for APPLY-PNH

Endpoints FABHALTA Anti-C5 Difference
(N =62) (Eculizumab or 95% CI)
Ravulizumab) p-value
(N=35)
Primary endpoints
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Patients with sustained increase of 51/62 0/35
hemoglobin levels > 2 g/dL? from
baseline in the absence of transfusions

Response rate (%) 82.3 0 81.5b
(95% CI) (70.5, 90.8) (0, 10.0) (71.6,91.4)
<0.0001
42/62 0/35

Patients with sustained hemoglobin
level > 12 g/dL? in the absence of

transfusions

Response rate (%) 67.7 0 66.6b

(95% CI) (54.7,79.1) (0, 10.0) (54.6, 78.6)
<0.0001

Secondary endpoints

Patients avoiding transfusion®d 59/62 16/35

Transfusion avoidance rate (%) 95.2 45.7 49.5b

(95% CI) (86.5,99.0) (28.8, 63.4) (32.5, 66.6)
<0.0001

Hemoglobin change from baseline 3.6 -0.1 3.7

(g/dL) (adjusted mean®f) (3.3,3.9) (-0.5,0.3) (3.2,4.1)

(95% CI) <0.0001

Absolute reticulocyte count change -116 0 -116

from baseline (10°/L) (adjusted mean®) | (-127, -105) (-13, 14) (-132,-100)

(95% CI) <0.0001

Abbreviations: RR, rate ratio.

2Assessed between Day 126 and 168.

bAdjusted difference in proportion.

cAssessed between Day 14 and 168.

dTransfusion avoidance is defined as absence of administration of packed-red blood cell transfusions between Day 14 and 168.
¢Adjusted mean assessed between Day 126 and 168.

fExcludes values within 30 days post-transfusion.

APPOINT-PNH: Complement Inhibitor Naive Patients with PNH

Study APPOINT-PNH (NCT04820530) is a single arm study in adults with PNH who were not previously
treated with a complement inhibitor. This study enrolled a total of 40 adults with PNH (RBC clone size > 10%)),
hemoglobin < 10 g/dL, and LDH > 1.5 times upper limit of normal (ULN). All 40 patients received
FABHALTA 200 mg orally twice daily during the 24-week open-label core treatment period. Subsequently,
patients were eligible to enroll in a 24-week treatment extension period and continue to receive FABHALTA,
followed by a separate long-term extension study.

The mean age of the patients was 42.1 years and 42.5% were female. The mean disease duration was 4.7 years.
The baseline mean PNH RBC clone size (Type II + 1II) was 42.7%, mean baseline hemoglobin was 8.2 g/dL,
and approximately 70% of patients required a transfusion in the 6 months prior to treatment. The baseline mean
LDH level was 1,699 U/L and the mean absolute reticulocyte count was 154 X 10°/L. About 13% of patients
had a history of MAVESs. No patients discontinued from the core treatment period of the study.

In total, 77.5% (95% CI: 61.5%, 89.2%) of patients (31/40) achieved a sustained increase (between Day 126
and Day 168) in hemoglobin levels from baseline of > 2 g/dL in the absence of RBC transfusions, based on
central laboratory hemoglobin values. In a sensitivity analysis, 87.5% (95% CI: 73.2%, 95.8%) of patients
(35/40) achieved a sustained increase (between Day 126 and Day 168) in hemoglobin levels from baseline of
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> 2 g/dL in the absence of RBC transfusions, including local laboratory hemoglobin values when central
laboratory hemoglobin values were not available.

14.2 Immunoglobulin A Nephropathy (IgAN)

The effect of FABHALTA was evaluated in a multicenter, randomized, placebo-controlled, double-blind study
(APPLAUSE-IgAN, NCT04578834) in adults with biopsy-proven IgAN, eGFR > 20 mL/min/1.73 m?, and
urine protein-to-creatinine ratio (UPCR) >1 g/g on a stable dose of maximally-tolerated renin-angiotensin
system (RAS) inhibitor therapy with or without a stable dose of an SGLT2 inhibitor. Patients with other
glomerulopathies or those who had been recently treated with systemic immunosuppressants were excluded.
Patients were included in either the Main Study Population (eGFR > 30 mL/min/1.73 m?) or the Severe Renal
Impairment population (¢GFR > 20 and < 30 mL/min/1.73 m?). Within each group, patients were randomized
(1:1) to either FABHALTA 200 mg or placebo twice daily. Rescue immunosuppressive treatment could be
initiated per investigator discretion during the trial.

Patients were required to be vaccinated against Neisseria meningitidis and Streptococcus pneumoniae and were
recommended to be vaccinated against Haemophilus influenzae type b. If the patient had not been previously
vaccinated or if a booster was required, vaccination was administered at least 2 weeks prior to first dosing. If
FABHALTA treatment was initiated earlier than 2 weeks after vaccination, antibacterial drug prophylaxis was
administered.

The efficacy analysis was based on the first 250 patients with an eGFR > 30 mL/min/1.73 m? (Main Study
Population), who had completed or discontinued the study prior to the Month 9 visit. At baseline, the mean age
of these patients was 39 years (range 18 to 74 years); 52% were male, 44% White, 54% Asian, and < 1% Black
or African American; the mean eGFR was 64 mL/min/1.73 m?; the geometric mean UPCR (sampled from a 24-
hr urine collection) was 2.0 g/g, and 12% had a UPCR > 3.5 g/g. At baseline, 99% of patients were treated with
an ACEi or ARB and 13% were on an SGLT2i. Approximately 59% had a history of hypertension, 6% had a
history of type 2 diabetes, and 75% had hematuria based on urine dipstick.

The primary endpoint was the percent reduction in UPCR (sampled from a 24-hr urine collection) at Month 9
relative to baseline (see Table 5). The mean percent change from baseline in UPCR over time is shown in

Figure 1.
Table 5: Percent Reduction in UPCR at Month 9 in APPLAUSE-IgAN
FABHALTA Placebo
(N = 125) (N = 125)
Geometric mean of UPCR, g/g
Baseline 1.9 (n = 125) 2.0 (n=125)
Month 9 1.0(n=119) 1.7 (n=110)
% reduction in UPCR at Month 9 relative to 44% 9%
baseline (95% CI)? (36%, 51%) (-5%, 21%)
FABHALTA versus placebo: % reduction in 38%
UPCR at Month 9 relative to baseline (95% CI)? (26%, 49%)
p-value® <0.0001
* Percent reduction in UPCR was obtained from the adjusted geometric mean ratios where the log transformed ratio to baseline in
UPCR (sampled from 24hr urine collection) was analyzed using an MMRM; Values after taking rescue immunosuppressive
treatment for IgAN were imputed to reflect disease worsening. Rescue immunosuppressive treatment for IgAN was initiated in 0 and
7 (5.6%) patients in the FABHALTA and placebo group up to Month 9, respectively.
> One-sided p-value statistically significant at the 0.005 level.
Abbreviations: CI, confidence interval; [gAN, immunoglobulin A nephropathy; MMRM, mixed model of repeated measures; N,
number of subjects in each group; n, number of subjects with available data at the time of analysis; UPCR, urine protein-to-creatinine
ratio
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Figure 1: Geometric Mean Percent Change from Baseline in UPCR by Visit in APPLAUSE-IgAN
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Adjusted % change relative to baseline in UPCR were obtained by analyzing the log transformed ratio to baseline in UPCR using an
MMRM as described in Table 5. N represents the number of subjects with values non-missing/not imputed as per the intercurrent
event handling strategy by visit and treatment group.

Abbreviations: CI, confidence interval; FAB, FABHALTA; MMRM, mixed model repeated measures; N, number of subjects in each
group; PBO, placebo; UPCR, urine protein-to-creatinine ratio.

The treatment effect on UPCR at Month 9 was consistent across all subgroups including age, sex, race, baseline
disease characteristics (such as baseline eGFR and proteinuria levels), and the use of SGLT2i.

143 Complement 3 Glomerulopathy (C3G)

The efficacy of FABHALTA in reducing proteinuria in adult patients with native kidney C3G was
demonstrated in the APPEAR-C3G trial. Safety and effectiveness of FABHALTA in patients with recurrent
C3G following kidney transplant have not been established.

APPEAR-C3G was a randomized, double-blind, placebo-controlled study in 74 adult patients with biopsy
confirmed native kidney C3G who had a urine protein-to-creatinine ratio (UPCR) > 1 g/g and eGFR >

30 mL/min/1.73 m? (NCT04817618). Patients were randomized (1:1) to receive either FABHALTA 200 mg
orally twice daily (N = 38) or placebo (N = 36) for 6 months, followed by a 6-month open-label treatment
period in which all patients received FABHALTA 200 mg orally twice daily.

Patients were required to be on a maximally tolerated renin-angiotensin system (RAS) inhibitor and could be on
a corticosteroid and/or mycophenolate mofetil/sodium (MMF/MPS) at baseline. All background therapies (i.e.,
RAS inhibitors, corticosteroids and MMF/MPS) were required to be at stable doses for 90 days prior to
randomization and throughout the study. Randomization was stratified according to whether patients were
receiving concomitant immunosuppressive therapy.

Patients were required to be vaccinated against Neisseria meningitidis and Streptococcus pneumoniae and were
recommended to be vaccinated against Haemophilus influenzae type b. If the patient had not been previously
vaccinated or if a booster was required, vaccination was administered at least 2 weeks prior to first dosing. If
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FABHALTA treatment was initiated earlier than 2 weeks after vaccination, antibacterial drug prophylaxis was
administered.

At baseline, the mean age of patients was 28 years (range 18 to 60 years), 64% were male, 69% were White,
24% were Asian, and 9% were Hispanic or Latino. The mean baseline eGFR (mL/min/1.73 m?) was 89 and 99
in the FABHALTA and placebo groups, respectively, and the geometric mean 24-hour UPCR (g/g) at baseline
was 3.3 and 2.6 in the FABHALTA and placebo groups, respectively.

Twenty four percent of patients in the FABHALTA group and 3% in the placebo group had dense deposit
disease. Baseline use of corticosteroids and/or MMF/MPS, and RAS inhibitor was balanced among the
FABHALTA and placebo groups. Overall, 45% of patients were on corticosteroids and/or MMF/MPS, and 99%
of patients were on a RAS inhibitor at baseline.

The primary efficacy endpoint was the log-transformed ratio to baseline in UPCR (sampled from a 24-hour

urine collection) at 6 months. At 6 months, the geometric mean UPCR ratio relative to baseline was 0.70 (95%
CI: 0.57,0.85) and 1.08 (95% CI: 0.88, 1.31) in the FABHALTA and placebo groups, respectively, resulting in
a 35% reduction in 24-hour UPCR from baseline in the FABHALTA group compared to placebo (p = 0.0028).

Following the initial 6-month treatment period, all patients were treated with FABHALTA for an additional 6
months. In patients initially randomized to FABHALTA, the reduction in 24-hour UPCR seen at 6 months was
maintained at Month 12. In patients who switched from placebo to FABHALTA, the magnitude of the reduction
in 24-hour UPCR from Month 6 to 12 was similar to the reduction seen in patients initially randomized to
FABHALTA. The geometric mean percent change from baseline in UPCR (measured as first morning void
[FMV]) over time is shown in Figure 2.

Compared to patients treated with placebo, patients treated with FABHALTA had a 7-fold higher odds

(p = 0.0166) of achieving a composite renal endpoint defined as a > 50% reduction in 24-hour UPCR compared
to baseline and stable or improved eGFR compared to baseline [< 15% reduction in eGFR] at 6 months.
Although a greater proportion of patients in the FABHALTA arm (30%) as compared to placebo (6%) achieved
a > 50% reduction in 24-hour UPCR compared to baseline, there was no difference between arms in the
proportion of patients with stable or improved eGFR compared to baseline at 6 months (90% in FABHALTA vs
89% in placebo).

Figure 2: Geometric Mean Percent Change from Baseline in UPCR FMYV (g/g) up to Month 12
(APPEAR-C3G)
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The treatment effect of FABHALTA on UPCR at Month 6 was generally consistent across subgroups including
age, sex, race, baseline disease characteristics (such as baseline proteinuria and eGFR levels) and use of
immunosuppressive therapies.

16 HOW SUPPLIED/STORAGE AND HANDLING

200 mg capsules: pale yellow opaque hard capsules, imprinted with “LNP200” on one half and “NVR” on the
other half, packaged in a high-density polyethylene (HDPE) bottle with induction seal and child-resistant cap.
Each bottle contains 60 capsules (NDC 0078-1189-20).

Store at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C and 30°C (59°F and 86°F) [see USP
Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Serious Infections Caused by Encapsulated Bacteria

Advise patients of the risk of serious infection. Inform patients of the need to complete or update their
vaccinations against encapsulated bacteria at least 2 weeks prior to receiving the first dose of FABHALTA or to
receive antibacterial drug prophylaxis if FABHALTA treatment must be initiated immediately and they have
not been previously vaccinated. Inform patients of the requirement to be revaccinated according to current
ACIP recommendations for encapsulated bacteria while on FABHALTA therapy /[see Warnings and
Precautions (5.1)].

Inform patients that vaccination may not prevent serious infection and to seek immediate medical attention if
the following signs or symptoms occur [see Warnings and Precautions (5.1)]:

e fever with or without shivers or chills
e fever and a rash

e fever with chest pain and cough

e fever with breathlessness/fast breathing
e fever with high heart rate

e headache with nausea or vomiting

e headache and a fever

e headache with a stiff neck or stiff back
e confusion

e body aches with flu-like symptoms

e clammy skin

e eyes sensitive to light

Inform patients that they will be given a Patient Safety Card for FABHALTA that they should carry with them
at all times during and for 2 weeks following treatment with FABHALTA. This card describes symptoms
which, if experienced, should prompt the patient to seek immediate medical evaluation.

FABHALTA REMS

FABHALTA is available only through a restricted program called FABHALTA REMS [see Warnings and
Precautions (5.2)].

Inform the patient of the following notable requirements:
e Patients must receive counseling about the risk of serious infections caused by encapsulated bacteria.
e Patients must receive written educational materials about this risk.

e Patients must be instructed to carry the Patient Safety Card with them at all times during and for 2 weeks
following treatment with FABHALTA.
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e Patients must be instructed to complete or update vaccines against encapsulated bacteria per ACIP
recommendations as directed by the prescriber prior to treatment with FABHALTA.

e Patients must receive antibiotics as directed by the prescriber if they are not up to date on vaccinations
against encapsulated bacteria and have to start FABHALTA right away.

Importance of Adherence to Dosing Schedule

Inform patients with PNH of the importance of taking FABHALTA as prescribed in order to minimize the risk
of hemolysis.

Discontinuation

Inform patients with PNH that they may develop serious hemolysis due to PNH if FABHALTA is discontinued
and that they should be monitored by their healthcare providers for at least 2 weeks following discontinuation of
FABHALTA.

Inform patients who discontinue FABHALTA to keep the Patient Safety Card with them for 2 weeks after the
last dose of FABHALTA. The increased risk of serious infection may continue for a few weeks after the last
dose of FABHALTA.

Hyperlipidemia

Inform patients that FABHALTA may increase their cholesterol and triglycerides and that monitoring of these
parameters will be needed periodically during treatment.

Distributed by:
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

For more information, visit www.FABHALTA.com or call 1-888-669-6682.
© Novartis
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MEDICATION GUIDE
FABHALTA® (fab hal tah)
(iptacopan)
capsules, for oral use

What is the most important information | should know about FABHALTA?

FABHALTA is a medicine that affects part of your immune system. FABHALTA may lower the ability of your
immune system to fight infections.

e FABHALTA increases your chance of getting serious infections caused by encapsulated bacteria, including
Streptococcus pneumoniae, Neisseria meningitidis, and Haemophilus influenzae type b. These serious infections
may quickly become life-threatening or fatal if not recognized and treated early.

o You must complete or update your vaccinations against Streptococcus pneumoniae and Neisseria meningitidis
at least 2 weeks before your first dose of FABHALTA.

o If you have not completed your vaccinations and FABHALTA must be started right away, you should receive
the required vaccinations as soon as possible.

o If you have not been vaccinated and FABHALTA must be started right away, you should also receive antibiotics
to take for as long as your healthcare provider tells you.

o If you have been vaccinated against these bacteria in the past, you might need additional vaccinations before
starting FABHALTA. Your healthcare provider will decide if you need additional vaccinations.

o Vaccines do not prevent all infections caused by encapsulated bacteria. Call your healthcare provider or get
emergency medical care right away if you have any of these signs and symptoms of a serious

infection:

= fever with or without shivers or chills = feverand arash

= fever with chest pain and cough = fever with breathlessness or fast breathing
= fever with high heart rate = headache with nausea or vomiting

= headache and fever = headache with stiff neck or stiff back

= confusion = body aches with flu-like symptoms

= clammy skin = eyes sensitive to light

Your healthcare provider will give you a Patient Safety Card about the risk of serious infections. Carry it with
you at all times during treatment and for 2 weeks after your last dose of FABHALTA. Your risk of serious infections may
continue for a few weeks after your last dose of FABHALTA. It is important to show this card to any healthcare provider
who treats you. This will help them diagnose and treat you quickly.

FABHALTA is only available through a program called the FABHALTA Risk Evaluation and Mitigation Strategy
(REMS). Before you can take FABHALTA, your healthcare provider must:

e enroll in the FABHALTA REMS program
e counsel you about the risk of serious infections caused by certain bacteria
e give you information about the symptoms of serious infections

¢ make sure that you are vaccinated against serious infections caused by encapsulated bacteria and that you receive
antibiotics if you need to start FABHALTA right away and you are not up to date on your vaccinations

e give you a Patient Safety Card about your risk of serious infections, as discussed above

For more information about side effects, see “What are the possible side effects of FABHALTA?”

What is FABHALTA?
FABHALTA is a prescription medicine used to:
e treat adults with a disease called paroxysmal nocturnal hemoglobinuria (PNH).

e reduce levels of protein in the urine (proteinuria) in adults with a kidney disease called primary immunoglobulin A
nephropathy (IgAN), who are at risk of their disease progressing quickly.

e treat adults with a kidney disease called complement 3 glomerulopathy (C3G), to reduce levels of protein in the
urine (proteinuria).

Itis not known if FABHALTA is safe and effective in children with PNH, IgAN, or C3G.

Who should not take FABHALTA?

Do not take FABHALTA if you:

e are allergic to iptacopan or any of the ingredients in FABHALTA. See the end of this Medication Guide for a
complete list of ingredients in FABHALTA.
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e have a serious infection caused by encapsulated bacteria, including Streptococcus pneumoniae, Neisseria
meningitidis, or Haemophilus influenzae type b when you are starting FABHALTA treatment.

Before you take FABHALTA, tell your healthcare provider about all of your medical conditions, including if you:

e have an infection or fever

e have liver problems

e are pregnant or plan to become pregnant. It is not known if FABHALTA will harm your unborn baby.

e are breastfeeding or plan to breastfeed. It is not known if FABHALTA passes into your breast milk. You should not
breastfeed during treatment and for 5 days after your final dose of FABHALTA.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter

medicines, vitamins, and herbal supplements. Taking FABHALTA with certain other medicines may affect the way

FABHALTA works and may cause side effects.

Know the medicines you take and the vaccines you receive. Keep a list of them to show your healthcare provider and
pharmacist when you get a new medicine.

How should | take FABHALTA?

o Take FABHALTA exactly as your healthcare provider tells you. Do not change the dose or stop taking FABHALTA
unless your healthcare provider tells you.

e Take 1 FABHALTA capsule 2 times each day, with or without food.

e Swallow the capsules whole. Do not open, break, or chew capsules.

e If you miss a dose or doses of FABHALTA, take 1 dose of FABHALTA as soon as you remember, even if it is
almost time to take your next scheduled dose, and then take your next dose of FABHALTA at your regularly
scheduled time.

For people with PNH:

¢ If you are changing treatment from eculizumab to FABHALTA, you should take your starting dose of
FABHALTA no later than 1 week after your last dose of eculizumab.

¢ If you are changing treatment from ravulizumab to FABHALTA, you should take your starting dose of
FABHALTA no later than 6 weeks after your last dose of ravulizumab.

o If you stop taking FABHALTA, your healthcare provider will need to monitor you closely for at least 2 weeks after
stopping FABHALTA. Stopping treatment with FABHALTA may cause a breakdown of red blood cells due to

PNH.
Symptoms or problems that can happen due to breakdown of red blood cells include:
o decreased hemoglobin level in your blood o tiredness
o blood in your urine o pain in the stomach (abdomen)
o shortness of breath o blood clots, stroke, and heart attack
o trouble swallowing o erectile dysfunction

e ltis important you take FABHALTA exactly as your healthcare provider tells you to lower the possibility of
breakdown of red blood cells due to PNH.

What are the possible side effects of FABHALTA?

FABHALTA may cause serious side effects, including:

e See “What is the most important information | should know about FABHALTA?”

¢ Increased cholesterol and triglyceride (lipid) levels in your blood. Your healthcare provider will do blood tests
to check your cholesterol and triglycerides during treatment with FABHALTA. Your healthcare provider may start
you on a medicine to lower your cholesterol if needed.

The most common side effects of FABHALTA in adults include:

e headache e pain in the stomach (abdomen)

e nasal congestion, runny nose, cough, sneezing, and sore e infections (bacterial and viral)
throat (nasopharynagitis) e nausea

e diarrhea e rash

Tell your healthcare provider about any side effect that bothers you or that does not go away. These are not all of the
possible side effects of FABHALTA.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

Reference ID: 5553884



How should | store FABHALTA?

e Store FABHALTA capsules at room temperature between 68°F to 77°F (20°C to 25°C).
e The FABHALTA container contains a child resistant cap.

Keep FABHALTA and all medicines out of the reach of children.

General information about the safe and effective use of FABHALTA.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use
FABHALTA for a condition for which it was not prescribed. Do not give FABHALTA to other people, even if they have
the same symptoms that you have. It may harm them. You can ask your pharmacist or healthcare provider for
information about FABHALTA that is written for health professionals.

What are the ingredients in FABHALTA?

Active ingredient: iptacopan

Inactive ingredients: the capsule shell contains gelatin, red ferric oxide, titanium dioxide, yellow ferric oxide. The black
printing ink contains ferrosoferric oxide, potassium hydroxide, propylene glycol, shellac, and strong ammonia solution.
Distributed by: Novartis Pharmaceuticals Corporation, East Hanover, New Jersey 07936

© Novartis

For more information, go to www.FABHALTA.com or call 1-888-669-6682.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 03/2025

Reference ID: 5553884



ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

FABHALTA 200 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule contains iptacopan hydrochloride monohydrate equivalent to 200 mg iptacopan.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Hard capsule (capsule)

Size 0 pale yellow, opaque hard capsule (21.2 to 22.2 mm) with “LNP200” on the body and “NVR”
on the cap, containing white or almost white to pale purplish-pink powder.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Paroxysmal nocturnal haemoglobinuria

FABHALTA is indicated as monotherapy in the treatment of adult patients with paroxysmal nocturnal
haemoglobinuria (PNH) who have haemolytic anaemia.

Complement 3 glomerulopathy

FABHALTA is indicated for the treatment of adult patients with complement 3 glomerulopathy (C3G)
in combination with a renin-angiotensin system (RAS) inhibitor, or in patients who are RAS-inhibitor
intolerant, or for whom a RAS inhibitor is contraindicated (see section 5.1).

4.2 Posology and method of administration

Posology

The recommended dose is 200 mg taken orally twice daily.

Healthcare professionals should advise patients about the importance of adherence to the dosing
schedule. In patients with PNH, adherence is important to minimise the risk of haemolysis (see
section 4.4).

If a dose or doses are missed, the patient should be advised to take one dose as soon as possible (even
if it is shortly before the next scheduled dose) and then to resume the regular dosing schedule. Patients
with PNH who have missed several consecutive doses should be monitored for potential signs and
symptoms of haemolysis.

PNH is a disease that requires chronic treatment. Discontinuation of this medicinal product is not
recommended unless clinically indicated (see section 4.4).
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Patients with PNH switching from anti-C5 (eculizumab, ravulizumab) or other PNH therapies to

iptacopan

To reduce the potential risk of haemolysis with abrupt treatment discontinuation:

o For patients switching from eculizumab, iptacopan should be initiated no later than 1 week after
the last dose of eculizumab.

o For patients switching from ravulizumab, iptacopan should be initiated no later than 6 weeks
after the last dose of ravulizumab.

Switches from complement inhibitors other than eculizumab and ravulizumab have not been studied.

Patients with C3G after kidney transplantation (recurrent C3G)

Diagnosis of recurrent C3G should be made based on histological C3 deposition in the glomeruli of
the transplanted kidney. C3 deposition may be detected in a routine post-transplantation biopsy;
otherwise, a biopsy should be performed when clinical signs indicate recurrent C3G. As done in study
X2202 (see section 5.1), treatment with iptacopan can be started before the onset of clinical signs such
as estimated glomerular filtration rate (eGFR) decrease or urine protein-to-creatinine ratio (UPCR)
increase. There is limited experience with the use of iptacopan in patients with recurrent C3G after
transplantation in clinical studies (see section 5.1).

Special populations
Elderly
No dose adjustment is required for patients 65 years of age and older (see section 5.2).

Renal impairment

No dose adjustment is required in patients with mild (eGFR between 60 and <90 ml/min) or moderate
(eGFR between 30 and <60 ml/min) renal impairment. No data are currently available in patients with
severe renal impairment or on dialysis and no dose recommendations can be given (see section 5.2).

Hepatic impairment

The use of iptacopan is not recommended in patients with severe hepatic impairment (Child-Pugh
class C). No dose adjustment is required for patients with mild (Child-Pugh class A) or moderate
(Child-Pugh class B) hepatic impairment (see section 5.2).

Paediatric population
The safety and efficacy of iptacopan in children aged below 18 years have not been established. No
data are available.

Method of administration

For oral use.
This medicinal product may be taken with or without food (see section 5.2).
4.3 Contraindications

o Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

o Patients who are not currently vaccinated against Neisseria meningitidis and Streptococcus
pneumoniae, unless the risk of delaying treatment outweighs the risk of developing an infection
from these encapsulated bacteria (see section 4.4).

o Patients with unresolved infection caused by encapsulated bacteria, including Neisseria
meningitidis, Streptococcus pneumoniae or Haemophilus influenzae type B, at treatment
initiation.



4.4  Special warnings and precautions for use

Serious infections caused by encapsulated bacteria

The use of complement inhibitors, such as iptacopan, may predispose individuals to serious, life-
threatening or fatal infections caused by encapsulated bacteria. To reduce the risk of infection, all
patients must be vaccinated against encapsulated bacteria, including Neisseria meningitidis and
Streptococcus pneumoniae. It is recommended to vaccinate patients against Haemophilus influenzae
type B if vaccine is available. Healthcare professionals should refer to local vaccination guideline
recommendations.

Vaccines should be administered at least 2 weeks prior to administration of the first dose of iptacopan.
If treatment must be initiated prior to vaccination, patients should be vaccinated as soon as possible
and provided with antibacterial prophylaxis until 2 weeks after vaccine administration.

If necessary, patients may be revaccinated in accordance with local vaccination guideline
recommendations.

Vaccination reduces, but does not eliminate, the risk of serious infection. Serious infection may
rapidly become life-threatening or fatal if not recognised and treated early. Patients should be
informed of and monitored for early signs and symptoms of serious infection. Patients should be
immediately evaluated and treated if infection is suspected. The use of iptacopan during treatment of
serious infection may be considered following an assessment of the risks and benefits (see

section 4.8).

PNH laboratory monitoring

Patients with PNH receiving iptacopan should be monitored regularly for signs and symptoms of
haemolysis, including measuring lactate dehydrogenase (LDH) levels.

Monitoring of PNH manifestations after treatment discontinuation

If treatment must be discontinued, patients with PNH should be closely monitored for signs and
symptoms of haemolysis for at least 2 weeks after the last dose. These signs and symptoms include,
but are not limited to, elevated LDH levels along with sudden decrease in haemoglobin or PNH clone
size, fatigue, haemoglobinuria, abdominal pain, dyspnoea, dysphagia, erectile dysfunction, or major
adverse vascular events (MAVES), including venous or arterial thrombosis. If treatment
discontinuation is necessary, alternative therapy should be considered.

If haemolysis occurs after discontinuation of iptacopan, restarting treatment should be considered.

Co-administration with other medicinal products

Concomitant use of iptacopan with strong inducers of CYP2C8, UGT1A1, PgP, BCRP and
OATP1B1/3 has not been studied clinically; therefore, concomitant use is not recommended due to the
potential for reduced efficacy of iptacopan (see section 4.5). If an alternative concomitant medicinal
product cannot be identified, patients with PNH should be monitored for potential signs and symptoms
of haemolysis.

Treatment of patients with C3G

Patients with C3G treated with immunosuppressant medicinal products may show modest proteinuria
reduction with iptacopan, which is likely linked to a more treatment-resistant nature of C3G in these
patients.

There is no experience with the use of iptacopan in patients with C3G in native kidney who have
proteinuria below 1 g/g at treatment initiation.



Educational materials

All physicians who intend to prescribe FABHALTA must ensure they have received and are familiar
with the physician educational materials. Physicians must explain and discuss the benefits and risks of
FABHALTA therapy with the patient and provide them with the patient information pack. The patient
should be instructed to seek prompt medical care if they experience any sign or symptom of serious
infection or serious haemolysis (patients with PNH) following treatment discontinuation.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on iptacopan

Strong inducers of CYP2C8, UGT1A1, PgP, BCRP and OATP1B1/3

Although concomitant administration of iptacopan with strong inducers of CYP2C8, UGT1AL, PgP,
BCRP and OATP1B1/3, such as rifampicin, has not been studied clinically, concomitant use with
iptacopan is not recommended due to the potential for reduced efficacy of iptacopan (see section 4.4).

Effects of iptacopan on other medicinal products

CYP3A4 substrates

In vitro data showed iptacopan has potential for induction of CYP3A4 and may decrease the exposure
of sensitive CYP3A4 substrates. The concomitant use of iptacopan and sensitive CYP3A4 substrates
has not been studied clinically. Caution should be exercised if co-administration of iptacopan with
sensitive CYP3A4 substrates is required, especially for those with a narrow therapeutic index (e.g.
carbamazepine, ciclosporin, ergotamine, fentanyl, pimozide, quinidine, sirolimus, tacrolimus).

CYP2CS8 substrates

In vitro data showed iptacopan has potential for time-dependent inhibition of CYP2C8 and may
increase the exposure of sensitive CYP2C8 substrates, such as repaglinide, dasabuvir or paclitaxel.
The concomitant use of iptacopan and sensitive CYP2C8 substrates has not been studied clinically.
Caution should be exercised if co-administration of iptacopan with sensitive CYP2C8 substrates is
required.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of data from the use of iptacopan in pregnant women. Animal studies
do not indicate direct or indirect harmful effects with respect to reproductive toxicity at exposures
between 2- and 8-fold the human exposure at the maximum recommended human dose (MRHD) (see
section 5.3).

PNH in pregnancy is associated with adverse maternal outcomes, including worsening cytopenias,

thrombotic events, infections, bleeding, miscarriages and increased maternal mortality, as well as
adverse foetal outcomes, including foetal death and premature delivery.

C3G in pregnancy may be associated with adverse maternal outcomes, in particular pre-eclampsia and
miscarriage, as well as adverse foetal outcomes including prematurity and low birth weight.

The use of iptacopan in pregnant women or women planning to become pregnant may only be
considered following a careful assessment of the risk and benefits, if necessary.

Breast-feeding

It is unknown whether iptacopan is excreted in human milk. There are no data on the effects of
iptacopan on the breast-fed newborn/infant or on milk production.



A risk to the newborns/infants cannot be excluded. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from FABHALTA therapy taking into account the benefit of
breast feeding for the child and the benefit of therapy for the woman.

Fertility

There are no data on the effect of iptacopan on human fertility. Available non-clinical data do not
suggest an effect of iptacopan treatment on fertility (see section 5.3).

4.7  Effects on ability to drive and use machines
FABHALTA has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in adult patients with PNH were upper respiratory
tract infection (18.9%), headache (18.3%) and diarrhoea (11.0%). The most commonly reported
serious adverse reaction was urinary tract infection (1.2%).

The most commonly reported adverse reaction in adult patients with C3G was upper respiratory tract
infection (12.9%). The most commonly reported serious adverse reaction was pneumococcal infection
(1%).

Tabulated list of adverse reactions

Table 1 shows the adverse reactions observed in the clinical studies with iptacopan in patients with
PNH and C3G. Adverse reactions are listed by MedDRA system organ class (SOC) and frequency,
using the following convention: very common (>1/10), common (>1/100 to <1/10), uncommon
(>1/1 000 to <1/100), rare (>1/10 000 to <1/1 000) or very rare (<1/10 000).

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.



Table 1 Adverse reactions

System Organ Class Frequency category

Adverse reaction PNH | C3G

Infections and infestations

Upper respiratory tract infection? Very common Very common

Urinary tract infection? Common

Bronchitis® Common

Pneumococcal infection? Common

Pneumonia bacterial Uncommon

Blood and lymphatic system disorders

Platelet count decreased | Common |

Nervous system disorders

Headache® Very common

Dizziness Common

Gastrointestinal disorders

Diarrhoea Very common

Abdominal pain® Common

Nausea Common

Skin and subcutaneous tissue disorders

Urticaria | Uncommon |

Musculoskeletal and connective tissue disorders

Arthralgia | Common |

L Upper respiratory tract infection includes preferred terms influenza, nasopharyngitis, pharyngitis, rhinitis,
sinusitis, upper respiratory tract infection, and viral upper respiratory tract infection.

2 Urinary tract infection includes preferred terms urinary tract infection and cystitis escherichia.

3 Bronchitis includes preferred terms bronchitis, bronchitis haemophilus and bronchitis bacterial.

4 Pneumococcal infection includes preferred terms pneumonia pneumococcal and pneumococcal sepsis.

5 Headache includes preferred terms headache and head discomfort.

6 Abdominal pain includes preferred terms abdominal pain, abdominal pain upper, abdominal tenderness and
abdominal discomfort.

Description of selected adverse reactions

Infections

In PNH clinical studies 1/164 (0.6%) patients with PNH reported serious bacterial pneumonia while
receiving treatment with iptacopan; the patient had been vaccinated against Neisseria meningitidis,
Streptococcus pneumoniae and Haemophilus influenzae type B and recovered following treatment
with antibiotics while continuing treatment with iptacopan.

In C3G completed clinical studies, 1 patient with C3G reported serious pneumococcal infection with
pneumonia and sepsis while receiving treatment with iptacopan; the patient had been vaccinated
against Neisseria meningitidis, Streptococcus pneumoniae and Haemophilus influenzae type B and
recovered following treatment with antibiotics. Iptacopan treatment was interrupted and restarted after
recovery.

Platelet count decreased in patients with PNH

Decrease in platelet count events was reported in 12/164 (7%) patients with PNH. Of these, 5 patients
had events of mild severity, 5 had moderate events and 2 had severe events. Patients with severe
events had concurrent anti-platelet antibodies or idiopathic bone marrow aplasia with pre-existing
thrombocytopenia. The events started within the first 2 months of iptacopan treatment in 7/12 patients,
and after a longer exposure (111 to 951 days) in 5/12 patients. At the cut-off date, 7 (58%) patients
had recovered or events were resolving and iptacopan treatment was continued throughout in all
patients.




Blood cholesterol and blood pressure increases in patients with PNH

In patients treated with iptacopan 200 mg twice a day in PNH clinical studies, mean increases from
baseline of approximately 0.7 mmol/l were seen at month 6 for total cholesterol and LDL-cholesterol.
The mean values remained within the normal ranges. Increases in blood pressure, particularly diastolic
blood pressure (DBP), were observed (mean increase 4.7 mmHg at month 6). The mean DBP did not
exceed 80 mmHg. Total cholesterol, LDL-C and DBP increases correlated with increases in
haemoglobin (improvement in anaemia) in patients with PNH (see section 5.1).

In patients treated with iptacopan 200 mg twice a day in the C3G clinical study, no clinically relevant
differences were observed in total cholesterol, LDL-cholesterol or blood pressure compared to
placebo.

Heart rate decrease in patients with PNH
In patients treated with iptacopan 200 mg twice a day in PNH clinical studies, a mean decrease in
heart rate of approximately 5 bpm was seen at month 6 (mean of 68 bpm).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

During clinical studies, a few patients took up to 800 mg iptacopan daily and this was well tolerated.
In healthy volunteers, the highest dose was 1 200 mg administered as a single dose and this was well
tolerated.

General supportive measures and symptomatic treatment should be initiated in cases of suspected
overdose.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, complement inhibitors, ATC code: L04AJ08

Mechanism of action

Iptacopan is a proximal complement inhibitor that targets Factor B (FB) to selectively inhibit the
alternative pathway. In PNH, inhibition of FB in the alternative pathway of the complement cascade
prevents the activation of C3 convertase and the subsequent formation of C5 convertase to control
both C3-mediated extravascular haemolysis (EVH) and terminal complement-mediated intravascular
haemolysis (IVH).

In C3G, overactivation of the complement alternative pathway leads to deposition of C3 within the
glomeruli, triggering inflammation, glomerular injury, and kidney fibrosis. Iptacopan selectively
blocks the alternative pathway overactivation by inhibiting the alternative pathway related C3
convertase activity, leading to decreased cleavage of C3 and reduced C3 deposition in the kidney.

Pharmacodynamic effects

The onset of inhibition of the alternative complement pathway, measured using an ex vivo alternative
pathway assay, Bb levels (fragment b of Factor B) and plasma levels of C5b-9, was <2 hours after a
single iptacopan dose in healthy volunteers.



A comparable effect of iptacopan was observed in patients with PNH previously exposed to anti-C5
agents and treatment-naive patients.

In treatment-naive PNH patients, iptacopan 200 mg twice daily reduced LDH by >60% compared to
baseline after 12 weeks and maintained the effect through to the end of the study.

In patients with C3G, the mean serum C3 level increased by 249% compared to baseline at day 14 of
iptacopan treatment, reflecting inhibition of pathological C3 cleavage. The plasma soluble C5b-9 and
urine soluble C5b-9 decreased from baseline by 71.8% and 92.1%, respectively, on the first
observation at day 30 of treatment with iptacopan 200 mg twice daily. The effect was sustained over
the observation period of 12 months. A reduction of glomerular C3 deposition at 6 months was also
observed based on C3 deposit score change.

Cardiac electrophysiology

Ina QTc clinical study in healthy volunteers, single supra-therapeutic iptacopan doses up to 1 200 mg
(which provided greater than 4-fold exposure of the 200 mg twice daily dose), showed no effect on
cardiac repolarisation or QT interval.

Clinical efficacy and safety

Paroxysmal nocturnal haemoglobinuria

The efficacy and safety of iptacopan in adult patients with PNH were evaluated in two multicentre,
open-label, 24-week phase |11 studies: an active comparator-controlled study (APPLY-PNH) and a
single-arm study (APPOINT-PNH).

APPLY-PNH: anti-C5 treatment experienced patients with PNH

APPLY-PNH enrolled adult PNH patients (RBC clone size >10%) with residual anaemia
(haemoglobin <10 g/dl) despite previous treatment with a stable regimen of anti-C5 treatment (either
eculizumab or ravulizumab) for at least 6 months prior to randomisation.

Patients (N=97) were randomised in 8:5 ratio either to receive iptacopan 200 mg orally twice daily
(N=62) or to continue anti-C5 treatment (eculizumab N=23; or ravulizumab N=12) throughout the
duration of the 24-week randomised controlled period (RCP). Randomisation was stratified based on
prior anti-C5 treatment and transfusion history within the last 6 months.

Demographics and baseline disease characteristics were generally well balanced between treatment
groups. At baseline, patients had a mean (standard deviation [SD]) age of 51.7 (16.9) years (range 22-
84) and 49.8 (16.7) years (range 20-82) in the iptacopan and anti-C5 groups, respectively and 69% of
patients were female in both groups. The mean (SD) haemoglobin was 8.9 (0.7) g/dl and 8.9 (0.9) g/dl,
in the iptacopan and anti-C5 group, respectively. Fifty-seven percent (iptacopan group) and 60% (anti-
C5 group) of patients received at least one transfusion in the 6 months prior to randomisation.
Amongst those, the mean (SD) number of transfusions was 3.1 (2.6) and 4.0 (4.3) in the iptacopan and
anti-C5 group, respectively. The mean (SD) LDH level was 269.1 (70.1) U/l in the iptacopan group
and 272.7 (84.8) U/l in the anti-C5 group. The mean (SD) absolute reticulocyte count was

193.2 (83.6) 10%I in the iptacopan group and 190.6 (80.9) 10%I in the anti-C5 group. The mean (SD)
total PNH RBC clone size (Type Il + I11) was 64.6% (27.5%) in the iptacopan group and 57.4%
(29.7%) in the anti-C5 group.

During the RCP, 1 patient in the iptacopan group discontinued treatment due to pregnancy; no patients
in the anti-C5 group discontinued.

Efficacy was based on two primary endpoints to demonstrate superiority of iptacopan to anti-C5 in
achieving haematological response after 24 weeks of treatment, without a need for transfusion, by

assessing the proportion of patients demonstrating: 1) sustained increase of >2 g/dl in haemoglobin
levels from baseline (haemoglobin improvement) and/or 2) sustained haemoglobin levels >12 g/dl.



Iptacopan demonstrated superiority to anti-C5 therapy for the two primary endpoints, as well as for
several secondary endpoints including transfusion avoidance, changes from baseline in haemoglobin
levels, Functional Assessment of Chronic Iliness Therapy (FACIT)-Fatigue scores, absolute
reticulocyte counts (ARCs) and annualised rate of clinical breakthrough haemolysis (see Table 2).

The treatment effect of iptacopan on haemoglobin was seen as early as day 7 and sustained during the
study (see Figure 1).
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Table 2 Efficacy results for the 24-week randomised treatment period in APPLY-PNH

Endpoints Iptacopan Anti-C5 Difference
(N=62) (N=35) (95% CI)
p-value
Primary endpoints
Number of patients achieving 51/60° 0/35°
haemoglobin improvement (sustained
increase of haemoglobin levels >2 g/dl
from baseline? in the absence of
transfusions)
Response rate® (%) 82.3 2.0 80.2
(71.2, 87.6)
<0.0001
Number of patients achieving sustained 42/60P 0/35P
haemoglobin level >12 g/dI? in the absence
of transfusions
Response rate® (%) 68.8 1.8 67.0
(56.4, 76.9)
<0.0001
Secondary endpoints
Number of patients avoiding transfusion®¢ 59/62° 14/35°
Transfusion avoidance rate® (%) 94.8 25.9 68.9
(51.4,83.9)
<0.0001
Haemoglobin level change from baseline 3.60 -0.06 3.66
(g/dl) (adjusted meanf) (3.20, 4.12)
<0.0001
FACIT-Fatigue score change from 8.59 0.31 8.29
baseline (adjusted mean?) (5.28, 11.29)
<0.0001
Clinical breakthrough haemolysis™, % 3.2 (2/62) 17.1 (6/35)
(n/N)
Annualised rate of clinical breakthrough 0.07 0.67 RR=0.10
haemolysis (0.02, 0.61)
0.01
Absolute reticulocyte count change from -115.8 0.3 -116.2
baseline (10%/1) (adjusted mean9) (-132.0, -100.3)
<0.0001
LDH ratio to baseline (adjusted geometric 0.96 0.98 Ratio = 0.99
mean?) (0.89, 1.10)
0.84
MAVES" % 1.6 0
(n/N) (1/62)
Annualised rate of MAVES" 0.03 0 0.03
(-0.03, 0.10)
0.32

excluded®/included® in the analysis.

RR: rate ratio; LDH: lactate dehydrogenase; MAVES: major adverse vascular events

adh Assessed between days 126 and 168®, 14 and 168, 1 and 168,

b Based on observed data among evaluable patients. (In 2 patients with partially missing central haemoglobin
data between days 126 and 168, the haematological response could not be established unequivocally. The
haematological response was derived using multiple imputation. These patients did not discontinue.)

¢ Response rate reflects the model estimated proportion.

¢ Transfusion avoidance is defined as absence of administration of packed red blood cell transfusions between
days 14 and 168 or meeting the criteria for transfusion between days 14 and 168.

9 Adjusted mean assessed between days 126 and 168, values within 30 days after transfusion were

i Clinical breakthrough haemolysis is defined as meeting clinical criteria (either decrease of haemoglobin level
>2 g/dl compared to the last assessment or within 15 days, or signs or symptoms of gross haemoglobinuria,
painful crisis, dysphagia or any other significant clinical PNH-related signs and symptoms) and laboratory
criteria (LDH >1.5 x ULN and increased as compared to the last 2 assessments).
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Figure1l  Mean haemoglobin level* (g/dl) during 24-week randomised treatment period in
APPLY-PNH
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*Note: The figure includes all haemoglobin data collected in the study, including those values within 30 days
after RBC transfusion.

APPOINT-PNH: Complement inhibitor-naive study

APPOINT-PNH was a single-arm study in 40 adult PNH patients (RBC clone size >10%) with
haemoglobin <10 g/dl and LDH >1.5 x ULN who were not previously treated with a complement
inhibitor. All 40 patients received iptacopan 200 mg orally twice daily during the 24-week open-label
core treatment period.

At baseline, patients had a mean (SD) age of 42.1 (15.9) years (range 18-81) and 43% were female.
The mean (SD) haemoglobin was 8.2 (1.1) g/dl. Seventy percent of patients received at least one
transfusion in the 6 months prior to treatment. Amongst those the mean (SD) number of transfusions
was 3.1 (2.1). The mean (SD) LDH level was 1 698.8 (683.3) U/I, and the mean (SD) absolute
reticulocyte count was 154.3 (63.7) 10%I1. The mean (SD) total PNH RBC clone size (Type Il + I11)
was 42.7% (21.2%). No patients discontinued from the core treatment period of the study.

Efficacy was based on the primary endpoint assessing the effect of iptacopan treatment on the
proportion of patients achieving haemoglobin improvement (sustained increase of >2 g/dl in
haemoglobin levels from baseline, without a need for RBC transfusion, after 24 weeks).

See Table 3 for detailed efficacy results and see Figure 2 for the mean LDH level change during the
24-week core treatment period.
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Table 3 Efficacy results for the 24-week core treatment period in APPOINT-PNH

Endpoints Iptacopan
(N=40)
95% CI
Primary endpoint
Number of patients achieving haemoglobin improvement (sustained 31/33°
increase of haemoglobin levels >2 g/dl from baseline® in the absence of
transfusions)
Response rate® (%) 92.2
(82.5, 100.0)¢
Secondary endpoints
Number of patients achieving sustained haemoglobin level >12 g/dI? in the 19/33°
absence of transfusions
Response rate® (%) 62.8
(47.5,77.5)
Number of patients avoiding transfusion®" 40/40°
Transfusion avoidance rate® (%) 97.6
(92.5, 100.0)
Haemoglobin level change from baseline (g/dl) +4.3
(adjusted mean9) (3.9,4.7)
Clinical breakthrough haemolysis", % (n/N) 0/40
Annualised rate of clinical breakthrough haemolysis 0.0
(0.0,0.2)
Absolute reticulocyte count change from baseline (10%1) -82.5
(adjusted mean™) (-89.3, -75.6)
LDH percent change from baseline -83.6
(adjusted mean") (-84.9, -82.1)
Percentage of patients with MAVES! 0.0

el Assessed between days 126 and 168®@, 14 and 168®, 1 and 1680,

b Based on observed data among evaluable patients. (In 7 patients with partially missing central haemoglobin
data between days 126 and 168, the haematological response could not be established unequivocally. The
haematological response was derived using multiple imputation. These patients did not discontinue.)

¢ Response rate reflects the model estimated proportion.

4 The threshold for demonstration of benefit was 15%, representing the rate that would have been expected on
anti-C5 treatment.

f Transfusion avoidance is defined as absence of administration of packed red blood cell transfusions between
days 14 and 168 or meeting the criteria for transfusion between days 14 and 168.

oh Adjusted mean assessed between days 126 and 168, values within 30 days after transfusion were
excluded®@/included®™ in the analysis.

i Clinical breakthrough haemolysis defined as meeting clinical criteria (either decrease of haemoglobin level
>2 g/dl compared to the latest assessment or within 15 days; or signs or symptoms of gross
haemoglobinuria, painful crisis, dysphagia or any other significant clinical PNH-related signs and
symptoms) and laboratory criteria (LDH >1.5 x ULN and increased as compared to the last 2 assessments).
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Figure2  Mean LDH level (U/l) during 24-week core treatment period in APPOINT-PNH
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Treatment: Iptacopan

Complement 3 glomerulopathy

The efficacy and safety of iptacopan for the treatment of C3G were evaluated in a total of 101 patients
with C3G in one pivotal phase Il study (APPEAR-C3G, in patients with native kidney, N=74) and
two supportive open-label studies (study X2202 in patients with native kidney (N=16) and patients
with recurrent C3G (N=11), and a roll-over extension study).

APPEAR-C3G
APPEAR-C3G, a multicentre, randomised, double-blind, placebo-controlled study, enrolled 74 adult
patients with biopsy-confirmed C3G, UPCR >1 g/g, and eGFR >30 ml/min/1.73 m?,

Patients were randomised (1:1) to receive either iptacopan 200 mg orally twice daily (N=38) or
placebo (N=36) for 6 months, followed by a 6-month open-label treatment period in which patients
received iptacopan 200 mg orally twice daily. All 74 patients completed the double-blind period and
73 patients completed the open-label treatment period with iptacopan.

Patients were on a stable maximally tolerated dose of a renin-angiotensin system (RAS) inhibitor.
Randomisation was stratified according to whether or not patients were receiving concomitant
immunosuppressive therapy (i.e. corticosteroid and/or mycophenolate mofetil/sodium [MMF/MPS]).
All of these therapies (i.e. RAS inhibitors, corticosteroids and MMF/MPS) were required to be at
stable doses 90 days prior to randomisation and throughout the study.

At baseline, patients had a mean (standard deviation [SD]) age of 26.1 (10.4) years (range 18-52) and
29.8 (10.8) years (range 18-60) in the iptacopan and placebo groups, respectively. At the time of C3G
diagnosis, 40% (iptacopan) and 17% (placebo) of patients were <18 years old. Females were 29%
(iptacopan) and 44% (placebo). The geometric mean UPCR was 3.33 g/g and 2.58 g/g in the iptacopan
and placebo groups, respectively. The mean modelled historical eGFR slope prior to randomisation
was -10.75 vs. -7.64 ml/min/1.73m? per year in iptacopan and placebo arms, respectively. The mean
(SD) eGFR was 89.3 (35.2) ml/min/1.73 m2and 99.2 (26.9) ml/min/1.73 m?in the iptacopan and
placebo groups, respectively. Subtypes were C3 glomerulonephritis (C3GN) in 68% (iptacopan) and
89% (placebo) of patients, and dense deposit disease (DDD) in 23.7% (iptacopan) and 2.8% (placebo).
A stable dose of immunosuppressive therapy with corticosteroid and/or MMF/MPS was used by 42%
(iptacopan) and 47% (placebo) of patients.

The primary efficacy endpoint was percent reduction in 24-hour UPCR compared to baseline after
6 months of treatment.

Iptacopan was superior to placebo, with a statistically significant 35.1% reduction (95% CI: 13.8%,
51.1%, 1-sided p=0.0014) in 24-hour UPCR from baseline compared to placebo after 6 months of
treatment (-30.2% and +7.6% for iptacopan and placebo, respectively). The effect of iptacopan on 24-
hour UPCR was sustained up to 12 months (-40.0% from baseline). Patients who switched from
placebo to iptacopan in the 6-month open-label treatment period experienced a 31.0% reduction in 24-
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hour UPCR from month 6 to month 12. First morning void (FMV) UPCR trajectory is described in
Figure 3.

In a post-hoc analysis, iptacopan reduced the percentage of patients with nephrotic range proteinuria
(defined as UPCR >3 g/g) from 55.3% at baseline to 31.6% and 36.8% at months 6 and 12,
respectively. The percentage of patients with nephrotic range proteinuria randomised to placebo
increased from 30.6% at baseline to 41.7% at month 6. After switching to iptacopan treatment, it
decreased to 27.8% at month 12.

Figure3  Geometric mean percent change from baseline in FMV UPCR up to 12 months
(APPEAR-C3G)
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Iptacopan treatment for 6 months resulted in a numerical improvement of 2.2 ml/min/1.73 m? (95%
Cl: -2.7, 7.1, 1-sided p=0.3241) in eGFR from baseline compared to placebo (1.3 and

-0.9 ml/min/1.73 m? for iptacopan and placebo, respectively). The eGFR remained stable during the
12 months duration of the study in the iptacopan treatment arm (+0.4 ml/min/1.73 m? from baseline).

Iptacopan treatment for 6 months resulted in a mean difference in glomerular C3 deposition of -1.9
(95% ClI: -3.3, -0.5; nominal 1-sided p=0.0053) from baseline compared to placebo. Change from
baseline on iptacopan was -0.78 (95% ClI: -1.81, 0.25) compared to an increase of 1.09 (95% CI: 0.11,
2.08) with placebo.

X2202 and roll-over extension study

The efficacy of iptacopan in adults with C3G was supported by an open-label phase Il study X2202 in
patients with C3G in native kidney (N=16) and patients with recurrent C3G post-kidney
transplantation (N=11) for 3 months.

Diagnosis of recurrent C3G required histological assessment of glomerular C3 staining intensity on a
recent biopsy of the transplanted kidney. The baseline mean age was 35 years (range 18-70), the
geometric mean UPCR was 0.32 g/g, the mean (SD) eGFR was 52.2 (17.29) ml/min/1.73m?, and the
median C3 deposit score was 3 on a scale of 0-12 at baseline. All patients were on MMF/MPS and/or
corticosteroids in addition to calcineurin inhibitors.

In patients with native kidney, iptacopan resulted in a statistically significant 45% (-162.6 g/mol)
reduction in 24-hour UPCR (p=0.0003) at 3 months. In patients with recurrent C3G, iptacopan
significantly reduced the histological C3 deposit score by 2.50 (p=0.0313) at 3 months.

Most (n=26) patients from the study transitioned to a roll-over extension study to receive iptacopan
200 mg twice daily for up to 39 months. Mean UPCR and eGFR remained stable throughout the study
in the 16 patients with C3G in native kidney. Among the 10 subjects with recurrent C3G after
transplantation, 2 patients dropped out due to deterioration of renal function. In the other
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8 participants, eGFR and UPCR remained essentially constant until the end of the observation period
(up to 48 months).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
FABHALTA in one or more subsets of the paediatric population in PNH and C3G (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Following oral administration, iptacopan reached peak plasma concentrations approximately 2 hours
post dose. At the recommended dosing regimen of 200 mg twice daily, steady state is achieved in
approximately 5 days with minor accumulation (1.4-fold). In healthy volunteers, steady-state Crmaxss
(geo-mean (%CV)) was 4 020 ng/ml (23.8%) and AUCauss Was 25 400 ng*hr/ml (15.2%). Inter- and
intra-subject variability in iptacopan pharmacokinetics is low to moderate.

Results from a food-effect study with a high-fat high-calorie meal in healthy volunteers indicated that
Cmax and area under the curve (AUC) of iptacopan were not affected by food. Therefore, iptacopan
may be taken with or without food.

Distribution

Iptacopan showed concentration-dependent plasma protein binding due to binding to the target FB in
the systemic circulation. Iptacopan was 75 to 93% protein bound in vitro at the relevant clinical
plasma concentrations. After administration of iptacopan 200 mg twice daily, the geo-mean apparent
volume of distribution at steady state was approximately 265 litres.

Biotransformation

Metabolism is a predominant elimination pathway for iptacopan, with approximately 50% of the dose
attributed to oxidative pathways. Metabolism of iptacopan includes N-dealkylation, O-deethylation,
oxidation and dehydrogenation, mostly driven by CYP2C8 with a small contribution from CYP2D6.
Direct glucuronidation (by UGT1A1, UGT1A3 and UGT1AB8) is a minor pathway. In plasma,
iptacopan was the major component, accounting for 83% of the AUCo.4sn. Two acyl glucuronides
were the only metabolites detected in plasma and were minor, accounting for 8% and 5% of the
AUC,.sn. Iptacopan metabolites are not considered pharmacologically active.

Elimination

In a study in healthy volunteers, following a single 100 mg oral dose of [**C]-iptacopan, mean total
excretion of radioactivity (iptacopan and metabolites) was 71.5% in the faeces and 24.8% in the urine.
Specifically, 17.9% of the dose was excreted as parent iptacopan in the urine and 16.8% in faeces. The
apparent clearance (CL/F) after administration of iptacopan 200 mg twice daily at steady state is

7 960 ml/h. The half-life (1) of iptacopan at steady state is approximately 25 hours after
administration of iptacopan 200 mg twice daily.

Linearity/non-linearity

At doses between 25 and 100 mg twice daily, the pharmacokinetics of iptacopan were overall less than
dose proportional. However, oral doses of 100 mg and 200 mg were approximately dose proportional.
Non-linearity was primarily attributed to the saturable binding of iptacopan to its target FB in plasma.
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Drug interactions

A dedicated interaction study in which iptacopan was co-administered with other medicinal products
was conducted in healthy volunteers and did not demonstrate any clinically relevant interactions.

Iptacopan as a substrate

CYP2CS8 inhibitors

When iptacopan is co-administered with clopidogrel (a moderate CYP2C8 inhibitor), the iptacopan
Cmaxand the AUC increased by 5% and 36%, respectively.

OATP1B1/OATP1B3 inhibitors
When iptacopan is co-administered with ciclosporin (a strong OATP 1B1/1B3 inhibitor, and a PgP
and BCRP inhibitor), the iptacopan Cmax and AUC increased by 41% and 50%, respectively.

Iptacopan as an inhibitor

PgP substrates

In the presence of iptacopan, the Cmax OF digoxin (a PgP substrate) increased by 8% while its AUC was
unchanged.

OATP substrates
In the presence of iptacopan, the Cmax and AUC of rosuvastatin (an OATP substrate) remained
unchanged.

Special populations

A population pharmacokinetic (PK) analysis was conducted on data from 234 patients. Age (18 to
84 years), body weight, eGFR, race and gender did not significantly influence iptacopan PK. Studies
that included Asian subjects showed that the PK of iptacopan were similar to Caucasian (white)
subjects.

Renal impairment

The effect of renal impairment on the clearance of iptacopan was assessed using a population PK
analysis. There were no clinically relevant differences in the clearance of iptacopan between patients
with normal renal function and patients with mild (eGFR between 60 and 90 ml/min) or moderate
(eGFR between 30 and 60 ml/min) renal impairment and no dose adjustment is required (see

section 4.2). Patients with severe renal impairment or on dialysis have not been studied.

Hepatic impairment

Based on a study in subjects with mild (Child-Pugh A, n=8), moderate (Child-Pugh B, n=8) or severe
(Child-Pugh C, n=6) hepatic impairment, a negligible effect on the total systemic exposure of
iptacopan was observed compared to subjects with normal hepatic function. Unbound iptacopan Cpmax
increased 1.4-, 1.7- and 2.1-fold, and unbound iptacopan AUCixs increased by 1.5-, 1.6- and 3.7-fold in
subjects with mild, moderate and severe hepatic impairment, respectively (see section 4.2).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to reproduction
and development.

Reproductive toxicity

In oral dose animal fertility studies, iptacopan did not impact fertility in male rats up to the highest
dose tested (750 mg/kg/day), which corresponds to 6-fold the MRHD based on AUC. Reversible
effects on the male reproductive system (testicular tubular degeneration and hypospermatogenesis)
were observed in repeated dose toxicity studies after oral administration in rats and dogs at doses >3-
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fold the MRHD based on AUC, with no apparent effects on sperm numbers, morphology or motility,
or fertility.

In the female fertility and early embryonic developmental study in rats, iptacopan-related findings
were limited to increased pre-and post-implantation losses and, consequently, decreased numbers of
live embryos only at the highest dose of 1 000 mg/kg/day orally, which corresponds to ~5-fold the
MRHD based on total AUC. The dose of 300 mg/kg/day is the no-observed-adverse-effect level
(NOAEL) which corresponds to ~2-fold the MRHD based on AUC.

Animal reproduction studies in rats and rabbits demonstrated that oral administration of iptacopan
during organogenesis did not induce adverse embryo or foetal toxicity up to the highest doses, which
correspond to 5-fold (for rats) and 8-fold (for rabbits) the MRHD of 200 mg twice daily based on
AUC.

In the pre- and postnatal development study in rats, with iptacopan administered orally to females
during gestation, parturition and lactation (from gestational day 6 to lactation day 21), there were no
adverse effects on pregnant dams or offspring up to the highest dose tested of 1 000 mg/kg/day
(estimated 5-fold the MRHD based on AUC).

Repeated dose toxicity

In the chronic toxicity study, one male dog at the highest dose level (margin to clinical exposure near
20-fold), was sacrificed 103 days after completed iptacopan administration due to irreversible non-
regenerative severe anaemia associated with bone marrow fibrosis. During the treatment phase,
haematology findings indicating inflammation and dyserythropoiesis were observed. No mechanism
for the observed findings has been identified and a relation to treatment cannot be excluded.

Mutagenicity and carcinogenicity

Iptacopan was not genotoxic or mutagenic in a battery of in vitro and in vivo assays.

Carcinogenicity studies conducted with iptacopan in mice and rats via oral administration did not
identify any carcinogenic potential. The highest doses of iptacopan studied in mice (1 000 mg/kg/day)
and rats (750 mg/kg/day) were approximately 4- and 12-fold the MRHD based on AUC, respectively.

Phototoxicity

In vitro and in vivo phototoxicity tests were equivocal. In the in vivo phototoxicity study, with
iptacopan at doses between 100 and 1 000 mg/kg (equivalent to 38-fold the human total Cmay at the
MRHD), some mice showed a non-dose-response pattern of transient minimal erythema, scabs and
dryness and slight increase in average ear weight subsequent to irradiation.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule shell

Gelatin

Red iron oxide (E172)
Titanium dioxide (E171)
Yellow iron oxide (E172)
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Printing ink

Black iron oxide (E172)

Concentrated ammonia solution (E527)
Potassium hydroxide (E525)

Propylene glycol (E1520)

Shellac (E904)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

FABHALTA is supplied in PVC/PE/PVDC blisters with aluminium foil backing.

Packs containing 28 or 56 hard capsules.
Multipacks containing 168 (3 packs of 56) hard capsules.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1802/001-003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

17 May 2024

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana

Slovenia

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
Germany

Novartis Farmacéutica S.A.

Gran Via De Les Corts Catalanes 764
08013 Barcelona

Spain

Novartis Pharma GmbH
Sophie-Germain-Strasse 10

90443 Nuremberg

Germany

The printed package leaflet of the medicinal product must state the name and address of the

manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union

reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any

subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within

6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities

and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.
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An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

) Additional risk minimisation measures

Prior to launch of FABHALTA in each Member State the Marketing Authorisation Holder (MAH)
must agree about the content and format of the educational programme, including communication
media, distribution modalities, and any other aspects of the programme, with the National Competent
Authority (NCA).

The educational programme is aimed at providing healthcare professionals (HCPs) and
patients/caregivers with educational information on the following safety areas of interest:
o Infections caused by encapsulated bacteria

o Serious haemolysis following discontinuation of iptacopan in patients with PNH

The MAH shall ensure that in each Member State where FABHALTA is marketed, all HCPs and
patients/caregivers who are expected to prescribe or use FABHALTA have access to/are provided
with the following educational package:

o Physician educational material

o Patient information pack

Physician educational material:
o The Summary of Product Characteristics
o Guide for healthcare professionals

o The Guide for healthcare professionals shall contain the following key messages:

o FABHALTA may increase the risk of serious infections with encapsulated
bacteria, including Neisseria meningitidis, Streptococcus pneumoniae and
Haemophilus influenzae.

o Ensure patients are vaccinated against N. meningitidis and S. pneumoniae before
starting treatment, and/or receive antibiotic prophylaxis until 2 weeks after
vaccination.

o Recommend vaccination against H. influenzae to patients where vaccines are
available.

o Ensure that FABHALTA is only dispensed after a written confirmation that the
patient has received vaccination against N. meningitidis and S. pneumoniae, in
accordance with current national vaccination guidelines, and/or is receiving
prophylactic antibiotic.

o Ensure prescribers or pharmacists receive annual reminders of mandatory
revaccinations in accordance with current national vaccination guidelines
(including N. meningitidis, S. pneumoniae, and, if appropriate, H. influenzae)

o Monitor patients for signs and symptoms of sepsis, meningitis or pneumonia, such
as: fever with or without shivers or chills, headache and a fever, fever and a rash,
fever with chest pain and cough, fever with breathlessness/fast breathing, fever
with high heart rate, headache with nausea or vomiting, headache with a stiff neck
or stiff back, confusion, body aches with flu-like symptoms, clammy skin, eyes
sensitive to light. If bacterial infection is suspected, treat with antibiotics
immediately.

o In patients with PNH, discontinuation of FABHALTA may increase the risk of
serious haemolysis, therefore advice on adherence to the dosing schedule is
important, as is close monitoring for signs of haemolysis following treatment
discontinuation. If discontinuation of FABHALTA is necessary, alternative therapy
should be considered. If haemolysis occurs after discontinuation of FABHALTA,
restarting FABHALTA treatment should be considered. Possible signs and
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symptoms you need to look out for are: elevated lactate dehydrogenase (LDH)
levels along with sudden decrease in haemoglobin or PNH clone size, fatigue,
haemoglobinuria, abdominal pain, dyspnoea, dysphagia, erectile dysfunction or
major adverse vascular events including thrombosis.

Details about the PASS for patients with PNH and how to enter patients, if
applicable.

The patient information pack:
Package leaflet
Patient/caregiver guide
Patient safety card

o
o
o

The Patient/caregiver guide shall contain the following key messages:

o Treatment with FABHALTA may increase the risk of serious infections.

o Doctors will inform you about which vaccinations are required prior to treatment
and/or the need to receive antibiotic prophylaxis.

o Signs and symptoms of serious infection are: fever with or without shivers or
chills, headache and a fever, fever and a rash, fever with chest pain and cough,
fever with breathlessness/fast breathing, fever with high heart rate, headache with
nausea or vomiting, headache with a stiff neck or stiff back, confusion, body aches
with flu-like symptoms, clammy skin, eyes sensitive to light.

o Contact your doctor in case you experience any of the signs and symptoms above
and seek immediate medical care at the nearest medical centre.

o) If you have PNH, discontinuation of FABHALTA may increase the risk of serious
breakdown of red blood cells (haemolysis). It is important that you adhere to the
scheduled treatment regimen. Possible signs and symptoms you need to look out
for are: fatigue, blood in the urine, abdominal pain, shortness of breath, difficulty
swallowing, erectile dysfunction or major adverse vascular events including
thrombosis.

o Tell your doctor before discontinuing FABHALTA.

o) If you miss a dose, take it as soon as you can, even if it is close to the next dose.

o You will receive a patient safety card and will need to carry it with you and tell any
treating healthcare professional that you are being treated with FABHALTA.

o If you have any adverse reactions, including infections or serious haemolysis, it is
important that you report them immediately.

o You will be informed of the details to enroll in the PASS if you have PNH.

Patient Safety Card:

o Statement that the patient is receiving FABHALTA.

o Signs and symptoms of serious infection caused by encapsulated bacteria and
warning to seek immediate treatment with antibiotics if bacterial infection is
suspected.

o Contact details where a healthcare professional can receive further information.

System for Controlled Access:

O

The MAH shall ensure that in each Member State where FABHALTA is marketed,
a system aimed to control access beyond the level of routine risk minimisation
measures is in place. The following requirement needs to be fulfilled before the
product is dispensed:

Submission of written confirmation of the patient’s vaccination against

N. meningitidis and S. pneumoniae infections and/or receipt of prophylactic
antibiotic according to national guidelines.

Annual reminder of mandatory revaccinations:

O

The MAH shall send to prescribers or pharmacists who prescribe/dispense
FABHALTA an annual reminder in order that the prescriber/pharmacist checks if a
revaccination (booster vaccination) against N. meningitidis and S. pneumoniae
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infections is required for their patients on treatment with FABHALTA, in
accordance with current national vaccination guidelines.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF PACK CONTAINING 28 HARD CAPSULES

|1

NAME OF THE MEDICINAL PRODUCT

FABHALTA 200 mg hard capsules
iptacopan

| 2,

STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains iptacopan hydrochloride monohydrate equivalent to 200 mg iptacopan.

| 3,

LIST OF EXCIPIENTS

| 4,

PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

28 capsules

5.

METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

I

OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE
EXP
9. SPECIAL STORAGE CONDITIONS
10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS

OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1802/001 28 hard capsules

13. BATCH NUMBER

Lot

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

FABHALTA 200 mg

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF PACK CONTAINING 28 HARD CAPSULES

‘ 1. NAME OF THE MEDICINAL PRODUCT

FABHALTA 200 mg hard capsules
iptacopan

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains iptacopan hydrochloride monohydrate equivalent to 200 mg iptacopan.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

14 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

‘QR code to be included’
www.fabhalta.eu
Scan me

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1802/001 28 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

FABHALTA 200 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF PACK CONTAINING 56 HARD CAPSULES

‘ 1. NAME OF THE MEDICINAL PRODUCT

FABHALTA 200 mg hard capsules
iptacopan

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains iptacopan hydrochloride monohydrate equivalent to 200 mg iptacopan.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

56 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

‘QR code to be included’
www.fabhalta.eu
Scan me

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1802/002 56 hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

FABHALTA 200 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACK (WITH BLUE BOX)

|1

NAME OF THE MEDICINAL PRODUCT

FABHALTA 200 mg hard capsules
iptacopan

| 2,

STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains iptacopan hydrochloride monohydrate equivalent to 200 mg iptacopan.

| 3,

LIST OF EXCIPIENTS

| 4,

PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

Multipack: 168 (3 x 56) capsules

5.

METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

I

OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE
EXP
9. SPECIAL STORAGE CONDITIONS
10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS

OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1802/003 168 (3 x 56) hard capsules

13. BATCH NUMBER

Lot

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

FABHALTA 200 mg

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACK (WITHOUT BLUE BOX)

‘ 1. NAME OF THE MEDICINAL PRODUCT

FABHALTA 200 mg hard capsules
iptacopan

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains iptacopan hydrochloride monohydrate equivalent to 200 mg iptacopan.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

56 capsules
Component of a multipack. Not to be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

‘QR code to be included’
www.fabhalta.eu
Scan me

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/24/1802/003 168 (3 x 56) hard capsules

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

FABHALTA 200 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

‘ 1. NAME OF THE MEDICINAL PRODUCT

FABHALTA 200 mg capsules
iptacopan

‘ 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Mon.
Tue.
Wed.
Thu.
Fri.
Sat.
Sun.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

FABHALTA 200 mg hard capsules
iptacopan

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how
to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What FABHALTA is and what it is used for

What you need to know before you take FABHALTA
How to take FABHALTA

Possible side effects

How to store FABHALTA

Contents of the pack and other information

Uk wdE

1. What FABHALTA is and what it is used for

FABHALTA contains the active substance iptacopan, which belongs to a group of medicines called
complement inhibitors.

FABHALTA is used:

- on its own in adults to treat paroxysmal nocturnal haemoglobinuria (PNH), a disease in which
the immune system (the body’s natural defence system) attacks and damages red blood cells.
FABHALTA is used in adults who have anaemia (low levels of red blood cells) due to the
breakdown of their red blood cells.

- in adults to treat patients with a disease called complement 3 glomerulopathy (C3G)

- together with a renin-angiotensin-system inhibitor (RAS inhibitor), or
- alone if an RAS inhibitor does not work well or cannot be used.

The active substance in FABHALTA, iptacopan, targets a protein called Factor B, which is involved
in a part of the body’s immune system called the “complement system”.

In patients with PNH, the complement system is overactive, causing the destruction and breakdown of
the red blood cells, which can lead to anaemia, tiredness, difficulty in functioning, pain, pain in the
stomach (abdomen), dark urine, shortness of breath, difficulty swallowing, impotence and blood clots.
By attaching to and blocking the Factor B protein, iptacopan can stop the complement system from
attacking the red blood cells. This medicine has been shown to increase the number of red blood cells
and thus may improve symptoms of anaemia.

In patients with C3G, the complement system is overactive, leading to deposition of C3 within the
glomeruli (a part of the kidneys) causing inflammation and fibrosis (tissue scarring and thickening).
As a result, patients with C3G often have high levels of protein in their urine (proteinuria) and
progressive decline in kidney function over time. By attaching to the Factor B protein, iptacopan can
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reduce the deposition of C3 in the kidney. This medicine has been shown to reduce levels of protein in
the urine and the decline in kidney function.

2. What you need to know before you take FABHALTA

Do not take FABHALTA

- if you are allergic to iptacopan or any of the other ingredients of this medicine (listed in
section 6).

- if you have not been vaccinated against Neisseria meningitidis and Streptococcus pneumoniae,
unless your doctor decides that urgent treatment with FABHALTA is needed.

- if you have an infection caused by a type of bacteria called encapsulated bacteria, including
Neisseria meningitidis, Streptococcus pneumoniae or Haemophilus influenzae type B, before
starting FABHALTA treatment.

Warnings and precautions

Serious infection caused by encapsulated bacteria

FABHALTA may increase your risk of infection caused by encapsulated bacteria, including Neisseria
meningitidis (bacteria that cause meningococcal disease, including serious infection of the linings of
the brain and of the blood) and Streptococcus pneumoniae (bacteria causing pneumococcal disease,
including infection of the lungs, ears and blood).

Talk to your doctor before you start FABHALTA to be sure that you receive vaccination against
Neisseria meningitidis and Streptococcus pneumoniae. You may also receive vaccination against
Haemophilus influenzae type B if this is available in your country. Even if you have had these
vaccinations in the past, you might still need to be revaccinated before starting FABHALTA.

These vaccinations should be given at least 2 weeks before starting FABHALTA. If this is not
possible, you will be vaccinated as soon as possible after you start FABHALTA and your doctor will
prescribe antibiotics for you to use until 2 weeks after you have been vaccinated to reduce the risk of
infection.

You should be aware that vaccination reduces the risk of serious infections but may not prevent all
serious infections. You should be closely monitored by your doctor for symptoms of infection.

Tell your doctor immediately if you get any of the following symptoms of serious infection during
treatment with FABHALTA:

- fever with or without shivers or chills

- headache and a fever

- fever and a rash

- fever with chest pain and cough

- fever with breathlessness/fast breathing

- fever with high heart rate

- headache with feeling sick (nausea) or vomiting
- headache with stiff neck or stiff back

- confusion

- body aches with flu-like symptoms

- clammy skin

- eyes sensitive to light

Children and adolescents
Do not give FABHALTA to children or adolescents below 18 years of age. No data are available on
the safety and effectiveness of FABHALTA in this age group.

Other medicines and FABHALTA

Tell your doctor or pharmacist if you are using, have recently used or might use any other medicines,
including medicines obtained without a prescription. In particular:
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Tell your doctor or pharmacist if you are using certain medicines because they may stop FABHALTA
from working properly:
- certain medicines used to treat bacterial infections — such as rifampicin

Tell your doctor or pharmacist if you are using any of the following medicines because FABHALTA

may stop these medicines from working properly:

- certain medicines used to treat epilepsy — such as carbamazepine

- certain medicines used to prevent organ rejection after an organ transplant — such as ciclosporin,
sirolimus, tacrolimus

- certain medicines used to treat migraines — such as ergotamine

- certain medicines used to treat chronic pain — such as fentanyl

- certain medicines used to control involuntary movements or sounds — such as pimozide

- certain medicines used to treat an abnormal heart rhythm — such as quinidine

- certain medicines used to treat type 2 diabetes — such as repaglinide

- certain medicines used to treat hepatitis C infection — such as dasabuvir

- certain medicines used to treat cancer — such as paclitaxel

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine. You should also tell your doctor if you become
pregnant during treatment with FABHALTA. Your doctor will discuss with you the potential risks of
taking FABHALTA during pregnancy or breast-feeding.

Your doctor will decide whether you should take FABHALTA while you are pregnant only after a
careful risk-benefit assessment.

It is unkown whether iptacopan, the active substance in FABHALTA, passes into human milk and
may affect the breast-fed newborn/infant.

Your doctor will decide whether you should stop breast-feeding or stop FABHALTA treatment, taking
into account the benefit of breast-feeding for your baby and the benefit of treatment for yourself.

Driving and using machines
This medicine has no or negligible influence on the ability to drive and use machines.
3. How to take FABHALTA

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure.

Do not exceed the prescribed dose.

The recommended dose is 200 mg (one capsule) to be taken by mouth twice daily (once in the
morning and once in the evening). Swallow the FABHALTA capsule with a glass of water.

Taking FABHALTA at the same time each day will help you to remember when to take your
medicine.

It is important that you take FABHALTA according to your doctor’s instructions. For patients with
PNH, this is important to reduce the risk of breakdown of red blood cells due to PNH.

FABHALTA with food
FABHALTA can be taken with or without food.
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Switching from other PNH medicines to FABHALTA
If you are switching from any other PNH medicine, ask your doctor when to start taking FABHALTA.

How long to take FABHALTA

PNH is a lifelong condition and it is expected that you will need to use FABHALTA for a long time.
Your doctor will regularly monitor your condition to check that the treatment is having the desired
effect.

If you have questions about how long you will need to take FABHALTA, talk to your doctor.

If you take more FABHALTA than you should
If you have accidently taken too many capsules or if someone else accidentally takes your medicine,
talk to your doctor immediately.

If you forget to take FABHALTA

If you miss a dose or doses, take one dose of FABHALTA as soon as you remember (even if it is
shortly before the next scheduled dose), then take the next dose at the usual time. If you have PNH and
you miss several doses in a row, contact your doctor who may decide to monitor you for any signs of
the breakdown of red blood cells (see section “If you stop taking FABHALTA” below).

If you stop taking FABHALTA
Stopping your treatment with FABHALTA can make your condition worse. Do not stop taking
FABHALTA without talking to your doctor first.

If you have PNH and your doctor decides to stop your treatment with this medicine, you will be
monitored closely for at least 2 weeks after stopping treatment for any signs of the breakdown of red
blood cells. Your doctor may prescribe a different PNH medicine or restart your FABHALTA
treatment.

Symptoms or problems that can happen due to breakdown of red blood cells include:
- low levels of haemoglobin in your blood, as seen in blood tests

- tiredness

- blood in the urine

- pain in the stomach (abdomen)

- shortness of breath

- trouble swallowing

- erectile dysfunction (impotence)

- blood clots (thrombosis)

If you experience any of these after stopping treatment, contact your doctor.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious side effects

The most serious side effect is serious infection. If you experience any of the symptoms of serious
infection listed under “Serious infection caused by encapsulated bacteria” in section 2 of this leaflet,
you should immediately inform your doctor.
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Side effects for PNH

Very common (may affect more than 1 in 10 people)

- infections of the nose and throat (upper respiratory tract infection)
- headache

- diarrhoea

Common (may affect up to 1 in 10 people)

- persistent cough or irritation of the airways (bronchitis)

- low levels of platelets (which help the blood clot) in the blood (thrombocytopenia), which may
cause you to bleed or bruise more easily

- dizziness

- pain in the stomach (abdomen)

- feeling sick (nausea)

- joint pain (arthralgia)

- urinary tract infection

Uncommon (may affect up to 1 in 100 people)
- lung infection, which can cause chest pain, cough and fever
- itchy rash (urticaria)

Side effects for C3G

Very common (may affect more than 1 in 10 people)
- infections of the nose and throat (upper respiratory tract infection)

Common (may affect up to 1 in 10 people)
- pneumococcal infection including lung infection (pneumonia) and blood infection (sepsis)

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store FABHALTA

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and blister after “EXP”.
The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What FABHALTA contains

- The active substance is iptacopan.

- The other ingredients are:

- Capsule shell: gelatin, red iron oxide (E172), titanium dioxide (E171), yellow iron oxide
(E172)
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- Printing ink: black iron oxide (E172), concentrated ammonia solution (E527), potassium
hydroxide (E525), propylene glycol (E1520), Shellac (E904)

What FABHALTA looks like and contents of the pack
Pale yellow, opaque hard capsules, with “LNP200” on the body and “NVR” on the cap, containing
white or almost white to pale purplish-pink powder. The capsule size is approximately 21 to 22 mm.

FABHALTA is supplied in PVC/PE/PVDC blisters with aluminium foil backing.

FABHALTA is available in
- packs containing 28 or 56 hard capsules and in
- multipacks comprising 3 cartons, each containing 56 capsules.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road

Dublin 4

Ireland

Manufacturer

Novartis Pharmaceutical Manufacturing LLC
Verovskova Ulica 57

1000 Ljubljana

Slovenia

Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
Germany

Novartis Farmacéutica S.A.

Gran Via De Les Corts Catalanes 764
08013 Barcelona

Spain

Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nuremberg
Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Novartis Pharma N.V. SIA Novartis Baltics Lietuvos filialas
Tél/Tel: +32 2246 16 11 Tel: +370 5 269 16 50

Buarapus Luxembourg/Luxemburg

Novartis Bulgaria EOOD Novartis Pharma N.V.

Ten.: +359 2 489 98 28 Tél/Tel: +32 2 246 16 11
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Ceska republika Magyarorszag

Novartis s.r.o. Novartis Hungéria Kft.

Tel: +420 225 775 111 Tel.: +36 1 457 65 00
Danmark Malta

Novartis Healthcare A/S Novartis Pharma Services Inc.
TIf.: +45 39 16 84 00 Tel: +356 2122 2872
Deutschland Nederland

Novartis Pharma GmbH Novartis Pharma B.V.

Tel: +49 911 2730 Tel: +31 88 04 52 111

Eesti Norge

SIA Novartis Baltics Eesti filiaal Novartis Norge AS

Tel: +372 66 30 810 TIf: +47 23 05 20 00

EMLGda Osterreich

Novartis (Hellas) A.E.B.E. Novartis Pharma GmbH

TnA: +30 210 281 17 12 Tel: +43 1 86 6570

Espafia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z 0.0.
Tel: +34 93 306 42 00 Tel.: +48 22 375 4888
France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600
Hrvatska Romaéania

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39029654 1 Puh/Tel: +358 (0)10 6133 200
Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

Tn\: +357 22 690 690 Tel: +46 8 732 32 00

Latvija

SIA Novartis Baltics
Tel: +371 67 887 070

This leaflet was last revised in
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Other sources of information
Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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M AFREY 2 BEAIEIR K OV O [LDHED LR 25 ~F 7
mEY (Hb) EORMERBD . Hdr, ~Eru e R, I, T
WRPREE, ERmAF AL (MARE), W RIS I re%] o
ZHb A EER BlEE L, MENDIG U ClbIZRAEEZTT) 2 &,

8.2 AFHBEIZL Y, #ha L AT r—, LDLa L AT e—/L KT
FUZYEY RO EREOIRARFERSH HDND Z 0D D
DT, A G BRI T EREN IR & £ 32 2 &,

9. HEDEREFRTHBHICHTHER
9.1 AHHE - MEEFOHHESE




9.1.1 BMEXERMEDERENH S EE

BEBRRIYEICRB LT o Thhid 5, (1.1, 5.21,

11. 1. 1]

9.1.2 BEEDEERITBEENTFONLEE

RHCHBIURNE (BBESEE, WAIRES, A > 7 L %)
I X DBUED LT B BTN .

11. 1. 28]
9.2 BHHeEEEE

9.2.1 FE (eGFRAY30mL/min/1. 73m2Kii) DEMEEEZEDHLHEE
BEOPREAEEICBIER L, AERIIC R 52 L K
FlOMARED L5 U ARIOREA BRSNS BEN3 55,

[16.6. 1Z:M]
9.3 FFiEEEERE

BHEOREAAEEICBIEE L, AERBIC s 5 2 &, 3¢

[1.1. 5.21, 11.1.1,

FEATOMPA 75 2/ UAREED B5H U AR ORWER R S
NoBENDH D, [16.6. 2B

9.5 1%

TR SU TR LTS BJREMED & 2 PRI iT, TR LA M

faleta LIRS LTSNS HEIC OB BET D &, #ET > b

% N2 RRE KOS BR £ C OIS AERBRIC I\ C L A
BEOL, MEOIETE (AUC) T, BERATL OFEREIRGE RO EE,
WA T DIEE RO LTV D,

9.6 255

16 LORTNER OB E O AR E BRE L A Ok X

%R 2 2 &y RO ~OBITIIAHATH S,

9.7 INREF

INRAEZ G & LT BRRRBRIT I L Cu ey,

10. HHEER

ARFNTFIZCYP2C8 TR S I, BT =F > R TV RAR—F—
(0ATP) 1B1 &% UNVATPIB3DIEE ThH D, Fiz. AKNL, CYP2CSRH

FEEH R OCYP3MBE R &3,
10.2 FREE HHRISEET S &)

e K7LV
[16.7. 1218]

LRENNRDDTD, B
FOREAHEICBIZE L,
RWERRBUCA- R T

L2 &,

Sl BRAIEAR - 5715 B - SabRIAF
CYP2C8& BT DHHI | AFIORWERASESR S | 24 5 O HFIOCYP2CSFH

EERICLY . AFI DM
RS RS ATRERE
BdH 5,

5 JEH
T aARY LA
[16.7. 28]

OATP1B1 S TROATP1B3 % B,

AAORWER D3HER S 4
LRENBDDTD, B
HORBEAHEIELE L
RIVEMZEB A E S

LT &,

Z B D EHI D OATPIBL
N UROATPIB3 PR E MR I
L0 AFO M HEE
R EREER D D,

CYP3M DR & 72 2 38A4
I T L
[16. 7. 4]

D DEHFIOAZHEN
WEST DTN D D,

AHIDCYPA4FHENEH I
L0, ZnH0EF O
FRIREE DMK % ATREM:
b,

CYP2CB8DHE & 732 % Hl
LXT Y = N5
[16.7. 45 H#]

ZN B OFHIORIERA
HmSNDBZNRHD
7z, BEROREAEE
IR L, BRI

FoEET oz L,

AFHINDOCYP2CSPH MM
. ZnsoFEHIOm
PR B5T ATRErE
B D,

1. 8HER

WOBEWEH S oL d Z LM 20T, BIEEE ATV
WHREO NG EIII KRG 2 T ILT 2 72 UL E 21T

Z&
1.1 EXGZEWER

111 BEIRRERRE ()

Bl SR 2 R L R0sIC A 2B, $H D WIIBEL
CEDBLND DD AFRIOEGATERL TE, HEEIGYEOII
BREIEL, AW, FERRRRROZAE, g, &
A
L. FsAIO8 55
Eo [11, 2.1, 5.21, 9. 1.1, 9. 1. 28]

fe GEEA, B, 1EH
Lo, S5BE, SRHME) HoBIEL 0T 2 &,
REBYYENEDNTEAITIT, EHICE
DO E AT S Z

11.1.2 EELGRPE (0.6%)

HEERE A > 7 Vo P EEDOIREICRAIE K 2 A 7y
FERS D DI D T kb Y | HAERBIRGYE TR 2 - 72

H
9

SEBIZS G STV, (1.1, 2.2, 5.21, 9.1. 28]

1.2 Z0tnaEWER

ET kel R
e

MRE SO b B3 e -

SRR 4

A = [n . B =

BUTES EOTE| | Aot SRS, A

i B

WA LOW] | B -

AR

W SR B0 DL -

R O TR _ . E i

s

14. ERELOZFE

141 EFIZFEDEFE
PTPEEEDEEANIPTP Y — v HEY H LU CIRAT 2 & 5 fRig4
5L, PTIPY— NORRERIZ L 0 | B ERANEEREE A~ A
L. B3 ZELZ B2 U CHSRAREOEE LG IHEL T2
ZEnbh b,

16. ZEWBhRE

16.1 MmejEeE

16.1.1 BEEHE
AARNIERER A (2445]) (ZAHI25, 100 UM00mgHD % Hi[mlfE 5 -
L7c& &, 51 56~2. 265f1f%  (PIYE) (ZCmaxiZEIE L, WREE
ISR E FRlo72, T1/21313. 2~24. TR TH - 720,

AA25, 100%VM00mg % HAlE 1455 L7z & & O MFEPSYEIRE N7 A —4

ST A — o . o
Cmax . . P ’ o
o 1160 += 254 2460 + 735 7990 + 1360
AUClast

ety 12400 + 3240 28300 + 8930 78300 + 23600
. 1.50 .75 2.95
Toax () * (1.00~3.00)  (1.00~2.50)  (1.00~3.00)
T2 () 3.2+ 215 151 +361 2.7+ 156
EIE R KR (R M~ K E)
10000
8000
5
£
& 6000 { T

i \

T 4000 \

L

=i

2000 L T~
e S St
0 ———— oA
01234 6 8 12 2
B5fH (hr)
—---0---- KH| 25mg  ——a«—- AFH| 100ng  — = — AH| 400mg

AR RN ATAN25, 100 K 0400mg % Hilmlik A #5- L7z & & O lfifEhas
(CHIREEHER  (CTEIME + EEER )

16.1.2 R1EHRS
fERERR A (61) |ZAAI200mg 21 H 2RISR N G- Lo & &, 549
QW% (FRYLl) (ZCmax|ZRIEE LT, T ZIREEOHES ) LG5
HHCERREICEL, #5140 HORBERINL4TH -7, KH
200mg % 1 A2[A AR G- L7z & & D, EFIREBICBIT 54 74 2
XU DTL/21, 2685 T o7z, AA25mg~200mg™ 1 H 2[EI K AE#% A
Beh Lo & &, 256~100mgd M &M CIIgHTE RO A& T
57273, 100mg K UR200mg ] T o A =2 sl U IR Ensigin L
722 GMNEAT—%),

16.2 DRI

16.2.1 BEOFE
e (12651) IZAAI100mg™D A Ze G K ONvE R BB I I B
BOBE L& AT U OBBERIIRFIC L D BEZIT 72
Holz?d GHEANT—4),

16.3 o

16.3.1 MIFEAFKEEE



A TR AT HER M CBIRIR AT 5 2 &I X D IRE KT
M7 MBERE BB 4R LTz, A 774 2123/001000~10000ng/mLoD L4
FREEIZBWW T, MR AR ARIXTB%~93%THo7=Y (in vitro),

16. 3.2 AHEB~DH T
AR A (6fF) (CAHAI200mg 2 1 2RISR O G Lo & &, EHIR
REIZRIT B AT O EFEIF288L T 722 HEAT—4),

16.4 {X3
A T AR DFERIHIRIIARH ThH o T, A 75 a3 ORFHHT
EN-BET b, - F b, B3 v, FIZCYP2C8 (F3L
FIRENCISIT 5 77 5-53208%) (1 & D Rt &5y, BT AL OIS L
T ARF100mg™D Z BA[ARR Q3¢5 Lz & & O O 2050 R ZE b
BCTHDLA T2 THY, MIFEFRHBEHEDAUCO-48h0D83. 0% T
ol GNEAT—4),

16.5 HEitt
BRI O L 7= A 100mg ™) 2 B OG- Lz & & o, #&
e (f 7% 2 ROREMW) O HsHRER L, &5m0Ene
FUEFTL 5% R OYRH24. 8% Th V) . I EmDIGKLL EAHRME S 47,
REAR L L CTHGROIT. HNRPIT, 16, 8%HME R S 7=

GMNELAT—4),

16.6 HEDEREHT HEE

16.6. 1 BHEERREE
REE RIS BIREARAT & I\ C L BIEMERRIANE 7 1 BV IREERE KO
CIBIEBA T D BB E N A 7 H 2/ DI R IT T
BATHI LT, 2 OFRER, BRI~ E 7 0 UV RIERE T, H
HEREDSIEH 22883 (98%31)), HREE (eGFR 60LA -, 90mL/min/1. 73m2Ai)

(45%8)) . EEREE (eGFR 3084 L. 60mL/min/1. 73m2A%N) (1741) KO

A (eGFR 30mL/min/1. 73m*A0) (1451) OBHEREREEFBHE RIS
A T H a8 DAICtauDFELFI, FAE4132100, 37500, 43800%
VM7000ng « h/mL, Cmax D FHIEIEZ 243940, 4480, 5170 K% N
5610ng/mL & HEFE S 4170, CIBIEME CiE, BHEEIER 20 (46
B) | B (eGFR 6024 b, 90mL/min/1. 73m*Ai) (2645) , 45 (eGER
30 LA b . 60mL/min/1. 73m> A V#) (20 ) K Ui BE (eGFR
30mL/min/1. 73m*A:) (8451) DEHEREIEFIMFIISIT HA 72 A
> DAUCtauDEHIEIE, ZhEN 31560, 31900, 406108% TM8950ng «
h/mL, CmaxDFEHIEIZZE N EH3910, 3680, 4790% U%170ng/mL & H#E
EENT, 728, BITBRE IOV TEEHMEEZT> TR0, [9.2.15
sy

16.6.2 FHHSaEIEE A
R (Child-Pughsy¥EA) . 55 (Child-Pugh/y¥EB) XIXHE (Child-
Pugh%/3¥HC) DRFHEHERR 3 EF 1T AKI200mg & HAEE e 5- L, TFHRE
BN A 75 2 DU R AT T A 3l L7z, o1 7
K arNTDNT, BREDOIHERERE A BfF) TldCmaxA3H1. 04
FRZHEINUT=23, R (8f1) SUITERFE (6f5) DORFFSREREERE T
T IERRD BAIR DN T2, WREE L OVEE DR R CInvg®
AUBAUCInEA3L. O3(FTIGIN L7273, - EE O PR F A CId 4L
1B bR o T, TO—J7, IR OIEEERIDA 74 2,00
OUNT, BRAE SRR R OV O JFHSRERT R Clmax (X T2
1. 38fF5, 1. 675 K U2 1IN L=, F£7-, AUCInflZZhEhl. 48
fi, 158 U8, TIFFICHIIN L7=Y GMEAT—%), [9. 35H1]

16.7 ZEWHEEIER

16.7.1 yOE RS LIL
fERERL A (18fF)) (227 m " K7 L/ (CYP2CSFHEH) #5001
300mg, 2H B2>575mgZ 1 H1[Al4 HBMERO#EE L, 20 BICAHK
100mg™V A BRI G LTz & & | AR OBMBEGIRFCRIT 57 n e K7
LVBERIER DA 7 5 2173 DCmax B ONAUCIng 0D S I E oD el 32
NENL 05K . 36 TH -7 GMEAT—%), [10. 28]

16.7.2 o BRKY >
fRER A (206)) 127 m AR Y o (0ATP1B1/1B3PEEA) 175mg% 1
A2l A RIBERR A # S L, 1H BICAKI100mg™) % HEHE L7- &
x| AHIOEMBEERH 5 7 v AR Y ORI A T H 8
DCmax & OAUCinf DLEAEIE D L ITZ 21, 41 K M. 50 Tdh -
720 GMEAT—4), [10.280]

16.7.3 oOx> >, ORNREFY
gk A (17651) 1CAFI200mg % 1 B 2[A]15 A MIRERE A 5- L, %56
HRHIZVIX VY (Pgp®DHE) 0.25mg K NH ANR X F

(OATP1B1/1B3DILE) 10mgZ& MBI G L7z & &, T IF T U OHM
B2 D AFNOFFIRF OO Cmax K ONUCT nf O ST -AE O e i3 2
FUENL 08 TN, 02 CTdh o7z, B ANRAX F L OHIMEE G5
A HIRFDCmax & UAUCInf DA EIMHED LT L1, 00 KT
LOICH-o72" UHNEAT—4),

16.7.4 In vitroiiE&
In vitroRBRIZE N TA 774 /01 XCYP2C8 DFHSE A/ F K UNCYP3A4
OFEEMZRLIZY, [10. 250]
TE) AFIOAR SN MER ORI, Bl A, 72 308 LT

1[H1200mg %1 H2lER & 535 Thod,
17. BREREE
17.1 BEHMERUVREMHICET HiER
(REMREANES B E Y REE)

17.1.1 EfS£REM4EER (APPLY-PNHEXER)
HHIARCSBEER] (=7 V X=T NI T 7V XA~7) [ZXDIEEEIT-T
HEZm ey (Hb) HAN10g/dLAM T HRMEMR~E /r ey
PRIEBFITH (AARNMFIZGTY) Zxtgd LT, ShaakdkET v &
SACIEE BRSO RO THER HolaBh 2 50 L7, 7033, TRSREE)E]
B2 MATE CORMBEREY 7 F a2 MA L L, HRERERO
A TN HEITHT DU 7 F b, FEhEE I O ATRE T
SIUTERET D 2L & Ui, Fio, D O2EMLNICAAI O S
ZBGET DB B D5 AL, PlEAIZ TR G T2 L& L, R
BRIF24E R O FBRHME  (RFISUTAHIARCSIER 285 . K U4
MOMkREE 58 (RFIE#E) RSz, &AL, 1E1200mg 21
H2lE a5 Uiz,
FHEHLER TS R TDay126~168IZHMEDN—Z T A L7
52g/dLLA_ O] KOt TG CDay126~168(ZHbfE12g/dLLA_E |
L ERT DINOH TN T, FENEEH OSBRI ZEITLL T o
LB THY  WTHUTIN T SAFARCSBE AN 2 AA O ARk
DIRRIE S 1072,

AFRE HHACHBH AR
6265, 5> HRAARN6HD | @56, 5 HHAA)

fEdian . CHbf2g/ LA L dsEn
FENBER 51/60f 0/353
PR 22 80, 24

CRFIRE—HBIRCS BRI (7L 8"7 6

[95%(ZHEX 1] éo ’0001‘
Mﬁ) ) -
g, CHbfE12¢/dLEA b
FENBER 42/60%1 0/35%
PR 2 67, 0

AFIBE—ARRIRCO IR AIRE) 564, 7 o

[95%(EHE X H]] éo’oooi
pfi @ ’

a) BT — 2\ FHITTREIERID 5 ©OFZhBFH
b) FREREAMNTA S L AAIROMCSIEAORA, SE1E2{LA6 » 7 O
FEDEEE, M, i A5 LK) . N— AT A DT B E A (9g/dL
AR/l %32 R T BF I thIE S U EBOUN 2o DAT 4 »
ZEWFTET M L0 R, PR TE T A BRI L7 S s o THi%
IMERIZHTT DREZ & OTFIEOZETH Y | 95 EHHX MiZboot strapia v
c) ;‘%mh@i)ﬂﬁuo. 0125
kLR G T IRFOAAIR 512 X 2 EIWERRBIEIA X, 21. 9% (21/96
Bl) Thotz, EeRIWERIZEERS. 2% (5/9661) . i/ MR KO0
L. 2% (4/9661) . FHIK OIS, 1% (3/9641]) ThH o729,
(5.1, 5.2, 7. 1=]
(CIBAEY
17.1.2 FEBHEFE MERER (APPEAR-C3GERER)
SRR S VIR ERRABED L= - T L VAT L VR HE
A G LT HRELZZ T TODICU DD O TREAI LT F =
Ht (UPCR) 231g/glh b CHEEGFR (eGFR) A330mL/min/1. 73m2Lk o>C3
ERERE T (AARNBIZETe) ZxtRd LT, SlfigkdhE 7 v &
LME_HER T T B AR RO TR AR 2 F i L 7=, 7eds, 1B
BEEYIE G2 RT E CORRERE Y 7 T ROMIREKEY 27 7~
Bz VHE L, AV TN UYREICHT 2T 7 F b EfiEN
ISR CEATRE ChIUTEERE T 5 2 L & L, o, B D2
AP AAN D B - BrbE S 2 BN 8 D518, PLBEHI% T
545z Ll Uik, ABTen Ao EERESH BREUITZ




AREERE), K06y HHOIEEREGH (AHE#E) TS
Nz, “EEHREGHITIE, AANE200mg U7 TR %, HEEHR
P 5 CIEAHKIFI200mg 2 1 A2k O 5 LT-, — SRR GHo0
EEHIE B Cdb % $ 56 1 HIRFOARHEEIRIC K DUPCRDR—R
A ATKT B UV T, AAND T T 2RI B B E DS HREE &
i,

AFE 7T AR
@8pl, HH @l H2H
HAA 2 f5) @ HAA 2 f5) @

RN—Z2F7 A4 D
UPCR (g/g) D5l
RS (Bl

3.85+2.29 (38) 2.93+1.71 (36)

56 5 ARO
UPCR (g/g) D)
e (B

3.03+2.61 (37) 3.14+1.56 (36)

#5566 HEEO
UPCR DX—RF A
AR B D)
RS
[95MERHIXH ]

0. 698
[0.572, 0.852]

1.076
[0.881, 1.313]

5.6 5 AIED UPCR D_—RA T A ANZKITHHOARA] vs TR

b S RS

e ——D 0.649 [0.489, 0.862]

35.1[13.8, 51.1]

%b)

pfiE® o 0.0014

a) FENTICE DT MIRELL (=R T A v UFHZE B NI e\ R 50

b) HUE FREEDBAA X8 Bt K OV RO BREAT: D7 — 2 IR & 7
7o L. AAIEEE Jump to reference (J2R) ¥, 7°F B AREEIE Missing at
random (MAR) ZARGE L 72 2T, ZEAARIC K KEEAHTE LTz, HEIZE
e B FHMREED UPCR D—R T A AR 2 LD R, 3SR
Be bt SEAMRS, 4 5RE L IR O EAEA, BEEAER O AT B A K
XFER 27 = ) — ) EOFHAH IR O —R T A o UPCR DIEAHYE L L

EBRA N O I ) O FH BN A O 605 #4781 % V72 mixed model with
repeated measures (MRM) (2 RV EH LT
o) A EKEIA 0. 025

AR T RFOAFA G K 2 BIETFEEEI AL, 13. 6% (10/74 )

THY., 2 B BRI U ICBHEMIZ R -7 10, 6.1, 5.3 2]

18, EEEEE
18.1 e
(GhEEFE)
A T H 2 AIHEBIR TE A L CE O ZE T Z & T, 3
TRHARSR OTEE % B U CHEARESE R OIEMA LA BRE L, FitodCs
HRHARESRIE AR & G e A r— NG Z LI 2,
(RUEMTERAES O E U REE)
FVEMERIAE 7 0 B VIRIEREICB W T, A 74 2/ U 3R
EWIERE HE L &AM Z RIS 5 & & HlZ, 3777 A b
DA T Y = A LTl A 28045,
(CBIE)
C3 BECIE, AHA IRBRASERNC IR L TR SNz C3 ASRER
(RICPEAE LIEAME U D 2 LT K0 | BEEREAMIC T LT IR
RAENTED, C3BIERIITBN T, A 7 H X 3 hilifd B K T4
BT 5T LI K0 Al R OWRIZE M b A P S W

18.2 #HIABEF~DIEEER
A TH NI ERER T v B A TLR—F —43F ORABIE 1-fidht
RAA v ~OFEGZE L7- (IC50fH : 9. 6nM) 92 (in vitro),

18.3 HIAE _EIEHLDOREER

18.3.1 A X 2/ UNIv T RMIFETC37 Z 7 A MEEZEL, &
h f3E CIRBEE A RO R A BAE L7=12 (in vitro),

18.3.2 A 7% A/ S UATRIEERIRAE 7 1 BV RIEEE BRI ER D
I OFRMERTH~DC3 T F 7 A v kA EBEE LY (in

Vitro).

18.3.3 A 7% 25, BfikE AIRIET B~ U AMEEZBAT S
Z LI R R LB TET L~ 7 A BNy NRHIE R &
VR ERXIMNIHT HHiREEA Lice Y VG255 L CERL
T ~ VERETIVT v MR L RO T UIFEZ4
W22 (in vivo),

19. BRESIZET HELFRIENR
— A4 TR
A a2 X HEERE KR (Iptacopan Hydrochloride Hydrate)
b4
4-{(28, 45)-4-Ethoxy—1-[ (5-methoxy-7-methyl-1/4-indol-4—
yD)methyl]piperidin—2-yl}benzoic acid monohydrochloride
monohydrate
7R
CosHsoNo0, + HCI + H,0
TaE
476. 99
[E2IN
HE~HOHEEREAOBRRTH D,
{b

CO,H

¢ HCl * H,0

21, A&

211 EER ) X7 RS 2 ROE D b WO ERT D 2 &,

21.2 BARNTORGRRPRD TIRONTND Z &b, RUERGEE,
—TEBOIEGNAR 57 — 5 BERIS D £ TORMIE, SEFIZXRIC
PR 2 TS Z LI & 0 | AU EE ORGSR a2
T5 L LB AROZEMER AT 57— & R
L. AFIOBEEM IS B 2 T D Z &,

21.3 AFNIDBEH, FIEMER AT 7 0 B U JRIEOBWT, 18RIk E
L, AFNDY 27 FZONT bl EETE D EA - EREE O b
LT, REBRBERRAE ORI, 1aMRI k@ L7 E=Rh & o B> 72

ETORTOND & 5 BUERGEIZ T > TRERIEE AR LD 2 &,

22. @ik
1471 7% [14 7%/ (PTP) X1]

23. FEXHK
1) FEPERE : HAR NS &t & LI BRI 530 (X1102
iR (202446 H24 H7KGR, CTD2.7.2-2.2.1) [20240082]
2) FEPNEEEL : SMNE R Akt S & L7 BRI B 53
ROBEOREATR (X21015858) (20244F6 7 24 H KR,
CTD2.7.2-2.2.2) [20240083]
3) FNEEL : MERRA TR QNS AR S (2024476 H 24 A 7KGE.
CTD2.7.2-2.1.1) [20240084]
4) AR - R (2024486 A 24 H7KER, CTD2.7.2-2.1.2)
[20240085]
5) FPNEEEL . AT 23 BR (A2101385R) (202446 A 24 H K
8, CID2.7.2-2.2.3) (20240086
6) FLPNEEE! : AFHSRERE A A 0t g & Uiz Skipdhigatin (A21053%
BR) (20244F6 H24 A7&RR, CTD2.7.2-2.4. 1) [20240089]
7) FLNEEL : SR EL AR (A21043R058) (20244F6 H 24 H7K
. CTD2.7.2-2.5.1) [20240090]
8) KRl : In vitroakBR (20244F6 A24 HAGE, CTD2. 7.2~
3.4.1) [20240095]
9) FLNEE} : ERFILEFIIIHER (C12302/APPLY-PNHERER) (2024
4E6 24 A7KGR, CTD2.7.6-4. 1. 1) (20240096



10) #EPNEEL - ERSILE 1T IAHERER (B12301/APPEAR-C3GaRHER) (20XX

EXHAXHEGR, CTD2.7.6-4. 1. 1) [20250018]
11) Schubart A, et al.: PNAS. 2019 ;116 (16) : 7926-7931
[20240093]
102) FENEEL 1 In vitrolRIEORKET (202446 H 24 A 7GR,
CTD2. 6. 2-2. 1) [20240092]
123) HNEEL - In vivoT v NEEIAA < UERET LV ORGET
(202446 H24 HGE, CTD2. 6. 2-2. 3. 2. 2) (20240094 ]

24, XERERERUBELEHEE
JINT 4 AT 7=~ EAE SNV T 4 AX A LT R
T 105-6333 HTHTHEIXE 2 F91-23-1

SNOVARTIS DIRECT 1
0120-003-293
FZfIH5M : B~& 9:00~17:30

(RARUVYHARERL)
www.novartis.co.jp

25. Rigtaft LR
AFNIFESLS CThH D720, BT 5/REEITE CER2043H 19
D) (CHD% | 202508 H AR H £ Cld, BE-IIRNELEI14 H 43 & R
LENRTVET,

2. WEREEES

26.1 BB EHA)
INWTR T7-V &tk
REHBEE /P 1—23—1
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MR (F) , BEAE (F) RUZORFERN  LNP023/1 74 2/ VIERIEKFIY

fEE—%

&5 Bl L TWZRWEREL (5%) AL TWRWREL(H)
b.i.d. bis in die/twice a day 1 B 2[H

C3 complement component 3 RSy 3

eGFR estimated glomerular filtration rate HERRBR A& B
MMRM mixed model with repeated measures KERERAEZEET L
UPCR urinary protein to creatinine ratio

WREH/ 7 VT F=rt
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1 PhEE [T %h R AH

1.1 REX (IR
OFAEMHA R~ 7 1 BV RIE
OC3 BiE
(T## - A&

1.2 RHBE (I3 R DR ERAL

C3 BIERE xR & Lo ARSI IO E BRI R T AHER (B12301 5A8R) , SMES 1 FHRAER
(X2202 #kBR) , MOWREROE G %58 T LigiBa 2817 T X 2 ikt (B12001B #R5k)
IZBWT, BN C3BHEICHTT 5 LNP023 DERKRIIICEW D & 5 G MER RS, AR ONVZA
PEXBRIFCTHo72Z LD, BREXIIZEE [C3 BYE) L% Lz,

AR

B12301 sllRi%, BRAEZZ T2 L0830V C3BIERE 7144 x5 L Lie, 724k, &
B, 77, WATHERILEGRER Ch D, FEFHLEH Td %5 Month 6 @ UPCR (24 [RffH]
BIR) D= T A KT D OFREELATEET, LNP023 BT 7 AR L BT 35.1%
B L (Al p fiE =0.0014, MMRM) , LNPO023 BED 7T & AREEIC kI 2 EEE S HGE S iz,
B EEAGE B Td % Month 6 @ eGFR D X— X T A v b D ZEA & O B LB o BE 74

(LNP023 #f — 77 & AREE) 1% 2.156 mL/min/1.73m2 CHEFHFINCH B R ZTIE R M- b DD,
LNP023 BETIE 7 7 B ARRE & T eGFR OBER R SE R A2 LIV (25-43.4151H) , £72, A
BB ERRT 2 AFMOMIE 7 VT F= U EEINE L TeGFR ZH L (EX NV AT —%)
LNP023 #5-7{1#% ¢ eGFR slope % ¥l L7z, & D#EE, LNP023 % 5-Ai1l21% eGFR Ok Ay 72K T
NI B AVTZ A, LNP023 & 5212132 O T2 # &4, eGFR 2L ELT D Z LRSS

[eGFR slope D # 5.7tk D2 LIX LNP023 #EDO$EH- 6 #» H 1% T 10.73 mL/min/1.73m?/year] ,

B12301 RO H AR AR E LI HE 24 L Vb 0D, HARAPERF T LNP023 51410
UPCR OJ/MEE 23 541, eGFR DX— 2 T A )35 DAL EOHERIZ LNP023 #:5-% DB & 2
IREARE RS BT, AR & [FRROMERIIRE ST,

X2202 RBRIL, C3BIERET XL LICHBERR CH D, BB EZZ T2 L2320 C3 BIE
WsrE (ak— kA T, EEFHMBEE CTH 5 Month3 @ UPCR (24 FEHEIR) O_X—RF A
NIHRT D O FRFEE S BT 45%3800 L7z (8] p 5 = 0.0003, MMRM) , & BHi%IZ C3
BIEDHRZ RO - WA (24— B) TiE, FEFMEE CTH 5 Month3 D C3iLE AT D
R—=R T A & DZEDFYLED Hodges-Lehmann HEEEIE-2.50 T, N—R T A b ORI DA
bz (p=0.0313) .

B12001B#BRI%, BB G A5 T Lz C3BIERE A A ANk Ch 5, X2202
RER ST L 72 2R A 2% Month 33 (B12001B #&5k ® Month 30 (ZF8Y) Z#& T L7FEA T,
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X2202 RER N HRBAT U T2 WBRE & b B2 Fhi L 7= P AT OFE 555, LNP023 % Month 33 £ C
G L6 ORI 72 R ORGSR S iz,
PLEX Y, C3BUEBRE TR 5 LNP023 OERIKHINCEMRD & 5 G 5MENR ST,

-3 1

B12301 iBRD 6 » HMO “HEMRGHOT —% )25, LNP023 DM M NHEMEIC T 7 &
N EDOH O DIREVITRFE SN o T, HEXIIERGHFICE ST HERRITRE I N
Too FERY AT Th DHMIEHEME I X DEGWENHE SN2 b O D, WERAEIZ LD W
nbEE Lz, SRR EIC X D BYEDOREIX R h o7, £, UFET —% (B12301 KB,
X2202 Bk, K TOBI2001B #klER) 75, LNP023 OF 5 ORI D Hil- e R 2o RE
RO BRI T,

PLEXY, C3EEREIZINPO2 &G Lot X071 7 7 411X, LNP023 OREKGE
DFRIEMR~E 7 BV RIERBF I T H2Z2NETr 7 7 AV EFEERTH Y, C3 BIETHiZ
IZRD LN EEMEORMBEIX -T2, Fi2, HARMNIFAOLZEMEORMBEITRD bhhoT,

2 BRER I RICEIET 5 EW

2.1 PEEXR [IZNRICEHET 5FE

(hedtim)

5.1 ARANL, iR B R ICHEA L CHIERSE R A RET 5720, BRKE, MRERE, A
VI N Y EEO IR EZ X D IEYE A FIE LT < R D ATREME D B D Z &
. BRNOEIMER LM Z 3 ZBR L7z B, RAIR G ORIELEEITHE L.
ORI RREFIHENT 52 L, o, RAFRGITEE L X, BERRE. MiRERE kO
AV TNECYE AU T DT 7 F o ORI A feR L. REEFOS6 LB I
MDE R TX, AL AFIREGRGODe b 2 HMfTE TICERLDY 7 F %
BT L, REWWELT, RAIEETOU 7 F o OBNEREZET L2 L,
[1.1, 9.1.1, 9.1.2, 11.1.1-11.1.3, 17.1.1, 17.1.2 &[]

CRAEPER I~ 7 v B JRIE)

52. ik (C5) FEANC L 2EERIBEEIT->CThH, +akPRBIELNRVGEEICES
T52 &, [17.1.1 ZH]

(C3 BE)

5.3, _THERRAR | OTHONEZ L, BHRABRICHAAN O BEFEONE (REH, B
BERESE) A0 CPRE L7 BT, IS EZ®RIRT 528, [17.1.2 B

(F#r : ZEED
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2.2 PREXINRICEET ST DR TERAL

SHEEIBINZEEY, e EOER L IRES L OB AFR#E T 5720,  Ghedam) ,  GBIENE
KF~EZm B VRAE) , (C3BIE) DA LTz,  (GheEdim) KO GEEMARI~E S
0B UPRIE) ORHEITIEER 2 AN 27208, WRITHIRIAGREED B A X720,

(C3 &IE) DIIZHOWTIE, BRARRBRICHAAN DIV BF KO OFBRAGE 2 BRfiE L7 b
T, AR OGS E 725 BEZEONRIRT H2MLERH L7290, FHEOERE L CERRET S
NP Y el

3 BAERUVAER

3.1 AERUVHAE
BE, RANIZIEA 72 ax L LT 1E200meE 1 H2EEE OG5, (FEEKRREL D A H
)

3.2 AR UVHAERORERR

C3 BEBA T3 % LNP023 ORI SCEO HE K O EIE, 200 mg b.i.d. TIHEHE L 72 MRFEER
T % B12301 #BR T, LNP023 ORI M OHEHFRICERDO H 2 HIMENRBD N2 &, A
B R CREMEIZKE RBEIXA DR hoToZ b U2E>,A4ﬁv—ﬁ~®ﬁ%#%
C3 BIEIC B3 2 MifH C3 E K OMHA R S A A~ — I —IZx3 % LNP023 OZhE DN ELF T S
72k (273-3255H) ZEEE X THRE LT,

4 RAERUVRAEICEET 5 TEM

4.1 AZEBRUVREICEET 2R
CEAEMER AT 7 1 B JRIE)
7L AR (CS) FHEAIDDLAFNCYI 0 B2 DB, ik (C5) BREAIOF LIS Wi U A
7 HART 572, ANEEEE OB GREE SR T2 L, [17.1.1 ]
o TV URvT (BrTHHz) oUW ERZLGE, =7 ) X~T (s Efz)
DEAEPE 1 BH%EZ B RICRR OB Z25ET 5 2 L.
o TT7VUXRRT (BIETHHZ) NOUIVEZ LGS, 770 A~T (BB )
A 6 Bk % BLRICARK OG- ZHIET 52 &,

4.2 AERUVHEICEET 5RO TR
AR E LTV BN, RBIEMRREANE 7 0 BV RIERE OICE YT 572, BT
WA SCEICESERE L, MIERAOESRE L L TR LT,
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CTD1.8.3 FHLMDIE () RUZTDERTEIRN LNP023/4 74 O/ U iafeiE KNy
H R

H TR ettt 2

1 HHEOEE () BHOFORETERML ...coooeoeeeeeeeeeeeeeeeeeeeeeeeeee e 3

2 DL | B ettt 3

2.1 8 2= OO OO OO OOOORR 3

2.2 CTZEE | DFRTEARIL oo 4

3 (8 EE TR FEARIITETE ] M oot 4

3.1 (8 B T 72 FE AT ITE T | oo 4

3.2 [ BT /R FEAIITETE ] DRETEMIL (.o 4

4 [9FEDE T EA T DIBEITEIT DIEEL M oo 4

4.1 (9.1 BOHIE « BEEIEZED 3 D EBFT | oot 4

4.2 [9.1 GOHE - BEEREREDBEDH HEE | OBEARML oo, 5

5 FTLEIEF L M oottt snenen 5

5.1 LB E T L oottt 5

5.2 CLLEIER | DRRTEARIL .o 6

5.2.1 M1 ERZREMER ] OFETERIM...ooooeeeeeeeeee e, 6

522 (112 ZOMDOEINEFRT ] DFRITEFRTL ..o, 6
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1 FERALDOIE (F) RULORERA

A EOESEMOABHRFEICEEL, M EOEE () 1%, 202448 HUGTRFOWRA FE LT
C3 BIERET x5 & LERHER (A ASIMOEEEILFES I (B12301 38) , #MEZ I
FRERER (X2202 5ABR) , KOWMERBROK G456 T Lo gRE 23 BT C & 2kl (B12001B
RER) ) OFRAERITRAEICEIZEL, Ek L7z,

C3 BIEBT AR Z L Lz L EDREMT 07 7 A4 VL, KHID AR O FKIEMER B A~E
Ja b VREREICTILEZEET a7 7 ANV ERBKTHY, C3BIETHZICRD ONT-LE
MHORIEIX R o T2,

AR OESIEMOARHAFFICBWNT, (18445 | I8 EEAREANEE] , 19.1 AOHE - BEE
BEDOHHEE ] KO TLEWER) DAOEFITIARE L AW Lz, LLTIC, ARIKETT 5 Rk
FUZDOWT, RERILE & b IZFEHE LT,

2 M.245)

2.1 MEE]

L1 AANTAHRRE A ST 5720, BEERE, MREKE, 1 > 70 2 BRSO PN R
FIC R D EEREYIEZRIET D LD Y | FrIC IR B YE T C BE L L, BT
WZELZBEN b LD, UTOoRICHpEETSZ L, [521, 9.1.1, 9.1.2, 11.1.1,
11.1.2 &]

111 RF OB GICE LTk, BEBERESEIC X 5 BIYEO WIS GEEh, 585, T
ICHER L CEEE2 +0I2iTV, BREAES O BEERBYYEN DL HAICIE, BEbi
L. JLEAIORGHE OO RLE AT 2 &,

1.1.2 B R, MRERE L A 7NV PHE b BT 2T 7 F o OEEEZ MR L, R
B DA ATBMHEERE S LB R IGE R, R, AR GANCD 7 F o a8l 52 &, &4
FICE U T, AFEEGFOU 7 F o OBNEREZEET L2 &,

1.1.3 BEREAR R YIE T BB A2 - E 5 2L NHHDOT, BARKRICHHICHETE AE
PR K ONERO b & T 8 2 WIXREIR IS R R GIE D2 & QA 23 AIRE 7 PR R M RR & 001
ETTAREZRGTHZ L,

1.1.4 BERSR 1455 D AT B IZ £ D IRGYED U A Z 2OV TEFICH L, HiEGE D
VI % e SR\ B S, YR I BT A EIR AR BL L 72 55121E, EIRIEICHET 5
EOBRFICHEELE XD L,

1.2 BRI ~T 7 1 B U JRIESUE C3 BYEIC Hy e ik 2 FioERT O b & T, 1 LR
WHENERIEE B0 D LB SN DA oG5 2 L, £72, AFIEGRAICET
B, RANIER 252 SEHHAITIZ AW 2 L2 E), ARIOA MR a2 B8 U
ZOFBICHmaA L, MEEZG O LRGTDHI L,

T}

%)

I

Pl

s
2>

BBy
p={1}
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2.2 M.28&) ORTERNL

L1 RSB EY,  TSZNEEIINRICEE T 2R 2L H Lo, MRS iE s
RHEIHOEL LT,

1.2 YEZEERLY, C3BERAFICBWVWTHLMETHL Z ENnbIEF LT,
FRUADHEBIZOWTE, BREAZET 2EIMERITE LN TORNW L2 h, BT SCE
IZHEDEERE LT,

3 B.EELELRNIE] W

3.1 8.EELEXRNIE]

CGEVEMR AT 7 1 BV JRIAE)

8.1 AFl%F I LI HAICIRMARD bNDEBETNNH D, AFIOERE % ik L= B8 T,
ARHN D B e 570 O Fedlk 2 TR, WA BT 2 BRPRAE IR & OV o#fE [LDH EO R 5%
tEo~EZmEY (Hb) EORKARHBA ., . ~E7a R, G, PERRE, F2
&5 (FAE) | W FREHE UIZIER %] OB 2 ERRERSBIZEL, LEIDEC THE
I E 2175 Z &,

82 AHFIZEICLY, oL xTo—/L LDLalL AT a—A kO ) Z7Uk®Y) Fo EF%D
FRERFIEN S DD 2 END D DT, REIEEGBRAAHRITEMIC RRAE Z i 5 2
s

3.2 8. EELGEARNIE] ORERM

AECHE LT D EEMEIE, WP b BRI AT 7 0 & REBE ORICHY T 5 2
L ROEHE & ET 2B RIR SN TORNC &b, BIFR CEICESEREL, HIE
A VR & L TR LT,

N

4 FENEREZETHHBEFICEETHIEE &
4.1 9.1 EHHE - BIEEEDODHLHHBE]

9.1.1 BMA FHIRYE DRERE D & 5 B

BEBSR FEGEICREB LT < k2 BENAH S, [1.1, 521, 11.1.1 ]
9.1.2 JRYLIE D BH UTERYYE N b D B

BrICHTE RS (BRI . IR ERE ., A > 7 Vo %) ([T K D BYWENE(LT 58
Fnnb s, [1.1, 521, 11.1.1, 11.1.2 &M#]
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4.2 [9.1 B6HE - IERZEOBREDHLHEE ] OHRTEHRHL

9.1.1, 9.1.2 ARBEILEIIZAEY,  [5AMRESUIRNRICBE S 2738 OHEZEE Loz, HEb)
B LD L HIET LT,

ERRPAMI oW, ARAETLBIMERIIELN T RNWZ &b, BUTEA SCEICES
ERE LT,

5 M1.534EA] &

5.1 M1.514EM/.
WORERD S HDND Z L BDDHOT, BEEFMATO, RENBD DRHEICITH
A AU B 7 Ll ORI E AT D T &,

11.1 ERZRRIEM

11.1.1 BERER R YWE  (BEEA)

BRI SUFMUILIE 2 F9E L, AIcAEmE 0T, DOV TICELIBZNRH D, AHIO
FEICEE L Cld, SRR GYEOWIHIEE: (8B, BUR. TEEEE, &, Rk Z(b, &K
g LG - R, SREE, RURHMAE) FOBEAHSITATO 2 L, BIRRBIRYYES BT
BEIliX, EBICZE L, iAo GEOEYZ2AEZITH Z &, [1.1, 2.1, 521, 9.1.1,
9.1.2 ZH#]

11.1.2 EEZREYIE (0.6%)

ERERE ., A > 7N PREHEOREIERMEIC L2 EEREIEN S b D Z &BH
D Bl REREEHE CIIUEIC B o ZZEFIAIRE S T 5, [1.1, 2.2, 521, 9.1.25/H]

11.2 =OMoEIEH

5%k 5% AT $EEEANE
MG LY v SRREE | el | —if/ MR —
H ke — T, R, O —
N ARG R AR P At
JRYYE F K OV AE BUE — .

PREGIEGY . B R

o= 7 F> N/ A, N
%;%ﬁ%i@ﬁmﬁ% _ — B
PR R P IEPea SR, FEPED F —
He R4 K O Tk = — — SRS
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5.2 M1.BI4EFA] DEERHL

BIEFA OB, BIEMEEM~T 7 1 B U RAEO E I FE S IR (C12302 RER) o
RIERAEFHT B12301 38R (B ORERE THRE) 2N 2BHWEH OSBRI L, ZOhk
RICHESETEE LT,

5.2.1 M1.1 EXLEMER] ORER

1111 AGESBEINZAEY,  TSZRESUIRRICEE T 5 1EE] OEHALE LZw, #HilhE
AL XOEE LI,

11.1.2 B12301 5B& (A OFRERK THE) J OV B12001B BRI 3\ TR ERE M4 28 2 il 3¢
BLL, W HIEBRH Y ERIC L VIEBREE L OMEH » Ll S 7z, AR 2EFNTV 1 i
JEZPFR LTz, £72, AFORERET —2 v — 1 (CCDS) 128\ T, g Bk B EYYE 23 B E
e U THiICiif SN, BRRER CHE SN EM O EEMEL N CCDS ORidiikin & B .,
W26 ER B R YSE IC B9~ D ML 25850 LT, 7238, AEISEIMCHE, 152088 X 3sh 3B
W DR OEHELE L7720, @yl ib X H>EE L,

ERPAMT oW T, ﬁ%%%ﬁéLm%ﬁi%%nfw@w:&# , BUTIRA SCEIC S
XIRIE LT,

5.2.2 M1.2 Z0HeDEER] DRERH
BIER OFHBEZ SN OV T, BHEZETLBMERIIFOATH RN &b, BUTH
MBI SEHRE L,



1.9 —RMBMICHEDIXE

MAREERIZRIERNESHE
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HAT)
bz - B4 | [ARA] A 75 2 SRR KT
[#4] Iptacopan Hydrochloride Hydrate
[b4]
HAL @ 4-{(25,48)-4-= N F T -1-[(5-A N FT-T-ATFIV-1H-A ¥ R—)b-4-A )W) A F LB~
VY v2-AWVERERE —HERRE—KF
W o 4-{(28,4S)-4-Ethoxy-1-[(5-methoxy-7-methyl- 1 H-indol-4-yl)methyl]piperidin-2-y1} benzoic
acid monohydrochloride monohydrate
" CO,H
|A\
=
\ | H
HN i * HCl ¢ H,O
N A<
HyC 0 K/H\O/\CH3
CH;
B RE - A R | BEAEMEERI T 2 1 e URIE
Aok - B B |8, RANSEA T2 a8 L LT [E200me % 1A 2 FIROEST D,
B 36 % o 45 8 | R R ORANTO TS BIERICE S T 5,
R A K O | JRIK o 7% oKk e
RT3 B | gl . 7 7 AL T 200mg [1 7 FEATA 75 25 AR AR 225.80mg
(f 7B a L LT 200meg) 2EH]
i PR | B G tER
Byl BRI HERE DS & (mg/kg)
A X & > 1000
Hr #& > 600

LNP023 ORMEBFIEIZOWTIE, A X2 MW 2 BRI E &G EERER I3 1 D B B 5Bk K
OV L2 A e R 3 5-3RR 0D Rl s & 3 L 72,

IS B 5 TR
By | &E5 | &5 | KE5E Bl =y BT
M | BB | mgkg ) | (mgkg/ H)
GHH)
VAN 4 a 0, 100, 300, | 300 > 100 mg/kg : MME VU L E L - HE
1000 BT, HUR MR ()T

>300 mg/kg : & FIR(HE)

1000 mg/kg : & H IR (M),
TSH(M)T, HFURAR : IEAaAR AR R
(), ~N—F =R . RAEMEAN IR
T2 LD 2/ AL
BN 4B ORI LY [EE
X EHEEA AR D BT,
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7w b

13

&N

0, 50, 150,
500

HE - 150
I : 500

>50 mg/kg : T3 * T4, BISZJRE
8

500 mg/kg : FiEME, FORARE &
(), HORMR : AR,
B REME A, BTmA (Y
e D) KT, K1
B, BEHE, RORE K
Y

B RIS RE RO BRVY
T, WTNOZBIZBNTH 8
M OARFEIZ LV 8118 I B8 5w
NRD NI,

26

o

0, 50, 150,
750

750

> 50 mg/kg : REIEMNEE)]
(MY, HURME B R IMAE Y,
L)

>150mg/kg : 7 LT F =2 ()|,
RN sy R ] AN

750 mg/kg : BiLlE, FEEFE(ME)T,
ALP - #8E VU LE VY, Z VLT F
= ()|, T3 - T41, TSH(HE)T,
FORAR - KAL)

[EIEME « 27 FE OREEIC X B (Al
MEF D BT,

A X

N

0, 15, 50,
300

50

15 mg/kg : VL E L (HE)T

> 15 mg/kg : OfA%RT, T41, HIR
JREE R, FRIR : IR AEAR A
>50 mg/kg : B UL E ()T

300 mg/kg : EME)], BV E
CHEY, FRRIR N (E), K
B MEH BRE R, DE D
AR DZENE,  BEIE, FEER - AR
N RIBE, KSR RED - H
B AR NI AR, PR 1B
WA« 7 >/ — il sa s
(M)

EEME 4B ORI kY [E)iE
SEEE TR iz,
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LNPQ23/4 T4 o/ iEREEKFN

A X

13

&N

0,5, 30, 150

>5mgkg : T A MAT RV - T
Y RBRTUA L, BRE
()T

>30 mg/kg : HARIRE R(HE), B
MY 2o U 2 SRAEAY
18, FEH RN, R E
IR EAREEmRER, BN
JUR < 308 e A e L ()

150 mg/kg : REHING - Bifa
IS EE = W 1A = ( (3 R T
iR - KEH - SR LIRE R, IR
(M) - TEEY o HiHE) 0 Y o
RANRE S, FURAR « I8 A A
K, AP - ABEETZAL - B
JRsESE, e - 7 v S—Hifid -
CFRVLAE (M), B RECHE) - Ok
kb= - JERIER JRFEK (M/E)
bet, ARFFEREEER]

[EREDMERES 1 Bl CLL F ISR T
JE & R 52 LR bz
IFERER - A ERER - ARiMERR S
T A=K - MRER(RE) |, AR ER
Bty - HERE - 74TV T
M, a7y - REACM
ey, TATIy /a7y sk
izl

EEM: 8 M OMRIEIZ L v [EfE
R AR D ST,

A X

39

frgm

0,5, 30, 150

HE S
I : 30

150 mg/kg : [FI1EPEFRER Day 103 13
—fEREAR B D 7= DIk 1 6] A 2%y
FEALSy (B BERAHERE 2 1% 5 HEE D
FHEFAEEEMARETH Y, M
BETh 5 AREMENE 2 b
7).
> 5 mg/kg : TDAR : —RIEE
(IgM K OV 1gG Hudfi) |, IR
R R CRE) T, FORIR - R A
K(H)
>30 mg/kg : @M, T3(HE)T, ik
AP IG5 2R, TDAR @ RN
A, RIIIRERL, FEE R
B AE, FEE IR RS B
Bk
150 mg/kg : L:E%LT, PR - QT [
Bl, TSH(HE)T, HURMRES
(M), FEHRER, HFE: 2 v 3
—HlOBERLE (~EVTY
V), HOIRIR - AR A K ()
[EE M - 27 RO & v [l
MRRD LT,
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Bl 1E JH | EBILRSS 14308 (APPLY-PNH 545%, CLNP023C12302 #BR) (23T, ki 59
TR ORFBE 512 X 2 EWERISELRIZ, 21.9% (21/96 ) Th 7=, F2REIVERIZEER
5.2% (5/96 ) , I/ INRBOR B OV 4.2% (496 i), T K OBEERE 3.1% (3/96
) THoT,

| 2T 4 AT 7 —< Rt BA @A

bl

GBI - 2T (R
b4 - Bl 4
1 bt 2y
Zh R - 2 R | BIEMKFEA~E S v B URE
C3 'BIiE

Mk -

Fil 1E JH | EBILRSS I FE78 (APPLY-PNH #{B%, CLNP023C12302 iB2) (2B T, fkEikE9
TR OARFBE G2 X 2 EWEH IR, 21.9% (21/96 ) Th-o7-, F2REIVEHIZIER
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