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A Lg

petanficd
H RitaaBRiE (8 FWik)

% - A%

(1) FEHNDELGRS - A, NE’RKRLESE

A= ROV

ag
PTP : 100 # &/ (10 # 7 &/ X10)

(2)

(3) FREE

A LR

(4) BHROME

Koy, T,

B 891 2 L OIS & S

- ARICET H1FHK

S

VRN

TN =0 LHE

PTP

(FET NI T Y RALZ—) TYRE—T 4V

(A Bk > 5B FEHL)
RIUELE =L
TII=T A
YT IR

BlR RIS N 5 BT
DR L

Z Dt
A Lg
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ARICET SRE

1. %hie

XIFHE

J— T AR

2. ¥hEe

XIIHRICEEY HEE

5.

5. MEERIHRICEHES HEE
5.

1 ARRREICL Y BHEENTEALTI2B8ENNH DL B, eGFR 2% 45mL/min/1.73m2 UL F D
FHTIE, BH5OMENEAEEIHE L, eGFR % 30mL/min/1.73m2 A D B CIX Al GE/R[R ¥
BEZRETDHZ L, eGFR 2% 45mL/min/1.73m2 UL FOHBE Zxtge & LAtk 22t %
L U BRI S L Ty, [7.20 7.5, 8.2, 9.2.1, 9.2.2 B ]

2 117, BRREGRE ) DEONEZBE L, KA OERRBROPE 5605 A ME R VLEEME 2 4551
Mg L7 BT, BRI A NI A4 VEORFOERESBEZIC, REIOEG30#Y) &l S5 8%
WEETsZ L, [17.1.1 2]

(FEwt)

5.1

5.2

AFNEG-BIA% I eGFR K FORIWERANRILT 22 L 3H Y . eGFR 28 45 mL/min/1.73m2 L4 F
BETEHADEROLEEPRAES N TR & KT eGFR 28 30 mL/min/1.73m?2 A D [ E
TR AR O AR L 0 AFIOMAFEEN EF+25Z EARENTWDHHORE LT,

EERFRER DO G BB R OB A R T4 UV HEEREE 2 TRE LT, KRN OB GIZHT- - Tk, S
Yoo B | GRS G & O - E NG RBR A AE 2 BfR L 72 B C, fix o BFEOREETHES LD
NRRT 4y hEURT BEEITHW L, BIETA R T4 VEORTOHFR G SEIC, AFOF 5 O

HAEBEICHW T LN EETH L I E2BEARE L, (V. 5. (4) 1) BIMEREEAR 0H
Z )

3. RERUAE

(M

(2)

BHiZERUBAEDHES
EE . RAIZIIARZ7 B AR L LC1lH23.7Tmg % 1 H 2 EROKET 5, ek, BEDIRE
D EERET S,

FRERUVRAE0OHRERE - R0

EEE L — T AR BT Z R IG L LB TARE (AURA-LV &5 1%, RS & Mo E o
B 2 xR EIC FE N U 7 B AR BR GRS D X 9 0.3~0.4mg/kg1 H 2[A#% 5 (23.7mg1 H
2 [|E#E) KO 0.56~0.6 mglkg 1 A 2 [E#%5 (39.5mgl A 2[E#EYS) ITHYTIHELHANTHE
fiL7=, EEFHMWEE Th D 24 IR COREREMEER LIoRE OFIGIX, 77BN Ll
T, AFI23.7mg 1 H 2EREGHETHEICENTEY (p=0.045), 39.5mg 1 A 2 [AFHGRETHEA

LHENEDEIITFRD SN2 oTc, WTNOHE SR WRERL BT 1 7 7 A Va2 LTV,

23.7 mg 1 A 2 BEGIZxT 5 39.56 mg 1 A 2 BIEGOFRMEDENIENRD ol Z &
5. HIAHRE (AURORA1#ER) TiX 23.7mgl A 2B EA2HRE L1-, EEEL— 7 2B H
Fraxtg e L E AR (AURORA 1 RABR) <k, EEFHMBHEHE CTH 25 K TMER HEEB S
WXV HE ST 52 RS CTOBR & ER LI WBRE OBIER, 77 v REE L ik L CAFIRET
AEIZENLTEY (p<0.001), FEMRRLZEET 07 7 A VEHF LTV,

kXY, ﬁ%ﬂ@ﬁﬁ/ﬁ&@ﬁﬁg@% D@, RAICIERZ e ARY L LT 11H23.7Tmg 2 1 H 2 [H#%
A&LGT 5, 2k, BEORBICIVEERET 5.) &Lk, (V.5 Q) AERIGIERRER kO
V. 5. (4)1) BINMHREIRER) @Iﬁﬁ%ﬂﬁ)



| V. BcT 2EA |

4. AERUVHAEICEEY 53

7. BERUVAEICEET 538
11 KAlORERERL, FHlE LT, BIRREAT oA FHIAOI a7 /) —L§g €7 =F L%
T2 &, [17.1.1 8]
7.2 HEEDOBHEEEREERE (eGFR 30mL/min/1.73m2 Kjifi) ~O#& 51X FEE/RR Y BT, Lde 25T
BT 551, 118 15.8mg # 1 H 2 BG4 5Z &, [5.1, 8.2, 9.2.1, 11.1.2, 16.6.1 &
i
7.3 TP OFEREREEAE (Child-Pugh %938 A &% Child-Pugh 4338 B) Ti&, 1 [
15.8mg # 1 H 2L LT52 L, [9.3.2, 16.6.2 ]
74 WRED CYP3A4 MREMEHZRTL2HEAEOHT 256, 1 HEE 23.7mg (8] 15.8mg. &
79mg) &35 &, [10.2. 16.7.3 Z ]
75 BEHSRENEALLZGE. P2 HRIC, AAlZBEXITTIET52 8, [6.1, 82, 9.2.1, 9.2.2,
11.1.2. 16.6.1 ZH]
- eGFR 7% 60mL/min/1.73m2 Ajili T, #&G-FILARED G 20% 81K F L725E. 1E 7.9mg (1 A
®E L T15.8mg) #WETHI &, BWERKIL, 2 EMLINIC eGFR A L. 20%H8 O
TR T 2% A1, 611 79mg (1 H&EE LT 15.8mg) ZHETH I &,
- eGFR 7% 60mL/min/1.73m?2 A C, & G-BHAARE N S 30%BIK T L7=Ha . AFlo#k 5 % F ik
THZ L,
7.6 MEN EF U, BIEASIC X Y 72EFEEZT-o ChbHalcary hr— L TE WA E, A4
OFeHERIET 52 b, [8.3 2]
7.7 BHBRLATL 6 I H INICIBR O R 2t L, OGO BER ZRad 52 L,
(fi0)
7.1 ERARREBR CHIEDNRGE SN2 R RSO TRHRE Lz, HRRBR CHE S =00 S 0F 2 1

7.2

7.3

14

1.5

7.6

it Uiz B, RENOBGBERHIFER S LT, RIBREATaA RAILRI 27 = /) — /LR 7 <
FNEMHT DL,

HE OB (eGFR 30 mL/min/1.73 m2 Kjifi) #H T 5/ — 7 ABREF Z x5 L LIZERR
RBRITLFERE L TR, FIRERBR D & 520 5 2 &, — 7 ABREE TIIRWHERE % 5
S L UIRERERBR 1V ICBW\W T, BEEOBHERELZATIHHRE VLT F=0 2 VT TR
30 mL/min AJi) TiX, BHEREN IEH 2988 & el LT, AH|D Cmax 23 1.46 {5, AUC 2% 1.74
BRI EA L2 e, BHEOBEREEEL AT LIV ABREZ IO EHETRET 254,
HEIFT1F158mgx 1 H2EETHZ &,

—T AR PRIBIE TIL A W E 2 xh 52 & U7 PR IR FRAER 12 123\ T MR S P 8 oD PR RE
[ (Child-Pugh 733 A & O Child-Pugh 73¥6 B) # A7 5 #5E ClE., FHEREN IEH ek
LT, AFND Coax 1TWVTHE 1.45 15, AUC IZTNFH 1.67 (54N 1.96 5l BHLZZ &
MG, RIS OFEREL /T oL — S ARRKRBE K G T 5546, HEF 1 [ 158
mg%l1lH2METHIL,

D CYP3A4 MHEMMHAZATH T8I0 & PR LB 133608 oWk & el LT,
KEND Cmax N AUC 1ZZFNZEH 2.08 5K 2.71 fFIC ERH- Lz 2 Eavh ¥ hfgfEd CYP3A4
EER 2AT 284 LT 254, AEIX1 B&23.7mg (§]15.8mg, K 7.9mg) L7352
&

AFN L BIIE%1C eGFRIK FORWERNRHLT D Z £ 3B 508, AFIORE T PRI X v & Hal
BTHLZENHERRBOBRIV REINTWVD Z D, BRRBROLMEIILSEIHRE L, B
FEREN AL L2156, AEB OR#EE BRI, AFEZBEIFIETHZ L,

AFNEGBAR TN ERT 2 2 803 5720 REVEMBEOBE N LRE L, mIEN EF L,
M ERIS I L AWMU AT Ch+H4ocay hr— AT nEait, ARloRE4H1E3 %
NP

7.7 KEY) U= FFED 2012FE A R4 W OREABEIHRE LIz, IBEICHZ > TiIkEz +

IICBIER L, BRI G EkR LT L
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=5 e S AT Bk
5 1 A fERER A (62 f1)) i@&ﬁ%@ﬁé¢\§§@\%%@%\£ﬁi
CRE) RTEM (0.25~4.5 mg/kg, mix-ISA247* 1.0 O 15
mgkg XX 7 TR, HEHE)
5 1 A fERER A (47 1)) ﬁ@&ﬁ%@ﬁéT\ﬁﬁﬁx%@ﬁﬁ\%ﬁi
(5 3) @Wﬁ(&%N&5mM@XM77?$\$@& O
1 A 25 10 ARE#ES)
o5 1 FIRRER AP OB A | BT, e, AFME (28.7 mg, H[AE o 16
CkED 2ok (12 ) 5)
5 1 A R (40 f, fé@\%%@%\%ﬁ$%¢ﬁ(o%~L5
.. IBHHEARA 40 ) | mgkg T 7 7 EAR, HEKEOR1 H 2[E 10 HHE O 17
(740 EY) B )
RN fEREER N (240 1) | QT/QTe ¥4l (0.5~4.5 mg/kg X X7 7 &R, #H o 18. 19
CkHE) [ 5 ’
RN e A (60 #) | QT/QTe &t (0.3 mg/kg, 0.5 mg/kg, 1.5 mg/kg o 19. 90
(T &) N7 Z'A, BRELOL H 2687 HEBS) ’
55 1 HER @%ﬁAggﬁn %%%%%%%f@%%%%\ﬁﬁ%WW%(a4
(KA. ) BB RE B E AR | mg/kg, HEIKROL A 2\ 7 HEKRS) O 11
) (25 1))
5 1 HER @%ﬁAggﬁn ﬁ%%@%@%ﬁ@%%%ﬁ\ﬁﬁ%WW%(a4
(KA. ) I e bE B | mgkg, HIEIROL A 2[E7 AE#KE) O 12
) (12 1))
% 1 AR fEERR A (19 ) | EWEiE S, e (100 mg, HEIHS)
(13 4) ©
% 1 FRER RN (18 4) | BRFOFE, KYBERE (1.5 mgke, HEIHRG)
(05 4) ©
5 1 FHRRER R A B (6 | HRipEge (4C-R27 1 ARV K 70 mg, H[EH o 91
CKIED 1) 5)
5 1 FHRRER fEEEER A (24 ) | 2 &V T AOFARFOZEYERE (0.4 mg/kg, 1 H 2 o 99
(1T %) Al 11 H &% 5)
55 1 FEEER fEHERR A (24 4)) | 7 ba Y —APEHEEOHEYEIRE (0.4 mg/kg, 1 o 93
(1T %) H 218 19 A% 5
5 1 FHRRER RN (24 B) | XTSI APEAREO Y ENRE (0.4 mg/kg, 1 H 2 o 13
(B3 F %) 8] 20 A 5)
5 1 FHRRER RN (24 6) | IX v HAREOEYEIE (0.4 mg/kg, 1 H 2 o 04 25
(1T %) Al 11 H &% 5) ’
5 1 FHRRER RN (24 651) | V77 B UOFAREOIEYEE (0.4 mg/kg. o 26
(B 4) R 5
% 1 AR ko) 5= b | MMF ff oY ERE (23.7mg, 1 A 2@ 7 H o 97
CkHED —F 2B (2561) | RMI#E)
RN R (24 B) | o R EF DB OIRENRE (23.7 mg, 1 o 08
CkHED H 207 AM$#%*E)
1 FRER EFERABME (16 | BRFEOFE, HWHBHE (23.7 mg, HERE)
(AA) i) © 29
o AR N— T AR EE | Ao, el (77 ARRR CEERER
(MEoh 5 EREIE (265 ) B, 23.7mg, 39.5mg XiIF TR, 1A 2MH © 30, 31
) 48 W5
o AR N—T AR BE | EROEH TR OM GEERER, 23.7 o
(=1 —37) (10 1)) mg, 1 H 2\ 48 BHE5)
IR N— T AR EE | Ao, Zert (77 ARRR CEERLER
(#gsh, BA;E | (357 B, 5B A | Br, 23.7mg XII7 TR, 1 H 2[[ 52 #H#H © 32, 33
BEILIAD) AN 13 ) 5)
5 ML AHRER N—T AR BE | BRGSO Z e, Ao (77 2RI E
sk, BHA (11641, 2 B HA | Bk, 23.7 mg XIE7' 7&K, 1 H 2[H © 34, 35

BRIL[R])

A 6 i)

24 5 A5

*R 7B ARY D NT o ABRMK (45%~50%) & AEMEE (50%~55%) DIRSY
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(2) BRPREFEIEEAER
O  FIFHRER (AR 1 AERE)
AAE R 62 5l 2 XPICAKIAR 7 v AR Y > 0.25, 0.5, 1.5, 3.0, 4.5mg/kg, X mix-
ISA247% 1.0 mg/kg Z B[R D45 L=k, A7 o 2R Y ix, BY#EL by ==2—1U U
FEOMITIROA SR FHEAMEZ R LT, EEAIZAR 7 m AR % 4.5 mglkg £ CTHEIREA
Beh Lz &, Zap oML CERMEIRE CTH o7z, BEEIG N RN IR L DR E
BIRDR® 2 B FEFLIT, A7 AR R ELG SN HWBREICHRBL L2 BVE Th o7,

FEPNBERR « B[l Ry o0 SEA B RERAER

@ HREROE#E SRR GESNE 1R 17

HARNFERER A 40 BllcR 7 v AR U > 0.25, 0.50, 1.0, 1.5mgkg, XiZ77tR%, 1 HH
O ZEERF PR O & 5%, SHEMND 12 HEETO 10 A1 A 2\ (B4, & 12 K &
&) R ER O L% 13 B B OfIC 4 igRFEERE O & 5 LZ RO ZAMEIX R TH -
72, 0.25, 0.50, X" 1.0 mg/kg TOHEFEFROBHNIVRL IZEAEOFGIIRETH -T2,
KIERCTIIHC R OEELRAEFGIERO o lz, EemHED 1.5 mgkg DR 7 7 AR
Ur% 1 H 2EERG LEHERE CIIAERLOBHABEBMOHE L I L TR 2R, T
RTCOEZPRETH o7, 1.5mgkgl B 2 [EHERG1X, ZOMHEHETEEMEOBREITALN
o, RRBEHETHLIEEZDND,

FEPNERE - ERER A IZ 31T 2 I B RE R

©® QT/QTc aFAMiakBr (Himl#5) (EAME 1 fHsER) 519
HE AFEEERS A 240 FllCEF T 7 0% Y22 400mg. R 7 0 AR Y > 0.5,1.5,3.0,4.5 mg/kg.
RIET TR G5 Lz, T2 70%Y 200 QTcF OX—2F A 360 AAQTeF Dk
KAEIZ 17.9 msec TH Y, Fll 95%F4E X (CID) @ FIRIZ 39.8 msec TH-o7z, RNZ 1 AR
U2 0.5, 1.5, 3.0, K 4.5 mglkg % 5% D QTcF OD_X—2F A U Inb DBV EDF T ER L
D7% (AANQTCF) D KMEIXENZEI 6.4, 14.9, 25.7, 1 34.6 msec TH Y . Jfll 95% CI D
EMRIZZFH#4 11.6. 20.1, 30.9. AT 39.8 msec TH-o7-,
7285, HIAHRER (AURA-LV iER) KOS IHRE: (AURORA 1 & & O AURORA 2 #5k)
NHELNTZT —Z IS BRFHEIZ LD, A7 v ARY Fh LB L 7= oM o
AREMER DD, BHROH L V7 vidien EfsEmtHT oz, (V. 5. QFERIGERAR &
O TV, 5. (OIREERIERER ) OIS H)

FENEEL - A 5RO QTe R AR
FEPEEER - fERERR IS 1T % BRI KR ONRAE $¢ 55 D QTeF it

@ QT/QTc 7fftiakp (KiE#G) (MESMF 1 ARER) 020

SE N MERER A 60 BilicAR 7 1 AR Y 0.3, 0.5, 1.5 mg/kg, XIZ7 7t AR%E 5827 0 24—
NR—|ZTDay 1~6(21H 28] G, #), Day 7z 118 GH) 5 L%, £ 7axdv
> 400 mg ZHEHE L L7, X 7axH 00 QTeF OX—2 5 A4 b D AAQTCF @
KB 1.5 R T 22.7msec TH V. 11 95% CI & FIRIL 17.5 msec TH 72, R7 1
RY 0.3, 0.5, X 1.5mgkg 1 B 2 [m#%5 L7-#0 AAQTcF O KMEIZZ 4 0.8, 2.4,
KX 2.8msec T. Fl95%CI @ E[RIX 4.7, 6.2, ;1 6.9msec ThHh-o7z, AEXD, 7FF%
AREH LT, A7 AR COREHRG%TIZ03, 0.5, KO 1.5mgkgl H 2 BEH5TEN
Zi QTeF MREIER Lisoo7z, £, EELAEFSE U OREMEREERED 1 6z, 1k
B HIV DS 1 Bl ENENFE O bivle, HEMERERIIEE O BHEETH D EE X
BTN, YEERYE SN E ST FIEMAL L= D3R 7 0 2R Y 2k 56D Th 5 aREIL S
ETE 7, HIV GMEITAR 7 v AR Y & ORFERERIZZR WV &l iz,

7p85. HIAHRER (AURA-LV i) KO IHRE (AURORA 1 &5 & O AURORA 2 #5k)
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MOERFHNTeT —ZITES S BRIFEHIIC LV . A7 v 2R Y o8 h & B U 72 o iR s o
AR DD, BROH L5 ¥ 7 Vidian Lfamit i bz, (V. 5. QRERSERFERER &
O V. 5. (DIREERIERER | DIEZ M)

FENEEL © BRI I D A G- D QTIQTe Rz
FEPEEER - fERERC d81T % BRI K ONRAE 452 5-R 0 QT FAif

* R/ ARY DT ABMR (45%~50%) & o ABMEAR (50%~55%) DIRA

HE AR OARBIN TS HELOHEZ, EE, JRAIZIERZ 2 AR Y & LT 1[H 23.7mg
Z1H2EEANELET S, 2B, BEOREBICLVEERMEYT S, T,

(3) HERZFERAER

OL—F AR HBE (AURA-LV &) Y

H EEW

o EEWEL— T RBREFERIC, AH 2 HROEIMEE 24 W 5% OB
FEDEMIZBN T, 7T 8R L EGHET 5,

HV LR

o IEEWEL— T RBEEE BRI, 48 WSO AAK 2 FEORENER OB
MWa 75 R & T 5.,

o IEBMEAL— T ABRBEERIRIC, 48 BEICH 5 AH 2 IROGMEE T T ¥

R &R 5,
REET A TRART T 47 BEA, 7T RARRR, ZHER, WATEM, 48 M, gk,
RS E, 3 #ERD b
P IEEE L — 7 A BB
F e R D) A7 V==V KRR T, 18 5B L 75 WA N OB Lo B
2)  KEY U~ T EROBWEEE (1997 F) 1LV eV T~ h—FT A LB
ni-BE,

3) RZU—=r7 (Visit1) A6 # HUNOEARER T, L —T 2 EROMBFEN
2 (ISN/RPS 2003 classification of LN) 12 Xk B/ —F ALK D 7 Z AR, Class
I, IV-S I IV-G, (A) I (A/C) X Class V (BRI XX Class III XX IV
EOMEA) OBRF, BENRIBEREZZT CW o254, RES SO, K
VEZAL ORITHE R ST, AT~ OB 2 574 5 72 1B A b & it
wE Lz,
4 RZV—=VJRERT, LTIERTAEIMERO T VA2 HT 5 EBH,
. Class III. Class IV-S X3 Class IV-G :
24 BERZIRCIE L7 & E DR ¥ > /327>1,500 mg/24 BRI IR S -,
Xix, FMV (2 #ifk) TRl &7z UPCR>1.5 mg/mg AR S Nn- B
e  Class V (B Class III Xid IV OER) -
24 BRRIZR TIMIE L7- & & DR Z 737 >2,000 mg/24 BRI R Sz,
ik, FMV (2 #{K) Tt &7z UPCR > 2 mg/mg NGRS -
5) BmHEINTFaRT A REOGREMGIRIEZLEE LTND L IERETEMS

DY L 7oA,
F7RBROMEE 1) CKD-EPI X CHHINZEAZ V—=27 (Visit 1) ® eGFR 2% 45 mL/min/1.73
m?2 LU DB,

2) A7V —= ZBEOMmiEl Y 7 A5>5.5 mmol/L NEVEAVETICHER S - B,
3) BEN (MGEHT SUIERSENT) 2 0B L LT D USRI R BT 2S5 &

3% 2 ENTHISND BHE,
4)  REIBOGZEMHIRE (2 FaxTaA RMAT) Z6EE LRV IR T
RS DI L 7o
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5) MMF, 227 =/—)E, YZ7uAR) >, aLrFarsaf FXiZhsoild
FOWFT IO IR DI BE T 5222 H 7 5 BE,
6) LITFOBURE ISR E AT 5 8E
o ERMENIIHRMEREAS
o A7 V—=V7D3HAUNOEED T A NVAER(TA NATaTA VA,
BRIFA T ANV A, CRIFR T A N E) s HIV & (EED Y
ANVAREG L, FLU AV APRIEE L LT AIREMERR & ERT D)

o IEENMMERSE IS V=T U RIC LA TR G EZ T TORWEAL, MO
BEAR/BR B PERE R IR 5

7 LT OMOBERM O ERR I EE IGO0 NFHEREZ 5T 5 BHE

o A7 U—= U I UTRIELLENCIFREREE (T AT X7 2/ b
FGUAT2T—E, TIT=2UT I/ M TUAT 2T —EEIE Y Ve R
e EIROD 25 (528 %2 5) BBH BTN D,

o RNATuA FEIOEG 2 ME L 28R ZEMENIEE B I S

o HIAEMEOHIRNEREG %2 WL T D BYYEEEIEL TV D,

8) (MLNOEBET L HCHEREND V| TOHEENTE OREOIRFE B O AN
T U M H AT EE LT TN D D b (FEK AR LA 2 £E 5 SR AE,
BINOGEIHIA R ENER), BEETL2HREND - TH, TORBIUIZ DK
BOTRIENEROFHIRLT U M AMCHEBERFT LIF3BZ o200 (Ve —
T VUASERER £ 1EERIM LRy,

MER O 5751k

W . Ry o AR Y v

o KR AH23.7mg (7.9mgX3 W 7k/N) % 1H2EKS

o EMHE AH395mg (7.9mgX5 W 7FEN) &1 H2EEE

SHHRIK . 7T &R

o EHZ: 77€AR (KAI23.7Tmg Y TH3 7N 21 H20EES

e MHE:7FI7ER (KAI395mg Y T55 7 EN) 210 20EES
AiRBIT, AFKAER., AFEAER., 77 v REARBRLOT 7 e REHERHD 4
SOEGHTHERINE (K 12R),

Voclosporin High Dose

23.7mg BID 79.0 mg/day (39.5 mg BID)

Voclosporin Low Dose

Screening
Day-14t0-1 474 mg/day (23.7 mg BID)
L Matching Placebo
23.7 mg BID ‘ High Dose: 79.0 mg/day (39.5 mg BID)
Randomization: Low Dose: 47.4 mg/day (23.7 mg BID)

1% dose study medication ‘ x

IV methylprednisolone
Week 24 Week 48
Primary Efficacy Assessment End of Study
Day 2 remaining

MMF per protocol
(Day1)
IV methylprednisolone Follow-up visit
2 weeks after final visit
Week 2
Voclosporin high dose or matching placebo
titration from 3 to 5 capsules BID

X1
FTRTOWEERE I, KO 2 BWE, AREAET Y7 e REHAEEZ 1 A 2 BEEL
Too AANEAEREXIL Y 7 2 R EAERICEHT SN2 EBRE X, kL CYZHE
EEG Uiz, 3L, ARFIEHER LY 7 2R @A ERICEINT DN giBE i,
FEABROIRBREA S Lic, 2 ZICAREENRNLEL o256 (BAEMEOHHT),
BRI T 7RO EZTEY L, HEEENFRRER-o7-5E, HHEEEZRADLZ L
ZAll Uiz, WREDOHAEN 23.7mg (377 /L), 10 2EELSEB2 CTHETE A
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Mol E . WBREIT2EHRIE, CoRE CUILIIZIG U THmE) 2HRHFT52 &
L L, AL T T v ROFE % 48 # £ THkle L 7=,

TRBRERIZ X 0 B UM OBEE SR U756 1R E T 2 2 Pl 2 R UV X
IRTEBR S B R S T DY) A & BRAA LT,

TRTOWRE I AR E LTAF AT L F=V 1 0.5~1.0g ZERAZRE L.
ZOH%, 16 HETIZRO LT axTaf N AEARED 2.5 mg/H~EE L7, &6
o, MRS L CMMF # BEHE 2 g/B TR G LT,

BERE S AIRBR T, 265 PINEIELL S I, 88 BN T REE, 89 BINAAKIKARE (23.7mg
1 H 2 EEE) #ERO 88 B AKIEHE (39.5 mg1 H 2 [EI#HE) BEZEIMIT b,
EVEZAL SN2 TR TOWEBRE 1L, BREOR G2, Db 1HON—ZT A
CHOBEIEFMOM R AT T2 &5, SS KW FAS O FIcE i (RGBT
1%, FAS & SSiER—Th3),
BhEREmE B FEFMEA
FHEFMIEE 1L, 24 HEER T, U TICER SN EaEM 2 ER LI RERE L,
e UPCR 2 0.5mg/mg AR TH B X 37 ROBAPHERSH, 7>, eGFR 78 60
mL/min/1.73 m2 Kiifi CH 2D Z L PRI N2V T eGFR OR—RA T A b
20%LL LD BB S (RO AF o —1R#7R L) R Eafmii s L,

RIKREAIIE B

o ABBWFATOERTLM

o 24 FFMER (FMV ORI VIZ) 1Tk D 24 K 48 M H TOELEEME

o 24 WERE (EARBMNOTL F=Y1 5 mg LT 8 B L) KU 48 KA
(REEMHHOT L R=Y> 5mg LT 12 #HEM L) TOEHAEAT v A REE
T OSEA R

o SEREMRE TONEH

o Fiet L7-e B E CORERE] (48 M E TR L2 REMO KA O )

o FHRLI-FHIoOEEEM (24 WA LSOUTTRUENCHEL L, 48 WG E TR L
CEAREME) ETORM (RO LR OEIE)

o EAEMOWIM (A HALD)

o 24 ARFRKT 48 WK TOEATM (XN—2F A 22 HD UPCR @ 50% D
)

o IRSyTLRE TORERH]

o FHELIZEEME TORM (48 WA K TR LMD BEARO ) O HE)

o Fit LI-BEHIOEYEM (24 WS SUTZNURNCHIL L, 48 BM S E TR L
TR EME) F ORI (R ONERL L 7 i oEIE)

o 24 MRS K 48 HHHEE TO UPCR DR_R—R T A )b DAV E:

o KRR D eGFR, MIET V7 IV REZ N7 KRMEI VT F = DRX—RAF A
VInh DAL E

o RBEFEOTETMIRILE (R/NE 50 mL OIRY 7O R T, AR MER K OY
UFTARMLER AR 2 £ 5 SR TR 10 8B A D) 24T 2T 0B

o 24 HIFS KR 48 WA TO SELENA-SLEDAI X227 D_— 25 A )b D
k&

o 12 HNFAL 24 HIFRLD 48 WA TORPEFEN T A—F (C3, C4 KU
dsDNA $ifK) K ONRA F~—h— (WAIF) EUHiR) OA7 U —= T Fihn
b DA &

MR A o HEFHL

o [EMAENRT A —X
o NAZNYA L

e 127 ECG

o HKFTR
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[R5 4]
< EEFHEE >
B FEERHMEE E O 24 BRE TORREMIL, AFKHER TRk SN, wREMEER LT
PR OFIGIL, 77 B AR (19.3%) & bl LT, ARFMEKH &1 (32.6%) & OAAE H & (27.3%)
TRPoTe, BYAT 4 v ZENRSHTORES, AANKHEREIT Y 7 B AR L iR LT, 24 BRERT
DSERE MO ERITIHFHFICHETH-7- (OR=2.03 ; 95%CI : 1.01, 4.05 ; p=0.045), 24 K}

SCOERE MR A TR LT 0B e, AAIEHERE (27.3%) TL7 7 BAREE (19.3%) & ik
L“Cnﬁﬁfﬂo 72, IR ARBELEE L7 OR FHEHEMICHE TR o7 (OR=1.59 ; 95%CI :
0.78. 3.27 ; p=0.204),
RIRAIRHIIE H 0 48 WKL COFEREM A N LI HBRE OFIGIL. 77 B R (23.9%) & ik
LT, AFCHERE (49.4%) &Uﬂiﬁlmﬂ%gﬁi (39.8%) TENr-oTre BIAT ¢ v 7 [EIRSHTO
FER. AREHEREL O R ARG 7 B RBEL i L C, 48 R CORRMMOEMRITHG
FHNCAHE CThH-o7- (IR ER : OR=3.21 ; 95%CI : 1.68. 6.13 ; p<0.001. & &R : OR=2.10 ;
95%CI : 1.09. 4.02 ; p=0.026),

<ZEVERHmEE >
BIEFH ORBEI ST, AFIESHER 62.5% (55/88 i) . AFNKHERE 50.6% (45/89 i), 77 &R
B 17.0% (15/88 fil) Toh o7z, 3%LL EOHLERZ (ZFEL U 72 BIVE A M H 21 CIECR ERIATEE
WD 26.1% (23/88 fi]) . Ml 9.1% (8/88 i) | Hails 3.4% (3/88 ) .t AIIEIE 3.4% (3/88 #i) .
R 3.4% (3/88 i) . HEYR 3.4% (3/88 ). ZEJE 3.4% (3/88 i) . BMHAIZLFIE 3.4% (3/88 ) .
APER R4 3.4% (3/88 f5) . AKME BB TIIRERIAIEB B 21.3% (19/89 ). @it 7.9%
(7/89 ) | HEL» 5.6% (5/89 i) | NEM: 5.6% (5/89 i) | HikIEIZ 3.4% (3/89) | IR FEIEY: 3.4% (3/89) .
BAKGE 3.4% (3/89). 77 BARRETIIEM: 3.4% (3/88 f3) T -7,
PN L2 ECG 7 — 4% Oftr Tix. ECG ICRE# T 5 24t R a2 Ry i RITRO b
o tm, D%, PR . QRS MG, KO QTcF MR OEHEITRBRMM 2@ L T —ETH Y,
%Eﬁﬁif'ﬁfzbﬁ“ﬁ#&%ﬁ) WO BT, £T2. =R T A Vinb O QTcF O L E (77 2 AREETHIIE)

BRI T, BADADHEE Z/RL, HE 0 EHFFNCHERZTRBD LR -T2,

FERNEERL : V— T A REE G & U5 TR Bl

(4) FREERIERER
1) BHEREERER
O —7 2K EE (AURORA 1 #&5R) 2%
H i FHA :
o [EEMEN— T ABREEEZKRREIT, AFOFRIMEE 52 BHEE% DB R DENR
WIZBWTT TR & g+ %,

Bl E R
o IEEMENL—TABLBE B RRIC, 52 BN D AFOEEMN R OBAEME
7R & T 5,
R T YA TRART T 4T BEA, 7T RARRR, ZHER, WATEM, 52 W, gk,
EIREILE], 2 BEM iR
PIES THEME L — 7 A R
ECpASE S/ St 1) Az UV—=r7 (Visitl) RERT, 185 (X, FEOEEFEHN 18 L L5

LEE, FEOEEFEE) UL 75 UL T OB 3R,

2)  CKREV U~ FEROBNENE (1997 4) ICLviBECeGHET) T~ h—T R
T S TR,

3) LUTRKERTAHEBMEEROZELT U AE2HTHEH
27 V==V 7R 2 BUNICE LB AERBRICBWT, V=T ABERDY F
A Class III, IV-S, IV-G (B X% Class V £ D#EA) XL Class V & ST
B0, F6 » HTCUPCRMB 2MHLUEER L, MOZFOENRAT U —=2 T TC
Class III/IV T/ TH 1.5mg/mg LA -, X Class V T 2.0 mg/img U = Th 5,
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4)

5)

A V==V TR 6 5 HEBZHREATRLNIEEARERICONTIE, AT 4
HIVE = H—INTE DI A R T 5,

Xix

A7V —=7Hi 6 » AUNICELNEZBERERICBWNT, L—T2AB%DY
Z AN Class III, IV-S T IV-G (M X)X ClassV EDHEE) L 3T, A
7 ) —=27W®» UPCR 2% 1.5 mg/mg LA ETH 5,

Xix

A7 V==V THI6 5 A LUNIZE DI BAERERIZBW T LNO Y 7 278 Class
ViEhTEY, 227 J—=2 270 UPCR 2 2mg/mg L L TH 5, AMiEEN
RWGEAEICIE, A7 Y —=r SR EREFE_T L LN TE 5, RitoHH
WERN— AT A VR SNTORITIUER B 2R,

FHEaALF a 2T e A FROGENRREZLE S LTS EIEBRERTEAMD
HIr 2 B,

BITO MMF BEEZ k5 2 & UI_— 2 T o kB = N LLRTIC MMF &
EERBHBT 2 ZE0nTiune LT, BREIMPICRA MMF 2RH35Z &1
&L TWDHEE,

BRG] SAt

1)

2)

3)

4)

5)

6)

7)

Chronic Kidney Disease Epidemiology Collaboration . CHR I &z 2 7 V) —=

v THEOHEFARERIRTEIR & (eGFR) 728 45 mL/min/1.73m2 L FCTh 5 Z L8, &

VEZALRTICHER SN2 B,

BT (MBS SOIEREENT) 2 0B E LT 5, LIRS B s % B

LD EBRTRISND B,

MMF, Xa7x /=LA, ¥ 7aXARY) o arvFariaf K, XIInbo

BN OWTIVIN DRI B IBBUE I 522 H T 5 BHE,

PAF OBRE ST R 2B+ 5 B%E

o ERMNITBRERERSE

o R V—=VI7D3HAUNODEED YA NAEG (A MATrTA VA,
BRIFFR 7 A NA, CHRIFFR DA N A2 E) . ITBEE o HIV Y, BEEO
TANVAREG L, ANV AFEEE LB L T OEEIMRE L ERT D,

o IEEMEREEZ (TB). XdA Y =7 ¥ FICL 5 TG 2% 1 TORWEEIE,
TB DOBELE/BRIAM: TB DIEH

LUFD XS 7, oOBEMOBERIICEE RIS NRINER LG T 5858

o ARV U—=VJHHIIHEREEE (T ANRTFUMT I ) F T AT 2T —8,
TI=0T I MNTAT 2T —E, XTI VLU LRO 2.5 %
LIl RN TWD, £/, A7 U —= U TR EE TH > 125613,
ZDBIEABILHNCEN S DO LU N EHEE RO 2.5 [ERIEICRE > T D
ZEDMERRIND,

o RRNATuA REOEG % LT L 3 28 PAZEME I BT R

o PIAEWEORIRNE S 2 LB & T 28 YE 2 BUERAE L T\ 5,

SO EET 2 A CAEEERD 0 | 2 OEBXTZ OEBOIBEIIER O

RT U NI LB E RIET RSN D D b O (KA ME MEAE 2 £ 5 WAE

BIMNOGREMEINLE LT X COEBRE), BEETLIHEENH-TH, TOHEEA

XITE OEBOIGRMIRROFTMLT U MU ACEELZRET L IEEZ RN

LD (Vx— T VURERERER L) TR L,

A7 —=r WM R OV G P, A& Y. U A VA ST

ST 7 F o OB ITEFE LRV,

MIEK O 5 T715

R« R AR Y

A1 23.7Tmg (7.9mgXx3 H 7)) % 1H2EES
SHHRIK . 78R

MIST DT 7R (3 H7®N) &1 H20EES
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TS 7o R 2 AH (28.7Tmg % 1 B 2RIEE) XiX7 7RO WNTROLOREIC1:1 D
EE CEELIZENT T, Day 1ICHREGZBBLE (K2 8R),

Treatment Period (52 weeks)

Voclosporin Follow-up
47.4 mg/day (23.7 mg BID, 3 capsules BID, each capsule = 7.9 mg) 4 weeks
Screening
Day-30to -1
Matching Placebo Follow-up
6 capsules/day (3 capsules BID) 4 weeks
Randomization
1%! dose study medication Follow-up Visit
IV methylprednisolone for subjects who do not
MMF per protocol participate in Continuation
Study
Day 2 remaining Week 52 End of Treatment Visit
IV methylprednisolone
2

AEAALRTNZAL )T Sz MMF S E 7285 S TR WEBRE 12V Tid, MMF O#
H%1#BEIZ05gx 1 H2MEES (1 HE:1g/H) THMHBL, 2B (Day 8 7
H) IMEELTlgx1H2E%ES (1H&E:20g/H) & L7z, 2HBEICIVATL
U K=Y nrr 1.0g ((FED 45 kg REOHHRE OBFE1X 0.5 g) (2 X 2 0IHIIRE % Day
1~2129To7=, T D%, Day 3 ICHBRE IR OO T L R=Y % 25 mg/H (KHE 45 kg
KIEOWHRE DA 1T 20mg/H) TEREHB L, 16 O FTIZ 2.5 mg/BIZ#
THZLEERHEL LT, BEAZ Y2 —Llit> THER b mg T OBE L,

R KL

AR T, 357 BN IAELA L S 4L, ARARE 179 IR O 7 & AREE 178 BlZEIF T i
7= (ITT %#£MH),

HEAER L ST 85T Bl 5 b ARFIFETEIT T b 1 I CIRRRIEL 5 ST, SS
NHERAEI, SSIIARZ v ARY VEE1T8 IR N7 T v AREE 178 I Th o 72,

A PERTARIH H

FERLEE -

FEFHME E 1L, LT O3 T A — X 2 IR B HEZ BRI LV HE S vz 52

HRFRTOBEHE L, ¢

o UPCR 7% 0.5 mg/mg LA, 7>

e eGFR % 60 mL/min/1.73 m2LL = CH % h, XiL eGFR D_—RF A1 b D 20%
X DR T BMER SR, D

o N—TFRABROTDDOVAF 2 —IGREZ T RMHoT-, D

o BERMFLMAT 44~52 BTG I N TV K=Y VB 3 BRILL L, B DV
A7 HMLLET 10 mg 28 2 720
52 R R OFHI % 52 T D RNIATIRERZ R 1k U728, JERDE L EET 5,

F e RIRAFHMIER -

e  UPCR 7 0.5 mg/mg LA FIZ72 % £ TOREHE

. 4 AR TOBREY (FEFEER OERIZESL)
. 24 B KRN B2 B S TO UPCR DR—Z 5 A4 6D 50%DIET & EFS
W3 255h

e UPCRMBR—RATA UMb 50%IK TFT 2% F TORR

Z OO IREEHMEE -

e UPCR 7% 0.5 mg/mg LI F T 5 Rt

o HBEETeGFR ODR—RT A b 30% %82 5K F MR S = iBE oFl&
o FWEED UPCR ODR—Z 5 A ik D2k

. )T<§7 YRy MES VT F =0 RN eGFR ONR—R T A4 U b OB bR

. FEE S O 52 WM AL CTORIEFEN T X —% (C3, C4 KUPL dsDNA) DX
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TATA Y HEOLLE
o EAEATOA NOHAROBED (16~24 &L 44~52 #IZ 2.5 mg/ A LL F o =
”?:X?U4FTfT®W%%&*iLﬁ)

. 4 WIS KO 52 W T SELENA-SLEDAI X 37 DAR_R—Z 5 A Vb D%
4t%

. 12 WRF A, 24 BRSOV 52 BEFA TO HRQoL O_—R T A )b DL &

o 24 VNS KON 52 JEE S C oD E R TRF R

LA H o HEHZ

o [RRMRENRTA—H
) INABZNHY A

. 12 7% ECG

o HIKPTR

iy

[R5 4]

< FEFHIEE >

A0 I EREAM A B X AAIRE CEER S V7o, B & sEpk L 7o 9B OFIG 1%, 77 B AR EE (22.5%)

LR LT, AKIEE (40.8%) Tri-oTo, FEFMEEHE Ov YA T ¢ v 7 [BRaTOfERIL, KAl

FELT 7 BARRE L i LT, 52 IR R COBRBOZMIIFEFRICAE ThH -7 (OR2.65; 95%

CI:1.64, 4.27 ; p<0.001),

< E7RRIRAFHTE E >

. UPCR 7% 0.5 mg/mg LA NI L7 #BRF 1L, AHIEE (64.8%) DI N7 7 wAREE (43.8%) X
D H %< . UPCR 7% 0.5 mg/mg LATIC72 % £ TORRI O RliL, AFEE (169 H) Ol N7
ZEBAREE (372 H) kv v AEICE -7 (HR2.03;95% CI: 1.52, 2.71; p<0.001),

. 24 BB TOBEN & ER LT s OEI& 1%, AAEE (32.4%) OFNT T wREE (19.7%)
v b EEICE»-T= (OR2.23; 95% CI : 1.34, 3.72 ; p=0.002),

. 24 W U CHEE D RN 2 R LT R 13, AAIRE (T1.5%) 877 ®AREE (50.0%) KV bH
HEIZE -T2 (OR2.58; 95%CI : 1.65, 4.04 ; p<0.001), 52 M5 TR TN & Rk L
TR 13, AFIRE (73.7%) BT T AR (51.7%) LV bAREICHE»->T= (OR2.76 ; 95%
CI: 1.75, 4.35; p<0.001),

. UPCR R R—2F A b 50%E T35 ETORMIZ., N7 e 2RY VO TN T T v REE
I b HEICE» -7 (HR2.06 ; 95% CI : 1.63, 2.61, p <0.001),

<ZEVERHMmIE A >

RWEH OFBEIA 1L, AHIEE 44.9% (80/178 fi) . 77 & ARHE 25.3% (45/178 f4i]) T ->7-, 3%LA

L OYEERE (B U 7 BIVEFNIAFIEE CRERIRUEE B 18.0% (32/178 #) . @it 7.3% (13/178

B) . AR 3.9% (7/178 f51]) . Y 3.4% (6/178 f3i]) . MEHEREREE 3.4% (6/178 ) TH V., 77

EARBETITRD e o T,

ECG /T A —H|Z, R—=RA T4 D DERRINTERD & 5 2 3 5RER 2 @b%n@wo

720 ECG F—X AWM. L7 L E 2 —T, DEHOBERIEDEWRD B D MEITRD SN2 o

776

HWNER : V=T 2B REH R L LT B AR

2) REMRAER
ON—7 ARk EBHE (AURORA2 iBR) *4%

H i FHA :

o N—FABEHEELNEIC, AURORA 1 R COBRIER 5N T L%, &5
12 24 5 ABIC o AR ORM &R OBFMEE 77 'R & LEGHE T 5,

BIREAY

o I—TFABKEBZEERIRIZ, AURORA 1 R COBRBRERENET LI-%, &5
Ik 24 o AWIC O 2 KK ORADNELE 77 B AR & HREHE T 2,
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BT YA

TUARI T 47 BAERAL, TN CHER WATHER FLEGR

BSES

N—T AR BE

TR

1)  AURORA 1 #5C 52 M OGBS 5458 T L= B X3k, AURORA
1R CIEHIR OB 5.4 — Rl U, B2 B L2 iconWTid, A7
A ANE=Z =L DEBB OISR LT 5,

2)  SEMHERE O 2 LB L LT D LIRBREEE R AVHIKT T 5 B,

3)  JRBRHAMI IR 0 MMF O fRA &kl 52BN H 5 A,

T bRob L

D BRRCEEN (MiRENT SUTIEROENT) & 22 L LTS SUTIRBRWIR P BT
WLE LT Z ENTFRISN D BAE,

2) IR GHIR P, EETES, VAN ATME T2 T 7 F e T
LBH,

MIEK O 5 T715

PR - Ry AR v

e  AAI23.7mg (7.9 mgXx3 7 7k/L) Xix AURORA 1 Bk THrD B D I3/
720G, AURORA 1 SRBR#E THREE A UHEE 1 H 2 RIS

SRR - 7S8R

o ST 27 TEAR (3 U7 EN) Xk AURORA 1 SR THED HED I3 70
eld. AURORA 1 BRI TIEL R LAHES 1 H 2 [EiS

AURORA 1 RBAT 52 HMOEHREE G 25T L, ANIBBROEE e BR#H o5 L,

AURORA 1 HBOKTHELRICHETR v AR Y U X7 T ROF 5 2 B46 L,

el 24 » AMOBG 2k LTz (K3 2H),

=t

I

AURORA 1 Study AURORA 2 Continuation Study

Treatment period Treatment period
52 weeks (12 months) 104 weeks (24 moths)

Voclosporin Voclosporin

23.7 mg (3 capsules) BID 23.7 mg (3 capsules) BID el

Follow-up visit 4 weeks Follow-up visit 4 weeks
Screening | |
Day-30 —> Follow-uj
to Dyay-1 P for subjects who do not drug for subjects who do

participate in AURORA 2 participate in AURORA 2

after last dose of study drug after last dose of study

Matching Placebo Matching Placebo

(3 capsules) BID (3 capsules) BID Follow-up

Randomization Week 52
First dose study medication End of treatment for AURORA 1
First dose in AURORA 2

B3
PERHE T, MMF R OWER 2L F a 27 mnA NIZ K 2R Z AURORA 1 B T
E &R U RCkE L7z, BRR LB 6, R 2T a A7 m A Rid 0 mg £T5%
EICHET L2 EDFESN, WMETOIHRREIAT A IV =4 —ICEET I L L
7z MMF O fRZET T —RFlnd, Zaftic L 2BE "tk sh T2 56
IZER VB bz,

e Ak

AURORA 1 &RER TEIMT Huiz 357 Bl 5 & AFIEE 116/179 fil (64.8%) KO 7 &
ARE 100/178 B (56.2%) DA 216 61 (60.5%) 7 AURORA 2 RBRICHAA N S, 1A
BREE DB 5% Mkt L7,

A PERTARIH H

FERBIKAIFLEE -

UTICEERT 2B E @k LI giBE oFE -

. UPCR 7% 0.5 mg/mg LA T, 7>

. eGFR 7% 60 mL/min/1.73 m2 LA EXiZ_R—AF A4 6D 20% %2 5 eGFR @
KFRHER I NIRRTz, o

o N—TFRABRDIEDODLAF 2 —REEZ TRl o

o EZAEHNET 8 MRICE LGSR L F=Y BN 3 HREILL Bk T aE 7 B
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ZERNFHI 2 52 T D AN ATe B A UL L7 13, IR E L ER L,

Z OMOEIRAIFHEER

ML ET 10 mg #2772

UPCR ® AURORA 1 RERDR—A T A b 50% DT & ER SN D BEEHSHE
B R LT HERE ORIE

717 (CEC OHIEIZLD)

Zo7 L7 (CEC OHEIZ L D)

UPCR. JR% /%7 fiE7 VT F =2, Kk eGFR @ AURORA 1 #BRD~— A
TA U DOE{LE

SELENA-SLEDAI 2 =7 ®» AURORA 1 B D~N— 2 F 1 )b D i

RN XT A—% (C3, C4, K Ui dsDNA) @ AURORA 1RO X—RF 1
InB DR

HRQoL (SF-36) ® AURORA 1 BDOX—2F 14 )b OELE

HRU

2L H TERHIEE

Z OOFHAIE B

fEFES
AL K OMILIR - HO AT

INAHF YA
12 %% ECG
HRET A

GRS
<AZPERHmIE H >

AURORA 2 SRERBRIARF DB ZE0E . AKIEE (52.6%) D FNT T EAREE (34.0%) LV &EhoT,
K (AURORA 1 3B 14418, AURORA 2 #Er D 2 EDOAEF. B E 34F) TAAIRED RN
TIRRBELID bEWBRGRN/ED N (E 1),

# 1 Bl RIC BT D B ROE

7T R ARHIRE TR THA v Xk
(100 1) (116 1) [95% (5 #AXE] p fif

[esp=RiEF=y 0, 0,
12 & H i 34.0% 52.6% p =0.004

2.30 [1.30, 4.05]

s =
18 & H IR 46.0% 63.8% p=0.006

2.19 [1.25. 3.83]

fhe 5 0, 0,
24 f A KA 43.0% 56.0% p=0.035

1.81 [1.04. 3.16]

fhe 5 0, 0,
30 f& A If A 42.0% 59.5% p =0.005

2.24 [1.28, 3.92]

s =y
36 & H REa 39.0% 50.9% p=0.051

1.74 [1.00, 3.03]

<ZEMFHMnTEE >

BIVEH ORIUEI S, AFIRE 24.1% (28/116 1), 77 & AREE 21.0% (21/100 f) TH-o7e, 3%LA
L OWERF B U 7= BIE NI ARBIRE CRERMRIE R &I 6.9% (8/116 #]) . 77 AR TIXHINE

% 3.0% (3/100 1) .
(3/100 f3)) THH -7,

JRIESIEYY 3.0% (3/100 1)) . SRERIRIEDR &L 3.0% (3/100 #il) . &I+ 3.0%

AR QT R OAFEFZITHE ShRh T,

(5) B - PRI
R L

HNEEL : V—T A REE R & LTI R R
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(6) ARAIER

1) ERAMRERE (—REARERE. RECRARERE. EAMBLEAR) . HERTERT -4~
—RAHE. BERTREBERABROAE
— T R A (S )
=T ABRITH L TARKNZ M L2 BEICOWT, SRR TICBT 2 L2 iHRT 5, O
B THNMECET Db INET D,

2) ARFHELTERFTEDOABTRITIEMR L 1E - HEBROME
EEER L

(7) ZDith
MAUER e L
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VI. EHZRE(CEHI SHE

1. EEPMICEESH SILEYMRITILEYEE
v AR Y EEOGIEIHIF
EE  BEOH LAY DORE T REILX, RFOBTRLESRTH L,

2. IR

(1) YERERLL - VEFHERE *°°

A7 v 2R %, MREO GO M XX G1 HIOGEIREMEY o /RER, FRIC T U 2/ SERZ LI
FHE L. U ARIA v OFEA RO A TR HET 5, MildNZ 7 ThibriormnTr 4 ok
B 2BY VB EE L. ZOEAENIN Y =2 —0 DALY T AROANVEY 2 ) ARG
Vo= A= RAT7 7 2 —BIEWLZILET LS, 2oy =a—Y UEFICLY, T MaEH
DB A A Ele T [ X —vAFr (IL) -2, IFN-y, IL-4 R ORI Bk~ /7 n 77—
0 =—fAf (GM-CSF) ] OFEIC B kk 2 7285 R 7 OIEHAL B AEFE SN D, kv Y
NERIEGE, T AR A b A BEAE KON T MIREYE LR EHUR O R BLAINE S v, S nsEH %2
eI

RoOZRRU>

WERR®(RoORKRUY) (SyFia)

2o074Y2VEREL.
BEEDHILY 21—V YVDOEE=EEE

RIORRY>Y

—— Ab¥Za—-UVA

HhIby=a1—UUB (5wFeEE")

XSYFREE ALY Z21—UYBH ALY Z1—UVAICRE U EE TR SN2 = RBEDER

SEMHETHIREF (NFAT) OB ~Ek{bZ
HIH I3 ET. THIFRDIEME®
BRLIBYA AV DEEZEELET,

U VINERIETEHNHI{ER
HIvy=a1—UVREER
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(2) EEEMITLHBRAE
OB Ny =a2—Y SHEER (in vitro) *
bt MEE AW invitro h vy =2 —1) VIHET v A IZBWT, RZ 0 AR U O mmliEE
ZE L7z, ZOREMNS, R a ARY AT N = a— ) SEEROEERANRS 5 Z LR E
niz,
F b bhEMANLVY=a—Y UET vEA (ICs) *

{bEw IC50 (ng/mL)
Rrmz2FY & 560
CsA 830

%o T U REMAE 82%ETHIAFIT, 90%LL EORIE Tt o & F

@V > ERBEGEIHIER  (in vitro) 0

ERUVRERE WD UOoNEREETE T v A IZBWT, A7 AR O S ICso (CF¥IE+SD)
I 17.5+9.6 ng/mL THolz, "7 B ARY OFEERFWIIR T o AR AR E B THRD T
RNl & 7= Lz,

QLT T ZE T DREMEER (Z > k) W

Z v MOBIEET VIZBWTHRZ B AR U id CsA LT REDZ R Lz, K —Wistar-
Furth 7 v F226HE Lewis 7 v MDA BRBEBMH L, A7 o ARV > CsA X% 0.875
mg/kg/H T 1 H 2\ (1.75 mg/kg/H) OHETHRENERS Lz (K#E 6 61), 100 HEOBIEZWIRKIZ
BUIFDEEROBMERAEERIL, A7 AR VB CRE CTHoT2, I 5T, ANEE B G HRK TRE
(80 HZ) IR HREAR LR N L EER LI L&, B AEEHMOERENRD biL/e R
I ARY UEETAMENRENTZ, ZOX IR v AR iF, BREBME LT v M ORO B
RAEBWIBOERICHEDRIERTH L Z LRI,

x BT v NODBEET VIZE T AR 7 0 ARY VRO CsAIZ L DB AEx% 1

el CsA Ry mARY
(0 mg/kg) | (1.75 mg/kg)? | (1.75 mg/kg)?

Al A

Bt A% CFE#fiE £ SD) b 9+3 55+ 25 44+ 3

Bhifith 30 HRF R TR AEEDROLNTZT v b
(%)

¥ N7 U A RMRE 80%F Te A A i

a: INHLOHEIT2HB L TEHERELRE Lz (1[EIC 0.875 mg/kg) .

b: CsA LOVRZ v AR Y EEOAEBFIRIL, <THEE L bk L CTHREEFZMICERICE N o T2,

(3) {ERSTEE - FHRERRT
KR L

0 83 100
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VII. EWEREICET SHEE

1. mMAREDHTS
(1) AELEDLGTLGEE
MR L
(2) R CHRAIN-NPEE
O HEEL

HARNERER N BRI AR 23.7 mg Z b R M OV 82 BEBIRE 11 456 5 U 72 RF oD ifi. i FEHERS Mo
OSEMENRE N T A — 2 2 LU TSR,

150

—e— HRRAFRS (166]) FHEHFERE
--e-- REBS (1661) FHELHRERE

100

50

R O RRY VRE (ng/mbL)

0 12 24 36 48
rE5&EME ()

(BARANBERANCBT 287 0 2R Y HEER GO B EH#B)

(A7 v AR HEEEGREOIEYERE /T X —F ]

tmax Cmax AUCDO t1/2
" 1%
RFR ik ®) (ng/ml) | (ng-h/mL) )
1.50
o 16 115+ 19.9 455 + 1102 13.1 + 4.62
R (1.00-2.50)
» 2.00
1 16 110 + 33.4 522 + 179 14.2 + 6.8
(1.50-4.00)
SEHIE £ AEYER S tmax DI IRAE e/ M- e KA)
a: 15
@ EHEGT

AARNERERAICARZ 2 2R Y > 0.25, 0.5, 1.0, 1.5mgkg Z. 1 HHOFIZZIERERIRE O
bk, SHEND 12HHEETO 10 B 1 B 210 (§14, $ 12 KR Z &) ZeiEm AR O #%
B U721 13 B B Ol 22 SR BRI O£ 5 L 72 B oD i P FEHERS M ORI ERRE /X A — & & L
TIZRT,

KERGHOR 7 v ARY o OMHPRET 6 BEZEGZICEFREIZEL, 13 BHD tuz 137
27.1~30.6 KfHITHY . KEHETHBE TH -7,
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#5180 H #5130 B

1000 - 1000

MR 7o 2R EE (ng/mL)
MR 72 2R (ng/mL)

L L L L L B B L B L B B B LI L L L L B B L L B B B
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78

PG FR (RFRED) 514 IR (RefE)

—— 0.25 mg/kg ---&-- 0.5 mgkg —&-- 1.0 mgkg - 1.5 mgkg
EHEARERE
(BARANEEBRACBIT 2R 7 0 2R Y Vo REFEEEO L HBEHR)
(A7 v AR REZEGROEYEE AT A —F)
. tmax Cmax AUCo-24 tie
P (h) (ng/mL) (ng*h/mL) (h)
0.25 mg/kg
#5451 HH 8 1.85(1.12-2.55) 46.6 +10.9 199 + 33.8 ND
#4510 H H 8 1.57 (1.08-2.13) 70.3+ 19.6 372 + 104 27.1+4.27
0.5 mg/kg
#hH 1 HH 8 1.55 (1.10-2.55) 130 + 36.4 492 + 201 ND
#4510 H H 8 1.56 (1.08-4.07) 160 + 56.7 921 + 399 29.6 + 4.58
1.0 mg/kg
Ph 1 HH 8 1.57 (1.53-2.57) 314 + 70.0 1,260 + 245 ND
#4510 A H 8 2.12 (1.57-2.55) 416 + 46.7 2,510 + 317 29.9 + 4.00
1.5 mg/kg
51 HH 8 2.09 (1.53-2.57) 441 + 131 1,780 + 498 ND
BehH-10 HH 8 2.00 (1.50-3.00) 619 +82.5 4,390 + 945 30.6 + 3.81

PHIME = AEHERZE, tmax DA RAE  (Fe/IME- A RAHE)
ND : Not determined

EE  AFOKR SN TOD HELOHEIE, TEF, RAZIEARZrARY & LT 1 [

23.Tmg & 1 H 2[EREAKET 5, ok, BEOREICLVEERET S.] TT,

(3) HhEHE

MUER e L
(4) BE - HiAEOEE

O BFEORED
H AR NBEEER A BPEIC A 23.7 mg Z HARE O# 5 L7-BE, Mk G L it L TR% (Sl
FHE) %5 Tl Crmax K ONAUC BENEN 0.91 RN 114 {5 L 72 o 77, tmax (K Z 22 2(LITR
ool

@ PrHEoEE

1. Zhary—1®
SME R IZ IV T, RV CYP3A4 FHEMEN 2 AT 51 k22— 400 mg &
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N7 ZRY 0.4 mgkg 1 A 2EEGEOHTICED, A7 2R D Crax LT AUC
VXA G & bl U CENE A 6.45 (5 KON 18.65 fis & 72~ 7=, (TVIL 7. #EER) OH
Z i)

V7783

SAE BRI BT, 58V CYP3AA B EEH 2B T5Y 7722 600 mg LAY
2 AR Y > 0.4 mglkg HEEGOHICEY, N7 v xR oo AUC [ZHMEE 5 L bt
B LT U8 &7ro7-, (IVIL 7. HBE/ER] 0HEBM)

NG

SME R N Z W T, R PSR AEEH KO RRE O CYP3A4 FREMEHZH T 5
NFR3I080mg LARZ 2 AKRY > 0.4mgkg 1 H 2EFGOHAICLY, A7 a AR
> D Crmax X OV AUC [T HAM A HHF & Lhl L CTENEN 2.08 (5 KN 2.71 fi5 & 72 - 7=, (TVIIL
7. MEER] 0EZHR)

e = AR

SME AR A CBW T PHFEARE CTH D Y IF 2 0.25 mg (FEH# 5D 0.5 mg)
EARI7 B ARY 04 mglkg 1 A 2[EFEGOHFHIZED, PFTF 2D Cnax KTVAUC 1F
BB G L L CENTR 151 ER N 1.25 5L Aeo7=, (TVIL 7. EER] 0HES
)

UNRAEF W

SRENERER A ICB N T, YR AZF o 40mg &R 1 AR 23.7mg 1 A 2 [BEOHF
G, EHERHW THY OATPIBL/3 HETHDH L U NAZF UEED Cmax KO
AUC [ ZTHAMBE HRE & i L CENEN 10 F RN 1.84 5 L 7o 7e, F7o, ILEmMMEER
% (BCRP) ETHDH LU NAZTF 2D Crmax O AUC [P 50 & bl L CENZE
A 1.60 5 F0.94 5 &7 o7z, (IVIL 7. HEAERA] OHESH)
Ravx ) ABET =FD

SMEIN SLE BFICREWT, a7/ —A@gE7=F/L (MMF) 1g AR BAKRY
23.7mg1l H 2 HDOFFHE 5L Y, MMF OiEHER#EM TH 5 a7 =/ — Lk (MPA)
@D Cmax X ONAUC (ZTHMEE SR L I L CTENEN 0.94 F LN 1.09 fF & 7 o7,
NP A NN

SMEABERERC ISRV T, CYP3A4 SR THHIFY T A 1.5 mg LAR7 AR > 0.4
mg/kg 1 H 2EDOHEHFEEIZLE D . 4 Y 5 LD Crax L ONAUC ITEP 5.1 & ol LT
1 0.89 5 KN 1.02 iz L An o7,

EE  AROFGB SN T MIER ORI, TlE, KACERZ7 e AR LT 1 [

23.Tmg & 1 A 2ERAKRET 5, b, BEORBICIVEERET D] TT,

2. RWEER/NTA—F

(1)

(2)

(3)

(4)

(5)

R 77k

VI 3. BEM(REaL—ay) 8] OHESMR

MRz LS 528 & TE 38
REHEM SR BN REMRAT DAL R, WIPGEFE 4% ka (3 0.190 h't & HEE S 7=,
HEREETER
MAUER e L

SUTFTSVAR
FHER SR BN REMAT DRSS, BT D27 V75 2 (CL/F) KOEMNMFTOa L _— 2 RNE 2z U T
FUA (QIF) 1ZFZh 41.2 X 106.31 L/h & HEE S,

SIEH

RHEMZEMENREAEAT ORE R, EHFIREICRB T 2R a = kA bOSAigFH (VC/IF) K ORMH
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28— R AV NOSAEFE (Vp/F) 13221 34.4 K1Y 2,120 L EHEE ST,

ZFDith
iz L

BEHE (REaL—ay)

(1)

(2)

R AR

fRIT A
1TIRIE NI &R RZED 23/ N— R AV FET L

NS A—REHER

AN C— 7 AR B 2 XG0 S A7 2 3R (G TTAERURR K OV TNAEGEAER) o 312 f3, 1,526
SOR 7 o AR Y A P RET — # % A CREE M SR EhREMRAT 2 E i L 7=,

CL/F lZxf L CIERE, ALT, MR, Fip, AR, ME7 L7 I, REYLE Y, RalATa—
b, J ¥ eGFR (CKD-EPI U2 X 0 BEH) ., Vo/F (o6 L CIIERE, OGO, T4 51
U7 4 (F) 1Tk L CTIEIMERL, P, LOAFER & WS OhDOR—R T A BB A2 FRNTER L,
BT 2T o T2 TORER, FICHTHT T ANEHET VT NOEBIAETHY . HKETT L
WZE DT, 4D AUCre BT — hA T v 7IET 1 HEHE T 20 K LR, 797 A8
B OBEEEEIIIET U7 AR L i LT 22% 05 7208 [AUCoe12 FRAED L (90% CI) ; 1.22
(1.14 - 1.30) J. =@ AUCo-12 M DGR ERIIREN TH D LB Lk 2,

A7 AR ATELHITRILE L, A7 o AR > 23.7 mg ZZERFICHEER O G L2 tmax D
e lE 1.50 B (BEPH : 1.00~2.50 B§fE) CTh-o7= 17,

kil

(M

(2)

(3)

(4)

(5)

1fn i — A B8 P @ @ 1

UC-R7 m AR »&MEHET ~ M5 mglkg, F 72 I13MEREY 112 40 mg/kg THERRAOKES L7- L &,
TP DS RERR 1, [F] Ui P RERE L D RSB L7z (T v b HK 0.23 5, Hb:
E%j( 0.57 EL) 43,44)O

1 ik — R B2 BP9 @il 14

TR Z v M UC-R 7 v AR Y % 2.5 mglkg THIERE OGS Lz & & IR I CHME D EN
B SR LR IBRBAT 2R Lz, RHMRAIM R BS54 2 iR V2 O B AR I BE oD B ViR V2 ik
D 24 FEMEDS 1.533 5 TR CTH o720, TR T MOTRTOMEERIL 1 fERmCH 7= (IBIR
i 0.758, &fpIE 7 —v 0.639. AT, MU, BELLSN O MG R RS 7 —/1 0.056), #h-&EITxid
BB T REOFIGILEMR I 7 — 0 24 BFEEA 0.010% THRAK TH o722,

it ~DFITH

A7 ARY > 23.7Tmg ZEAFOINENEFRAN LRI O G Lo & &, & 5% 48 Rl £
TIZARZ B AR Y 3T 0.00472 mg A HIZBITL. 209 B 80% & 54 12 RERILINIC
BAT LTz, A7 v ARY ORMEEMITK T 2 Ft OgER &I 0.42~0.95 O Th -7, R
DHTETOHNILEAERT 2 IL B4 150 3% 200 mL/kg/ H & RE L7234 ORI ALY 3R
BehHE (RID) 1%, TNENRBLOKRETHIIE L7-HED 0.688% X% 0.917% CTH -7, £7-. RID
DOEEEIE, 1.41% ThH 7219,

BRA~DBBITH
HERED L UC-R 7 B AR Y % 40 mg/kg THERE D& G L & &, SR TR M S,
[ UM s o2 o e RER S & kel L TR K 0.19 5 Th 72 ¥,

DDA DIITIE
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A7 v ZARY 2 (10~600 ng/mL) It MMERICEAT L, BATHIRIRE OB 2% 0 - (Aif/im it
4°C : 0.9~1.4, 22°C : 1.5~6.3. in vitro) 9,

HEREZ »~ M2 UC-R7 B AR Y % 5 mgkg CTHEIRO#KG Lz & & MR B RERE X, MK
D HECEVMER Th o 72, HLE ., I, & OB SR E O A A G880 Hav, BN, FRM, M,

RIS OB Y o~ b i E ot BT v T Ty MCEERZET o2 Y,
HERED M 14C- AR 7 1 AR Y % 40 mglkg THRIRR G L7z & X MR GTREIRE X, HEX Y
HEChHT @I o To, WLE., Bt (BENEY) . . KBk EOA), U o 8 (BRI |

K OB\ ER E DO A DGR HAv, IRWNT, A, s, Bl T 2K, MERR., XKORIB CTh o7,

Fo, METITE % 168 Bl & TR A & T X COMB CHERERS R S vz Y,

(6) MIFEAESE
UC-ARZ7 v ARV o (50~800 ng/mL) Dt kMR AMEEGHRIL96.97% Th>7- (invitro, Wik
Hrik) 0,

6. Lt

(1) RBEL R VBB R
UC-R 7 v AR Y & T BN RERER O3B 2 N C in vivo Ut 2 et L7z,
RN ARY v OHEEMRBREEIXFIZ 2 DORBRERH 5, 81 ORIKIL, CYP450 IZ X 3=
&2 AT 57 3 B M1 ) S o7 2 BRORBRETH v | EBARE 2 RHY M4 (IM9) |
Mba (IM4), M6 (IM4n), M2 (IM4n9), %X O*M7 (IM4n9n) Z4K4 5, M4 (IM9) %9 &FH
DT 2 BRFEFLICKERIED AN L . Mba (IM4) 1% 4 FHO T 2/ BRFEFLIC/KEREE 3N L, M6 (IM4n)
T4BBOT I BEEICBIT AT LR AbIZ LY N A FUERBUEEL . M2 (IM4n9) 13
4 FADOT I VIR NT NAFIVENRBEL, 9 FROT I 7 BRI KEBREMINT 5,
M7 (IM4n9n) (3 4 FHEK N9 BHOT I/ BEFEIEICB T N A FVERBEET 5, 8 2 OFRBKIL,
CYP450 |2 & 5 IM1 RIS OB L TH 0 | E & ATAE72 34 M1 (IM1-Diol-1) , X' M3 (IM1w)
BAEKT DY,
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pAla . Val - . s Val
\‘»!\la—l\fleLeu/R \Ala—MeLeu/
M3 (IM1w) M1 (IM1-DOL1) MSa(IM4)

Mel;eLFD_\-[ /MeLeu MeLeu—OH MeLeu
" N 4 ’ 8 s 4
p-Ala o Val p-Ala Val

P 7 &
S Ala—MeLeu” Ala—MeLeu \‘A]a—MeLcu/a
9-Desmethyl Voclosporin | Voclosporin M4 (IM9)

N3 N3
I\ileGly l\i[eGly
MeLeu-DM DM-MeLeu DM-/Me‘.Leﬂ DM-MeLeu
4 8 5 4 5
pAla . Vval pAla ¢ Val 1
\‘Ala—MeLeu/a S Ala—MeLen” \Ala—MeLeu/a
M7 M6 (IM4n) M2

(B MZBITBERZ v ARV UHEERHEREK)
WA F LR 7 m AR Y v (EERTI 1T 272847 e MR CHRILSNARho T,
A7 aARY & ZONRBYOREIIEEE (7 /8 2~11 OFR) TRLTWD, #lziE, Abu=L2-7I /7%
i, MeGly = N-AF)N-7 U MeLeu=N-AFn-vAf > Val=L- AV Ala=L-77=>, D-Ala=D7 7=
v, MeVal=N-AF/N-L-NU > DM = il 2 F v

(2) RIS T28%F (CYPE) OnFiE. 5%
MBS HTIZ L V. CYP3A4/5 DiEMEE mix-ISA247T* DR & O THE 2 MMEBEERERRTED b~
(P<0.0001) (in vitro) **,

* R ARY D T ABMAE (45%~50%) & 2 ZFMAK (50%~55%) DIEE

<£%>CYPHEKOHE

t MFI7rY—b2Z2ZHWTARZrARY » (0~9.9 umol/L) @ in vitro CYP [H5ERE % 7FM L 72755
K. CYP3A4/5 OBAMIERCTH -7 (2 ¥V T L U-KEEEIZ X D3 T Ki = 1.1 umol/L., ICso
=1.2umolV/L) *, CYP3A4A JWETHH I XY F L LR v ZRY &G L 7= BB O 5L
X, Rr7ozxRY 13 CYP3A4 BTk L THEL B2 o712 %, In vitro CYP [HERE % 1AM
L7zfE 5%, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 KON CYP3A4/5 (5 A b
AT B V) KT DHER TR0 o722,

b MM A 2 CYP BB OFE R, A7 o 2R Y AR P #EEICB VT, CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, KU} CYP3A4 (243 2 iFEaEE /RS iinot Y,
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(3) NEBEHROARRVZOHE
AR L

4) REVMOBEDEERVFEMEL., FELE
SE AR A B 4C-R 7 v AR Y U 70 mg ZHEREOES Lz, BERMPICEDZ <R
D HENTARHIZIMI T, IM9 O AUC (Z4 1 TR BESFEIC KT LT, 16.7% CToH - 7= 2V,
BN =a—Y U HEOMRBRIEEL LT in vitro \ZBITAE MY U SERBGE T oA W& 2
A, RTZaARY COEBERIW THS IMI (X, K7 AR > &g L TE D 0ICHWEEEM
ZoRr L7219,
INHORERENG, IMI XA v ARV COEIERIZIZEAEFHE LT RNWEEZLND,

Bt

SAE R A B HEIZ 14C- R 7 v AR Y 70 mg & HEIRR O G U2, BN ERIXE N E & 514 48
KO 144 FEEE TR L OFEHR IS S e, R GIEMICEE T 28 GREUHEE) O FEBENHEIL
94.8% Ch o7z, REOFEF DO OIS REDEEETHEITZN LI 2.11% K N 92.7% ThH > 7=, 7 —/b
L7 3B 2 B EI S TR 7 1 AR Y o REBGAR OB ENL &3 58 D) 5% Th > 72, 72, 0~
48 B O 7 — VIRERBIIC R 7 1 AR U v ORZELRITER 5 B D) 0.25% Pk S 7z 20,

FSURR—E—IZET B1EHR
In vitro B OFER LY, A7 2RY I PHEEAORE THS Z L3RS, BCRP, OATP1B1
K OYOATP1B3 ORE TlZin-72%, /-, A7 AR T PHEH (4 umol/L THAAILE D
EPEH D 91% 7235 %) . BCRP (IC5o >10 pmol/L) . OATP1B1 (IC50=0.49 pmol/L), K} OATP1B3
(IC50=0.24 pmol/L) %[5 L, OAT1, OAT3, OCT2. MATE1l., %X MATE2-K %[l L g ho 7= %),
TAaAx L ORKRIEDHAEFERRREIY, PHERERE THLY XL D Cnax KON AUC 1T HMEE
Efﬁ%éé_» Hlge L CENEN 115 RN 1.25 FRIC EF L7220, o R 2 F o L ORI IEYAR B A 35 X
L IEMERE TH Y OATPIBL/3 JETH DLV NAZF UFED Cmax OV AUC [T ELANHE 51K & Hoig
LT BI0 RO 1.84 fFIC EH Lz, F7-, HMEHR LG L C, BCRPRE THDH L v RAFZF LD
Cumax 12 1.60 512 EF- L, AUCIZ0.94 {5 L RRRETH 7=,

B FI- & DREE
KR L

HENDERZETHESE

(1) BEREEREERE NEAIZKSEE)
EMSBEDRRIE DR DG (BRE 7L T7F =07 U T T A 60~89 mL/min KO EE « 7 L
TF=r2 UT T A 30~59 mL/min) &’ A7 ARY > 0.4 mgkg ™ ZHEIXIL1H 2 [IER
M5 Ltﬁ%ﬁ@ Cmax&UAUC X, EFERERELZ AT OIHRE LRREThHo T,
HBEOBEERSE (7L T7F=7 77/% 30 mL/min i) 09%&%%‘ ARz ARY > 04
mg/kg %%IE&D&“EI L7zBE, RZ 0 ZRY D Cmax XN AUC 1FZTEH R BHEEL AT HlRE &
W L CENEH 1.46 15 L N 1.74 (5 Th o 72 1V, MEENT OF I H ) b%ﬁ“ﬂeﬂﬁﬁxf%(ESRD)
DA77 v ZRY v OEYBREICLIETREBIIRATH D, 2 b L BEOBKERERE TR S
LBWZ ENEE LW, R EHFTRGT 256, HEIX1F 158mg 4 1 H 2 @&ﬁ“é Z &, (v
4 FZERUAEICEETDIE] KO IVIL 6. QBHMEEEETEE] OHESMW)

EE AFOEKRBIN TV HELOCHREIE, TBE, RAZIERZ7 e ARY > L LT 11 23.7mg
1A 2EREAOBETDH, 2B, BEOREICLVEERET 5,1 T,
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) KROVEBEREIEH R E \CHB 1T 28 7 v AR Y O RH)

B [A] % 5.
o . RS RERRE | PEETEERRE | BEETREERRE | BRI
HKMIENRE R T A — K

(n=5) (n=12) (n=8) (n="7)
tmax (h) 1.50 (1.00-2.50) 1.50 (1.00-2.50) 1.50 (1.50-3.00) 1.50 (1.00-1.50)
Crax (ng/mL) 139 + 30.9 113+ 39.6 158 + 40.6 113 +40.0
AUCu4sn (ng-h/mL) 481 + 136 453 + 172 739 + 282 418 + 142
A5
s BREBEERRE | PEETREERRE | EETEEERE | BHEREER R
SKYENRE T A —H

(n=5) (n=11) (n="7)
tmax (h)2 1.50 (1.00-2.00) 1.50 (1.50-2.50) 1.50 (1.00-2.00)
Cmax (ng/mL) 142 + 39.8 164 + 76.6 146 + 55.8
AUC12n (ng-h/mL) 551 + 152 650 + 265 584 + 151

T £ RS, tmax DA RAL (oe/ME- e K AE)
a : BEBEKEREERE BT 2EREGOT — 213560k T,

(2) FFRElEERE WEANIZK DR

FFHERE DFRE D F 72 95k # (Child-Pugh 2338 A XX B) 2R 27 v 2KV > 0.4mg/kg ¥ % H[AlFE
AP Uiz, ER2IFEEZ AT 295 E LB L TR Z 2 AR Y D Crax (VT E 1.45 i,
AUCIZZNZEN 16T LN 1.96 5 Tho72 Y, 5T 254, HEX1E 158mg % 1 H 20 &
T52E (V.4 FERVAZICEETSFE) KO IVIL 6. Q) FFH#EEEEERE ) OHESM), HE
DRFRERERS S % b & U2 BRPRERBR 13320 L C U 272 d S O TR RE i E BB 1T 134 5 L7
WIZEREFE LW,

HEE  AFOKBE SN TWD HEROHEIL, Tl AIZIZAR 7 v 2R Y & LT 1 [E 23.7Tmg

Z1H2EOFELGT S, 2B, BEOREICLVEERET S,] T,

(FFRERE R el (RJE

PEER) R ONHERE EHHRE 2B 1T 2R 7 v 2R Y » DI EE /N Z

A—A]
HA[A] B 5
o B ITHSRERE R | P TR AR R S R JFHERE IE H o
Y ENRE R T A — X
(n=6) (n=6) (n=6)
tmax (h) 1.50 (1.00-2.00) 1.50 (1.50-2.00) 1.75 (1.50-2.50)
Crmax (ng/mL) 184 £ 92.2 174 + 46.7 124 + 48.4
AUC4gn (ng-h/mL) 909 + 553 981 + 316 510 + 208

T £ RS, tmax DAFRAL e/ ME- e K E)

(3) A WEAIZK BEE)
BHE MY BREMEAT OFE RN D | V—T A RBEFIZBW TR Z 0 AR Y O IYyBhHEEIZHERIC X 5

KRR ER DO H 5

Z Dtk

B2 8
=2

RO SN h 0T,

R BARY AT b T U ARMER L S R BMRD 2 S ORMTENERZ G TN 1n vitro K OEFREPIERA
Zxtgel L HEE KERGRBRO MK T, T v ZABMERE o X BMRE OF B ZABIER O Hi7s

NSV N



[VIIL. %40t (A EoES%) (B3 %A |

VIII. T2 (ERLOIEF) ICEHI SHE

[

ERE L ETDER

==
=

M

11 AFIOEEGICE Y, EEREYYEIC L B RBE2-2 2 083H 50T, BEARFIZ TSI

HAE T & DER R T ARAFNC O T O mi#s b oEMO b & CHEMT5Z 2, [8.1.11.1.1
2]

(figsn)

BEOLEMEEZBE L TRE L,

12 KFNOFGITN—T ZAEROWRICToRE L TWLHEMOS & TITH Z &,
(f)

=T ZBRITEITIE DRI ORI 2 & DEEETH Y . AFIOR G L0 AR RED ORI
MBEHETHET 2 2L 2EE L. K —EOBEERE ~OEEWEN LI & E 2 RE LT,

2. ERARLZTNDER

2. BR (ROBEICEFRELGENI L)

21 AKANIDOR % LISBOE OB D & % 84
(FEwt)

LAV 5 RS & L TRE LTz,

22 B8 CYP3A4 HEMEHEZFT2HE (f T2ty —u, R aFy—n K¥yatry—i U
FFEERERE, T H P EARREE, FvF e =X ) — A, RAT T L e
N LRI, AV Ay NERRA 77V Aavf v oEFRA, B F=T, =T b
LILEIL T ufg) b hoid [10.1 S

(fi0)

5EVY CYP3A4 FHEFR L OFHIZARIOMRGZE &L E LINEE 5720, ZEMMEROBENGREEL

oo (IVIL 1. QQBREDEE | OHESMH)

23 EUIFUEHEELLNIE, [10.1 2]
()
BT F ORI K DREGIERBLO ) A7 G E TE RV ORE LT,

- DREXIEIBRICEES IR L TDOEA
V. 2. EEREHRICEES TR 2252 &,

. RERUVREICEEYT B L ZNER
V. 4 RERUVRAEICEEYTSIE 22MT 52 L,

. BEGEXRMIE L TDER
8. EELEAXRKIE

8.1 ARG Z ST EYIEN R IIEN T L ERNHLHDT, +oEET52 L, [1.1. 11.1.1 &
iy

(fEwt)
N—T ARG R e WG L LIZBRRBRIC B W URGYENHRE SN TR Y | BIMERKOEBRIT 62.2%

(166/267 fil) T »7-, BEERKIYEDRERIL 10.1% (27/267 ). FHIEITE - -EKYYEIT 0.7%
(2/267 ) TH-T=,
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82 HEMRBMENLLDLND I ENRDDTD, BehBthan, #5814 1 & H BIEXMRE, DS E
WM REmELZITH> 2 &, [5.1. 7.2, 7.5, 9.2.1, 9.2.2, 11.1.2 =]

(figsn)

AHNOFEIZ L0 REREIE R OBWEH N EAEE CRELT 5 2 L, V—7 ABFRBEITIENDEM

DR ZE L DBEETHH LR EEEBEB LRE LT,

83 MENERTDHZENHDHD, EMICIMTEZEMHR L, MEN EF L-SAXBETERIEIC XD
WY IREEITY 2 L, [7.6 ]

(fiL)

Ny =2 — Y CRREANT A, REARIE, BLXOERIZL DT M) U AMRFRICL Y i EE

BRTDLEZEZLNTND,

N—T AR B G U-ERRBRICBIT 2SI EDORIERIT 19.1% (51/267 ) ThHhol-, ZDHH

FEEZEMTIL 1.9% (5/267 i) Tholo, FELRIIAFEGHENS 4 B TR bEo T,

8.4  FEMREME, R, ATWIMER A EREE G (PRES) EDOMBIER N H b b2 BENNH 5729,
ARG HIXEHINEE ORBEBIZE L IR DFR 0 5 N G S IR 2 E ST T 5
e,

(fiL)

KK 2 G Lo G 2 B 5 STV 2 BE CIIMREERRELT 2 U A7 03 H 1 | AR T

TEPIRE ORIERA RS 5TV 5D,

N—T AR ExtG L UT- R IZ 51 2 ARH| T ORI 1345 1.5% (4/267 #1) | Kk 3.4% (9/267

Bl) . AR R MIEIEERE 0.7% (2/267 i) TH o7z,

85 AFlErELINT=a— UHEHKICLDS, EEASN Y U AMENRREINTWD D, AH
BeGTimiE S U o ARE A2 EYICHET 52 &, [10.2 2]

(figsn)

=T AP T ki g b U BRRBRICB VT, 1.9% (5/267 ) OMEETE D Y U AMIENZED bz

N, BHELRLOX Mo T,

86 NT=a—U UHEEKICELD, MIMBERHE STV 2D, RA G HI30E BRI s 2%
2HET L L,

(fiL)

Ny =a—Y CHEROIBORWER L L CEMBERM BN TWHDEN, AFIOL—T AR E55 L
L7 BSR BRI 3 1 2 B R O R BLEIA 1 m < 72 < BEIRIFDIAHFIRET 0.4% (1/267 i), 77 B AREE
T 0.4% (1/266 1)) . B IMFERAFIRET 0.7% (2/267 #). 77 ZHREET 1.5% (4/266 i) TIRD L,
2O HLARAORERIFIIEE CThole, 2 BPERIFILT 7 AT 1 Flss S A7 AHFIRE Tl
BIpho Tz,

87 BEOSKEMHENCLY ., VL oEN O OEEEENRRT2B8ENRH DD T, HoEET S
Z &, [15.1.1 ]

(fifa)

N—T AR ERH L LTZBERRBRICB W, AFIBETHEHETESE 0 W, REOHEMNRENETN

0.4% (1/267 #) THE iz, ZO 2 LFEHHES 0 IXEE CThH-o7-, WTIOIER HIEHIC &

EE LT,

6. HENEREHIHLBEICHTHIE
(1) AHHE - BEBEFOHDHEE
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9.1 BHHE - MEESEOHHEE

INIMTERDBEFNRIZIFOBEREDHDIEE
BA VT AMIESED QT EEDO Y AV R 2HT5BEFICBVWT QT EENEZ 2BZTNNH 5.
[10.2 ]

(fiE)
N—T AR e L LT BRRBRIZBW T, QT ERIIAFIRET 0.7% (2/267 ffl) THE =i
TNLIFEETH-T-, B, WTNOEFMIBWNTHIED Y U AMENHRE SN TN D,

2) BHpEEERE

9.2 BHEEESEE

921 EEDEHLEEFEE (eGFR 30mL/min/1. 73m? ki) DHHEE
AREZRIR U B G ARET 5 2 L, IMHREN ERT2BENRH L0, R E TR T HAHEIC
X HREZEET S E L HIC, BEOREZ LVEEICEBE L, AFFRORBIUCHIEETHZ
b, BEOBHEEREEDD 51— ABREE 234 & UTBRRBRITER L T»wu, [6.1,
7.2, 7.5, 82, 11.1.2, 16.6.1 ]

922 hEEDBZEEES (eGFR 30mL/min/1. 73m? LL L 45mL/min/1. 713 LAF) MO HHEE
IR EOFRMENERMEE B D LB SN A AICORKETH 2 L, TEEOBKIERE O
b oN—T ABFREELRG L LT BBRRBRITEM L Tz, [6.1, 7.5, 8.2, 11.1.2, 16.6.1 &
i

(FEwt)
HENOPEEDOEREREDOH 2V —7 AEREE 2GR L LEBERRABRIIER L TE69, Zhb
DEF TIEIAIER L EMETHER STV, £, BREEHRBRORME L HEEOBKRERT O
b HBRE B TIIAROMFREN LR T2 ZL0VRSNTWDTORE L7z, (TVIL 10. (DE#EE
FEEEENEANESEE) ] DHER)

(3) MrRElEERE

93 FFiEelEERE

931 EEDHEEEEDHHEE (Child-Pugh 258 C)
AREZeRR Y BEE AR A Z L, MHFIREN ERT28EZNWRH 5, BEEOFKERETEOH 2 BE
g b U BEARREBR LS L Tueuy,

932 BERUVUDEEDIHERSTDHLEE (Child-Pugh 558 A RUB)
HEZEET S Z L, MHPREN EATL2BEZ0H 5, (7.3, 16.6.2 ]

(fiR=3)

BEOFEEREOH DN — T ABRBEEMNRE LEERRBRIIFER L TBLT, ZNHDERETIE
BHIMER OZEMERHER I TWARNWT & EEDOHERERE O H D H5RE 21T 2 B R R RER ¢ 3£
Ml CREHT, BEEOHEEREDH LN — T ABEREBEICBNTEORERMTREN EHT 50K
BATHLIENLRELT,

B N ONPARE O RS RERSE S D 3 D B T B W CIEARFI O PR EF-34 25 2 & A F AR KB BR Ok
BMEV RSN TWDHRE LT, (IVIL 10. QFFHEEZTEE NNEANICKDIEE) ] OHESH)

(4) EFEREZE T HE
BE I TV

(5) BE4%

95 HTiF
A0 SATAENE L TV 5 ATREMED & 2 2 MEITIE, 18R EO A RN GRIEL EED &l s 55
BlCOBREEETHZ L, BERTIE, MIRT » MIROEE L2546, (KR RS CRRH &
B DK 5% (4mglkg/ B) THRIBAREOEE R OB EOBLRIEARD bz, 72, HEY X
ISR OB LA, KRB CHRERAEY o 2% (1.6mgkg/H) THIZMAEDEEA,
#8215 (6.5mg/kg/H) THRIEDOMEREILENED b ™,
1) AHN 7.9 mg & 60kg DHEAIC 1A 23.7mg 2 1 H 2 AR AHKE Lz & & O# 58 (0.79mg/kg/
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(f)
IEm A R e LEBRRBRIIER L TR 69, ZaMIML L Tl &, o, BmERIZEBNT
& BRRBEAE~DERE (T FPROTHF) THRESATWD ZEbRiil L,

(6) $=FLim

96 BILIE
BIR EOFMER O R REOFIEEEZEE L, BALOMeE X2 Mard 52 &, & F T
FADOBITHRHRE SN TND 19,

(fifan)
[VIL 5. Q)EA~DIITIE] &1,

(7) IMNR
9.7 /MR

AN ARG L LT ERIRRRBRIE I L Tuviauy,
(fi0)

I— T AR 5t g b U ERRBRICBW T 18 MRl O/NRITE Fn T\ s,

(8) m#nE

98 EHhE
BEOREZBE LN OHEBICKETHZ L, RICAEBRENMIT LTS,

(fiFt)
Rl A ~ORGITER L, —fREEEFESE L TRE LT,

fAE/ER

10. /B E{EA
AANEX, FELTCYP3A4ICLREfansd, £/, PHEADOEETHD L L biz, PHERA.

HHET =F L laE AR Y X7 F F(OATP)1B1 & OATP1B3 ~DOLEEHAZ AT 5, [16.4. 16.7.6
]

(1) HREZLZDER

101 BEREZ (BFRALAEWLI &)
A4 % BRI IR « HF & 1k B - fakrie 1
5V CYP3A4 HEEM AT 2| £ OMEIC L v, KAl | AH 0O #EEESE TH 5 CYP3A4
S (ERDHRT 282N B D5, |ZMF L, AROMPREZ E
7= VR E R A x4
A hTaFS—n (£ RV °
V' —)L)
RYyaF)S—iv (747 =
v R)
AbafFy—n (2787
£ V)

U M FerasaiAl (/—v
VANIPAL =R =070 NN /A )|
TEFFEEEEE (LA T
K )

HaF N =x ) — LA
M (T oRE T RES
A —7)

RAT T L ey
LoKF (Vo7 y)

av v Ry NERARA] (7
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VIRAY, FLVary s R,
VA —H)

770 An~A v rE A
(770 y R 7T7VA Z
RF 7))

vVF=T (BT 4T)
Y hLIVEIL T LB
(Va—n)
[2.2. 16.7.1% /]

BOIF FERIC L 25 G I T C. 6T | S MBI IS X Y %0 o T A
WIS AEMR LA T 7 T I F U AERRIC LV IIE LT & o | MR S,
VIR RAR LAY 7 Fr [ HWERS D,
HIEBCGY

[2.3 Z}#]

(FEsn)

® IR\ CYP3A4 [HEMM Z AT 234 : [VIL 1. QHBAEDEE] DEHEM

(2) FREELZEDEH

102 ERGEE (BERICEERT S &)

PSR

BRI - HEE T4

B&FF - faBRIA+

%
TafP—)u I FTE L,
VAFVr NTRIL R
(7.4, 16.7.3Z /]

TR D CYP3A4 IHEMEH 2 A4

IR OILEIC LY AHO
TEHDBER T 28R H 5
DT, AAZHETDZ L,

AHNIDOHEESE TH 5 CYP3A4
ZHEL, AFOMmMPiEE %2
%‘é“@.‘éo

TL—F T N—VEHEN
[7.4. 16.7.3 /]

REEERE OMLEIZ LD AF O
TERDBHERT 28N RH 5
DT, AR EHET D L,

AFNONHEEFE TH 5 CYP3A4
ZPHEFE L. AAO M PREZ L
ASHED,

R BE DL | o CYP3A4 75 5 E H
AT DA
Vo778, =778V
L
A a3 A NXFY VY (St
John’s Wort, © o h¥ g —>
AU —R) BARM
[16.7.25 ]

IR OFEIC LY AHO
TERIDNE8 T 2 BTN %,

AHNIDOHEESE TH 5 CYP3A4
ZeEhE L A oI T R A A
T&EE5,

HMG-CoAi# jrli# 5 [ EH
UNRAR T

AFNZ & HMG-CoA i jt ¥
FIFA O M PR EA L

A %l 1% OATP1B1/3 % FHL 2 L
HMG-CoA i% yt. I 55 BH. 7 71| o 1fi.

HEICERETH L,

[16.7.5% ] RIEH OB HINT 2 | TREZ EA S L2 B8ENARH
BEAR DD, Do

D= AENZ LV X OER | AFIIPHEEAZHEL, 3%

[16.7.42 ] DB ENDLBITNANHLD | OMmifEhEE4 2 FR S8
T, VARV UEEETIRE | B,

VRPN S
71V 7 LRFHER R A

A¥mn /77 b, NIT AT
L

AV AN YA =IVE
by P AV

AU U LAMIENH S DILD
BEARHLOT, MIEL I U
LMEICEET D2 &,

B U T A O BIE A3
IR SN D,
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AV RAR U5
vaxvv
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D B 5 FH| IEENEHT D2 E03H 5, | BEESHEEICHERIND,
TARTIUUB, TR
FAWE. ALT7 7 A K5
—)Les NURARNTY L FERT

B A RPEFUIRAE A

RNED 7 F o RIEACY 7 F o OER %25 | aEmGERICEI Y U7 F 10T
ATV YT g F Ak SHBHZZLERH D, XTI DRENELNNBEN
N5,

PUVARE & & Te S8 ML PUVARE % & e 2R /MR 15 | PUVARTEIC X v R g re 3 384
[15.1.1% ] EOPERITRERERBRO) A | LZEORENHY . AFIHEH

7 i@ DI B D72 1T K D S E Ml T TR D
R 2 ST T 2561308 | BREAEET SRR D 5.
H 91T B2 R SV AT 3 22 D
AEWEBIRTDOZ L,

1Y v~ FH(DMARD)

[15.1.15 ]

S IHIE 2 A3 5 KA WEDREMHNE Z L2 & | & bICREMHERNEZHT 5,
S NI WD,

I BB AV A

PRNNVE SN

ToARA LY
VA =0rA= b ANAVZ: 3
[9.1.15 4]

QTEREZ#E T2 BHMONT|QTEEAZE ZT8FZNNH | 26 OEFICIEHEMESLSTYH
AL il 5, QTIEE N A 5L TN D,

Fefxvraukxy

(FiF)

HFRE D CYP3A4 [HEMEMZ2AT 534 - IVIL 1. AQHAEDEE | 0ESHR
HREEELL o> CYP3A4 FFE/EH 2T 2364 : TVIL 1. QQBtHAEDEE ) 0mEsH
HMG-CoA i HEA : TVIL 1. QHBEDEE] OHEHBMR
vakuoIVIL L OQBAEDEE] DHES
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11.

BlIER

ROBWEHDR S 5OND ZENHDHDT, BBz H0IATV, BENRBO bW HEIITRE 2T

14 2% 72 EWEU) R ALE 24T O Z &,

(1) EXZEIER & HER

(2) ZDithDEI1ER

1.1 EXEEER

111 BEEGRERERE (10.1%)
fitige (4.1%). BHIEE (1.5%). REEY: (1.1%) 280RGUEN D Sbh, BIEMRkE %
L ERHDL, [1.1, 8.1 5H]

(FE)

DG IHEIF THRERH D . AR THAL—T AR ENG L LEBEERERARICBOTHRE S TH
HTlinh, BELIHMESNFEROEE L L BB L, 209 BETICE S OIRM%D
0.4% (1/267#1) TH -7,

1112 2HEESE (3.4%)
[7.2. 7.5. 82. 9.2.1. 9.2.2. 16.6.1 &M]

1.2 ZDH/DEIER

B/ EE 109 L1 L 10% 3 i
R GE FRGEREYE (24.0%) A TN HERRS
ik 1.

R BV T AE, BAREGE
RRHER B ) TR, R

RIRER mE (20.6%)

FFOR 2R Iz

JHAEER AN 2] Bl R, THIE AR
RE BiBIE, ZBIE

BH L URE SRERIARIE RIS (26.2%)

TESN 5 TUAR R O B3R [R5 AR R R (2 L5 <

(FE)

BIERIZ O W TIIARIORETET —# 2 — F (CCDS) ICESERE LT, 2D 9 b—E#DHGEIC
DWTIHL T LY ICHEBENHE SN TWS,

5% MERDMAE #HERID PT (BEXEE
JEGE b ARGE G FRGERGE, VA VAR BARGERG, . A B OB G
B A [ rfn ), fE B ReRmE B ReR I
A IR HEyE. A, AR AP
R P 1 G PR, AT, RPIIRE, b AR
] % BIE ZEIE, FMMNELBIE




SEIERBEE—ERFE

N—TAERERMB L LT 2 SO TEZRER (AURA-LV il & 08 AURORA 1 #BR) (12
mg BID 337 7t &b7e< &b 1REG S 533 Blogda 0% (LN sEA4EN) |
FEFROREBURILE LTSRS,

(WP MedDRA 23— = > 20.0)

| VIIL

e

frges

P EOEES)

\CB9 2 HA |

1. 7RI EABEG) 2% U LG > TeAEER

BT, 7'T<§IJ 23.7

BILH

MedDRA PT Placebo(N=266) 23.7 mg BID(N=267)
n (%) n (%)
SRERPRIE R R 25 9.4 70 26.2
T I 23 8.6 51 19.1
T 35 13.2 50 18.7
GIEbE] 22 8.3 40 15
2 ifi. 16 6 33 12.4
MK 6 2.3 29 10.9
PRI IR 17 6.4 26 9.7
FNE 6 2.3 19 7.1
i i 7 2.6 17 6.4
HIE R B 7 2.6 16 6
e 7 2.6 15 5.6
HE 9% 5 1.9 14 5.2
B PR IE T 3 1.1 11 4.1
P97 3 1.1 10 3.7
PR 2 0.8 9 3.4
BVERREE 2 0.8 9 3.4
RARIEOE 3 1.1 9 3.4
EERES 0 0 6 2.2
% EJE 0 0 6 2.2

2. HEELRAEFR WTHLrORTRIEIE 1% 1)

MedDRA PT Placebo(N=266) 23.7 mg BID(N=267)
n (%) n (%)
HERAEEFLLK 50 18.8 61 22.8
Jifi & 10 3.8 11 4.1
BIBR 1 0.4 4 1.5
PR I S 1 0.4 3 1.1
AR EE 2 0.8 8 3
B RElE E 1 0.4 3 1.1
JL— T AR 4 1.5 1 0.4
& I 1 0.4 5 1.9
2 1. 1 0.4 3 1.1
EHMET) T h—TFT R 4 1.5 4 1.5

. BERERRICRETEE
BIE STV
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10. BE®RE
13. BEERS
13.1 fE4R

132 W&
R e AN 20N,
(figsn)

AFN O B G OWEIFTROEN T D2, EREGICLD . Kk HIRAHNIZEORERDH S,

.
132 BEHENRBE LGS,

131 FRRARBR IC BV TR ER G2 1 RS TEY | IREA USRS ER L2 Z & bREL

ARANO G2 —BFC IR L, P JRFES, MiF7 L7 F =2 eGFR
MOT =072 87 AT =27 —BIEOMEREE ORI 72 R IRIE R O ERRIE &2 FEfi %5 2
&o

1. BRALEDEE
14. BARALEDZE
14.1 FERIZZ AR O R

1411PTP A3 DKL PTP > — OO L CARMAT A L 28T 52 L. PTP > — hO#EAKIC

LU BEOFATRSEIEREA~RIA L, FIITZRILE I 2 U CTHRERIR 2L 5 O B IE 72 & BHE 2 0F 58
TLZENDD,

1412 IRAHERNIZ PTP > — b 7BV EED B X 5822 &, [20.3H]
1413 KANIA 7BV ERITTZY, D5 LY, 2EETZFOEFERTRATAIL>FEETHZ &,
(fifa)

1411 PTP RABK RO —B & U CHIGHERE 54 5 (ER314FE 1 A 17 AfF) IckS&R#H L7,
1412 WiBMEEBTH7-OFEH LT,

1413 AR ONEWITIR E - I1TFER TH DT 0LH LT,
12. ZOHDEE
(1) EERERAIZE D IEFH
15.1 BRERREAICE D 1F#R

1511 So b FNC & DRI A2 T 72 A Tk, BMIEE (B U N, BENALE) DORAERNE
WETHHENRDH D, [8.7. 10.2 W]

(FEwt)
A 2 & To s I A 2 N 2 BRI AR BT~ S FHE L TR L
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IX. JEEREREERICRE 9 SIRE

1.

IFHER

(1) ZEMFEEHAER
VI E#hEIB(IZRSHIER | OHESMH

(2) REMFEEHER
R aARY ‘/O)I}ﬂﬁl"’:%\ PPARARRE R, PR R OV IR AR (69 2 R K OF mix-ISA247*, o

AAY

o)

ISA247 O LMILE RITxET B EEIZ OV TRET L 7=,
ﬁm%%mﬁﬁé%@

invivo iR : WEEY /LICH W T, R7 1 AR Y 1% 200 mg/kg O A& T QT MM O QTe % ik
FL, DEFOBICHET S LW Sz, 2o ORBRIZE W CLMEIC KT 2 BT 5
9, ECG #2513 RR M@, PR Mk % QRS RfRIcxt 3 2 B LRI n o7z, £,
200 mg/kg TEWILTH 2 MDA FINCH B 2B TR b vz,

in vitro#X5R : CHO #ifaZ 7= hERG 7 v A OFERIC LV | mix-ISA247, 3 2H ISA247
EROR 7 a AR Y % in vitro (2B T hERG K+F ¥ 229+ 5 BoMmER 2% L., IC0
1349 6~18 umol/L: (7284~21852ng/mL) ThDH Z LIRS, T O ORI, 1RER
oy EHEE SN A RMHFIRE (0.093 pmol/L, # 113 ng/mL) # K& < EFEl->TWe, &6
W U X TR HET v B A 2BV T, mix-ISA247 1T U 72 #DE GREEEE $0.01
~10 pmol/L) THENRAFHEF L o7,

HORX A% R ISk 3 2 S 2

Ty MZBWT, RZ o 2R Y 0% 25 mglkg O A& E T, ARRIEE 2R K MR85 % 8|
X Z S o7, 25 mglkg THRIBOMFHFIICHERIK T (ABLRR & T 0.5°C K F)
DO BT,

IR SRR 5 s

7y MZBWT, A7 v ARV 25mgkg (Bt LcikmM®E) OKRGIZED ., &E5% 120 77
DO LTI I DA E 2B BB b=, 54 360 /icixilk Lz, /o, —RH#EKE

ii'%b[] L/ /—ci 7530 ‘k—o
B IR AR FRNT X 5 S
T MZBWT, A7 v AR 25 mglkg (Rt L7cmkmM®E) ORGICEEEIL, RED

BB O TH - T,

(3) ZDHhDEFEEHER
MUER e L

ORI BARY DT RBMR (456%~50%) & ABMEK (50%~55%) DIREY

2. EtEHRY

(1) BEExkEEMHR
SD 7 v MIARZ v ARY % 2.5 mglkg £ CHEIFFIRNE G- L2 L 2 A, BEMEITIRIFTH T,
E— 7 LRI mix-ISA247* % 75 mglkg £ CHERAK LG Lz L 2 A, 388 LIV ETIEM: - 3
DHTHoT,

(2) REKRESEMAR

)

Z v b

Mix-ISA247 % 7= 4, 13 KO0 26 BRRBRICEB VT, AN, BlE~O R L Ok Rk
BIAT RO BT, BlE~DEEL LT, BUN L7 LT F = O, LR R A
FRAMAE DZEVE/ AN ONC R B O FE IS DGR b T, FRARRZRRE L LT, ME KR
(27 A — 2 A ROV AE ) PV 2358 S 7=, MR, Pl OV R T o iRk o



(3)

(4)

(5)

| IX. JEERRBRICBIT 25 H |

ZEfis B OB BR ML AR DAFHER K OV & REROBAD DRRBD H LT, T b OZEALIX AR Th >
72, 26 ERRBRICEH T D MmEMEREIT 1.25 mg/kg/H EHEE S iz,
13 HERKERNEL 7Y v Uy ZHBRICBW T, A7 a AR Y > OEMEE mix-1SA247, VA
T ISA247 KON CsA Ot HEREE Lz, A—HA82B0&RE LESEEe. A7 axRY X
13 CsA 2% 5 L7z & &0 FEMEMORBBUBEE R O/ UTEIEE T, mix-ISA247 X (T AR
ISA247T DWT N ER G LTZEE L0 b DI NITEN- T2, ZNHDZEIL, CsA D/XA F 7
ATEVTAMENZ ERN N T RABYERONRNAFTT XA ZEY T 4N ARMERID ED
ZE (2% ICEETIAREENAEGVWEE OGN, R e AR COBRERE (AUC) X,
mix-ISA247 DIEFRE (AUC : v ARMERKR ORI VA RMEROEFHE) LV Ehoto, Fz,
CsA DR IL Y AT ISA247, b7 A ISA247 X it mix-ISA247 LV EhoT-, R7 R
AU KO mix-1SA247 O MM EIX 2.5 mg/kg/H L HEE ST,
13 HRER DG L 2 RAERBRICB VT, A7 AR ) o oEERE (4 E
TPGS Flf) KkO'E# I E TPGS RS HA A i Lz, MAOFEET 07 7 A MICER
DHDHETRD LNIenoTzZ b, BERBRIZEWNT, BT oEr 4% 1> E #7570 mix-
ISA247 XIIAR 7 v ARV O~ OEETEDOMOEE L~ X7 LT LE I gtk
WeEZbNE, 7y bEAWE2 XXy FORTZ 0 AR Y o 13 W AERE D &5 EERBR I
BOWC, filEAICERENTERZ g ZAKRY oy F L g EE S LR EOEHRBR T
TNy FORBEWB LT A, Ny FRICEEFRICERDOH D 2T DO bR o To, W
T oA WML 2.5 mg/kg/B & HEE SN,

® b=k
Mix-ISA247 Z v 72 2 e ON 13 BRIV T, &M « AR B, HREIEAR
HRO LNz, Lo LAals, IR, BlE 3R~ EIIBD STz, 72, H@H;%Z’(U\
JEfE T U RO EREAR O OGN, TN ORI AHRTh oo, HEEtEl
2.5 mglkg/ H EHEE ShT-,

@ h=rAH¥n
Mix-ISA247 % i\ 7= 13 KUY 39 HEFRBRICEB VTR bz B mtE BT fik, sz il
TER L —E L= tE B V) N AETH » 72, F7, MR L O C Y > Sk O ZE4E 2378
DONTZD, TNHLOELIFRWICTH -7z, 39 BRI 2 MEME AT 25 mg/kg/H &
HEE Sz,

BEnsMER

Mix-I1SA247 1%, ICH A K7 A NZHD ARG DE OBEFEERE (Ames 3Bk, CHO
AlfE 2 O 2 Ye R BB N OY 1n vivo 7 v NERE/MEERER) CEMEEMEE IR o T,

N7 v ARY %, ME A AW T8I 2288 BRI B WD TRENEME L O F I )b 63, ZRJR
WaEREenote, £, CHO Mifldz HW - R BEFHERIZ B W T HRERNEH L0 F 2 Db
O, RERBEEFHRIELZ RS R0 0T,

DA RMERER

~ U A& W2 2 B O AVFEHERBRICE N T, AR TH 5 30 mgkg/H TR m AR 5T
B L7 3EE Y o \BEOR BN EH- Ulc, ARERIT, A7 v AR Y B3 2 A il e
Li-botEZONS, 7y bERHWE 2HEMONBAJFIERER ClX, A7 v AR ZBE#ET 8 A
JFMEFFRD B o7z,

EEHRES R

O ZIREEK UK £ COMMIMRTE AR 5 Rk
7 v MZ mix-ISA247 % 2.5, 10 Xi% 25 mg/kg/ B O & CHEIRE 0 &5 L, SEEOMERE TRl
ST, ML L WTHOHAREICE W T HZMEE R ORI AT BII A S e o Tz, JED
— I B A MR EIT 10 me/kg/H . M0 —fRFENEICE S S EEMEEIT 25 me/kg/H .,
HEDAGEIC B4 2 MM RIS 25 mg/kg/ A L HEE Shuiz,

@ - RRIEFAEICEET 5 EER
HIRZ » M2, mix-ISA247 % 2.5, 10 X 25 mg/kg/ H o & TR O#&E L CTHist Lz,




| IX. JEERRBRICBIT 25 H |

25 mg/kg/ H TRIEMW) O E K OB EEEOJ | I IEL O IS0 A AFIE VLA &% OVR VAR EE DI
LFEO BT, WTHORBETH, BEOIE, WIEE OVEEREICRE IXEO b holz
3. 25 mg/kg/ B TR ORNZBIES 2 Aip 22 BB E DGR STz, RENW & OE -
JR AR+ 2 EEM R 10 mg/kg/ B L HEE Shuiz,
IR FIZ, mix-ISA247 % 2, 10 X% 20 mg/kg/H O F & CTolimlie 0 B 5 L TR L7,
10 mg/kg/ B VL CUiiE, R OB EE B O M UG AR E O A3, 20 mg/kg/ H TWIN L
DI OCAEFIREE OB BB bz, WTINOHETYH, BIROIE., NIEE OB SIRE
ICEREITRO DR o723, 20 mg/kg/ H TR VAR O/ CBIE 3 2 w0 72 B (LB IE 358
Do, REW LU - FRERAEICEE T 2 WEEEIL 2 mg/kg/H EHEE STz,
IR FI2, A7 ARY % 1, 5 XiE 20 mg/kg/H O & TR O #E L THisr L7z,
BEIIZ I T 20 mglkg/ H TOREZLH, 5 mgkg/ H UL ECTHIMREIRS A Bz, BBIR~D
BT BTSSR B AR & AU REE LA S N 5 K& Y 20 mglkg/ H D
HETRO N, A7 axXRY OFEMW R OIER « 7R AT 5 8EMEEIX 1 mg/kg/H
EHEE ST,

@  HARTR OCHAR OF AN OV RHROFSREIZ B3 2 35k
HIRZ » M2, mix-ISA247 % 2.5, 10 X 25 mg/kg/ H o & TR &5 L THis L7z,
25 mg/kg/ H TRIERDRD T2 DR EEBINLEZK L 20 . WAERBOBAD R LNIZZ Lk,
Fo Ao REEM B4 2 MM EIE 10 mg/kg/ B F1 O R AEICB 4 2 MM R 1T 10 mg/kg/
H ROt B3 5 3 203 256 mg/kg/H |, Fo ARICEE 9 2 3 &1 25 mg/kg/H & HE
E STz,

@ shEEM & 7258k
NI ARY OHET > M AWz 10 HERER AT EGFEERBRIZB W T, $hET » M4
~14 B E TR LZEZA, ARBRTRD ON-EEE, LlcEBSN TV EERE (1
8 M) 2 HEH & BLA LR 0 53R ER TRl bz mtE L R CTh o 1o, PEREASIAT
B/ E ~ORBITRRD b o Tz,

(6) FRPTRIEMEEER
AT AR DX E T2 RS — YRR, ¥ Y % O T IR — ORISR X OV L
v MEAWTREREERBRE T L2 2 A, R 7 v AR Y TR IR L CIREA N K OFERIK
WThotz, —J7. UHFIZBWTIR~OREERN DT NCRD N2 Enb, A7 a AR i
DT NRIRARLMES v &HIE Sz,

(1) Z0HnEHEMN
O AR7ZuaARY U RORT VL R=V > OES M AR
Ty heRAWERZ 0 ARY RO L K=Y 00 13 BB RER 0512 X 5 350 A1
HRBRICBW T, FHBRMEOHME G L LT, A7 a AR Y ROT L K=Y OftH#
HAZ X 0 H= 72 BT E LRV EAURE T,

* R ARY DT ABMK (45%~50%) & 2 AEMER (50%~55%) DIRSY



| X, ‘B FEICET 55 |

X. EHEIEICEET 5IEH
1. HERX»
® K VT HFRAD TR 7.9mg
B AL S R 3R (FEE—ERSEOMTE L ERT L)
BRAY - R aARY v BHE
2. B3ER
36 4 A
3. AERETOIE
ERLRAE
4. BIRWLVEDEE
20. kL EDEE
WiRtEE2 BT 5720 PTP R0 ERETIZ L, [14.1.2 2 K]
V. 6. BEDORELZHETIZBTALEN OHEEBM,
5. BERITEM
BEMERLTA R HY
<TFTVvolLsh : HY
6. E—m%y - ExhE
[F—Ror3E : e L
[ B SR AN/ S AN el s Sl NN = 7 SN Al Pl g
7. EFEEAH
202141 A 22 H CKE)
8. WERFTARIBEAARVEARRES. EMAENFEEARD. RFEMABEAE
. R IR TE KR N SR A FE I L W 5E B Af
AT R R EAR EAR
?;;:Z”Zﬁ7*”” 2024495 24 | 30600AMX00259000 | 20244E11 20 H | 20244511 20
9. BEEX(IHEEM., AERUVAEETENEFOEABRUZDAR
A L
10. BEERER. FIEERAREABRUZDORE
FARANA
1. BETHM
10 4Ef5 (2024 4£ 9 H 24 H~2034 49 A 23 A)
12. REHRMFIRICEET 51EHR

AAFNT, B (DTG BIRIZEET 2 HIRIZED STy,




13.

14.

| X, ‘B FEICET 55 |

£Ea—FK
T
- ’ O |EBESES a— R 3 Lt 7 NEELE
W55 4, ey | PO RS g on ok @ | T C7 MESTLE
X (YJ=2—F) VAT Afa— KR
B =1
VT HRIXAN TN 3999065M1025 3999065M1025 129714001 622971401

7.9mg

RIZHRIT LDEE
A L




SR

1.

5| FA 3Rk
1) #RE Y ¥ — HEE MR BEBURATSEE  https!//www.nanbyou.or.jp/entry/215 (2024 4 9 A 24 H
BAE)
2) HERTER Y v ¥ — HEAPER BRBURHIZERE  https://www.nanbyou.or.jp/entry/53 (2024 49 H 24 H
BIAE)
3) TmE/NE AT BRI R B S EA TR BEBORIF R A ORI T AL (B AR
EHD) . BRY U~Fva 25l r~ b—Tx SWATA F7 422019, FLE. 2019.
4) Almaani, S. et al. : Clin J Am Soc Nephrol. 2017 ; 12 (5) : 825-835. (PMID: 27821390)
5) Yap, D. Y. et al. : Nephrol Dial Transplant. 2012 ; 27 (8) : 3248-3254. (PMID: 22523116)
6) Costenbader, K. H. et al. : Arthritis Rheum. 2011 ; 63 (6) : 1681-1688. (PMID: 21445962)
7) Tektonidou, M. G. et al. : Arthritis Rheum. 2016 ; 68 (6) : 1432-1441. (PMID: 26815601)
8) Ward, M. M. et al. : J Rheumatol. 2009 ; 36 (1) : 63-67. (PMID: 19004042)
9) Bao, H. et al. : J Am Soc Nephrol. 2008 ; 19 (10) : 2001-2010. (PMID: 18596121)
10) Liu, Z. et al. : Ann Intern Med. 2015 ; 162 (1) : 18-26. (PMID: 25383558)
11) #NEE . BHgREREE R A xR L L2 3Ehie (2024 4F 9 H 24 AR, CTD2.7.6.2)
12) thNERE : I REREERE At G & L= 3 EiRE (2024 429 H 24 H/&F, CTD2.7.6.2)
13) #HNEEE : XTI L E OMEAETRER (2024 4F 9 H 24 AR, CTD2.7.6.2)
14) Hahn, B. H. et al. : Arthritis Care Res. 2012 ; 64(6) : 797-808. (PMID: 22556106)
15) tENEE} : ﬁlﬁl&ffﬁﬂ%@ﬁz%%ﬁ:uﬁ%ﬁ (2024 £ 9 A 24 H7KFR., CTD2.7.6.2)
16) tENEE : B MELHFRRBITICET 5Bk (2024 429 H 24 H&GR, CTD2.7.6.2)
17) FENEEE - EEEER NS T 23 EIRE (2024 4F 9 H 24 H/&R, CTD2.7.6.2)
18) tENEEL : HEE 5RO QTe Bk (2024 49 H 24 H#&FR, CTD2.7.6.3)
19) FENERF fR TR A3 1T D HilE] & OVSE B 5> QTeF 71l (2024 4= 9 A 24 A7&GR,CTD2.7.2.2)
20) fENEEL : KIER GO QTe Bk (2024 4 9 A 24 H&AGE, CTD2.7.6.3)
21) tENEEF : UCHERAR 7 v 2R Y v &2 AWy Ehie (2024 4= 9 A 24 H&GR., CTD2.7.6.2)
22) fENEEL . S XY T AL OMAEARE (2024 459 A 24 HA&GR, CTD2.7.6.2)
23) fENEERL RO b3y — v E O EERRER (2024 429 A 24 A&, CTD2.7.6.2)
24) HNEE: I U L OMEEMRE (2024 4F 9 H 24 HAGE, CTD2.7.6.2)
25) Ling, S. Y. et al. : Br J Clin Pharmacol. 2014; 77(6): 1039-1050. (PMID: 24330024)
26) fENEERL UV 77y vy (KIE) & OMAMERRER (2024 429 H 24 H7&FE., CTD2.7.6.2)
27) HNEE : S 272 — Vg £ T = F L EOMAEEMRE (2024 4F 9 A 24 H&KGR, CTD2.7.6.2)
28) fENEEL . R F o L O AMERRER (2024 49 H 24 A&, CTD2.7.6.2)
29) fEWNEEL  EFERR AT 2 B HEORERER (2024 9 A 24 H7&FR., CTD2.7.6.1)
30) Rovin, B. H. et al. : Kidney Int. 2019; 95(1): 219-231. (PMID: 30420324)
31) tENER: L — T AR EE Zxtg & U725 WA 2 MEER (2024 42 9 H 24 HI7&GFE.CTD2.7.6.4)
32) Rovin, B. H. et al. : Lancet. 2021; 397(10289): 2070-2080. (PMID: 34062140)
33) HENEEL . T ABRBEEZ R E Lo HRER (2024 49 A 24 H7&FR, CTD2.7.6.4)
34) Saxena, A. et al. : Arthritis Rheumatol. 2024; 76(1): 59-67. (PMID: 37466424)
35) tENEEL : — T ABRBFE xR E LI FEMHELRE (2024 49 A 24 A&, CTD2.7.6.4)
36) Juan, M. et al. : Expert Rev Clin Immunol. 2021 ; 17(9) : 937-945. (PMID: 34392746)
37) Kale, et al. : Cells. 2023 ; 12(20) : 2440. (PMID: 37887284)
38) Gelder, et al. : Expert Rev Clin Pharmacol. 2022 ; 15(5) : 515-529. (PMID: 35763288)
39) &L Invitro & F ANV ==2— U UHET v A (2024 49 A 24 A&, CTD2.6.2.2)
40) tENEEL . Invitro & b U UoREREEIET v &4 (2024 45 9 H 24 AA&GR, CTD2.6.2.2)
41) #ENEE . T v FEFMELDBRETET VIZE T 2690 (2024 429 A 24 AARE, CTD2.6.2.2)
42) HNEE L — T ABERBE x5 & LT BRI EhRE MR (2024 42 9 A 24 HA&GR . CTD 2.7.2.3)
43) HNEEL . T v MERERNOAEER (2024 429 A 24 AKFR, CTD2.6.4.4)



44) tHNEE}
45) tENEE}
46) tENEE
47) HNEE
48) tENEE}
49) tNEE}
50) tENEE}
51) tEN&EE} -
52) tENEE}
53) tENEE :
54) tENEE}
55) tENEE

POVREREN AR (2024 429 A 24 A&, CTD2.6.4.4)

7 v Mg EE SR (2024 4F 9 H 24 H&GE. CTD2.6.4.4)

In vitro M ERKFEAT3AER (2024 4E 9 A 24 H#&GR, CTD2.6.4.4)

In vitro MYEE A #EARHABR (2024 4£ 9 ] 24 H&F, CTD2.6.4.4)

R o AR o OHETRHHRE (2024 459 A 24 H/&R, CTD 2.7.2.3)
In vitro f\#EH R ERER (2024 4 9 A 24 H&FR, CTD2.6.4.5)

In vitro CYP FHLERER (2024 49 H 24 A&, CTD2.6.4.5)

In vitro CYP #3555 (2024 45 9 H 24 H&RR. CTD2.6.4.5)

Invitro b 7 o AR—4 —HEMHRER (2024 49 H 24 A7KGR. CTD2.6.4.7)
Invitro b7 > AR—4% —BHERE (2024 49 H 24 A&, CTD2.6.4.7)
FLVEARR AR B iilBR (2024 4F 9 A 24 AAGE, CTD2.6.4.8)
FMEEBR (2024 4F 9 A 24 A&, CTD2.6.6)

56) Penn, I. : Drug Saf. 2000 ; 23 (2) : 101-113. (PMID: 10945373)

57) fHPNEEL 2 AMESEERE (2024 459 A 24 A&, CTD2.6.2.4)
. FODSESHE
B R R L



[ XIL. &%k |

XII. 8F&H

1.

FHNETORTIRR
A7 ARY %, 2025 9 ABLE, KE, BKIN, A FV A, AL ZAD 33 3 ETERINTWS,
CREIZHITHEBRNE] (2024 44 H)

54, LUPKYNIS (voclosporin) capsules, for oral use

X% - o5& | Capsules: 7.9 mg (voclosporin) oval, pink/orange in color, imprinted on one side with
VCS in white ink.

ShEE - BhE LUPKYNIS is indicated in combination with a background immunosuppressive
therapy regimen for the treatment of adult patients with active lupus nephritis (LN).
Limitations of Use: Safety and efficacy of LUPKYNIS have not been established in
combination with cyclophosphamide. Use of LUPKYNIS is not recommended in this
situation.

A - A& 2.1 Important Administration Instructions

® LUPKYNIS capsules must be swallowed whole and must not be opened,
crushed, or divided.

® LUPKYNIS should be taken on an empty stomach consistently as close to a 12-
hour schedule as possible, and with a minimum of 8 hours between doses.

® If a dose is missed, instruct the patient to take it as soon as possible within 4
hours after missing the dose. Beyond the 4-hour time frame, instruct the patient
to wait until the usual scheduled time to take the next regular dose. Instruct
the patient not to double the next dose.

® Instruct patients to avoid eating grapefruit or drinking grapefruit juice while
taking LUPKYNIS.

2.2 Prior to Initiating LUPKYNIS Therapy

Establish an accurate baseline estimated glomerular filtration rate (eGFR). Use of
LUPKYNIS is not recommended in patients with a baseline eGFR <45 mL/min/1.73
m? unless the benefit exceeds the risk; these patients may be at increased risk for
acute and/or chronic nephrotoxicity.

Check blood pressure (BP) at baseline. Do not initiate LUPKYNIS in patients with
BP >165/105 mmHg or with hypertensive emergency.

2.3 Dosage Recommendations
The recommended starting dose of LUPKYNIS is 23.7 mg twice a day.

Use LUPKYNIS in combination with mycophenolate mofetil (MMF) and
corticosteroids.

Safety and efficacy of LUPKYNIS have not been established in combination with

cyclophosphamide. Use of LUPKYNIS is not recommended in this situation.

® Assess eGFR every two weeks for the first month, every four weeks
through the first year and quarterly thereafter.

Dosage of LUPKYNIS is based on the patient’s eGFR. Modify LUPKYNIS dosage

based on eGFR:

® If eGFR <60 mL/min/1.73 m2 and reduced from baseline by >20% and <30%,
reduce the dose by 7.9 mg twice a day. Re-assess eGFR within two weeks; if
eGFR is still reduced from baseline by >20%, reduce the dose again by 7.9 mg
twice a day.

® If eGFR <60 mL/min/1.73 m? and reduced from baseline by >30%, discontinue
LUPKYNIS. Re-assess eGFR within two weeks; consider re-initiating
LUPKYNIS at a lower dose (7.9 mg twice a day) only if eGFR has returned to
>80% of baseline.

® For patients that had a decrease in dose due to eGFR, consider increasing the
dose by 7.9 mg twice a day for each eGFR measurement that is >80% of baseline;
do not exceed the starting dose.

Monitor blood pressure every two weeks for the first month after initiating
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LUPKYNIS, and as clinically indicated thereafter. For patients with BP >165/105
mmHg or with hypertensive emergency, discontinue LUPKYNIS and initiate
antihypertensive therapy.

If the patient does not experience therapeutic benefit by 24 weeks, consider
discontinuation of LUPKYNIS.

2.4 Dosage Recommendations in Patients with Renal and Hepatic Impairment

Use of LUPKYNIS is not recommended in patients with a baseline eGFR <45
ml/min/1.73 m? unless the benefit exceeds the risk; LUPKYNIS has not been
studied in patients with a baseline eGFR <45 mI/min/1.73 m2. If used in patients
with severe renal impairment at baseline, the recommended starting dose is 15.8 mg
twice a day.

In patients with mild and moderate hepatic impairment (Child-Pugh A and Child-
Pugh B), the recommended dose is 15.8 mg twice daily. LUPKYNIS is not
recommended to be used in patients with severe hepatic impairment (Child-Pugh

C).

2.5 Dosage Adjustments due to Drug Interactions

When co-administering LUPKYNIS with moderate CYP3A4 inhibitors (e.g.,
verapamil, fluconazole, diltiazem), reduce LUPKYNIS daily dosage to 15.8 mg in the
morning and 7.9 mg in the evening. No dose adjustment of LUPKYNIS is
recommended when LUPKYNIS is co-administered with mild CYP3A4 inhibitors.

(BRMISE 1+ B EEBRAR] (2025 4F 6 1)

754, Lupkynis 7.9 mg soft capsules
% - 4% | Each soft capsule contains 7.9 mg of voclosporin.

Excipients with known effect
Each soft capsule contains 21.6 mg ethanol and 28.7 mg sorbitol.
Lupkynis may contain trace amounts of soya lecithin.

Ao
b
[Ny
&t
i

Lupkynis is indicated in combination with mycophenolate mofetil for the treatment
of adult patients with active class III, IV or V (including mixed class III/V and IV/V)
lupus nephritis (LN).

Mk - &

Lupkynis treatment should be initiated and supervised by a qualified physician
experienced in the diagnosis and treatment of lupus nephritis.

Posology
The recommended dose is 23.7 mg (three 7.9 mg soft capsules), twice daily.

It is recommended that Lupkynis is administered consistently as close to a 12-hour
schedule as possible and with a minimum of 8 hours between each dose. If a dose 1s
missed, it should be taken as soon as possible within 4 hours after missing the dose;
beyond the 4-hour time frame, the next regular dose should be taken at the usual
scheduled time. The next dose should not be doubled.

Lupkynis should be used in combination with mycophenolate mofetil.

Physicians should evaluate the efficacy of treatment at a time point of at least 24
weeks and make an appropriate risk-benefit analysis for continuation of therapy.

Dose adjustment based on eGFR

It is recommended to establish a baseline estimated glomerular filtration rate
(eGFR) before starting treatment with voclosporin, and assess every two weeks for
the first month, and every four weeks thereafter.

Dose adjustments are required for those individuals whose eGFR is confirmed to be
reduced (i.e., two consecutive assessments within 48 hours) and below 60
ml/min/1.73 m2. If eGFR remains > 60 mL/min/1.73 m? no dose modification is
required (see table 1).
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Table 1: Recommended dose adjustments based on eGFR
Confirmed eGFR Recommendation
decrease from baseline!

> 30 % reduction Stop administration of voclosporin. Restart
treatment upon eGFR recovery at 7.9 mg (1 capsule)
twice daily and increase as tolerated based on renal

function.
> 20 % and <30 % Reduce dose of voclosporin by 7.9 mg (1 capsule) twice
reduction daily.

Retest within two weeks; if eGFR decrease has not
recovered, reduce dose by further 7.9 mg (one
capsule) twice daily.

<20 % reduction Maintain current dose and monitor.

1 If eGFR remains > 60 mL/min/1.73 m2 no action is required

It is recommended that patients requiring a reduction in dose are reassessed for
eGFR recovery within two weeks. For patients that had a decrease in dose due to
eGFR reduction, increasing the dose by 7.9 mg twice a day for each eGFR
measurement that is > 80% of baseline should be considered; the starting dose should
not be exceeded.

Co-administration with moderate CYP3A4 inhibitors

When co-administering Lupkynis with moderate cytochrome P450 (CYP)3A4
inhibitors (e.g., verapamil, fluconazole, diltiazem), daily dose must be reduced to
15.8 mg in the morning and 7.9 mg in the evening.

Hepatic impairment

In patients with mild and moderate hepatic impairment (Child-Pugh Class A and B,
respectively), the recommended starting dose is 15.8 mg twice daily. The effect of
voclosporin in patients with severe hepatic impairment (Child-Pugh Class C) has
not been assessed and voclosporin is not recommended in this patient population.

Renal impairment

Careful monitoring of renal function is recommended (see table 1). Limited data are
available on the use of Lupkynis in patients with baseline eGFR 30 to < 45
ml/min/1.73 m2. It is recommended to use Lupkynis in these patients, only if the
benefit outweighs the risk, and at a starting dose of 23.7 mg twice daily.

Lupkynis has not been studied in patients with severe renal impairment (eGFR <
30 mI/min/1.73 m? and is not recommended in these patients unless the benefit
outweighs the risk. If used, the recommended starting dose is 15.8 mg twice daily.

FElderly
Data are limited in LN patients > 65 years, and there are no data in patients aged >
75 years. Lupkynis is not recommended in patients > 75 years of age.

Paediatric population

The safety and efficacy of Lupkynis in children and adolescents aged 5 to 18 years
have not yet been established. No data are available.

There is no relevant use of Lupkynis in children below the age of 5 years in lupus
nephritis.

Method of administration

Oral use.

The soft capsules must be swallowed whole and can be taken with or without food.
It is recommended not to take Lupkynis with grapefruit or grapefruit juice.
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8.1 Pregnancy

Risk Summary

Avoid use of LUPKYNIS in pregnant women due to the alcohol content of the drug formulation. The
available data on the use of LUPKYNIS in pregnant patients are insufficient to determine whether
there is a drug-associated risk for major birth defects, miscarriage, or adverse maternal or fetal
outcomes. There are risks to the mother and fetus associated with systemic lupus erythematosus
(SLE).

LUPKYNIS may be used in combination with a background immunosuppressive therapy regimen
that includes MMF. MMF used in pregnant women and men whose female partners are pregnant can
cause fetal harm (major birth defects and miscarriage). Refer to the MMF prescribing information for
more information on its use during pregnancy.

In animal reproductive studies, oral administration of either voclosporin or a 50:50 mixture of
voclosporin and its cis-isomer was embryocidal and fetocidal in rats and rabbits at doses 15- and 1-
times, respectively, the maximum recommended human dose (MRHD) of 23.7 mg twice a day, based
on drug exposure AUC. There were no treatment-related fetal malformations or variations.
Additional findings of reduced placental and fetal body weights occurred in rabbits at 0.1 to 0.3-times
the MRHD and in rats at higher drug exposures. Voclosporin was transferred across the placenta in
pregnant rats. For rats, but not all doses in rabbits, these effects were associated with maternal
toxicity consisting of reductions in body weight gain. Dystocia was evident in a pre- and postnatal
study in rats, but there were no effects of voclosporin on postnatal growth and development.

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

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Pregnant women with SLE are at increased risk of adverse pregnancy outcomes, including worsening
of the underlying disease, premature birth, miscarriage, and intrauterine growth restriction.
Maternal LN increases the risk of hypertension and preeclampsia/eclampsia. Passage of maternal
autoantibodies across the placenta may result in adverse neonatal outcomes, including neonatal
lupus and congenital heart block.

Fetal/Neonatal adverse reactions

The formulation of LUPKYNIS contains alcohol (21.6 mg of dehydrated ethanol per capsule for a total
daily dose of 129.4 mg/day). Published studies have demonstrated that alcohol is associated with fetal
harm including central nervous system abnormalities, behavioral disorders and impaired intellectual
development. There is no safe level of alcohol exposure in pregnancy; therefore, avoid use of
LUPKYNIS in pregnant women.

Data

Animal Data

Voclosporin (90 to 95% trans-isomer) is the active ingredient in LUPKYNIS. Animal reproductive
studies were primarily conducted with an approximate 50:50 mixture of voclosporin and its cis-
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isomer. Similarity of the toxicity effects of the 50:50 mixture and voclosporin was demonstrated in
comparative toxicity studies with adult rats. Interconversion between cis and trans isomers was not
detected with in vitro or in vivo studies.

In an embryofetal developmental study, pregnant rats were dosed orally, during the period of
organogenesis from gestation days 6-17, with the 50:50 mixture of voclosporin and its cis-isomer, litter
size was reduced due to increased fetal resorptions and deaths at drug exposures approximately 15-
times the MRHD (on an AUC basis with a maternal oral dose of 25 mg/kg/day). Surviving fetuses had
reduced placental weights and slightly reduced fetal weights. There were no treatment-related fetal
malformations or variations with doses up to 15-times the MRHD, although reductions in ossification
sites were observed in the metatarsal bones. This dose was associated with maternal toxicity based
on decreased body weight gain. The no effect dose for both fetal and maternal effects occurred at a
drug exposure approximately 7-times the MRHD (on an AUC basis with a maternal oral dose of 10
mg/kg/day).

Two embryofetal developmental studies were conducted in pregnant rabbits that received either the
50:50 mixture of voclosporin and its cis-isomer or voclosporin during the period of organogenesis from
gestation days 6-18. Litter size was reduced due to increased fetal resorptions and deaths with 50:50
mixture at drug exposures approximately the MRHD (on an AUC basis with a maternal oral dose of
20 mg/kg/day). Increased resorptions were observed with voclosporin at 0.1-times the MRHD (on an
AUC basis with a maternal dose of 20 mg/kg/day); however, litter size was not significantly affected.
Decreased placental weights and fetal body weights were observed with the 50:50 mixture at doses
0.3-times the MRHD and higher (on an AUC basis with maternal oral doses of 10 mg/kg/day and
higher). Decreased fetal body weights were observed with voclosporin at doses 0.1-times the MRHD
and higher (on an AUC basis with maternal oral doses of 5 mg/kg/day and higher). There were no
treatment-related malformations or variations. Both studies had reductions of ossification sites in
the metacarpal bones with the 50:50 mixture at doses 2-times the MRHD, and the sternabrae and
hyoid body and/or arches with voclosporin at doses 0.1-times the MRHD and higher. The high dose of
20 mg/kg/day 50:50 mixture of voclosporin was associated with maternal toxicity based on decreased
body weight gains. These rabbit studies indicated that the toxicity of 50:50 mixture of voclosporin
and its cis-isomer and voclosporin were qualitatively similar; however, voclosporin was more potent
than the 50:50 mixture, consistent with its pharmacological potency. The no effect dose for the fetal
effects of voclosporin occurred at a drug exposure approximately 0.01-times the MRHD (on an AUC
basis with a maternal oral dose of 1 mg/kg/day).

In a pre-and post-natal developmental study, rats were dosed from gestation day 7 through lactation
day 20 with a 50:50 mixture of voclosporin and its cis-isomer. Dystocia (delayed parturition) occurred
at a dose 12-times the MRHD (on an AUC basis with a maternal oral dose of 25 mg/kg/day) that
resulted in reductions of the mean number of total pups delivered and surviving pups per litter. This
dose was associated with maternal toxicity based on decreased body weight gain. No adverse effects
on dams or their pups were observed at doses 3-times the MRHD and lower (on an AUC basis with a
maternal oral dose of 10 mg/kg/day). There were no effects on behavioral and physical development,
or the reproductive performance of male or female pups. The no effect dose for delivery and pup
survival was 10 mg/kg/day.

<P SUMMARY OF PRODUCT CHARACTERISTICS (202546 H) >

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of data (less than 300 pregnancy outcomes) from the use of
voclosporin in pregnant women. Animal studies have shown reproductive toxicity.

Lupkynis is not recommended during pregnancy and in women of childbearing potential not using
contraception.

5.3 Preclinical safety data
Adverse reactions not observed in clinical studies, but seen in animals at exposure levels similar to
clinical exposure levels and with possible relevance to clinical use were as follows:

Repeated-dose animal studies have shown neuro-histological findings of gliosis and perivascular
infiltrates in the brain and spinal cord in rats, but not in dogs or monkeys. These findings were not
observed at doses approximately 0.3-times the maximum recommended human dose (MRHD) of 23.7
mg voclosporin twice a day on medicinal product exposure (AUC) basis.
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In a 39-week oral toxicology study with cynomolgus monkeys, malignant lymphomas occurred at a
dose of 150 mg/kg/day (approximately 4-times and 7-times above the MRHD based on medicinal
product exposure (AUC), for male and female animals, respectively). At this dose, monkeys
experienced high levels of immunosuppression as indicated by maximum calcineurin inhibition levels
(Emax) of greater than 80%. The no-observed-adverse-effect level (NOAEL) for this finding was 75
mg/kg/day (approximately 4-times the MRHD, on medicinal product exposure (AUC) basis, for male
and female animals).

No mutagenic or genotoxic effects of voclosporin were observed in conventional genotoxicity studies.

In a 2-year mouse carcinogenicity study with oral voclosporin, an increased incidence of malignant
lymphoma was observed at the highest dose tested (30 mg/kg/day; approximately 7.5-times the
MRHD on a medicinal product exposure (AUC) basis). This result is considered secondary to
voclosporin-related immune suppression. The NOAEL was 10 mg/kg/day (approximately 1-times the
MRHD on medicinal product exposure (AUC) basis).

In a rat fertility study with a 50:50 mixture of voclosporin and its cis-isomer, decreases in male
reproductive organ weights, including the cauda epididymis, epididymis, seminal vesicles, prostate,
and testes were noted at a dose of 25 mg/kg/day. The NOAEL for these findings was 10 mg/kg/day
(approximately 5-times the MRHD on medicinal product exposure (AUC) basis). Mating and fertility
parameters, sperm motility, count and density, number of estrous stages per 14 days, and caesarean
sectioning parameters were not affected. Decreases in prostate and testes weights were also observed
in the 13-week and 26-week repeat-dose toxicity studies with oral 50:50 mixture of voclosporin and
its cis-isomer at doses of 25 mg/kg/day and 10 mg/kg/day, or 18-times and 7-times the MRHD, on
medicinal product exposure (AUC) basis. The NOAEL for these effects in the 26-week repeat-dose
study was 2.5 mg/kg/day (approximately 1-times the MRHD on medicinal product exposure (AUC)
basis).

Embryo-foetal development studies were conducted with the 50:50 mixture of voclosporin and its cis-
isomer in both rats and rabbits and with voclosporin in rabbits. Embryo-foetal toxicity was only
observed at doses that were associated with maternal toxicity (at doses approximately 15-times and
1-times the MRHD, based upon medicinal product exposure (AUC), for rats and rabbits, respectively).
The maternal effects included changes in body weight and/or swollen mammary glands while the
foetal effects consisted of a slight reduction in body weight and related skeletal developmental
variations. No malformative effects were noted in the studies. The NOAELs were 10 mg/kg/day in
rats and 1 mg/kg/day in rabbits (approximately 7-times and 0.01-times the MRHD, based on
medicinal product exposure (AUC), for rats and rabbits, respectively).

In a pre- and post-natal developmental study in rats, maternal toxicity at a dose of 25 mg/kg/day
50:50 mixture of voclosporin and its cis-isomer (approximately 17 times the MRHD on medicinal
product exposure (AUC) basis) delayed parturition (dystocia) that resulted in reductions in the mean
number of total pups delivered and surviving pups per litter. This dose was associated with maternal
toxicity based on decreased body weight gain. No adverse effects on dams or their pups were observed
at doses approximately 3-times the MRHD and lower (based on medicinal product exposure (AUC)
with a maternal oral NOAEL dose of 10 mg/kg/day). There were no effects on behavioural and
physical development, or the reproductive performance of male or female pups. The no effect dose for
delivery and pup survival was 10 mg/kg/day.

Medicinal product-derived radioactivity was rapidly distributed to milk following the oral
administration of [1*Cl-voclosporin to lactating rats. When a medicinal product is present in animal
milk, it is likely that it will also be present in human milk.
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8.4 Pediatric Use
The safety and efficacy of LUPKYNIS in pediatric patients has not been established.

<EkM > SUMMARY OF PRODUCT CHARACTERISTICS (202546 H) >
4.2 Posology and method of administration

Posology

Paediatric population

The safety and efficacy of Lupkynis in children and adolescents aged 5 to 18 years have not yet been
established. No data are available.

There is no relevant use of Lupkynis in children below the age of 5 years in lupus nephritis.
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