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1.5 ERXIREORERURAEDNRE
1.5.1 EREXITHRDREE
15111 L&HIS

SILERDNV AU (LT, ~ULEATUL) 1, Surface Logix, Inc 12 & VW 3R S 47z, 8IRAY
|Z Rho-associated coiled-coil containing protein kinase (ROCK) 2 ZfHETH 77— A h 7 T ADIK
77 F#% 10 ROCK2 FAEIK TH 0 | [Al—DOIERBET 2 FiDiai 38372\, ROCK IZENIZIAS BT 5
U e ALA =0 FF—ETHY Y, ROCK1 LTNROCK2 D2 DDT A V7 4 — LNFET D,
T, ROCK2 (355 R~ DA G- PR S 72 2 &b | B %HE £9% (chronic graft versus host
disease; cGVHD) TR & L CTHFIMI TULE R DV O BB S -,

cGVHD ORIEMF IO TEIHE LB Z LNERICIFHA LN ER > TV, ITFEOWREND
c¢GVHD DOFIEIZIT T OB Ml OB 5 23RBS LTV 5,cGVHD (X, A —7 T i) 6~ /b3 —
T17 Mif (Th17 HEfE) ~OLROHERFIC LB AR RIENVEY A b 1A TL-21 KOV IL-17 O RIEA & |
TEREME~ =T fifa (Tthfifa) O\ENEMELZ R E U, PUROBREIFEE, X SIZIXZEgS O
Mfbzpl Xl 32, F/o, WEROMGNEE S35 HIEME T M (Treg M) OB & 5013
BEAR TISE D SfE T o A DIHE b R T 5, ~LE A VLT ROCK2 & IRAYICFLET 5 Z & T,
c¢GVHD OFIEIZTR < B5- L TV % Thl7 Mifid, Teh Ml ~D 53k & Z e < RIEVEY A N A L FE
EEMEIT 5 & & BT, Treg Mila~Dob & AT < PIRIEM YA A VEAZTUEL . E
FHEEM 253 2, 612, Th otz i+ 2 2 & T B Mifld & Th MO AE/EHICE Y
B L DMHPODEIS &, Uk B CHROEAEZIHIT 5 Z LRI TW5D, £7-, ROCK (3#
BORMEA S 7T IR ER I B WD THLA B2 K7 L TB Y | ~/LE AV L1E ROCK2 % 3R
MICBRE T 5 2 & CRpESEMIR D =2 7 — 77 L PEAE R OV s B A i) U . PUiE b B 2 3335 9,
FROEHICESE, ~LEAY LT cGVHD DJEREZSRET L EEZ BN D,

1.5.1.2 cGVHD DREL &K WAHED TR &L RE

cGVHD [ R B OB OHED—2>Th 0 9 EIAVIREHIEENE 2 2 BEN O
FERIZRIRIB T 5, Bl Tld, RIED AR O THHMELORES Lo TH Y | AREITEE OATE
D'E (quality of life; QOL) %3 L < #8429 JISIEIEM - PUBHEILIER O % FF 23K DR D 5
nTunsd,

E MR BE T A R Z A > GVHD (55 5 i) ¥ 12 THELE X T % cGVHD DG IEIT, SF A,
JRFTHEIEIC S I, S DICAHRIER, —RIBR E ZIRIBRICOT DIvd, —IRIGIR OFEMETEHR I
AT aA RTHDLIN, JERSLCAEIHEOHEIZ L > Th Ly =a—V UIEA] (CND) 2AHFHSNT
W5, —IRIGECTHENR 07238581 T RIBR OB L 72 578, IRIBIR OFEYERRIEI IR ST
BT, —RIBETHEAENTZAT oA RXUTAT EA R & CNI OFEH Ofkis e o (R5R 1 itk D
BRIELEDRONTZIREN R ENTNWDE Y, F-AT7 o4 RAEHBEDLDND Z L2k, &Y
A7 O, FERE, BEERT, miiE, ANE, IR EREIR T CERREER A #ELT 5
EWVS T NG D, ITTIET NV FoBFay ot —¥ (BTIK) HERDA 7 VF =7 )5 iFEME
AENTWBN, HFRERBAME, I IMRIBAMES OB E 2 FRIH N BN Z L8 h 570, EHH
(IR 2 Ehi T 2 MR H D D e EREWE OB CHENRH D,

NFIZIBNTH AN & RIERICA T 1 A R il a2 V72 iaiE A3 H ST 53 /N R 1T
AT aA REFRIC L DREREZZ1F 5130 A ~ER L R E 2572 DRITEHO Y 22
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CEHENAHM bRV, F2, IR BERD - B2 ESR EICBRE =T, AL BB
EREOWBEE ZTHZ D, BEM 740 —T v 7RLETHD Y,

i OO Y& M ERH AL O EI S 1T ITAERIMEIIC H 0 | @S2 cGVHD BIED Y A7 [N+Th D =
EMD ., S, Bl cGVHD BEITHIML T Z ERTIREIND ), mlindix, AFEEREDIKT
RAPHEIC L DO L Z N 0D EHEE LN TAT oA FORBERICIZL Y EENRLETH
b Flo, TWIBRETHOWON DA TAF =7 Tk, 65 Ll EOE R T Grade 3 UL EDOAF EFHG
fifige, PREGEY:, DB, AMERBIESORBBEENFm VN E SR TWNS T,

PLEX Y, KR E LTRNED D mlnE £ THRID DL MR E cGVHD 1EHRE DO BTN 2
2o TWD,

1.5.2 S D#ER

~YLE APV, Kadmon Corporation, LLC. (Kadmon £t) (2K W KENZTAT v A NEFEM b
PEcGVHD (LT, A%KHR) #xigacpizssitn b, 204 | 11 orphan drug, 20} 4 [ 71 @
mmmm%mmmwwﬁﬁ%ﬁf AIRBERG L LT 23l (KD025-208 7R, KD025-213 i5R)

TBWTHIME, etk OERFEDRHR SN2 2210 ¢, KERMEHRME (Food and Drug
Administration; FDA) 2 ¥ 2021 47 HIZH&GE L7z, 2023 45 11 A RKBIFE, KE D] ifJ F—A L7
V7, &, EwmE, A ATV EOHFETHEBINTWD, £z, #ETRRPEEATHDH, 7
B, KENZ T, REBLSORIE - ML G-I 25 B E LT, it FRRMMGHEE, 28R
Bz xtg e LIk 76 L IXERF Th 5,

Meiji Seika 7 7 /L~ ¥R 4H13, Kadmon #H23K [E THEHE L 72 ~LT A 2L O R RER K& O G E
AR R A E 2, AFICBITOARERZEICE LA ED D Z L L LT,

20l =1 1 5 - - .
_%a Lize 2021426 H LY HM&%E%
BV A% & U BARSS TR (ME3208-1 38BR) A2 Ehi L. AARARERABMICK T 5%

AL OEAEMEIC R <. S EhRE I3 E RN S B T 5 Z & 2R LT,

o K B ElE 00 [ |
I L. 202 4F 1A B L, 12
WL B D HARAATRBRBE 265 & LIRSS I AHBR (ME3208-2 5BR) 128\ T, il
gtk 24 s Qo =V B 2 v v F— &) T RBERE H o5 B 478503 (best overall
response rate; best ORR) 73 85.7% (95%{5#E[X[H (confidence interval; CI) ; 63.7,97.0) T&H Y. 95% CI
D TIRED S S CORE LTz 25%% ElRl->7=Z Lot Tl HE 1% OB g
B (AT A REIOEE THRNART07256) | 3R IR & U CEE L ELERGEAGR S (UL
T, AHFE) 21502 &L,

Fi, NULEADADENICET D ERF EOLEERE L Lo, 20 | A Ao
A EHRMEERFE ATV, 2023 4F 5 A I E S,

ARHFEICEET DB ORI OV T 1.5-1 1R 7,
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ABREE R

=N
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(ME3208-1)

o5 TIT A5 7R
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% TMa AHFER
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% 1 AHRER
(KD025-213 #5R)
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1.5.21 MEICET %55

JFHET I H-IVE RV A VBRI A WRESPED EIR T, A F IV ALTRF 2 RIZROPEIT I
LKV AZ )= NVEBILRTAFARNVLT I RICETIZK K KBEOT B =M LITIFE AL
e, ENCBERH D, ST RA DA IVEBEEIIR ) 2 F L R EBERY = F L KT
LOEEEFRET, 25°C /60 %RH D741 FC [ 58 R O 40°C /75 %RH OEAFLAE T T 6 1
MR LR, Wb MR MEOZ TS LNT, BETH T,

HTHDH L A1 v 7 §E200mg 1 1 FEFIZ 242.5 mg DILE RV A VIRE =S8 T 5 HEA

(74 NVba—TF 4 78 Tho, REOMREEN L, AV =5 L kiR 2 IR -
i, R 7a L U HETERLZLOTHY, 25°C /60 %RH OLRAFEM T T 24 & AL E, 40°C
/75 %RH OIRIFEET TR 6 @H ML ETH T,

1.5.2.2 JEEGRPRERER
1.5.2.2.1 ZEHEAER
1.5.221.1 W HZEMF1THHER

~YLEATVVD cGVHD {BEHE & L CORE A HMZ T 5729, invitro 2 TN in vivo THi A~ D3
PEEFAM 2 SEHE L 72,

In vitro ROCK PHLETEMEER NS . ~ULE A UL 1F ROCK2 ~D&ERMENE < | AR LEVER %
HOZ EAURE T, BEREHIERE RO RN ML ER 2 AV 72 in vitro BBRIZIS VT, NLER DL
I% cGVHD DJREEZARIZBE 532 Th17 #E & O Teh Mg~ b 2 3l L, st < RIEMEY A
N A W T 5 & RIREIS, SN &40 O Treg Mifld~D 53k ZTTHE L, Treg MmOz 1
TIHEEE 2 TR 92 T MRS OREIER 2R L2 101D F7= v N #HESERIIE 2 V) 72 in vitro
BRI N T, T A D VITHERRHE G IZ B 53 D RRMENE = 7 — 77 o D SR BEAR ) ONBRHE R
T FIeERZLETS Z & T P bER 2R LT,

In vivo sBRIZI VT, ~ULE A VUL cGVHD TRIE & 72 2 filifAk OfRHE(L, B &R N A &
FIEMERIESOG 72 EOREEIT A2 SRE L, £ ORRITIL. in vitro ARUER THER 72 T ML IR
DOFFEANERSCHRMLIER AT S L T D LB 2 B, cGVHD {EHIE L L CORFHAMENRD b
71—: 10), 11), 12)O

PLEDOFERMNS |~ AV [Th17 HIE~D 53 b & O Thl7 ffEASEA T D RIEMEY A S A
Y O53UA O], TTh Al ~O 3 LK O Tth fMifa & U 72RO 0S| Ol & [Treg Al ~o
SHERON Treg MifaBgRE ) OTLHEZ [FIRFICHIEIT 5 T Ml Z S A OMRBEER 2R L, S 512 cGVHD
TR & 70 D MR ISR U C O IR IER 27”73 2 & C cGVHD 1AV R A T 5 L B %
b,

1.5.2.2.1.2 R& AR

ZVEREHEER & LT~ A DL O AR R D LS SR S O SR %9 2 52 B8 2 51l L 72,

HHXARR R ~DIEA & UCUHEMET » b CHIBSEBN R T L OMEEZ » b TERIBIK T2t ic 4
BTN, 2 S OZbIE MO E 2 BLTH Y | BER EOBRENA U D AMREEIT RV &5 2
Sy

DI RIS T HIER & LT, ~ULE AL KM 1E hERG F v X VEROHEEM 2R L, %
D ICso M IZEGIR A& (200 mg/H) 12351F 2 ~ULE 2 VLD fe i i 3RS SRR EE OF) 11 {5 T >
2o MLIZ, BRIV XY HEERANTH R TIIMETH D 2 L0 b EET L Aligti kv &



RNILERDIL 1.5 EREXIIRROBERUHEKEORZEE Page 6

B2 oI, Flo, A X 2RO OEMFART T, QTe MR A & e BRI ~DRE m@%mﬁﬂo
72o M2 T, QT MME~D 8% F AN L7- B ARRER (KD025-110 388k) 128\ TH QTe JEREAEAILR
DOHNRPoTZ LMD, ~LERAVLD QT IERE Y A7 HMEWEE 2 b, ZOMo.LME %

DEEL LT, MEMEA X CUUHEIIME, SRR M & OSEREIARE D D9 03 T3 H =28,
%EQEMT%D\%fL@%ﬁWELéﬁbriﬁmk%x%ﬂto

PR R ~DOIER & LT, 7 v b ChORH R R, PR OV [EHR E O T B PIEEER CA bz,
— 75, PIEERER O FHNE 2 MR T 2 72 I I L 7= e ik Cld, A& ORE R B VT H KR

DEBIIA LT, HEMEITGERO SN hotz, Lizhi- T, ~ULE A D UEMRIC ) L TR
Wm%ﬁé@mk%x%nto

1.5.2.21.3 IR, #f. KH., BEEER

AULE A DL MO TRERR L 72~V E A DA R AV, BERBR O LB ch b~ 7 R,
T b, UHXROA XZBWT, WINL, ofh, EEOPEtZ 5 Lz, ~LE AT 0E, 3 R00
W S 4L, W NOBEMFEIC ISV T HIREIIH &L %2 ERl > TN 2@ 23380 bivkz, 72,
A4ﬁ7N4?B)?4%&ﬁi@ﬁm WS TEL R DMEAPBED v, AT v MIERAE
B 5 OGTEEIT 2H ITECITO A L, #5 48 BEf 12132 < OMEEL CHURER B IXE & T IRM
i&%éuWi@&mﬁ%Kﬁkimatoiﬁﬂ?ﬁ@7,xh_iwvf\Aqw%x,av%éuWi%®ﬁﬁﬂ%m
AT = VEMMERSH D Z EAIRENTZN, A T = U EAMBRICB O T HEM ORE & &b I rerE
FEORKTFNRED BN, ~ILT AT LO invitro MIEE AR ERITEBEIEEE T, vV A, T b,
THX, A XKL FOTXTOMPFEIZBNTI9%LL ETH -7, & b TOFERHWTH Y M2
ARSI FRIR) 2D TIE, =7 &, 5y% ?%?&@E%’EWT%%HLT%okOik\
b MEFIZBW TR FIUET VT 2 I EICHEAS LTV D 2 EBRE S iz, MERBI T DU
T\791\7/%\43&Utbfim%@ﬁfiﬁﬂotﬂ 7YX TILMER~DBAT RO 5
Nie, ~UA Zv b, UHF A XLOE MFI 7 v Y — ANl Z VLT X DL
BWRBREAT T2 2 A, At 4 EEOMRE RIS, FEE2RHW & LTML (NI
TILFAR) HOM2 NI HOEMETHLED b, B MREHIZBW I M2 &7 vy o g
FERD 2 FFH ORI 5%, Lo v — 7 mfE Tt i, B MERAZRMAEHDI IR S ke
MNoTn, ~ULE AL OERPIFEAAHIE ML, M2, BRLIE, BKFEIER, O-BL7 L FIURE NI s
o U AR EHEE S, SAERADLORBITITEENZD L, T M T, 0%7»%»
bR OZENICH S fa il (7 v UEEROWREE) o N-BLT L% Ak X D M1, K FRIZ &
M2 B O KB RO AR R & L THEE Sz, B R TIE, M2, E/ B R F U1K, VEPH
X AR, OB v F ThE< O-BL 7 VXU AR O v 7 v AR O A sl SRR I &
LTHEE SN, BE R CYPRELARI 72 Y — L KO MF 71 Y — L% HV 2 invitro TORREH
B, ~VULEZVLVORBITIZEIC CYP3AL 23 E- L, FH5I3/hSWnd Do CYP2C8 T CYP2D6 D
BN RENT, £, B PUGT RHARI 70— E AW Bmalick v, ~LE 2L 0REHS
IX UGT1A9 OB H- 2R &7z, kA% A= Z v FOdeid, MR & b IG5 B0/ 90% D
B RE N F PR S AL, IR A~ITIEE A SHRE SR Do T2,

thFI 7Y —2%H0, ~LERATILOE b CYP 4 FFEIC 5 5 HEER 2 U7k R,
CYP2C8 K TF CYP2CY % FHIICPHE L7z (ICsoffiiX 1 pmol/L LA'F) , F7z CYP1A2, CYP2C19 &
N CYP3A4/5 1238 T D REHEAFRI72BAE LB O Bz, M2 122\ TiX CYP1A2, CYP2CS8, CYP2C9
F O CYP3A4/5 (2569 % al i BRI NS CYP3A4/S (26t B AEHEIFI R L EN R bz, & b
UGT BRI 7 a Y —2&xHn, ~LERATLEDOM2 (0.1~100 umol/L) @ UGT %7 {-FEIZXI 95
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BV 24t L7of . ~ULE 2 2113 UGT1AL OV UGTIA9 #FH5E L, M2 13 UGTIAL % [HE
L7c (ICsofEIE 1 pmol/L LATF) &

t FFHIEIZ BV TULE A VLD CYPIA2, CYP2B6 } (Y CYP3A4 IZx13 2 B8/ EH &2 Fit L7z
EZA ULFEAVNIIINGD CYP 43 7D mRNA L L2 BN H7-, Lo LZE OIS
PERFIR D 20% A5 Th 0 BERIERIIENE B 2 bz, M2 IZWTH0 CYP 4 I3 T D ihiE
TERH b RS enoT,

In vitro A2 A2 AW T ULEZA DL KR M2 O b REY) kT o AR—F— |25 5 BB NS
PRV 25 4f U 72, 2 OfE R, ~ULT AP U P-gp DIE TH Y | P-gp. BCRP, OATPIB1, MATE1
& TONMATE2-K O ERITH S Z & HP/RE 472, M2 1L BSEP, OATP1B1, OATPIB3, OAT1, OAT3
K ONMATE2-K D& TH Y . BCRP, BSEP, OATP1B1, OATP1B3, OAT3. MATE1 } ) MATE2-K
DOIREAITH D Z LRSIz,

1.5.2.2.1.4 SRR

AULE RN OFMFHMEE LT, T v F RO X 2 W A O ER G w5, & amria
B, 7 v RO DX E AW AR A R A I L 7o, T otomMERER & L ObEE R
Fhe L7,

ZOfER., BRI G FEERRIZEBIT 57 v OBt RIT 600 mgkg TH Y . A X Tl m &
D 400 mg/kg F TIHTILA LN o Tz, KEHRGFHERBRICI T 5 KR ORGHIH T oMM &I

kD 13,726 B FFER CTREIT 275 mg/kg/ B . HEIX 150 mg/kg/ B, A X D 13,739 @ [ 705k CHiEME &

H1Z 40 mg/kg/ H TH - 72, M2 AW EIRZRE RAER, b MR Y > 7Rk % V7= in vitro Y4
EARE R L VT »~ b &AW invivo BR/IMERBRIZCB W T, ~L TR U NVTELEEEZ RS 72
73»0710 7 v M RO B & DT AGER AR IR IS I T HEEEEM OFZERE, IR - BB D%

HICE A G 2 BT GRERO bz, MEMER BN ORZIGEE~ DB IIRIEIZ K 5 B FRO &
NT=. JFEMEER CTIL in vitro e G TH o 7203, BERBRICBW TV A VLD NEEE
RET DIEFEITHRE SN TE LT, BREHICE T 2 EE0BRSIENEB 2 b,

1.5.2.3 BRIREHER
AL A DNV ORGEIRFEAGRHEE OXGR & T DGR Ny =T AR 1.5-1 IR,
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F 151 BRT—2/1\v 75—
faiy WA g
wa | R | eEs PEre R et it - B B gy | O RO
EN |9 1H [ME3208-1 B |95 et B BARNEREK |55 B, M550 B B BRSO L 7|EE [5.3.3.1-01
BPER VPR Ok | N B VEZAb, 7T B R~V A D LEE 200,400,800 mg XL 7 T B REE(H[~LE XDV 1 36 4 | HRERE
at M, HEEmRAR |E) FIER 124 T B\ <3
8 PK (R 5 B, |~ LE R UL EE 200 mg QD 200 mg BID, 400 mg QD |55 6 : (F# 5 ORI DK
D) DRt E&Ab, IEEM., 3| L7 7 v REE (KiE) AULEA DL 18 4 SR < 4 B
W m At —"— &% 5 pIcRo ks
N B UL AU LEE 200 mg (HA[A])
ZEfEIE, 1% 5 4y TR 30 Y IcRE O RS
EPN |55 I0FE ME3208-2 iR [A4hE. Zet k12 sl Lo x| ShadkFE, HE [~ A PLEE 200 mg QD 214 EECRDHMND |34 |5.3.5.201
PK Dt T a4 NRIE [, BRI BHBICRE &S 6 » A% E T (Jh%
i JEPe bk FEHE I
cGVHD % EERERCENS 550)
HEoh |ZB 1M |KD025-108 3B |kt o AT oA |fEFER N BE | Hifigk, JEMIEZ (Part ! : Part 1 X O82: 54 |Partl: Hi[A]l x2 |&%& [53.1.1-01
ZEUT 1, [“C] b, HEEMABL  |Treatment A : ~/LE A Y /LEE 200 mg Part2 : Hi[A]
SPLER DD FRERLA 30 IR OIS
ANT A ARG Treatment B : [MC]/LE A Y LIRIK 100 pg (37 kBq
A=A I 46) D
R E DR Treatment A D 5 1.75 BERIHIC 15 43R0 CRER
G-
Part2 :
Treatment C : [“C]/LE R VL 7 /L 200 mg
(9.8 MBq LA F)
SR BAAA 30 SR RE D I G
WEsh |1/ |KD025-105 iR | ZArE AAER OB BIE  (Blisk, MIEAL, [ SAER DA 7L 500 mg 124 HifE] x 2 %% 153.1.201
PK (BFOHE) JEEM, 2 W7 o 2|22 ERUT R IEBRA 30 S ICRE NS (& W o B DORSE
Dt Z— N — kR B - 7 BRD
WEsh  |ZE 1M |KD025-106 3Bk |PK (RFORE, (MM AN B | HiH, EER0, (58 A ~ULE R T LEE 200 mg 23 4 Hi[E] x 3 2% [53.1.2-02
BER O T JEER, 3 W7 oA | e DY (KL oR Dk
RO LLHE) | FAXE =R P EREB : ~ULE R ULEE 200 mg JEWIR - 6 HEILL
IR FT A T BFBRLA 30 ISR N 1)
=D N ey d BHREC . ~LEX VLI T 200 mg
O BRI OB BFBRLA 30 pBRICE N &G
Wsh |1 |SLx-2119-09-01 | Zeaxfh BAMER O A BIE (B, BAEAAL, [~SAER DA 77120, 40, 80, 160 mg XL T T |~/LEA DL 1 24 41| HilA] %% [533.1-02
By PK D& TR RRMR, ZHEH| AR S TTER 84
B R ZEGREIZ & 5
Wiskh  [H 1M [KD025-101 3B |22 tE, AAMER O e sk N B PE [ BAERR . MAEAL. [~LF 2 D 7L 40, 80, 120, 160, 240, 320, [~/LE R UL : 48 4 [HEH 5.4, 7 A& %  [5.3.3.1-03
PK DR 7 Z BRI, " H|400, 500 mg QD XX 7T R A TR TTER 164 RIEL, 2Dk, 7

B R

ZEWEEE (AR 30 3 L) ICkE N

H R
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® 152 BRT—2 /1y 75— (&)
F iy WA g
w | | smEs Per we | RmTe it - B B T B B
WEsh | % 14H |KD025-102 3R |22k, AV (R N BYE | Bk, EIERL, | ~LE XV 770 500 mg QD, 800 |[~/LERIIL 1244 7 HRIXIE 5% 5.3.3.1-04
O PK Dt TR A |77 BRI, . |mg QD, 500 mg BID, 1000 mgQD XX 7|77t &H : 84
M HE R TR H TR
B Zepgne (A 30 40l kRS
Y RFEBL 2 BB ISR DB G
WAL | 55 TAR |KD025-103 3Rk |22, DAV [ DM (Bifia . AERL. |~ VER DA 71 500 mg BID Xt |[~LVEADL : 64 28 AN (Day | 2% 5.3.3.1-05
O PK Dt TR S |7 AR, | TR TR IR 24 28 [FEA 5 D7)
L HE MR e quE
Day | KON 28 D& : ZEiErE  (FR AT 30
SYLAN) R D s
WEsh | 25 T4A |KD025-109 R |PK, 4tk OV |IFHREIK T | Zhisk3trE, FEM [~ R /L EE 200 mg NTEEREIERE @ 144 AT %% 5.3.3.3-01
BYEOMF a0y &AL, FEER. |HREZRICROEKS WREAFREIRT & : 84
JFHEREIE B3 | N2A TRER 3R PETTFRAEIR T : 8 4
EEHEIRTH : 64
WS | I [KD025-107 Bk | T 2> —  [fEEERRA B |Part 1 @ Hiffigk, FE|Part1 : Part1: 354 Part 1 : Hi[a] x4 | &%& 5.3.3.4-01
N, VT sy EAELAL, EERL|H 1 : Day 1 {2~V 2V JLEE 200 mg |Part 2 : 38 4 (FHH- DR DK
V. IRT T — 4 B Y HRER |QD. BRI AR E M - =h2h
NROH AT Z Part2 : Hiffig%, JE|% 2 1 : Day-7~2\2A h T2V —n 2 AR, 8 BRI LT
V—v L DFYE EAELAL, EER. | W 71200 mg QD, BRI A& G 4 AL
HIER., w2tk 2 IR 53R [Day 1 1IZ~VE A PL6E 200 mg QD & Part2 : 1 H 2 [AIX
ORFME DR BT 1 e b 0

3 Day 3~-112T7 T Z YV — i
WREE 20 mg BID, B#ZICRORE, 20
#.Day 1 |\Z7 X7 7 Y — )VIGEREE 20 mg
QD. ZEfERFICHRE MG

Day 1 [~V A U VEE 200 mg QD £
(et Y=k

FHa:

Day -9~Day-1 {2 77 v h7k&
JV 600 mg QD ZEREIFICRE M #E5

Day 1 {Z~VE A U VEE 200 mg QD £
Bl A& s

Part2 :

% 1 : Day 1 [2~ULE 2P LEE 200 mg
BID, B#%IZ&EA&KE:

F2H : Day3~1 A AT T — LG
TREE 20 mg QD ZENERFICRR O 5
Day 1 {Z~LE A V/VEE 200 mg BID, £
==k <A

(B oG/ T
T DRI - 2
EREIP R




RIVERDIL 1.5 BEXIEROZERURAREORER Page 10
xR 153 BRT—21\v 75— (f&E)
faiy WA g
st | R T i BT Y - 1 e gy | O RO
WEsh | H LA [KD025-112 38k |F AT 77 e & |EFER N B | Bk, JEMEEIE% |Partl : Dayl XU Day 7127 /727 7 €L 400mg  |Partl: 194 GERIE: A 3EAIHE| 2% | 5.3.3.4-02
=l N b, FEERHER |2 HA%ICHREIRR DG, Day 3~Day 8 (Z-~/LE X |Part2 : 19 4 x 2
VT — h HANRA VVEE 200 mg ZFIRKIC 1A 1 EKER DS (Part3 : 144 NULE A VIVEE ¢
2 F & DIEYM Part2 : Day | X (O*Day9 I Z A b T V=T F Part1:5 Hf#l, Part
HAER . ZaME LD 7 — k75 mg Z I EBZICHEIR O 5 Day 5~Day 2:8 HH, Part3:
DD WE 12 [2~L%E 2 PVEE 200 mg & #E%1C 1 H 1 EIK 8 AR5
wEROEs
Part3 : Day 1 X UO'Day 10 (22 A/NZ2 X F 2 10 mg
ZRIAZICHERR O 5. Day 6~Day 13 IZ-~ULE
AV VEE 200 mg I EZIZ 1 B 1 BIKERO#RS
sk | BB 14R |KD025-110 38k |QT MRS KE3 2 R | fERER N B [ Ml SEAEZ AL, [~E 2 DVEE 200, 1000 mg XIE 77 & REE, W34 4 HiE] x4 LAl | 5.3.4.1-01
#OPK, ©“aMK THEHEMR(EXT 7 ICEXF T T oY 6 400 mg (BHH- OB DK
ORFME O Xy rEkR ek S LRI O RS SEMAM - 5 A
) AFE4H7 =
A A — 3 — i Bk
KE |56 Ma # |[KD025-208 kR | A2, et B8 MLl Lo |Shif%itFE, S |~LE & /L 200 mg QD, 200 mg BID 3% 400 mg (200 mg QD : 174 |JREETUIHE | 2% | 53.52-02
BHELOPK O |7 a4 MRS [#. FAEEERR QD 200mgBID : 164 |T&RWHEHG
it PR AHEPIRE S UMK &5 400mgQD : 214 |DFBE THkfe
c¢GVHD f##
sk | 1M [KD025-213 Bk | BRE. 22t R O12 3 LL B 2 | & hEak LA E1ES [~ Z 2/ 200 mg QD X i3 200 mg BID 200mgQD : 674  [cGVHD DO EgHKANC| FF4f | 5.3.5.2-03
PK D#Ff TuA NMEFE b, EERRE | REPUIRE S aUNICR O ERE 200 mg BID : 68 4 |EE B/ AT, JLAER
P/ B BT dH D AT
c¢GVHD & DRI FRFE 5T
B TERVEZENE
FoREORE G
R BT R Al D] 7
WeE A R
fE, JEBREE, 1R
BRARAEE OB, X
IZAELE (DT
VWJ7) E Rk

a) PBRA BT BRI R LT,
PK : pharmacokinetics (FE#)E)HE)




RILERDIL 1.5 BEXIIHROZFERUVRAREORZERE Page 11

1.5.2.3.1 5 | fH5LER

< HARNRERERC N F T Oy B e >

A AR NAERERR A BPEIZA~/LE A D JLEE 200,400 1% 800 mg & B2 ICHFIRR AL Lz & & oM
HFARLFERAD D taax [T 2 FEH T o O K T~9 FFE D t1, TWHR L 720 Conax X TNV AUC 13200 2 T 400 mg
OHETITIFIZIE TH - 722, 800 mg TITHEZ TEIV | WINOFEFARE ST, ~LEXA
UVEEER 7 HIE. 200 mg QD, 200 mg BID /% 400 mg QD CTRZIZKERAKEG LI D%E 7 H
DAL AL VD tay 15 2~4 FEHEL 121350 6~10 FFREICTH 0 . HEREG LRBRETH 7=, 7 H
D Coax & OV AUC 1T FH E D BN LEVEEIN L, 400 mg QD Tl 200 mg QD O 2 {5 TH W TH -
oo WTFHNORE - HEICBWTH b7 7MIEE 3 BUBRTIZIE -EDME /R L, 53 B CTEFIK
RBICELZEEZ 20N, £70, MERGIZIDNVERA D LVOBREITE N THH-T-,

A AR NEFERRA BPEIZA/LE A D VEE 200 mg 2 B 5 53 KN30 IR OG- L7c & 2D Coax X
OAUC 1F, ERERFICHASR 2 EEdoTo, BEOX A I U T ROBFMSyOEV GBF R & mEN
B) TR DHULER DL OIEY BB 2 TR bR d o T,

<SE R T O K B E >

HME AR A B ~LE R UV 7R 40~500 mg & HERR O£ 5 L7z & & ofiEh~< 1
AV D Crnax S OV AUCing 13 40~500 mg O H & T, HEOEEINIENEINL 7253, BARAN & [FERIC
400 mg % 8 2 72 F B CIEWRIX OIS /RIE STz, ~ULE A VA 7 &L 40~500 mg % AR D 4%
H LT & EDMEF LT XTIV D Chrax X TN AUCine 1 40~500 mg O H & fH] T, FHE DO HEANT
MU 7228, BAEE OSSR & [FEEIZ 400 mg DL ETiE, WIROfMA R Sz, -, KEHREIC
L2 BBIENTH T,

AR E AFERERR A BAYEC[HC) UL A D IVIERIE 100 pg % BRIEFIRN & 5 & LT 2P )LEE 200 mg &
BHICHEROEE L AUC D OEH LESVERADALDOAL FT AL FTE T T 413 63.7% Th o
720 [MCIULE A P VEERR 100 pg Z HEIFFIRN G- LTz & & O-LE R UV OEFIRRE D 5340 AH
IZ532L THY, BARERELY L RENSTZZ 0D, NLTAVIEF IR ST HE %2
Hiviz, [MCIVEA DIV H T L 200 mg % BRSO BEGHOIMEE, JR &K OFEMRIKZ VT, R
WMIRRER AT o TofE 3, e, R RO U REIR L O 10%LL L2 5o 2 RE@MmIEehEh-~r
FADNEED 4, 1 KOV 4 FEEGTE Lz, R Tl ~LER DL GREBURREIREIZXH T 2514 ¢
64%, LLFRER) . TRV L7 a8 F A4 K (815%) LT M2/O-iLT /L LU AT )L
IR A (K 12%) 23, RHEIIT-LEARA LT V7 ad A K3, FEPIZIE M2/O-Bi 7 /L3 1~
JLERADIRIBIIAR, _~AVEAUL, FJ B REFoULE RN 10%LL EOEIS THRIES U
7o AMENEREBMEIZ[MCI LT AL 7RV 200 mg Z BHBICR OG- Lz b &, &5 216 HFH
e FE TITHRG ST HSTBED 84.55% MM #HIZ, 3.98% 73 R I HEHE S v 7z,

<HMEA KO H AN cGVHD BE TO Y EhHE >

SMEN cGVHD FBFIZ~UVE AV VEEE 200 mg QD CRER G- L7- & &, ~ULER VL OMfEH
TR EEIIF G4 2 R0 Crnax ICEIE L, £ DD L7z, AUCo6n 13 6860 ng-hr/mL T o7z, E7-,
FAEEGIZ L 5L AV LOBIEIIENTH - 1=,

~ULE A D VEE 200 mg Z Bk LRI O GRF OMESEERR A K L 2 D VEER T TR v
Z Bt HEE O 5-RE0 PPLIEDFHREDONE NEBF DSV A DIV D tyax [T ZIVEFL 2.5 KT 2.0 Ff
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MTHY ., FLLL TV, Cuax 1EEALEA 2100 LY 3150 ng/mL T Y . BHE DI D3 @0 ME & 7R~
L7,

AARNEEIZBIT 2908 2V OEYERR OB K OSNENBE & oY ERO 2 B &
L. BARNEEZEZS & LIRS W AHRBROS T, 200mg QD #%5-2 # H & 8 i H o it R fE
ZRE LR, BARNBEOMAEPIREIX, SMNENEE O mAEHREHRS & Bl L T,

< MR AAFE AR >

In vitro RERDFER B, NAVEAD VO FERBEERIL CYPIAL B2 N2 b, 4 8T
a5 —)L (CYP3A4 fHEA]) KO 77 B v (CYP3A4 FHEA]) MRULE R DILOIKYEEEIC
FAE T B S E NERE B PEIC B WD TRET LTERE R, ~LE ATV D Corax XN AUC)lFA T 25
V=L EOPHRHIZE D . NN 204 KON 248% M LTZ, £/-. V7 7BV EOHHICED .
ZHEN 59.5 KON 72.1%80 Lz,

YL AV JVFIEMERS R S | PRI ST DI IREE DMEN 2 & D TART T Y — L RO
AT T = VPRI A D VDI ENEIZ AT T B LR LR, 7 X7 7V — L EDffHIC &
0. ~ULTFATILD Crax KON AUC)lTZNZEH 87.0 LN T79.8% LTz, Fiz, TX_XT TV — iz
FEEAHIBRER RTINS ZE2 DND A AT T — L E O T, ~ULE AL D Coax S 0N AUC o0l
ZINEN 49.3~67.9 KT 46.5%8/ 0 LT,

In vitro fRER DFE R 5, ~ULE AV LE UGTIAL, P-gp, OATPIBI iff ONZ BCRP % BH#E 95 Al fhE
MEREZ N2 200, VRV NVERGICL DT VT 77 L (UGTIAL £E) . 8 H hT
Y7 XvT—b (P-gp BE) XiTm AR ZF L (OATPIBI/BCRP RE) OIWBIREIC KT T
BIZOWTHREFT LTz, ~“IVEBERAVABEETINNT V7N EMHALIZEE, TAT 7T ELD Cu K&
N AUC pu1ast 1EZE NI 12.7% KX N 4.8% B LTz, E£7o, FNAT 7T ELT NI 0 VEEIERD Cra
LN AUC ot 1ZZAVEIL 42.4% 2 TN 39.6% 80 LTz, S~V ERADNGELE X T VT T7F T — |k
ZOFRLIZE &, ZET T 2D Crae X AUCouast 1FZEA 2.36 5 KON 215 fFITHMN LTz, ~L
FAUNMELE B ANZEF U LIZE &, BANRNRZAZ T D Chrax XY AUCoas [TZHLE I 3.59
RO 4.62 fFITHIM L7,

<JFHEREAR T T OB RE >

JFHEREIE R # . WL, PR R OVEENTEEEIE TE DM T toax KO 12 (DWW TUIBAE 2272213 A
B o7z, AUColZ DWW T, FFREREIN T ORI » TR T MmN A S, 8T
HEAR T3 M OV 25 B AT B T3 D Comax 2 UV AUC ol TV T 4L S IR BE IE 8 & AR X300
Mz R L7y, BERZETRD Do To, MFEREIE R BT AN E AR TH O Con 13X°
REVMERIZ R L7281, AUCo38 4 5@ o 72,

<QT/QTc IZ M IF T >

HME AR EEBZBR 12~ A UJVEEA 200 1T 1000 mg % 5-7% O IEH LT 2 D VIRE &
AAQTc & DBMREBRILET V&2 VTN L7- & E DB IJENCIETH 72, KET A0 T
IR DL A VIVEEE 200 K OV 1000 mg 8 5-HED AAQTCF ~D 2 £ 41-0.36 2 (1 2.37 msec
Toh V., F£72 AAQTCF 23 10 msec Z i 2 2 MAEHF~/LE A P /VPREEIE 12080 ng/mL #8 & T S 7z,
BTN XL D M2 IZOW T OMENT CTl, AAQTCF 28 10 msec % 2 % M M2 21X 4920 ng/mL
BeTHETz, LEDORERIY, VTR DVITEKAREICE W T QT MREEEMZs ¥
UAZ IRV EE 2 BT,
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1.5.2.3.2 ENE Il ERARR BN E || 855

AT A RRLEMN P cGVHD BE IZx 5~ ULE 2 V)L OAINE R OV, [EN T Elif
U 7= BRREE 11 AHERER (ME3208-2 3BR) | KIE CHEHE L 72 ERARES 1 AHER [KD025-213 3k (BLF,
213 3ER) 1R OERIRES Ta sl [KD025-208 3R (DA, 208 5lliR) [0 3 A VTRl L7z, W
THoORERS ., FEGFEGE B X best ORR & L7,

ME3208-2 7R 235 T, NIH Consensus Development Project 23218 L 7= 24 (2014 ) (23S0
72 best ORR (95% CI) (X, 85.7% (63.7,97.0) TH V., ARIEEHW T 5 72 DI HERNIHE L= FHHE
25%7% 95% CI O FIREA ElEl 7272, ARBROTEH ) E ER L=, & OV T e LS 2 < 7T
flixtgel LIomAE 2B T Hles TR Z R L, WTNOEEETH CR 278 L2, ME3208-2 |28\ T
Ao/ 1 4L 65 B EOREGE S ABEENTH Y. VIHLD best ORR 13 100% T - 7=,
Primary DOR @ H JfiE 1% not applicable (NA) T ¥ | Kaplan-Meier #£EfEI% 24 J OV 48 lFE A TEN
ZAL0.75 LIUINA Th o172, 213 3Bk (200 mg QD ) @ best ORR (95% CI) 1%, 72.7% (60.4, 83.0)
T, AMEE W 572 DIZFRNIRE LIZEIE 30%% 95% CL O FIRMED EEl> 772, AR
BROFHEEAMZ R LTz, £z, fHlixt 4 & L7oWE 263 248 T Oligs DIER % Ui L, ME3208-2
RER TR DR B o T2 FEELE R OWE, A L < I3BER S e o oI TR AR 5
72, Primary DOR @ FRAHIX 19.9 i TH v | Kaplan-Meier HEEH X 24 LN 48 HFFH T, TN
0.46 X031 THh-o7z, F7z. BIKEFHHEE O QOL OFFETH 5 Lee D cGVHD JEIR R JE Tl,
ME3208-2 iBRICRB W TAH7A< &b 1 ENFERIICEROH 54 E (R—A T A N5 THRA > LA
FORED) BRUTHEEBRE I 124214 (57.1%) THY ., £, BIKRIIZERDO H 2 8EEZ R L
MO GEHEDO FRAEIL 222 TH -7, 213 LN 208 iR (200 mg QD #) TiIda< &b 1
EHTERR A E IR D & 25 UGB 2 o LT BBRE 13, 240 38 44/66 44 (57.6%) Je TN 9 44/17 44 (52.9%)
TH-o7=, ME3208-2 RERIZBWT, aLFazxTaf ROFENFIEIZE > -HBRE 1T\ o T-
HLOD, R—=AF A N L—ETHaLT aRTa A ReEE LRI, 12421 4 (57.1%)
ThoTz, 213 B (200 mg QD AE) ([ZBWT, 124/66 4 (182%) Ta/LFaxruA KOs
EHRIETAHZENTE, arFarsaf Re—HETHRX—RXT7 A VD DIEE L7-RE X, 39
4166 4 (59.1%) Th-o7z, 208 ik (200 mg QD £f) (ZBWT, 44/174 (23.5%) TIaALF R
TaA4 ROEEEFIETHZENTE, aLFarTuf Re—ETHERX—R T A VRN LEE LT
R IX, 134174 (76.5%) Thol-,

ME3208-2 #BRICIBWTC, AEFLIL21 4H 184 (85.7%) ZHHL LT, Grade3 Ll EOHHEFHGL
X644 (28.6%) . EERAFEHRGII6 4 (28.6%) . HEILEST-HEHEZITI 14 (4.8%) . ~L
FADNL ORGEHPIICESTEAEFEFERIT 14 (48%) I[THILLT,

213 BRIV, AFEFGIL 1324 T 1314 (992%) (258l L7z, Grade3 L EOFFEFEGIL 71
4 (53.8%) . BHERAFERITIS04 (37.9%) . FECICESTAEFEFRIL8A (6.1%) . ~ILER
DUNDOEGHICE ST AEFRIT 284 (21.2%) (THBL LI,

208 SBRICHBWTC, AEFRILS44H 534 (98.1%) (TR L=, Grade3 LA EDOHEFRIT 33
4 (61.1%) . HEERAEFRIT 244 (444%) . LTICESTAEFRIIS A 93%) . ~VLER
UNOEEHILIZE ST HERFZIT 194 (35.2%) 2RI LT,

Fo, WTHORBRICE VT, MEEARA & QIR AL AR A IS B WO CE MR TE H OTRBREE &
Bt OZL BEOFEMEIT/ NS < JRBREOR GRiE CRE A LIZMEHB TR bR o7,
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153 R UEFRME

E N CTERE S AL BRRBRICIB VT, L ERA DT, cGVHD IGHEDERER THH AT 1A R
HRAFME, R E 2777 cGVHD B 123 LC 1 B 1 [\ 200 mg #5325 Z & T, cGVHD BH Dk~
Ieligas DIER ZBGE LTz, LB ADIVET 7 — A M 7 T AOR 0 DOERE) ROCK2 FHEHTH
V. ROCK2 ZBINMICIHET 2 2 & T, HEFEIER & P b IEA 2 %479 %, ¢cGVHD #B# T
VXIB IR 72 Sl DANE S ORRHE(L SRIRE & 720 QOL 2% L < FIF 54, ~ULbE A PLiE cGVHD
Zx% & T HBEFIRITIT 0 SRR & HURE LR 2 BT 2 B ERIE 2 A4 5 2 & T,
cGVHD B D2 g DIEIR Z S FET H N TELLEEZDLND, EHITVULVEAVLE, /)
R D @l DB TR LT, #Rx 22l DIEIRSCGERN IR 7217 T/ <. QOL DUGEMIR, A7 A R
BEOERE Vo T ARENRD b, £z, ERUGEIR E QOL OUGEN RN+ 52 &b
IR S Tz,

c¢GVHD BE DIEFFEILTRO L5 NIL, cGVHD (38%) KOVEYYE (16.9%) TdH D, ¢cGVHD
D 9 B 1T T%DEGIE % 05 LTS 728, JRYWED B3~ 2 FEFE L R O SEKIL cGVHD BHE O
R DB X 35%% 55 EHE SN TEY, cGVHD DIRRICB W TRYMED Y A7 i b4 2 &
IXEEEREN Y, 207D, BYIED Y R 7 Z @ 5 ERK O—2>Th 5 Bk 7e & o5 i)
DFEBUZ L 0 1GHERO RO 2 0 L2 TR 53 DB+ IR0k CE WA NS
5o BEMIZEAL T, ~IVEADMIAARNZEBWTHAEAN LR 7 7 AV ER L, B
LMK ORI R S, R, BUTORBICHER S0 2 38 F o FIciX, B R o gEIE
ANRFREE 72500 H D0, VTRV OEGIIME D EREHENIT RS T, BYE, & i & O
MICEET 2 EERAEFRORELY A7 XKV EEX BT,

VX, BRI WEHERSFE 28T 5008 22 W3 AERE < . B, BEFEERIC
BWCRIE L 72 5 58IH OV 2 7 1HEL  ~LVE R DVRIEEEOHS. STV NWAT B A K
171/ AKPTE cGVHD {RE D HETRREGRINE & L <, RBIBICHM TE 5 B 2 b,
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1.6.15\ETD

AR OERRR

NYLE AV A UOVIRIE DANENC BT B AGRIR IR A 1.6.1-1 ITRT,
2023 4 11 A REFECHRE. A—A T VT O FE AFXV A A ATV EOHFETERIN,
Kk, pFsros ) 2c s 05, [ cysrsE cconn,

& 1.6.1-1 SAERICE (T HHEBINKE (2023 F 11 AREHE)

[E44 HR5e4 AFAEH R [hEE IR A - & |JHEAXOHE
P NES| Rezurock  h021.07.16 |2 71 v LA EORE|5EH]. 200 mg|200 mg % 1 H
WRIEDZER) L 1 [FIREH IS
HFH Rezurock 2022.03.23 Mo TR AR 12 RO&sE
AN W YINIGNY ]
AF YA Rezurock 19022.07.07  |PERSHE A 16 57
A AZ =/ |Rezurock  h123,07.26
F—A 7V [Rezurock |y001.11.12  |[FRAKR Y1258 1
7 D/NRDOATaA
o Rezurock  |5023 08.01 RHRHUEIS M RohE
RPSEEERZ]

1.6.2 SAE DR

FTXE

AFN O EEENZ IS 1T 2 U 3CHF DR S OFaR & vt L7z,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

REZUROCK?® (belumosudil) tablets, for oral use

Initial U.S. Approval: 2021

-—=--mmmmemmeemeemeem-—---RECENT MAJOR CHANGES -------------=e oo -
Dosage and Administration (2.1, 2.4) 11/2023

INDICATIONS AND USAGE
REZUROCK is a kinase inhibitor indicated for the treatment of adult and

pediatric patients 12 years and older with chronic graft-versus-host disease
(chronic GVHD) after failure of at least two prior lines of systemic therapy.

(€]

Tablet: 200 mg. (3)
CONTRAINDICATIONS

e Embryo-Fetal Toxicity: Can cause fetal harm. Advise females of
reproductive potential of the potential risk to a fetus and to use effective
contraception. (5.1, 8.1, 8.3)

ADVERSE REACTIONS
The most common (>20%) adverse reactions, including laboratory
abnormalities, are infections, asthenia, nausea, diarrhea, dyspnea, cough,
edema, hemorrhage, abdominal pain, musculoskeletal pain, headache,
phosphate decreased, gamma glutamyl transferase increased, lymphocytes
decreased, and hypertension. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Kadmon

Pharmaceuticals, LLC at 1-800-633-1610 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e Strong CYP3A Inducers: Increase REZUROCK dosage to 200 mg twice
daily. (7.1, 2.3)

e Proton Pump Inhibitors: Increase REZUROCK dosage to 200 mg twice
daily. (7.1, 2.3)

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

o Lactation: Advise not to breastfeed. (8.2)

e Moderate or Severe Hepatic Impairment: Avoid use of REZUROCK in
patients with moderate or severe hepatic impairment. (2.4, 8.7)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 11/2023
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

REZUROCK is indicated for the treatment of adult and pediatric patients 12 years and older with
chronic graft-versus-host disease (chronic GVHD) after failure of at least two prior lines of

systemic therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dose of REZUROCK is 200 mg given orally once daily until progression of

chronic GVHD that requires new systemic therapy.

Instruct the patient on the following:

e Swallow REZUROCK tablets whole. Do not cut, crush, or chew tablets.



e Take REZUROCK with a meal at approximately the same time each day [see Clinical
Pharmacology (12.3)].

e Ifadose of REZUROCK is missed, instruct the patient to not take extra doses to make up
the missed dose.

Treatment with REZUROCK has not been studied in patients with pre-existing severe renal
impairment. For patients with pre-existing severe renal impairment, consider the risks and
potential benefits before initiating treatment with REZUROCK [see Clinical Pharmacology
(12.3)].

2.2 Dosage Modifications for Adverse Reactions

Monitor total bilirubin, aspartate aminotransferase (AST), and alanine aminotransferase (ALT) at
least monthly.

Modify the REZUROCK dosage for adverse reactions as per Table 1.
Table 1: Recommended Dosage Modifications for REZUROCK for Adverse Reactions

Adverse Reaction Severity* REZUROCK Dosage Modifications
Hepatotoxicity [see Grade 3 AST or ALT (5x to | Hold REZUROCK until recovery of
Adverse Reactions 20x ULN) or bilirubin, AST and ALT to Grade 0-1,
6.1)] Grade 2 bilirubin (1.5x to 3x then resume REZUROCK at the

ULN) recommended dose.

Grade 4 AST or ALT (more | Discontinue REZUROCK

than 20x ULN) or permanently.

Grade >3 bilirubin (more

than 3x ULN)
Other adverse Grade 3 Hold REZUROCK until recovery to
reactions [see Grade 0-1, then resume REZUROCK
Adverse Reactions at the recommended dose level.
(6.1)]

Grade 4 Discontinue REZUROCK

permanently.

*Based on CTCAE v 4.03
2.3 Dosage Modification Due to Drug Interactions
Strong CYP3A Inducers

Increase the dosage of REZUROCK to 200 mg twice daily when coadministered with strong
CYP3A inducers [see Drug Interactions (7.1)].

Proton Pump Inhibitors

Increase the dosage of REZUROCK to 200 mg twice daily when coadministered with proton
pump inhibitors [see Drug Interactions (7.1)].



2.4 Recommended Dosage in Patients with Hepatic Impairment

Avoid use in patients with moderate hepatic impairment (Child-Pugh B) or severe hepatic
impairment (Child-Pugh C) without liver GVHD [see Use in Specific Populations (8.7), Clinical
Pharmacology (12.3)].

No dosage adjustment is recommended when administering REZUROCK to patients with mild
hepatic impairment [see Use in Specific Populations (8.7), Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Each 200 mg belumosudil tablet is a pale yellow film-coated oblong tablet debossed with
"KDM" on one side and "200" on the other side.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Embryo-Fetal Toxicity

Based on findings in animals and its mechanism of action, REZUROCK can cause fetal harm
when administered to a pregnant woman. In animal reproduction studies, administration of
belumosudil to pregnant rats and rabbits during the period organogenesis caused adverse
developmental outcomes including embryo-fetal mortality and malformations at maternal
exposures (AUC) less than those in patients at the recommended dose. Advise pregnant women
of the potential risk to a fetus. Advise females of reproductive potential and males with female
partners of reproductive potential to use effective contraception during treatment with
REZUROCK and for one week after the last dose [see Use in Specific Populations (8.1, 8.3),
Nonclinical Toxicology (13.1)].

6 ADVERSE REACTIONS

6.1 Clinical Trial Experience

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

Chronic Graft versus Host Disease

In two clinical trials (Study KD025-213 and Study KD025-208), 83 adult patients with chronic
GVHD were treated with REZUROCK 200 mg once daily [see Clinical Studies (14.1)]. The
median duration of treatment was 9.2 months (range 0.5 to 44.7 months).

Fatal adverse reaction was reported in one patient with severe nausea, vomiting, diarrhea and
multi-organ failure.

Permanent discontinuation of REZUROCK due to adverse reactions occurred in 18% of patients.
The adverse reactions which resulted in permanent discontinuation of REZUROCK in >3% of
patients included nausea (4%). Adverse reactions leading to dose interruption occurred in 29% of
patients. The adverse reactions leading to dose interruption in >2% were infections (11%),



diarrhea (4%), and asthenia, dyspnea, hemorrhage, hypotension, liver function test abnormal,
nausea, pyrexia, edema, and renal failure with (2% each).

The most common (>20%) adverse reactions, including laboratory abnormalities, were
infections, asthenia, nausea, diarrhea, dyspnea, cough, edema, hemorrhage, abdominal pain,
musculoskeletal pain, headache, phosphate decreased, gamma glutamyl transferase increased,
lymphocytes decreased, and hypertension.

Table 2 summarizes the nonlaboratory adverse reactions.

Table 2: Nonlaboratory Adverse Reactions in >10% Patients with Chronic GVHD Treated
with REZUROCK

REZUROCK
200 mg once daily
(N=83)
Adverse Reaction All Grades (%) Grades 3-4 (%)
Infections and infestations
Infection (pathogen not specified)* 53 16
Viral infection” 19 4
Bacterial infection®* 16 4
General disorders and administration site conditions
Asthenia® 46 4
Edema? 27 1
Pyrexia 18 1
Gastrointestinal
Nausea” 42 4
Diarrhea 35 5
Abdominal pain® 22 1
Dysphagia 16 0
Respiratory, thoracic and mediastinal
Dyspnea® 33 5
Cough?® 30 0
Nasal congestion 12 0
Vascular ‘
Hemorrhage® 23 5
Hypertension 21 7
Musculoskeletal and connective tissue
Musculoskeletal pain® 22 4
Muscle spasm 17 0




REZUROCK
200 mg once daily
(N=83)
Adverse Reaction All Grades (%) Grades 3-4 (%)
Arthralgia 15 2
Nervous system
Headache® 21 0
Metabolism and nutrition
Decreased appetite 17 1
Skin and subcutaneous
Rash’ 12 0
Pruritus® 11 0

* infection with an unspecified pathogen includes acute sinusitis, device related infection, ear infection, folliculitis, gastroenteritis,
gastrointestinal infection, hordeolum, infectious colitis, lung infection, skin infection, tooth infection, urinary tract infection, wound
infection, upper respiratory tract infection, pneumonia, conjunctivitis, sinusitis, respiratory tract infection, bronchitis, sepsis, septic
shock.

Tincludes influenza, rhinovirus infection, gastroenteritis viral, viral upper respiratory tract infection, bronchitis viral, Epstein-Barr
viremia, Epstein-Barr virus infection, parainfluenzae virus infection, Varicella zoster virus infection, viral infection.

includes cellulitis, Helicobacter infection, Staphylococcal bacteremia, catheter site cellulitis, Clostridium difficile colitis, Escherichia
urinary tract infection, gastroenteritis Escherichia coli, Pseudomonas infection, urinary tract infection bacterial.

Yincludes fatigue, asthenia, malaise.

Y includes edema peripheral, generalized edema, face edema, localized edema, edema.

# includes nausea, vomiting.

? includes abdominal pain, abdominal pain upper, abdominal pain lower.

B includes dyspnea, dyspnea exertional, apnea, orthopnea, sleep apnea syndrome.

4 includes cough, productive cough.

¢ includes contusion, hematoma, epistaxis, increased tendency to bruise, conjunctival hemorrhage, hematochezia, mouth hemorrhage,
catheter site hemorrhage, hematuria, hemothorax, purpura.

% includes pain in extremity, back pain, flank pain, limb discomfort, musculoskeletal chest pain, neck pain, musculoskeletal pain.

? includes headache, migraine.

Vincludes rash, rash maculo-papular, rash erythematous, rash generalized, dermatitis exfoliative.

£ includes pruritus, pruritus generalized.

Table 3 summarizes the laboratory abnormalities in REZUROCK.



Table 3: Selected Laboratory Abnormalities in Patients with Chronic GVHD Treated with

REZUROCK
REZUROCK
200 mg once daily
Grade 0-1 Grade 2-4 Grade 34
Baseline Max Post Max Post

Parameter N) (%) (%)
Chemistry
Phosphate decreased 76 28 7
Gamma Glutamyl Transferase increased 47 21 11
Calcium decreased 82 12 1
Alkaline Phosphatase increased 80 9 0
Potassium increased 82 7 1
Alanine Aminotransferase increased 83 7 2
Creatinine increased 83 4 0
Hematology
Lymphocytes decreased 62 29 13
Hemoglobin decreased 79 11 1
Platelets decreased 82 10 5
Neutrophil Count decreased 83 8 4

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on REZUROCK

Strong CYP3A Inducers

Coadministration of REZUROCK with strong CYP3A inducers decreases belumosudil exposure
[see Clinical Pharmacology (12.3)], which may reduce the efficacy of REZUROCK. Increase
the dosage of REZUROCK when coadministered with strong CYP3A inducers [see Dosage and

Administration (2.3)].
Proton Pump Inhibitors

Coadministration of REZUROCK with proton pump inhibitors decreases belumosudil exposure
[see Clinical Pharmacology (12.3)], which may reduce the efficacy of REZUROCK. Increase
the dosage of REZUROCK when coadministered with proton pump inhibitors [See Dosage and

Administration (2.3)].




8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

Based on findings from animal studies and the mechanism of action [see Clinical Pharmacology
(12.1)], REZUROCK can cause fetal harm when administered to pregnant women. There are no
available human data on REZUROCK use in pregnant women to evaluate for a drug-associated
risk. In animal reproduction studies, administration of belumosudil to pregnant rats and rabbits
during the period of organogenesis resulted in adverse developmental outcomes, including
alterations to growth, embryo-fetal mortality, and embryo-fetal malformations at maternal
exposures (AUC) approximately >3- (rat) and >0.07 (rabbit) times the human exposure (AUC) at
the recommended dose (see Data). Advise pregnant women and females of reproductive
potential of the potential risk to the fetus.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Data
Animal data

Embryo-fetal development studies were conducted in rats with administration of belumosudil to
pregnant animals during the period of organogenesis at oral doses of 25, 50, 150, and 300
mg/kg/day in a pilot study and doses of 15, 50, and 150 mg/kg/day in a pivotal study. In the pilot
study, maternal toxicity and embryo-fetal developmental effects were observed. Maternal
toxicity (reduced body weight gain) occurred at 150 and 300 mg/kg/day doses. Increased post-
implantation loss occurred at 50 and 300 mg/kg/day. Fetal malformations were observed at >50
mg/kg/day and included absence of anus and tail, omphalocele, and dome shaped head. The
exposure (AUC) at 50 mg/kg/day in rats is approximately 3 times the human exposure at the
recommended dose of 200 mg.

In an embryo-fetal developmental study in rabbits, pregnant animals administered oral doses of
belumosudil at 50, 125, and 225 mg/kg/day during the period of organogenesis resulted in
maternal toxicity and embryo-fetal developmental effects. Maternal toxicity (body weight loss
and mortality) was observed at doses >125 mg/kg/day. Embryo-fetal effects were observed at
doses >50 mg/kg/day and included spontaneous abortion, increased post-implantation loss,
decreased percentage of live fetuses, malformations, and decreased fetal body weight.
Malformations included those in the tail (short), ribs (branched, fused or deformed), sternebrae
(fused), and neural arches (fused, misaligned, and deformed). The exposure (AUC) at 50
mg/kg/day in rabbits is approximately 0.07 times the human exposure at the recommended dose
of 200 mg.

8.2 Lactation
Risk Summary

There are no data available on the presence of belumosudil or its metabolites in human milk or
the effects on the breastfed child, or milk production. Because of the potential for serious adverse
reactions from belumosudil in the breastfed child, advise lactating women not to breastfeed
during treatment with REZUROCK and for one week after the last dose.



8.3 Females and Males of Reproductive Potential

REZUROCK can cause fetal harm when administered to a pregnant woman [see Use in Specific
Populations (8.1)].

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating treatment with
REZUROCK.

Contraception

Females

Advise females of reproductive potential to use effective contraception during treatment with
REZUROCK and for one week after the last dose of REZUROCK. If this drug is used during
pregnancy or if the patient becomes pregnant while taking this drug, the patient should be
informed of the potential hazard to a fetus.

Males

Advise males with female partners of reproductive potential to use effective contraception during
treatment with REZUROCK and for one week after the last dose of REZUROCK.

Infertility
Females

Based on findings from rats, REZUROCK may impair female fertility. The effect on fertility is
reversible [see Nonclinical Toxicology (13.1)]

Males

Based on findings from rats and dogs, REZUROCK may impair male fertility. The effects on
fertility are reversible [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of REZUROCK have been established in pediatric patients 12 years
and older. Use of REZUROCK in this age group is supported by evidence from adequate and
well-controlled studies of REZUROCK in adults with additional population pharmacokinetic
data demonstrating that age and body weight had no clinically meaningful effect on the
pharmacokinetics of drug substance, that the exposure of drug substance is expected to be similar
between adults and pediatric patients age 12 years and older, and that the course of disease is
sufficiently similar in adult and pediatric patients to allow extrapolation of data in adults to
pediatric patients.

The safety and effectiveness of REZUROCK in pediatric patients less than 12 years old have not
been established.

8.5 Geriatric Use

Of the 186 patients with chronic GVHD in clinical studies of REZUROCK, 26% were 65 years
and older. No clinically meaningful differences in safety or effectiveness of REZUROCK were
observed in comparison to younger patients.



8.6 Renal Impairment

Treatment with REZUROCK has not been studied in patients with pre-existing severe renal
impairment. For patients with pre-existing severe renal impairment, consider the risks and
potential benefits before initiating treatment with REZUROCK [see Dosage and Administration
(2.1) and Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

Avoid use in patients with moderate hepatic impairment (Child-Pugh B) or severe hepatic
impairment (Child-Pugh C) without liver GVHD [see Dosage and Administration (2.4), Clinical
Pharmacology (12.3)].

No dosage adjustment is recommended for patients with mild hepatic impairment (Child-Pugh
A) [see Dosage and Administration (2.4), Clinical Pharmacology (12.3)].
11 DESCRIPTION

Belumosudil is a kinase inhibitor. The active pharmaceutical ingredient is belumosudil mesylate
with the molecular formula C27H28N¢OsS and the molecular weight is 548.62 g/mol. The
chemical name for belumosudil mesylate is 2-{3-[4-(1H-indazol-5-ylamino)-2-
quinazolinyl]phenoxy}-N-(propan-2-yl) acetamide methanesulfonate (1:1). The chemical

structure is as follows:
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Belumosudil mesylate is a yellow powder that is practically insoluble in water, slightly soluble in
methanol and DMF and soluble in DMSO.

REZUROCK tablets are for oral administration. Each tablet contains 200 mg of the free base
equivalent to 242.5 mg of belumosudil mesylate. The tablet also contains the following inactive
ingredients: microcrystalline cellulose, hypromellose, croscarmellose sodium, colloidal silicon
dioxide, and magnesium stearate.

The tablet film consists of polyvinyl alcohol, polyethylene glycol, talc, titanium dioxide and
yellow iron oxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Belumosudil is an inhibitor of rho-associated, coiled-coil containing protein kinase (ROCK)
which inhibits ROCK2 and ROCK 1 with ICsg values of approximately 100 nM and 3 uM,
respectively. Belumosudil down-regulated proinflammatory responses via regulation of



STAT3/STATS phosphorylation and shifting Th17/Treg balance in ex-vivo or in vitro-human T
cell assays. Belumosudil also inhibited aberrant pro-fibrotic signaling, in vitro. In vivo,
belumosudil demonstrated activity in animal models of chronic GVHD.

12.2 Pharmacodynamics

Belumosudil exposure-response relationships and the time course of pharmacodynamic response
are not established.

Cardiac Electrophysiology

At 2.4 times the maximum exposure for approved recommended dose, REZUROCK does not
prolong the QT interval to any clinically relevant extent.

12.3 Pharmacokinetics

The following pharmacokinetic parameters are presented for chronic GVHD patients
administered belumosudil 200 mg once daily, unless otherwise specified. The mean (%
coefficient of variation, %CV) steady-state AUC and Cmax of belumosudil was 22,700 (48%)
heng/mL and 2390 (44%) ng/mL, respectively. Belumosudil Cmax and AUC increased in an
approximately proportional manner over a dosage range of 200 and 400 mg (1 to 2 times once
daily recommended dosage). The accumulation ratio of belumosudil was 1.4.

Absorption

Median Tmax of belumosudil at steady state was 1.26 to 2.53 hours following administration of
200 mg once daily or twice daily in patients. The mean (%CV) bioavailability was 64% (17%)
following a single belumosudil dose in healthy subjects.

Effect of food

Belumosudil Cmaxand AUC increased 2.2 times and 2 times, respectively, following
administration of a single belumosudil dose with a high-fat and high-calorie meal (800 to 1,000
calories with approximately 50% of total caloric content of the meal from fat) compared to the
fasted state in healthy subjects. Median Tmax was delayed 0.5 hours.

Distribution

The geometric mean volume of distribution after a single dose of belumosudil in healthy subjects
was 184 L (geo CV% 67.7%).

Belumosudil binding to human serum albumin and human a;i-acid glycoprotein was 99.9% and
98.6%, respectively, in vitro.

Elimination

The mean (%CV) elimination half-life of belumosudil was 19 hours (39%), and clearance was
9.83 L/hours (46%) in patients.

Metabolism

Belumosudil is primarily metabolized by CYP3A4 and to a lesser extent by CYP2CS8, CYP2D6,
and UGT1AS9, in vitro.

Excretion
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Following a single oral dose of radiolabeled belumosudil in healthy subjects, 85% of
radioactivity was recovered in feces (30% as unchanged) and less than 5% in urine.

Specific Populations

No clinically significant differences in belumosudil pharmacokinetics were observed with regard
to age (18 to 77 years), sex, weight (38.6 to 143 kg), or mild to moderate renal impairment
(eGFR >60 and <90 mL/min/1.72m? to eGFR >30 and <60 mL/min/1.72m?). The effect of
severe renal impairment on the pharmacokinetics of belumosudil has not been studied.

Patients with Hepatic Impairment

Following a single 200 mg dose of belumosudil, changes in belumosudil exposure in subjects
with varying degrees of hepatic impairment based on Child-Pugh score without liver GVHD
relative to subjects with normal hepatic function is shown in Table 4.

Table 4: Effect of Varying Degrees of Hepatic Impairment on Belumosudil Exposure

Changes in Belumosudil Exposure in Subjects with Hepatic
Impairment Compared to Subjects with Normal Hepatic
Hepatic Impairment Function
Category Total (Free + ]:’»ound) Free Concentrations
Concentrations
Cmax AUC Cmax AUC
Mild (Child-Pugh A) ‘1 .2-fold .1 4-fold 14% decrease | 19% decrease
increase increase
Moderate (Child-Pugh B) 6% decrease .1.5-f01d 12% decrease .1.4-fold
increase increase
Severe (Child-Pugh C) 1.3-fold 4.2-fold 5.4-fold 16-fold
increase increase increase increase

Drug Interaction Studies

Clinical studies and model-informed approaches
Effects of other drugs on Belumosudil

Strong Cytochrome P450 (CYP) 3A Inhibitors: There was no clinically meaningful effect on
belumosudil exposure when coadministered with itraconazole in healthy subjects.

Strong CYP3A Inducers: Coadministration of rifampin decreased belumosudil Cmax by 59% and
AUC by 72% in healthy subjects.

Moderate CYP3A Inducers: Coadministration of efavirenz is predicted to decrease belumosudil
Cmax by 19% and AUC by 35% in healthy subjects.

Proton Pump Inhibitors: Coadministration of rabeprazole decreased belumosudil Cmax by 87%
and AUC by 80%, and omeprazole decreased belumosudil Ciax by 68% and AUC by 47% in
healthy subjects.

Effects of Belumosudil on other drugs

11



CYP3A Substrates: Coadministration of belumosudil is predicted to increase midazolam (a
sensitive CYP3A substrate) Cmax and AUC approximately 1.3- and 1.5-fold, respectively.

CYP2C9 Substrates: Coadministration of belumosudil is not expected to have clinically
meaningful effect on the exposure of CYP2C9 substrates (such as warfarin).

CYP2CS8 Substrates: Coadministration of belumosudil is not expected to have clinically
meaningful effect on the exposure of CYP2C8 substrates that are not an OATP1B1 substrate.

In Vitro studies

Transporter Systems: Belumosudil is a substrate of P-gp. Belumosudil inhibits BCRP, P-gp, and
OATPI1BI1 at clinically relevant concentrations.

Enzymes Systems: Belumosudil is an inhibitor of CYP1A2, CYP2C19, CYP2D6, UGT1A1 and
UGT1AO9.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

Carcinogenicity studies have not been conducted with belumosudil.

Mutagenesis

Belumosudil was not genotoxic in an in vitro bacterial mutagenicity (Ames) assay, in vitro
chromosome aberration assay in human peripheral blood lymphocytes (HPBL) or an in vivo rat
bone marrow micronucleus assay.

Impairment of Fertility

In a combined male and female rat fertility study, belumosudil-treated male animals were mated
with untreated females, or untreated males were mated with belumosudil-treated females.
Belumosudil was administered orally at doses of 50, 150 or 275 mg/kg/day to male rats 70 days
prior to and throughout the mating period, and to female rats 14 days prior to mating and up to
Gestation Day 7. At the dose of 275 mg/kg/day, adverse findings in female rats (treated with
belumosudil or untreated but mated with treated males) included increased pre- or post-
implantation loss and decreased number of viable embryos. Administration of belumosudil to
male rats at a dose of 275 mg/kg/day resulted in abnormal sperm findings (reduced motility,
reduced count, and increased percentage of abnormal sperm), and testes/epididymis organ
changes (reduced weight and degeneration). Fertility was reduced in both treated males or
females at the 275 mg/kg/day dose and reached statistical significance in males. Adverse changes
in male and female reproductive organs also occurred in general toxicology studies; findings
included spermatozoa degeneration at a belumosudil dose of 35 mg/kg/day in dogs and
decreased follicular development in ovaries at 275 mg/kg/day in rats. Changes were partially or
fully reversed during the recovery period. The exposure (AUC) at the doses of 35 mg/kg/day in
dogs, and 275 mg/kg/day in rats is 0.5 times and 8-9 times, respectively, the clinical exposure at
the recommended dose of 200 mg daily.

14 CLINICAL STUDIES
14.1 Chronic Graft versus Host Disease
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Study KD025-213 (NCT03640481) was a randomized, open-label, multicenter study of
REZUROCK for treatment of patients with chronic GVHD who had received 2 to 5 prior lines of
systemic therapy and required additional treatment. Patients were excluded from the studies if
platelets were <50 x 10°/L; absolute neutrophil count <1.5 x 10%/L; AST or ALT >3 x ULN;
total bilirubin >1.5 x ULN; QTc(F) >480 ms; eGFR <30 mL/min/1.73 m?; or FEV1 <39%. There
were 66 patients treated with REZUROCK 200 mg taken orally once daily. Concomitant
treatment with supportive care therapies for chronic GVHD was permitted. Concomitant
treatment with GVHD prophylaxis and standard care systemic chronic GVHD therapies was
permitted as long as the subject has been on a stable dose for at least 2 weeks prior to study.
Initiation of new systemic chronic GVHD therapy while on study was not permitted.

Demographics and baseline characteristics are summarized in Table 5.

Table 5: Demographics and Baseline Characteristics of Patients with Chronic GVHD

REZUROCK
200 mg once daily
(N=65)

Age, Median, Years (minimum, maximum) 53 (21,77)

Age >65 Years, n (%) 17 (26)
Male, n (%) 42 (65)
Race, n (%)

White 54 (83)

Black 6(9)

Other or Not Reported 5(8)
Median (range) time (months) from Chronic GVHD Diagnosis 25.3(1.9,162.4)
>4 Organs Involved, n (%) 31 (48)
Median (range) Number of Prior Lines of Therapy 3(2,6)
Number of Prior Lines of Therapy, n (%)

2 23 (35)

3 12 (19)

4 15 (23)

>5 15 (23)
Prior chronic GVHD treatment with ibrutinib, n (%) 21 (32)
Prior chronic GVHD treatment with ruxolitinib, n (%) 20 (31)
Refractory to Last Therapy, n (%%*) 43/55 (78)
Severe chronic GVHD, n (%) 46 (71)
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REZUROCK
200 mg once daily
(N=65)
Median (range) Global Severity Rating 72,9)
Median (range) Lee Symptom Scale Score at baseline 27 (7, 56)
Median (range) Corticosteroid dose at baseline (PE/kg)" 0.19 (0.03, 0.95)

* Denominator excludes patients with unknown status
T Prednisone equivalents/kilogram

The efficacy of REZUROCK was based on overall response rate (ORR) through Cycle 7 Day 1
where overall response included complete response or partial response according to the 2014
NIH Response Criteria. The ORR results are presented in Table 6. The ORR was 75% (95% CI:
63, 85). The median duration of response, calculated from first response to progression, death, or
new systemic therapies for chronic GVHD, was 1.9 months (95% CI: 1.2, 2.9). The median time
to first response was 1.8 months (95% CI: 1.0, 1.9). In patients who achieved response, no death
or new systemic therapy initiation occurred in 62% (95% CI: 46, 74) of patients for at least 12
months since response.

Table 6: Overall Response Rate through Cycle 7 Day 1 for Patients with Chronic GVHD in
Study KD025-213

REZUROCK
200 mg once daily
(N=65)
Overall Response Rate (ORR) 49 (75%)
95% Confidence Interval” (63%, 85%)
Complete Response 4 (6%)
Partial Response 45 (69%)

* Estimated using Clopper-Pearson method

ORR results were supported by exploratory analyses of patient-reported symptom bother which
showed at least a 7-point decrease in the Lee Symptom Scale summary score through Cycle 7
Day 1 in 52% (95% CI: 40, 65) of patients.

16 HOW SUPPLIED/STORAGE AND HANDLING

REZUROCK 200 mg tablets are supplied as pale yellow film-coated oblong tablets containing
200 mg of belumosudil (equivalent to 242.5 mg belumosudil mesylate). Each tablet is debossed
with "KDM" on one side and "200" on the other side and is packaged as follows:

200 mg tablets in 30 count bottle: NDC 79802-200-30

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

Dispense to patient in original container only. Store in original container to protect from
moisture. Replace cap securely each time after opening. Do not discard desiccant.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Embryo-fetal Toxicity:

e Advise pregnant women and females of reproductive potential of the potential risk to a fetus.
Advise females of reproductive potential to inform their healthcare provider of a known or
suspected pregnancy [see Warnings and Precautions (5.1), Use in Specific Populations
(8.1,8.3)].

e Advise females of reproductive potential to use effective contraceptive during treatment with
REZUROCK and for one week after the last dose [see Warnings and Precautions (5.1)].

e Advise males with female partners of reproductive potential to use effective contraceptive
during treatment with REZUROCK and for one week after the last dose [see Use in Specific
Populations (8.3)].

Lactation

e Advise women not to breastfeed during treatment with REZUROCK and for one week after
the last dose [see Use in Specific Populations (8.2)].

Infertility

e Advise males and females of reproductive potential that REZUROCK may impair fertility
[see Use in Specific Populations (8.3)].

Administration

e Inform patients to take REZUROCK orally once daily with food according to their
physician's instructions and that the oral dosage (tablets) should be swallowed whole with a
glass of water, without cutting, crushing or chewing the tablets approximately the same time
each day [see Dosage and Administration (2.1)].

e Advise patients that in the event of a missed daily dose of REZUROCK, it should be taken as
soon as possible on the same day with a return to the normal schedule the following day.
Patients should not take extra doses to make up the missed dose [see Dosage and
Administration (2.1)].

Druqg Interactions

e Advise patients to inform their health care providers of all concomitant medications,
including prescription medicines, over-the-counter drugs, vitamins, and herbal products [see
Drug Interactions (7)].

Distributed and marketed by:

Kadmon Pharmaceuticals, LLC
Bridgewater, NJ 08807

A SANOFI COMPANY
1-800-633-1610
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REZUROCK®is a registered trademark of Kadmon Pharmaceuticals, LLC.
© 2023 Kadmon Pharmaceuticals, LLC. All rights reserved.

For patent information: https://www.sanofi.us/en/products-and-resources/patents
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BEIUTZHETT 5,

*  REZUROCK BEITZEER] Z & BRI AT Z &, SEAIZEISTZ0 | N2 | BRATZD LR &

*  REZUROCK (3fF B IZIX[F UREZNCBZ IR T 5 2 & [HRHERE (12.3) S/,

* REZUROCK Z#fRH L7z o 7285805, A LR o720 %42 20 OO Z L&
) REITHETRT 5,

BEEDOEE OBREEE L AT 5 BE 2 x5 L LT REZUROCK % #5-9 2 REBRIIITHIL TR0,
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@%5¢iﬁ%o:@@%i\ﬁu(wﬁfhoto%5¢% ESTRWERDEE D 29% TRH 5
Niz, BED 2% ETEREFENCE > ZEWER L, BYE (11%) . TH (4%). KROMESGE, M
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RO IR E, Mk, VIR, i, PR, BERSRE. SRR, U R ﬂ& yINEINET AT =T
— B, U A, KO mEETH T,

£ 212, WRBAEELINORIER OB 2 /RT,
% 2: REZUROCK O 5 #2217 7-18M GVHD BE D 10%LL =T H b~ BRRE

B DRIERA
REZUROCK
200mg 1 H 1[H]
(N=83)

BI/ER 271 —F (%) 71— K 3~4 (%)
BRIER L OF A BUE
G (PR ARARE) 53 16
v A LAY b 19 4
A B R © 16 4
—f - 2FREER LG OIRE




REZUROCK

200mg 1 H 1[H]
(N=83)

EIfEH 27 L—F (%) JL— R 3~4 (%)
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BH LI5A. BIRICEZELZ KIET SRS 5, BWEE Y X7 254+ 57200, iEg~n
REZUROCK #5124 25 & h TOT— X IELN TR, BiANERRR Cld, BRI EIE
v MR OUHE T IRV ARG L2 2 A, #HIEHETOE MEERE (AUC) DK 3{ELL
F (Zy b)) RO0.07fE0LE (T3F) ORMARZER (AUC) T, RERE, K- RIEET, KO
IR - JRIRAHEE GO RAEFBENSIZEZ SN (T—2525W), IEm Kk OMER e othicik, BIR
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mg/kg/day THEG L7-, 751 vy FaRBRTIE, RHEFEME L OWE « M IRIE~OFENRD SN, fHE
M (RESINEORD) 23 E 150 & 0300 mg/kg/day TR Hiz, BEREIREIEOHIINI 50

KO 300 mg/kg/day TRE® BTz, JRIZHIES 50 mg/kg/day LA E TR S, AP OVEO KRAN, JfH
V=T ROHBROIEHS CTH -T2, 7 v I 50 mg/kg/day THE- L7- & X OREEE (AUC) 1%,

HRAETH D 200 g HEF Ot MEBEEOK 3HETH D,
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(REBAD K OIELE) 2 E 125 mg/kg/day LLETRD bz, IR« JRIRA~DR%)5 ] & 50 mg/kg/day
VI ETRRO LI, BRIE, HEREIBREOHEM, BIREFROKT., %, KO EREORD
Tholz, WX, B EWY), g Ok, Ea. UXERE) . WEof OEa). RO O
B R ROEE) TRO LN, VT 50 mgkg/day TG Lz & OREFEE (AUC) 1L,
HELEFHETh D 200 mg Be5-FEO b MREREDOR 0.07 5 Th 5,
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8.4 N

12 5% LA Lo/ NS 2% 9% REZUROCK D& EME K OV 2T STV 5, 12 L B/
FITHR % REZUROCK DI, Al N & %5 L L 7= REZUROCK D3 B 7o -+3 (8 B & 7= 5Bk
NHELNTTET U ATEMITOLNTEY, &6I2, BEMBRYIIEET — % 5, Fin M OYEEN
JFER O BN EE I FER AN CER O H DB % MIF S b FEROBRBEENRARE & 125%L2 Lo
INREBFE L THREBETHDLZENTRIND Z &, KUBRAERSE &/NREE & CREBS I8
UL TBORABREDT —Z 2/ NAREIIMET HZ LN TEX DL LRI NTND,

12 A<t D /N BE %5 REZUROCK D Z2 M e O W MEI T HEST. ST TUVN W,

8.5 A

REZUROCK DK RERIZ 1T 58 GVHD B2 186 4 D 9 b, 26%7DN 65 kbl T~ 7=, BESRE
& e L C, REZUROCK D24 OVE ZhMEICEEIR I E R D 8 5 21T b o 7=,

8.6 B RERE E R

B RERR S A & kP4 & L C REZUROCK % # 5.9 2B Tl T ey, BEAF O E B FEE
fEERFICOWVWTIE, REZUROCK O 5 #BtAT Da1IC, VA7 EBERARRT 4 v bEEET D
[ - 2.1) 5L KR 12.3) 2/,

8.7 FrisnefEE B
ff GVHD % fEo 7\ P EAFHRERE S (Child-Pugh B) & 721X EEEAFHAERE (Child-Pugh C) HBH~
OAERITEET 2 5 - HE 24), FEFERE 123) =M,

B TR RERE 5 B8 1 REZUROCK % #5342 854 . M EMEIIHESE Il 5 - HE 24), #
LR (12.3) 2],



11 FERE - MR

T AVEF T —BIERTH D, ARIEI35 20 CorHogNeOsS DAL A VL A VR
HUY ., TR 548.62 gmol Th D, ~ULTE AL A IVERIEDILF4 1% 2-{3-[4-(1H-indazol-5-
ylamino)-2-quinazolinyl]phenoxy}-N-(propan-2-yl) acetamide methanesulfonate (1:1) Cdb %, {bFAEEEZ LT

2R,
H
N
N
CH3SO3H
AYLE AV A VOVERIR T DR T, IEFE AT, AKX ) — )V ERODMF IZEITICL <,

DMSO (200 T30,

REZUROCK $E13f& A4 595, 18EH. ~ULF R /L A S LRt 242.5 mg (ZFH Y 3 2 B 5L 200
mg%é‘ﬁ?‘é FAREET., RIEMRSOESELI G —A, BB AR —R, JO AL AT —RAF
MDA WEEKTSABRMOIRAT T VB~ T XL EHET D,

BERlOa—F 4 v 77 gV BE, BV AT Aa— L RY=FLo Y a—L, ZAs . BT
Z ROSEEO="bEN OGRS,

12 BERIRH

12.1 {EFHF

~NJLERADVE, RhoBi#iaA L Raf vgag7a7 A %) —E (ROCK) OHEFTHY .
ROCK2 2 ' ROCK1 % Z #LEHUK) 100 nM B 8 3 pM D ICsp il CRLE T %, ~ULE A /LT ex vivo X
T invitro & b THINET v & A 1238 C, STAT3/STATS U »Be{L % 7R L Thl17/Treg V-l % 254k & T
RIEFH YRS &2 THEE LTz, E72~ULE X PV, in vitro TR 2B ME(LIEE S 7T UG E S IR
E L7, Invivo TliE, ~ILERVILTIENE GVHD OEE T /VICk L CIEMEEZ R LT,

12.2 KA
AYLVE A D)V DR TR - SO BIFR M OV T 20 SO DORR IR AV I THE N S AU TUVN 20,

MR A P A

FRGRHESE T 0 fr KBREFE D 2.4 {5 Tl REZUROCK I1ZFRERANCEFRD H 5 QT MM DIER 1T /2,

123  EYHEhRe

FRIZFHEEDRWRY | LLFIORTEYBNRE T A —H (F, ~LEAT/L200mg% 1 B 1[EHFK5 L8
P GVHD BE 12OV TOE D TH D, ~ILE AV ILOEFIRIEICE T D AUC KO Coax DFEHE [%
EEMREL (%CV)] 1E. EHE4 22700 (48%) heng/mL & Y2390 (44%) ng/mL Th -7z, ~ILE A
VD Crax X TVAUC 1E, 200 X TN400 mg (HELERE 1 B 1[EIO 1~2 %) O EHFH T, 13T A
LTCERLE, ~“EAVILVOERERIT 14 THoT-,
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BFEIC200mgZ 1 H LEIXE L H2EES LZEEOLERDVOEFIREBIZEIT 2D T HHRAIE
1.26~2.53 I CThH o7, EFEWBREICNVLEADLEZRERE LI L EDONNLFT LAY T 4
SERE (%CV) 1% 64% (17%) Tho7-,

RFDHE

R T I~V AUV EEEm e ) —f& (800~1,000 7/ r U —, BFokia) —G8&
DHI 50%NAEN ) BEBICHEIEEG L & X D~ULFE AV LD Coax L INAUC 1L, 2GR 5. L
G U CTENEN 22 (5 K O 2 (588N U7 Tomax P YE X 0.5 BFFEEIE L 7=,

il

TR R (I~ VBRIV E R G LT & X OOMABERMO KM FEEIT 184 L Th 7= (& CV%
1% 67.7%) .

bt NIET LT IR b oal BRfEREZ X7 E OAJLE R D ILOFEES L, in vitro T
FIFEI 99.9% K TR 98.6% T -7,

NEFS

AULE A DL ORI ESE (%CV) 1F 19 F ] (39%) TH Y. BFITBIT A7 U T IR
9.83 L/l (46%) TdH -7,

13

YL A VU in vitro TIHEFEIZ CYP3A4 12 L » TG S, CYP2C8, CYP2D6, MUY UGTIA9 12 &
STRFEND Z E1TD 70,

HEM

TEFEHERE (TR PR L 7o~V BE R U VA HERR OG- L2 L 2 A, BUHEED 85% N HHIZ CRA
fBARE LT 30%) [FIU S AL, S%ATM A RAIZEIR S 7,

HrE D]

il (18~77 %) . MBI, RE (38.6~143 kg) . XUTRSE~HPEE OBHEER S (eGFR 2

60 min/1.72m? LA _E 90 mL/min/1.72m? K3 ~eGFR A% 30 mL/min/1.72m? P _E 60 mL/min/1.72m? &) (2
BAL T, ~ULERAVLOEYBNREIZIEKRMNICHERZITRD b ho Tz, HEDOBMAERE N~V
TAYNOIYBNREIZ KT TEBIZ OV TORBRIIIT DI TR,

AR RERR B B A

AL A V)L 200 mg HLAIE 554128\ T, Child-Pugh A =2 7 (233 < FFRERERE S L ~LBilic, BT
GVHD % {0 72 W ATHERE IR 38 D FFRERE IE 5 (269 5~V A U VIREE L 2 £ 4 1R T,




£ 4 FFHEREREEL _ABDO_RLE R VDBRE~DE

IS REREE B O IFRREEEF IS 3 5 e R U NVIRERLH
FERRREIRE X 5 BrEtGEEERY + 5 A7) W SRR Y
Cunax AUC Cuax AUC
% (Child-Pugh A) 1.2 f& B 1.4 & B 14%J8 4 19%8 4
R %5 i (Child-Pugh B) 6% JY 1.5 fi5 &m0 12%#k 1.4 & B
[ (Child-Pugh C) 1.3 5380 4.2 5% 5 5.4 & ¥Ehn 16 £ 3
FEWHE AAE R AR

B DAL R AT Je [ F T

SRI17eF N7 v — 2 P450 (CYP) 3ABHESE : @FEMEBRE ICA T3y — L PG LTz & x|
~N)LE A //V@%ﬁﬁa Euu /j %0)366%2@ nm?i)%zhiﬁi))o 71:_0

B SI7r CYP3A A B E ICY 77 o B E R E LT 2 A, ST AUILD Chax
59%fK T L. AUC 2 T2%IK T L7z,

RRLEE D CYP3A FHEA|  EEWBRE Ico 7y LY EOARET DL . ~_LFEZAD LD Chax N
19%IK T L. AUC 2B 35%IK T35 Z ENTHIESN A,

Fu kR TTRER  BEEEBREIC TR T T — L B LT A, NLEZIILD
Coax Y 87%IE F L. AUCH 80% L7-, A AT TV — )LD TIZILE AT ILD Crax D 68%
K F L. AUC 28 47%[KF L 7=,

ANULE R I FNT R 1F T B

CYP3AIE : “NLEARAUNVEDOHHKEIZED, SV T A (BED CYP3AREE) @ Cux XY
AUC DN ZFNEFNH I3 ENNLSFIC ERTHZ R TFHIESND,

CYP2CY B H : ~ILEA VL E OPFAEEIZLY . CYP2CO E (BIX TV T 7 U ) OBREEE~
DEFRRICERD & 5 I TR SR,

CYP2C8 JE : ~LE AL L OS2 LV . OATPIBI A Tlid7e\vy CYP2C8 FE DIREFEE~D
FERBICEIR D & D BT PRI LR,

In vitro 704

IR - VB AV VT P-gp DIEE TH D, ~ULTE AT LIL BCRP, P-gp, NN OATPIBI % &
fif R CRET 5,
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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

REZUROCK 200 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains belumosudil mesilate, equivalent to 200 mg belumosudil.

Excipient(s) with known effect

Sodium less than 1 mmol (23 mg) per dose.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

Film-coated tablet.

Pale yellow, oblong, film-coated tablets debossed with "KDM" on one side and "200" on the other
side, with dimensions of 7.40 x 14.77mm.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Rezurock is indicated for the treatment of patients aged 12 years and older with chronic graft-versus-
host disease (chronic GVHD) who have received at least two prior lines of systemic therapy.

4.2 Posology and method of administration

Rezurock treatment should be initiated and supervised by physicians experienced in the management
of chronic GVHD.

Posology

The recommended dose of Rezurock is 200 mg administered orally once daily at approximately the
same time with a meal.

Treatment should continue until disease progression or unacceptable toxicity.

A complete blood cell count and liver function test must be performed before initiating therapy with
Rezurock.

Dose modification due to adverse reactions

Perform liver function tests at least monthly throughout treatment (see section 4.4).



The recommended Rezurock dose modifications for hepatotoxicity and other adverse reactions are
provided in Table 1.

Table 1: Dose modifications for adverse reactions

Criteria* Rezurock Dosage Modifications

Grade 3 ALT or AST (>5to 20 x ULN) or | Hold Rezurock until recovery to < Grade 1, then

Grade 2 bilirubin (>1.5 to 3 x ULN) resume Rezurock at the recommended dose at
physician’s discretion.

Grade 4 ALT or AST (>20 x ULN) or Permanently discontinue Rezurock.

Grade >3 bilirubin (>3 x ULN)

Other Grade 3 adverse reactions Hold Rezurock until recovery to < Grade 1, then
resume Rezurock at the recommended dose at
physician’s discretion.

Other Grade 4 adverse reactions Permanently discontinue Rezurock.

ALT = alanine aminotransferase; AST = aspartate aminotransferase; ULN = upper limit of normal.

*QGrade 1 is mild, Grade 2 is moderate, Grade 3 is severe, Grade 4 is life-threatening. Toxicity grades are in accordance with
National Cancer Institute Common Terminology Criteria for Adverse Events Version 4.3 (NCI-CTCAE v4.3). See section
4.8.

Dose modification due to drug interactions

Strong CYP3 A4 inducers and Proton Pump Inhibitors decrease the exposure of belumosudil (see
section 4.5).

Strong CYP3A Inducers

Increase the dosage of Rezurock to 200 mg twice daily when co-administered with strong CYP3A
inducers.

Proton Pump Inhibitors

Increase the dosage of Rezurock to 200 mg twice daily when co-administered with proton pump
inhibitors.

Delayed or missed dose

If a dose is missed or delayed for less than 12 hours after the scheduled dose, the dose should be taken
as soon as possible on the same day with a return to the normal schedule the following day.

If a dose is missed or delayed for more than 12 hours after the scheduled dose, the dose should be
taken at the usual time the following day.

If a patient vomits following the intake of a dose, the next dose should be taken at the usual time the
following day.

Patients should not take extra doses to make up the missed dose.

Special populations

Hepatic impairment

Dose modification is not recommended when administering belumosudil to patients with mild or
moderate hepatic impairment (Child-Pugh A and B).



Belumosudil is not recommended in patients with severe hepatic impairment. The safety and efficacy
of belumosudil in severe (Child-Pugh C) hepatic impairment has not been evaluated. For patients with
pre-existing severe hepatic impairment (Child-Pugh C), consider the risks and potential benefits before
initiating treatment with belumosudil (see section 5.2).

Monitor patients frequently for adverse reactions.

Renal impairment

No dose modification of Rezurock is required in patients with mild or moderate renal impairment
(creatine clearance > 30 mL/min).

No data are available for patients with severe renal impairment (creatine clearance < 30 mL/min) or
for patients with end-stage renal disease on dialysis (see sections 5.1 and 5.2). Use with caution.

Elderly patients (>65 years)

No additional dose adjustments are recommended for elderly patients (see sections 5.1 and 5.2).
Paediatric population

The posology is the same in adults and adolescents aged 12 to 18 years.

The safety and efficacy of Rezurock in children and adolescents aged below 12 years of age have not
been established. No data are available (see section 5.1).

Method of administration

For oral use.

Rezurock should be taken at approximately the same time each day with a meal (see section 5.2).
The film-coated tablet should not be broken, crushed or chewed.

4.3 Contraindications

Pregnancy.

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

4.4 Special warnings and precautions for use

Women of childbearing potential

Women of childbearing potential should be advised to avoid becoming pregnant while taking
belumosudil and of the potential risk to a foetus, and to have a pregnancy test prior to starting
treatment with belumosudil.

Women of childbearing potential must use a highly effective method of contraception during treatment
with belumosudil and for at least one week after the last dose of belumosudil (see sections 4.6 and
5.3).

Male patients

Male patients with female partners of childbearing potential should be advised that their female
partners should avoid becoming pregnant while taking belumosudil and of the potential risk to a
foetus.



Males with female partners of childbearing potential must use a highly effective method of
contraception during treatment with belumosudil and for at least a week after the last dose of
belumosudil (see sections 4.6 and 5.3).

Breast-feeding

Breast-feeding is not recommended during treatment with belumosudil and for at least one week after
the last dose (see section 4.6).

Hepatotoxicity

Increases in liver function tests were observed in clinical studies with belumosudil and generally
occurred early during treatment with the incidence decreasing thereafter (see section 4.8). Liver
function tests should be performed prior to the initiation of treatment with belumosudil and monitored
at least monthly during treatment with belumosudil and the dose should be adjusted for > Grade 2
toxicities (see section 4.2)

4.5 Interaction with other medicinal products and other forms of interaction
Effect of CYP3A inhibitors on belumosudil

The co-administration of multiple doses of itraconazole (a strong CYP3A inhibitor) did not alter
exposure to belumosudil to any clinically relevant extent.

Effect of CYP3A inducers on belumosudil

The co-administration of multiple doses of rifampin (a strong CYP3A4 inducer) decreased
belumosudil Cimax by 59% and AUC by 72%. The co-administration of strong CYP3 A4 inducers with
belumosudil may decrease belumosudil exposure. Increase the dose of belumosudil to 200 mg twice
daily (see section 4.2).

The co-administration of moderate CYP3A4 inducers e.g., efavirenz is predicted to have a reduced
effect on belumosudil as compared to strong CYP3A4 inducers. The co-administration of moderate
CYP3A4 inducers with belumosudil may decrease belumosudil exposure. No dose adjustment is
recommended.

Effect of proton pump inhibitors on belumosudil

The co-administration of multiple doses of rabeprazole decreased belumosudil Cimax by 87% and AUC
by 80%. The co-administration of multiple doses of omeprazole decreased belumosudil Cimax by 68%
and AUC by 47%. The co-administration of proton pump inhibitors with belumosudil may decrease
belumosudil exposure. Increase the dose of belumosudil to 200 mg twice daily (see section 4.2).
Effect of other gastric acid reducing agents on belumosudil

The co-administration of belumosudil with gastric acid reducing agents other than proton pump
inhibitors may decrease belumosudil exposure. No dose adjustment is recommended, however
belumosudil and the gastric acid reducing agent should be taken 12 hours apart.

In vitro studies

Effect of belumosudil on CYP3A substrates



The co-administration of belumosudil is predicted to increase midazolam (a sensitive CYP3A
substrate) Cmax and AUC approximately 1.3- and 1.5-fold, respectively. No dose adjustment is
recommended.

The co-administration of belumosudil may increase exposure of sensitive CYP3A4 substrates with a
narrow therapeutic index such as ciclosporin and tacrolimus. No dose adjustment is recommended.

Effect of belumosudil on CYP2C9 substrates

The co-administration of belumosudil is not expected to have clinically meaningful effect on the
exposure of CYP2C9 substrates (such as warfarin).

Effect of belumosudil on CYP2C8 substrates

The co-administration of belumosudil is not expected to have clinically meaningful effect on the
exposure of CYP2CS8 substrates that are not an OATP1B1 substrate.

Effect of belumosudil on UGT1AL substrates

Belumosudil is a weak inhibitor of UGT1Al, the clinical consequences are not known.
Transporters

Belumosudil is a substrate of P-gp. Belumosudil inhibits BCRP, P-gp, and OATP1B1. The co-
administration of oral BCRP, P-gp and OATP1B1 substrates with belumosudil may increase the
concentrations of the substrate drugs (such as digoxin and docetaxel).

4.6  Fertility, pregnancy and lactation

Pregnancy

There are no data on the use of belumosudil in pregnant women.

Belumosudil can cause foetal harm based on findings from animal studies (see section 5.3) and its
mechanism of action. In pregnant rats and rabbits, oral administration of belumosudil resulted in
maternal and/or foetal toxicity at doses below the recommended human dose. As a precautionary

measure, belumosudil is contraindicated in pregnancy (see section 4.3).

Women of childbearing potential/Contraception in males and females

Women of childbearing potential should be informed that animal studies show belumosudil to be
harmful to the developing foetus. Women of childbearing potential must have their pregnancy status
verified prior to initiating treatment with belumosudil, and must use a reliable and highly effective
method of contraception during treatment with belumosudil and for at least one week after the last
dose of belumosudil. In case pregnancy should occur during treatment with belumosudil, a risk/benefit
evaluation must be carried out on an individual basis with careful counselling regarding potential risks
to the foetus (see sections 4.4 and 5.3).

Male patients with female partners of childbearing potential should be advised that their female
partners should avoid becoming pregnant while taking belumosudil and of the potential risks to a
foetus.

Male patients with female partners of childbearing potential must use a highly effective method of
contraception during treatment and for at least one week after the last dose of belumosudil (see section
4.4).



Breast-feeding

It is unknown whether belumosudil or its metabolites are excreted in human milk. No data are
available regarding the presence of belumosudil or its metabolites in animal or human milk or its
effects on the breast-fed child, or on milk production. A risk to the infant cannot be excluded. Because
of the potential for serious adverse reactions in a breast-fed child, breast-feeding should be
discontinued during treatment with belumosudil and for at least one week after the last dose (see
section 4.4).

Fertility

There are no human data on the effect of belumosudil on fertility. Based on findings from animal
studies, belumosudil may impair male and female fertility at dose levels above the recommended
clinical dose. The effects on fertility are reversible (see section 5.3).

4.7 Effects on ability to drive and use machines

Belumosudil may cause fatigue and dizziness (see section 4.8). Patients should be advised not to drive
or operate machines if they experience these symptoms.

4.8 Undesirable effects

Summary of safety profile

The overall safety profile of belumosudil in chronic graft-versus-host-disease is based on data from 186
patients from two clinical trials, KD025-208 and KD025-213.

The most common adverse reactions (=5%) were asthenia (21.0%), nausea (12.4%), liver function test
abnormalities of elevation of AST (7.5%), elevation of ALT (7.0%) and elevation of GGT (4.8%),
headache (8.6%), diarrhoea (7.0%) and musculoskeletal pain (5.9%). The most common Grade 3 or 4
adverse reaction (> 2%) was asthenia (2.7%). Serious adverse reactions were pneumonia (1.1%),
cellulitis, infectious colitis, staphylococcal bacteraemia, diarrhoea, nausea, vomiting, microangiopathic
haemolytic anaemia, multiple organ dysfunction syndrome and cGVHD (0.5% each).

The most common adverse reactions leading to discontinuation were nausea (2.4%) and headache
(2.4%). Adverse reactions leading to dose interruption occurred in 9.6% of patients and were mainly
investigations (3.6%), including ALT increased, GGT increased and blood creatine phosphokinase
increased (1.2% each), and infections (2.4%).

Tabulated list of adverse reactions

Table 2 presents the frequency category for adverse reactions reported in the open-label clinical trials
(studies KD025-208 and KD025-213) with belumosudil. A total of 186 adult patients with chronic
GVHD were treated with belumosudil 200 mg once daily (N=83), 200 mg twice daily (N=82), or
400 mg once daily (N=21) (see section 5.1). The median duration of treatment of the 83 patients with
200 mg once daily belumosudil was 9.2 months (range 0.5 to 44.7 months) and in the 186 patients
across the three dosing cohorts was 9.89 months (range 0.39 to 44.71 months).

The frequency of adverse reactions are defined as follows:

Very common: (>1/10)

Common: (>1/100 to <1/10)

Uncommon: (>1/1000 to <1/100)

Rare: (>1/10,000 to <1/1000)

Very rare: (<1/10,000)

Not known: (cannot be estimated from the available data)



Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Table 2: Adverse reactions (>2%) in patients with chronic GVHD who received belumosudil
Adverse Reaction Rezurock
Pooled chronic GVHD
(N=186)
All severity grades| All grades” (%) Grade 3-4° (%)
Frequency
category
Infections and infestations
Upper respiratory Common 7 (3.8%) 0
tract infections”
Lower respiratory Common 5(2.7%) 2 (1.1%)
tract infections®
Blood and lymphatic system disorders
Anaemia* Common 6 (3.2%) 1 (0.5%)
Leukopenia®* Common 9 (4.8%) 3 (1.6%)
Platelet count decreased Common 5(2.7%) 0
Metabolism and nutrition disorders
Decreased appetite Common 7 (3.8%) 1 (0.5%)
Hyperglycaemia Common 7 (3.8%) 0
Nervous system disorders
Headache Common 16 (8.6%) 1 (0.5%)
Neuropathy peripheral Common 6 (3.2%) 0
Dizziness Common 4 (2.2%) 0
Vascular disorders
Hypertension Common 6 (3.2%) 3 (1.6%)
Respiratory, thoracic and mediastinal disorders
Dyspnea* Common 7 (3.8%) 0
Cough' Common 7 (3.8%) 0
Gastrointestinal disorders
Nausea Very common 23 (12.4%) 2 (1.1%)
Diarrhoea Common 13 (7.0%) 2 (1.1%)
Vomiting Common 9 (4.8%) 1 (0.5%)
Abdominal pain® Common 5(2.7%) 0
Constipation Common 5(2.7%) 1 (0.5%)
Hepatobiliary disorders
Aspartate aminotransferase Common 14 (7.5%) 3 (1.6%)

increased




Adverse Reaction Rezurock
Pooled chronic GVHD
(N=186)
All severity grades| All grades® (%) Grade 3-4° (%)
Frequency
category
Alanine aminotransferase Common 13 (7.0%) 2 (1.1%)
increased
Gamma- Common 9 (4.8%) 2 (1.1%)
glutamyltransferase increased
Skin and subcutaneous tissue disorders
Pruritus Common 5(2.7%) 0
Musculoskeletal and connective tissue disorders
Musculoskeletal pain” Common 11 (5.9%) 0
Muscle spasms Common 8 (4.3%) 0
Blood alkaline phosphatase Common 7 (3.8%) 0
increased
Blood creatine phosphokinase Common 4 (2.2%) 1 (0.5%)
increased
Renal and urinary disorders
Blood creatinine increased Common 4 (2.2%) 0
General disorders and administration site conditions
Asthenia’ Very common 39 (21.0%) 5(2.7%)
Oedema’ Common 9 (4.8%) 0
Pyrexia Common 3 (1.6%) 0
Investigations
Weight decreased Common 6 (3.2%) 0

a National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE), version 5.0 and version 4.03 for
studies KD025-208 and KD025-213, respectively

® includes upper respiratory tract infection, sinusitis.

¢ includes pneumonia, bronchitis, bronchitis viral.

¢ includes leukopenia, neutropenia, neutrophil count decreased, white blood cell count decreased, lymphocyte count
decreased.

¢ includes dyspnea, dyspnea exertional.

fincludes cough, productive cough.

¢ includes abdominal pain, abdominal pain upper.

" includes arthralgia, pain in extremity, back pain, neck pain.

iincludes fatigue, asthenia, malaise.

iincludes oedema peripheral, face oedema, localized oedema, swelling.

* See description of selected adverse reactions.

Description of selected adverse reactions

Hepatobiliary disorders

Elevations of liver enzymes were reported in patients treated with belumosudil in clinical trials. In two
randomised, open label, multi-centre clinical trials in patients with cGVHD (studies KD025-208 and
KD025-213), any grade laboratory abnormalities of increased AST, increased ALT and increased
GGT occurred in 7.5%, 7.0% and 4.8%, respectively, of patients receiving belumosudil. Grade >
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3 laboratory abnormalities of increased AST, increased ALT and increased GGT occurred in 1.6%,
1.1% and 1.1%, respectively, of patients receiving belumosudil. Events resolved with few drug
discontinuations, drug interruptions or dose reductions. The events generally occurred early during
belumosudil treatment with the incidence decreasing thereafter. For recommended dosage
modifications following elevations of liver enzymes see section 4.2. For recommended monitoring of
liver enzymes see section 4.4.

Blood and lymphatic disorders

In the randomised, open label, multi-centre clinical trials in patients with cGVHD (studies KD025-208
and KD025-213), any grade anaemia and leukopenia occurred in 3.2% and 4.8%, respectively, of
patients receiving belumosudil. Grade > 3 events of anaemia and leukopenia occurred in 0.5% and
1.6%, respectively, of patients receiving belumosudil. Grade 3 cytopenias were often associated with
relapse of the underlying malignancy.

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 new or serious adverse reactions via the Yellow Card
Scheme. You can find information on this at www.mhra.gov.uk/yellowcard or search for MHRA
Yellow Card in the Google Play or Apple App Store.

4.9 Overdose

No cases of overdose have been reported.

There is no specific experience in the management of belumosudil overdose in patients. There is no
known antidote for overdoses with belumosudil. Single doses up to 1000 mg have been given with
acceptable tolerability in healthy volunteers. Appropriate supportive treatment should be given.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, selective immunosuppressants, ATC code:
L0O4AA48.

Mechanism of action

Belumosudil is a potent and selective Rho-associated, coiled-coil containing protein kinase-2
(ROCK?2) inhibitor that mediates signalling in immune cellular function and fibrotic pathways. In
vivo, belumosudil has demonstrated activity in a variety of clinically relevant animal models of
disease including chronic GVHD.

Pharmacodynamic effects

Cardiac Electrophysiology

At a dose of 5 times the recommended dose, belumosudil does not prolong the QT interval to any
clinically relevant extent.

Clinical efficacy and safety
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Two open-label Phase 2 studies (studies KD025-208 and KD025-213) were conducted in patients with
chronic GVHD.

Study KD025-213

Study KD025-213 (N=131) was a randomized, open-label, multicentre study of belumosudil for
treatment of patients with chronic GVHD. Patients were eligible for the study if they had received 2 to
5 prior lines of systemic therapy and required additional therapy. Patients received a stable dose of
corticosteroids for two weeks prior to entry to the study. Patients were randomised 1:1 to receive
belumosudil dosed orally at 200 mg once daily or 200 mg twice daily. Randomization was stratified
according to prior cGVHD treatment with ibrutinib (yes/no) and severe cGVHD (yes/no).

Where patients were on a stable dose/schedule of standard of care therapies for chronic GVHD,
concomitant use of these was permitted, including local and topical treatments and ECP. Transient
increases in corticosteroid dosing (that did not exceed 1 mg/kg/day prednisone equivalent) were
permitted for the treatment of cGVHD flare, but the dose must have been reduced back to the pre-
randomization dose within 6 weeks. If the dose remained elevated for more than 6 weeks, this was
considered a belumosudil treatment failure. More than 2 episodes of cGVHD flare that required
increased corticosteroid therapy in the first 6 months of belumosudil treatment was also considered a
belumosudil treatment failure. Initiation of one or more new systemic therapies for chronic GVHD
indicated a new line of therapy and was classified as a treatment failure.

Of patients enrolled in the study, the median age was 55 years (range 21 to 77 years), 57% of patients
were male and 85% were white. The majority (67%) of patients had severe cGVHD disease and 73%
of patients were refractory to their last systemic therapy prior to enrolling in the study. The most
common underlying malignancies leading to transplantation were acute myeloid leukaemia, acute
lymphocytic leukaemia and myelodysplastic syndromes. The organs involved at baseline were skin
(83%), joints/fascia (76%), eyes (74%), lung (36%), mouth (54%), oesophagus (24%), upper GI
(17%), lower GI (10%) and liver (10%), and 51% of patients had 4 or more organs involved. The most
common prior systemic therapy was corticosteroids (98%), followed by calcineurin inhibitors
(tacrolimus 62% and sirolimus 47%), ECP (48%), ibrutinib (34%) and ruxolitinib (29%). The median
prior lines of therapy was 3 (range 2-6).

The primary efficacy endpoint was the overall response rate (ORR), defined as the proportion of
subjects who achieved a complete response or a partial response according to the 2014 NIH Consensus
Development Project on Criteria for Clinical Trials in chronic GVHD. Responses were assessed by
investigators. Secondary endpoints included duration of response, changes in symptom burden/bother
using the Lee Symptom Scale Score (LSS) and time to next treatment.

Study KD025-213 met its primary objective. For the 200 mg once daily dose, the ORR (data cut-off:
19-Aug-2020) was 74% (62-84%); 6% of patients achieved a CR and 68% of patients achieved a PR.
Responses, including complete responses, were achieved across all organs involved (skin, eyes,
joints/fascia, mouth, lung, oesophagus, upper GI, lower GI and liver). Duration of response (defined as
the time from first ORR response to progression of disease in any organ measured in comparison to
nadir, new systemic therapy, or death whichever comes first) was 8 weeks (95% CI 4-64 weeks).

Results for Study KD025-213 at the 200 mg once daily belumosudil dose are presented in Table 3.

Table 3:  Best overall response rate and other efficacy results in Study KD025-213

Rezurock (N=131)

200 mg once daily
(N=65)

Overall response rate (%) 73.8

95% CI (%) (61.5, 84.0)
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Rezurock (N=131)
200 mg once daily
(N=65)
Complete response (%) 6.2
Partial response (%) 67.7
K-M duration of response, median, weeks (95% CI) 8.1 (3.7,64.3)
Time to response, median, weeks (range) 4.4 (3.7,40.6)
K-M time to next treatment, median, months (95% CI) NA (13.73, NA)
>7 Point decrease in Lee Symptom Scale Score on consecutive 28 (43)
assessments, n (%)
Discontinued corticosteroid during Belumosudil treatment, n (%) 12 (19)

CI = Confidence interval; K-M = Kaplan Meier; NR = Not reached.

For the 200 mg twice daily dose, the ORR was 77.3% (95% CI 65.3%, 86.7%) and the DOR (defined
as the time from first ORR response to progression of disease in any organ measured in comparison to
nadir, new systemic therapy, or death whichever comes first) was 8 weeks (95% CI 2-81 weeks).

Study KD025-208

Study KD025-208 (N=54) was a dose-escalation, open-label, multicentre study of belumosudil for
treatment of patients with chronic GVHD who had received 1 to 3 prior lines of systemic therapy and
required additional therapy. Belumosudil was administered orally at 200 mg once daily (N=17),

200 mg twice daily (N=16), or 400 mg once daily (N=21).

Where patients were on a stable dose/schedule of standard of care therapies for chronic GVHD,
concomitant use of these was permitted, including corticosteroids and calcineurin inhibitors. Initiation
of one or more new systemic therapies for chronic GVHD indicated a new line of therapy and was
classified as a treatment failure.

Of patients enrolled in the study, the median age was 52 years (range 20 to 75 years), 63% of patients
were male and 87% were white. The majority (78%) of patients had severe cGVHD disease and 73%
of patients were refractory to their last systemic therapy prior to enrolling in the study. The most
common underlying malignancies leading to transplantation were acute myeloid leukaemia, acute
lymphocytic leukaemia and myelodysplastic syndromes. The organs involved at baseline were eyes
(78%), skin (74%), mouth (65%), joints/fascia (63%), lung (32%), upper GI (15%), oesophagus
(11%), lower GI (7%), and liver (4%), and 50% of patients had 4 or more organs involved. The most
common prior systemic therapy was corticosteroids (100%), followed by calcineurin inhibitors
(tacrolimus 48% and sirolimus 44%), rituximab (30%), and ECP (28%). The median number of prior
lines of therapy was 2.5 (range 1-4).

The primary efficacy endpoint was the overall response rate (ORR), defined as the proportion of
subjects who achieved a complete response or a partial response according to the 2014 NIH Consensus
Development Project on Criteria for Clinical Trials in chronic GVHD. Responses were assessed by
investigators. Secondary endpoints included duration of response, failure free survival and time to next
treatment.

Study KD025-208 met its primary objective. For the 200 mg once daily dose, the ORR was 64.7%
(95% CI 38.3%, 85.8%). Responses (partial response) were achieved across all organs involved, there
were no complete responses reported. Duration of response (defined as the time from first ORR
response to progression of disease in any organ measured in comparison to nadir, new systemic
therapy, or death whichever comes first) was 19 weeks (95% CI 7-128 weeks).

Safety and efficacy in older patients
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Of the 186 patients with chronic GVHD in clinical studies of belumosudil, 25.8% were 65 years and
older. No overall differences in safety or effectiveness of belumosudil were observed between these
patients and younger patients.

Paediatric population

The Medicines and Healthcare Products Regulatory Agency has deferred the obligation to submit the
results of studies with Rezurock.

5.2 Pharmacokinetic properties

Absorption

Median Thmax of belumosudil across studies was approximately 3 hours. Following a single oral dose of
belumosudil 200 mg, mean absorption (% coefficient of variation) was 64% (17%).

Effect of Food

In healthy subjects, the administration of a single 200 mg dose of belumosudil with a high-fat and
high-calorie meal (800 to 1,000 calories with approximately 50% of total caloric content of the meal
from fat) increased belumosudil Cpax to 2.2 times that following fasted administration and AUC to 2
times that following fasted administration. Median Trmax was delayed 0.5 hours.

The mean steady-state AUC (% coefficient of variation) observed in patients with chronic GVHD
receiving 200 mg once daily administered with food was 22700 (48%) heng/mL; mean steady-state
Crmax was 2390 (44%) ng/mL. With once daily administration, steady-state concentrations of
belumosudil were achieved with an accumulation ratio of 1.4.

Distribution

Pharmacokinetics were described by a two compartmental model with a distribution half-life of 1.8 h.
Belumosudil volume of distribution of the central compartment (% coefficient of variation, CV) was
29.7 L (143%). In in vitro preparations, binding to human serum albumin was 99.9% and binding to

human al-acid glycoprotein was 98.6%.

Biotransformation

Based on in vitro assessment, CYP3 A4 was the predominant CYP isoform responsible for the
metabolism of belumosudil, although CYP2C8, CYP2D6 and UGT1A9 contributed to a lesser extent.

Elimination

Population PK modelling results in chronic GVHD patients showed that belumosudil elimination half-
life (% coefficient of variation, CV) was 19.0 h (39%). Belumosudil clearance (% coefficient of
variation, CV) was 9.83 L/h (46%).

The Human Mass Balance study results indicated that faecal excretion is the major route of excretion
(85% of the dose). Of the dose recovered in faeces, 30% was parent belumosudil. Less than 5% of the

dose was recovered in urine.

Linearity/non-linearity of dose

Exposure to belumosudil (Cimaxand AUC) appears to be slightly greater than dose proportional over the
20 to 500 mg once daily dose range, but less than dose-proportional for doses above 500 mg in healthy
subjects. In chronic GVHD subjects, the exposure increase between 200 and 400 mg is approximately
proportional.
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Special populations

No clinically relevant differences in belumosudil pharmacokinetics were observed with regard to age,
race, sex, weight or renal impairment (mild or moderate; severe renal impairment has not been
studied).

Hepatic impairment

In a single-dose hepatic impairment study, the exposure in subjects with mild (Child-Pugh class A)
and moderate (Child-Pugh class B) hepatic impairment had exposure <1.5 times the exposure
observed in normal subjects. Crmax Was not changed significantly by mild and moderate hepatic
impairment. In subjects with severe hepatic impairment (Child-Pugh C), the AUC of belumosudil
increased 4.21-fold while there was no apparent effect on its Cimax (1.32-fold increase), relative to
subjects with normal liver function.

5.3 Preclinical safety data
Carcinogenicity studies have not been conducted with belumosudil.

Belumosudil was not mutagenic in an in vitro bacterial mutagenicity (Ames) assay. Belumosudil was
not clastogenic in either an in vitro chromosome aberration assay in mammalian (CHO) cells or an in
vivo mouse bone marrow micronucleus assay.

In a female rat fertility study, belumosudil was administered to female rats 14 days prior to mating and
up to gestation day 7. Belumosudil had no effect on fertility or reproductive function of female rats at
doses of 50, 150 or 275 mg/kg/day. However, in female rats at a dose of 275 mg/kg/day resulted in
maternal toxicity and increased post-implantation loss/resorptions and decrease in the number of
viable foetuses. The exposure (AUC) at the dose of 275 mg/kg/day is approximately 9.4 times the
clinical exposure (AUC) at the maximum recommended dose of 200 mg daily.

In a male rat fertility study, belumosudil was administered to male rats 70 days prior to and throughout
mating to non-treated female rats. Belumosudil had no effects on fertility or reproductive function in
male rats at doses of 50 and 150 mg/kg/day. However, a dose of 275 mg/kg/day resulted in
generalized toxicity, reduced male fertility, abnormal sperm findings (reduced motility, reduced
concentration and increased percentage of abnormal sperm), and testes/epididymis organ changes. The
exposure (AUC) at the dose of 275 mg/kg/day is approximately 8.6 times the clinical exposure at the
maximum recommended dose of 200 mg daily.

Adverse changes in male and female reproductive organs also occurred in general toxicology studies;
findings included spermatozoa degeneration at a belumosudil dose of 35 mg/kg/day in dogs and
decreased follicular development in ovaries at 275 mg/kg/day in rats. Changes were partially or fully
reversed during the recovery period. The exposure (AUC) at the doses of 35 mg/kg/day in dogs, and
275 mg/kg/day in rats is 0.5 times and 8-9 times, respectively, the clinical exposure at the
recommended dose of 200 mg daily.

In pregnant rats, oral administration of belumosudil during the period of organogenesis resulted in
maternal toxicity (reduced body weight gain and low food consumption) at doses > 50 mg/kg/day.
Foetal effects included decreased foetal weight at > 150 mg/kg/day (approximately 3.9 times the
human exposure at the recommended dose based on AUC).

In pregnant rabbits, oral administration of belumosudil during the peroid of organogenesis resulted in
maternal toxicity (body weight loss, reduced body weight gain, low food consumption and mortality)
at doses > 125 mg/kg/day. Foetal effects included abortions, increased post-implantation loss,
decreased percentage of live foetuses, decreased foetal body weight, and skeletal/external

14



malformations in foetuses at doses > 50 mg/kg/day (approximately 0.07 times the human exposure at
the recommended dose based on AUC).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core
Microcrystalline cellulose
Hypromellose
Croscarmellose sodium
Colloidal silicon dioxide
Magnesium stearate

Tablet coating
Polyvinyl alcohol (E1203)

Polyethylene glycol (E1521)
Talc (E553b)

Titanium dioxide (E171)
Yellow iron oxide (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years

6.4 Special precautions for storage

Do not store above 25°C.

Dispense to patient in original packaging only.

Store in the original package in order to protect from moisture.

Replace cap securely each time after opening. Do not discard desiccant.

6.5 Nature and contents of container

High-density polyethylene bottle with a child-resistant closure and a silica gel desiccant in a pack size
of 30 film-coated tablets.

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

Aventis Pharma Limited,

410 Thames Valley Park Drive,

Reading,

Berkshire, RG6 1PT,
United Kingdom
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Trading as:

Sanofi,

410 Thames Valley Park Drive,

Reading,

Berkshire, RG6 1PT,

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

PLGB 04425/0902

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 07 July 2022

10. DATE OF REVISION OF THE TEXT

07 December 2023
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FFHSRERM A A, CTH D AST B (7.5%). ALT E&H (7.0%) K OGGT L
o (4.8%) . FHE (8.6%). FHI (7.0%). WONCHERKE (59%) TH-o

Too EHEEE Q%LLE) ICEH LY L— R 3 T4 ORIWERIZ., %E
(2.7%) Thotz, EEZBEWERIZ. Mk (1.1%), Rz, BYMERE

K. 7 RUBKEMEEME, TH, B, e oS ERRLEE i, £
IR RE R I EMERE. KO ecGVHD (% 0.5%) Th -7,



BeHPIEICE > - EHEE ISR bNEWEAIL, Bl (2.4%) K OVER
(2.4%) Tholz, BHEHWICESTZREIEHANEE D 9.6% THRELL., EICH
R (3.6%) TiRH B, WNiRIT ALT #0, GGT #n, KOt 7 v
TFURARFF—EHI (% 1.2%) . WY (2.4%) Thotl-,

BIWEH O —E#

F£ 212, ~NLERAVLVOEEREEARFE (KD025-208 76k & N KD025-213 7t
BR) CHIESNTRWERORBBEE DO DT 3V —%~x7, 184 GVHD DRk A
BELF 186 412, ~ULEAY /L 200mg 1 H 18] (N=83), 200mg 1 H 2 [A]
(N=82), Xi¥400mgl H 18] (N=21) &5 L7 S.1HEZBH), ~LEAY
JL200mg 1 H 1 [FIEGEE 83 40P EiX9.2 » A (#iFH 0.5~
447 H) . 3FE R — MEEROEE 186 4 O G JAEIX 9.89 » A
(#iPH 0.39~44.71 » A) Th-o7=,

BIERH ORBBEEDERIZILLTO LB TH D,

FiReD TR (1710 LA 1)

FEBEEE ¢ (1/100 LAk 1710 A46)

EAERE - (1/1000 LAk 1/100 i)

F4L 0 (1/10,000 L E 1/1000 Aiii)
fRHTEH ¢ (1/10,000 Aif)

R (F5NTODET—F P hIdHEETE 220

BHRBBEE D7 TV —NTIHEELOSWIEICREWEH 2R LT3,

F2: UL ERADNLOFEEZSZ T -8 GVHD 25 Q%L E) THRO L-RIER

EIVEA Rezurock
#@#: GVHD BE A F
(N=186)

2EEESL—F eFL—F? J L — R 3~4

REEENT Y — (%) (%)
BYER £ OVFA BE
ARGERY e B 7 (3.8%) 0
T AGE R © e B 5 (2.7%) 2 (1.1%)
MR LY 3 REE
2 1f * e BELEE 6 (3.2%) 1 (0.5%)
i Bk E e B 9 (4.8%) 3 (1.6%)




BI1ER Rezurock
84 GVHD BE 43
(N=186)

PHEEE S L —F e/ %l JL—FK3~4*

REHEELT Y — (%) (%)
IVANY el e AE 5 (2.7%) 0
RETB L OREREE
BB EGR e AE 7 (3.8%) 1 (0.5%)
= I pE = B 7 (3.8%) 0
MR REE
SR e AE 16 (8.6%) 1 (0.5%)
K== —a /R F— AR 6 (3.2%) 0
FEE D F e A 4 (2.2%) 0
MmEEE
T I = B 6 (3.2%) 3 (1.6%)
TRk 2. FERE X OWERRiEE
I [ i © e AE 7 (3.8%) 0
gk * B B T 7 (3.8%) 0
BEEE
BT i3 3D C i A 23 (12.4%) 2 (1.1%)
T e AE 13 (7.0%) 2 (1.1%)
M - TR 9 (4.8%) 1 (0.5%)
JiE i ® e 5 (2.7%) 0
(G = B 5 (2.7%) 1 (0.5%)
RFREE R fEE
T ARG X URRT = B 14 (7.5%) 3 (1.6%)
JNTFTUARAT 2 T—
B HIN
TI=UTI )T = B 13 (7.0%) 2 (1.1%)
VAT =T —EBHI
YINEINV TR B L 9 (4.8%) 2 (1.1%)
7 = 7 —
FBE L O THfkEE
T D FEIE B 5 (2.7%) 0




BI1ER Rezurock
8 GVHD BE & F
(N=186)
EEEET L—F 27 L—R*? JL— R 3~4
REHEELT Y — (%) (%)
BEREER IO HERREE
=S e B 11 (5.9%) 0
OYES =R 8 (4.3%) 0
M7V RAT =B 7 (3.8%) 0
72—
e Z7 v7F kA =B 4 (2.2%) 1 (0.5%)
R —E8hn
BRI ORKEE
me 7 L7y F=1 4 TR 4 (2.2%) 0
il
—i% « 2HFEER X ORETMN OIKEE
I ) E T 6 C e A 39 (21.0%) 5 (2.7%)
(eI TRIBH 9 (4.8%) 0
FEEN = R 3 (1.6%) 0
BRIRIRE
R PRl =B 6 (3.2%) 0
Rezurock
428 GVHD (N=186)

@ KD025-208 #4458 K& (NKD025-213 #4817, Z AL R EEH V5 A FEPT A 2 L AL T 75 1

(CTCAE) V5.0 £CFV 4.03 (zHDY<,
b FRGEEY, BISERNEEND,
CHifigk. KB, TANAMKELRNEEN
i éimﬁigﬁwa BFPERIBUDE, AP EREOR . EmEREE D U BRI D 23
aﬁ@é%’& FAEVERER RN & £ D,
FIgik, WM E Eh D,
SR, FAEERAE £ b,
hEAERE . PUBTR. SRR, SRS E0 D,
g7, EIE, RS END,
PARNEVEE, BmEIE, RRAYEEIE, EIRA S END,
* FEEDRIWER OFLk 22RO = &,




4.9

i E D EIEH Otk

HTHEE 7 o

FEIRARBR IZ BN T, ~ULE A UL B CIFEER EA-PHE Sz,
cGVHD BE x5 & LI MIEA b, FIEEM. Zhasx ILRERAR R 2 35k
(KD025-208 5% 2 TN KD025-213 3®) 128\ T, 7 L— R0V
IRIRAAE R H D AST HEHN, ALT HEA0. KOV GGT ¥R, ~ILE AL
HBREOZNTIN 7.5%, 7.0%, KON48% TRIE L, 7' L— 3L LD
AR O AST BN, ALT #5010, KON GGT ¥Mix, ~Lt AP
HBEEDODZNTN 1.6%, 1.1%, MO 11%TERE L, ZhbDHFELET,
AP, FHRE, UIEEEIFEAEITOTICEE L, Zhb
DERIIM L TULEADNLVOEG MBI ORI L, ORI RT
KT L7e, SR EAZ ORISR &R ICO WL, 42HEZZROZ &,
RSN DFEREE=Z ) 72O TIE, 44THEZBROZ &,

M F5 I XY R 2

cGVHD BE x5 & LI-MIEA b, IEEM. ZhasdLRERARRER (KD025-
208 7R & UN KD025-213 3R) (IZRBW T, 7 L— FEfbLenHEI L O A
BRIBVED, ~NTEAVNEEREDOZNZI 32% L TN 4.8% CTHRI LT,
7 L— R 3L Eo&Ei )k ONAIMmEBEIX, ~VERA VLR GREDZNE
0.5%KL N 1.6% TRI L, 7 L—F3OMmEKB/REIL, JF%E RO EME
BEOBEELEEELTWDLZ ENELNhoT,

BEH DR BN D56 Dt

=G OEKRBZORWEH OV OREITEETH L, Zhicky, EELD
RRT 4y NSV RINRGUADE=F ) T o LTITH) ZENTE
%, BERHMAFIL, Bl f UTEEREWENN DN 2 5813 A e — 0 —
R 2F—L 2 L THETOLENR DD, ZOZ LI HRIT
www.mhra.gov.uk/yellowcard {27 7 & 2% 7>, Google Play X% Apple App
Store C MHRA Yellow Card % 589" %,

BWERE
W ERG OEFNITHRE STV,

BV TR DNV R ER G L2 GE ORI R RO 7R8I 720, ~b
F AL O ER G DIREANTE STV, R E 1R oK



5

5.1

1000 mg ZZ HiAl4 G- L7 & 24, BRMITFHFA R TH o 7o, Wl SR
EEAT D,

KH R R

IITFR R
SEWPRIERE © SR ENEIAL SRPREINHI A, ATC =— K : LO4AA4S,

VEHIBR Y

AULE AP IVIER OB INA 7 Rho BiE 2 A )V RaAf VER T T A %
F—1 2 (ROCK2) [HEAITH Y . RSB R OMERK ICB W Ty 7
FTIRZEZ BT %, Invivo TiX, 18 GVHD % & R RIIICEE R R R D
SEXFREET IICEB N TLE R UWTTEEEZ R LT,

A FHIEH

LB

ANOLE AV IUE, HESEHEO SEEOHE T QT RIE &2 BRI L 72 512
EFE TR L7,

FERIR HO A RO e OV

2t GVHD BE x5 & L= FEEME I AHRER 2 3B (KD025-208 75 K OF
KD025-213 #lik) 250 =iz,

KD025-213 iz

KD025-213 #8BR (N=131) (. 8/ GVHD BREDIEEEZ AR & L7z~ULE R
UILVOEEAL, EER, ZHiELERBRTH T, 2~5 T4 L OeH Wk
RSV | BIMOIEHE NV B 2 ARRBR I & Lz, BEIEa LT
AT uA Re—EHE CTREEAILRT 2 @RS SN T\, BEZ~LE
AY200mg 1 H 1EFREOBGREUL200mg 1 H 2B O#EEGRIZ1T: 10
PECIEAEZIZRI 0 AT 7o, BAEA{RIZ, A 7V F =712 K 5 cGVHD i65
(1) KOEED cGVHD (F4%#) <Ehlik L Tfro7-,



21 GVHD |2k DR O &/ A Y 2 — VR —E Th > - BEIL,
JRPTRERCO FIRIE B OV BCP %3 OREMERIE & OFH Z 7P L7=, ¢GVHD
HROIGIFIZIE, aLvFarxTof RO—FNREE (L R=Y UMY E
1 mg/kg/day Z#8 2 72\N) ZFFAT L7228, 6 @I LANIC IEVE 2 (ki oD FH S IR
ELARTE RSN E L, 6EMZBS CHLHEELZEZOHAIT, X
VB AV L DIBIEARRED & B 7e Uiz, ~OLE AV IVIREBRIAT 6 » A LL
WiZarFarrud REEETH0ENH 5H cGVHD FAAS 3 [BILL EFERD
LNTHE L, VTRV K DIRIEARE) & A7 Uiz, 18P GVHD (2%}
TDH1 T4 XIIEETA > OFT-72 25 BEORMBIX., Hil-ReRET A
DUETHDHZ LEEWT D720, IBRARINZHE LT,

AGRBRI A AT BE OF R Al L 557% (i @ 21~77m%) THY |
BED 57% N B, 85% N A NTH -T2, BEDOKRY: (67%) ILEED
cGVHD ZH L TEY | 73%IIARREBM ATV Ot O 2 FBIEICK L TIRIE
BHMECThH o7, BHEEICERD T, BAICE - 72 J55R B oo Ep R T
AVEERErE AR, ArEY oA, ERERERERERE CH o Tn, N—
AT A RO FREIRIE. R (83%). BIET MilE (76%). iR (74%). Al
(36%) . HIE (54%). BiE (24%). EEHAbE (17%). FEBE(LE
(10%) . AFlig (10%) THY . BED 51%1E 4 DLl EOlgE I RENERD 5
nNi-, LSy EETalrFaxTaL N (98%) THYH . K
THNY =a—U URHER (#7270l AR 62%ENa Y AR 47%). ECP
(48%) . A T NF =7 (34%). ROULx YV U F=7 (29%) Th-oi-, HlA
BT A PRI 3 @ - 2~6) Tho7To,

HMEO EEFIE B 13 2R%% (ORR) & L7-, ORR OEFIT, 18V
GVHD % x5 & U= R ER O FEHEICBI 55 2014 45 NIH =2 > & > % A B
7'm¥ =7 & (2014 NIH Consensus Development Project on Criteria for Clinical
Trials in chronic GVHD) 232 & | 52BN ITHr B2 & 2Emk LI s
DEE L Uiz, FNIIRBREEERM AT L=, BIRGHEE B 1L, EhH
M. Lee Rk REZ 27 (LSS) Z W THIE L-JEkoamt mlkic X 548
blLEDOE, FOROIRFEE TOHM & Lz,

KD025-213 3BRIZ EZHAY 207z L7z, 200mg 1 H 1 [E#5-TiX, ORR (7
— &7y NAT 202048 H 19 H) 28 74% (62%~84%) TH V. 6%D &

FINCR Z iRk L. 68%72° PR Rk L=, &% (BEEHEETe) 1L, 7
ToOWENS (FAE. IR, BEf /A, Oie M, fiE. BEEiE. T
HILE ., i) TSz, 2 (B : &I ORR 23 EERK S TH
5. WELEZWT D DIEERIC RN — AT A & il U TR ABEITHED b
L. T g EEA R, I T E TOWNTR R WES E To M)

1. 8T (95%CI : 4~64 ) TH-oT-,

#3102, KD025-213 ABR CT~LE AL 200mg 1 H 1A% 5 L 7= #5820
E



# 3 RBRANERNEFDMOAE DR R (KD025213 25#)

Rezurock (N=131)
200mg 1 B 18 (N=65)

2REME (%) 73.8

95% CI (%) (61.5, 84.0)
SRS (%) 6.2
755 (%) 67.7
K-MEIZ K 2282 i GE) (95% CI) 8.1 (3.7,64.3)
ZEhE COW T IAE GAE) () 4.4 (3.7,40.6)
K-MEIZ L DR OEE E oM fE (A) NA (13.73,NA)
(95% CI)

B C Lee EIRRJE A 2 723 73R A > b LA R 28 (43)
b LT REE (%)
NLERADNLVOEGHEFICasFaxTaf e 12 (19)
Fik L7=REE (%)

Cl=EHEKXM. KM=477 > —~<A¥—, NR=RF|zE

200 mg 1 H 2 A% 5-8£D ORR 1E 77.3% (95% CI : 65.3%, 86.7%) TH 1 |
DOR (FE# : HMIZ ORR DEERL ST, JIE L72WT o ;?iﬁ%%h«
— AT A L L TTEBEITRRD b D . Hi- e 2 u L E B,

L E TOWNTNNRWE S ETOHM) 1Z8BEBTH-7= (95%CI : 2~
811AM)

KD025-208 a5

KD025-208 ik (N=54) 1%, 1~3 T4 L ORFEIERERH O | BINOIEHE
MLE 728 GVHD BE OIREZ B E Lo, ~ULE R UL &Y,
HEM, SRR THoTZ, ~ILEATILE 200mg 1 H 1 [A]

(N=17), 200mg 1 H 2[5 (N=16), X% 400mg 1 H 1[a] (N=21) #&H#&
517,

18P GVHD (23t 9 DA RIEDO H &/ Ay V2 — Vi —E Th o= BF X
a)FaRTaAf KRRV = o — ) UHEK LG O FEERE & 0)1}?}%&“
HaFFe Uiz, 18 GVHD X925 1 74 > XUIBEERT A o O/ 25 %
EOBIRIT, HiT-RIBETA VNVLETHD Z L EEWT 5720, IHEARK
N LT,

AR AL A AT B Ol p JL il 52 5% (P 20~75 %) TH |, &
HD 63%NEM, 8T%NANTH-T-, BEDOKY: (78%) FHESE D cGVHD
AL TEY ., TB3%IEARBHAAILRTIO R % OREFIEICK U ClREEiE

Thol-, BHEEIZRD LN, BHEICE ST FEBOEMELIL. 2




5.2

BEtE A, SEY oM R R, BRERIEBIEERE Ch o Te, N—RA T A
VIRE ORISR, IR (78%) . K (74%). 1 (65%) . BAH:, Wil
(63%). fifi (32%). EEBIHILE (15%). BiE (11%). FEHEE (7%) .
K ORI (4%) THH ., BED 50%I1E 4 DLl EOIgERICRENZED bz,
BbLENo I RIEIL, arFaxTaAf R (100%) THY., RWTH
Ny ma— ) UHER (X770 ) AAA48%K N Y AR 44%), VY F
~7 (30%). KOVECP (28%) Td -7z, BIIRWET A 8l 2.5 (8
fH1~4) THo7-,

HhEo FEEMEE B 1328 8% (ORR) & L7-, ORR ODEFIL., &t
GVHD %z x4 & L7z R BR O UEIZEE -5 2014 45 NIH =2 & > % A B 5%
TaVxl MIHESE, BEFRN UL =N ER LT WBREOE G L L
7o ZNTIRRELIEMA TN L7, BIKEEGIEE X, 2200, MR
T, LOWROIRFEE TCOME L LT,

KD025-208 sBR X F T H A 27 L7z, 200mg 1 B 1 [E#5-0 ORR 1T 64.7%
(95% CI : 38.3%, 85.8%) T ->7-, F&h (FrZ%h) 138 EIHR TER
ENTZA, BEFNIME SN oTm, FNMIE (GEFE : RKAIC ORR 5 E
RENTHD, JIE LIZOTNPOIMEIA— 27 1 o & Ll LR
RO LIS, Flc R fRiEZ MG, LT E TOWT P RORERE
TOHRE) 1%, 19 (95%CI : 7~128 H[E) ThH-7-,

i i AR E O 22 Ve K O 2P

I

PULE AV ORRFABRICIS T H180E GVHD H 186 44D 5 B 25.8%17)° 65
WU ETH o7, VB AVVOREVER AT, Ml & A ERE
& ORI TEREMIEITRO SN oTz,

gﬂ]
Gy

&

Y

~

EH ST X, Rezurock M RERAE R OFEHFEHE 2 8 L 7=,

Ryehiekrit
P

ARERBIRDOILEZ VIV D T TIAEIIA 3R TH o T2, ~ILEZ DL
200 mg DHFEIRE A& G%, FHRINER (%EERE) 1£64% (17%) ThH-o
77



BFEDE

R BRE I E B E v ) —& (800~1,000 b U —, BHEOKR I Y —
B EOK 50%0EIHR) BEREIZALVE X UL 200 mg & HiEER G- LT
LA, PNILERAUIVD Cox MZENERFF 5 & LU LT 2251280 L, AUC
IXZERE R G- & HEie U C 2 SN U 72, Tona P IRAE I 0.5 BERTEZE L 7=,

B%I2200mg 1 A 1 [R5 L2181 GVHD B3 T b= FHE FHIRE
AUC (%ZEEREH) 1522700 (48%) heng/mL TH Y . VI EFIRAE Coax 15
2390 (44%) ng/mL TH o7z, 1 H 1 [EFEG TLER D IVOEFIRERE
ICEEL. EHEIT 14 ThoTe,

At

3>

BN RE T A P 2% 1.8 i D 2 = /X — kN X > R E TV THRFET L 72,
Hla 73—k A hDOXYLER DUV OSARE (AR, CV) 1
29.7L (143%) Toh o7z, Invitto AR TIE, & MILJET VT I U ~DFEEH
1£99.9%TH V., b kol BEMHHEY L7 B A~DFERHRIT 98.6% T -7,

ARNZEAE

In vitro FEIZ 35 < & . CYP3A4 Z~ULE RO A H EH/2 CYP T
AT F—ALThHo7T-7, CYP2C8., CYP2D6. K (XUGTIA9 DE 5134787

>77,

EES

12 GVHD BE ORMEMEEYENET T /L OFERMN D, ~ILE R VIO
B (%EERE. CV) 1T 19.0 5] (39%) THDHZ ENREINTZ, ~LE
ANDYT VT T A (%EIEE., CV) 1£9.83L/Mh (46%) TH-o7-,

B b 2ART U ARBROFERD D R ~OPRID ER PR TH 5 2 &
AREnTe (BGED 85%), EPIChIRENIEGRD S B, 30%3~/1E
AVNVORIAE T > 72, $ 58O S%AMARPICEIL S Tz,

MBI R

YRS TlX, ~LE RV NLVOBREERE (Coa X O AUC) X H EHF 20~
500mg 1 A 1 EITITAHERZDT I ERZ X > THDHA, HED 500 mg &



5.3

B2 DG EITHELRE TRS X9 THsD, 1B GVHD #5R#F OB &% 200
~400 mg Ti, (FFTHEIZHAE LT L7Z,

B D]

NILEADVORYERRIL, i, AR, MR R, ROBEEERT (5
FESATH R, HEOBEREEIIRBRZ1To Thawn) ([ L T, BKRHY
(ZREE & 72 D 2ITRR D b o Tz,

Vilg:

FFHERERE S 2 3 DR E 2 x4 & L- Bk 53R Tix, 8E (Child-
Pugh 7338 A) K OVHZEEE (Child-Pugh 70%8 B) OfFHEREREE 2 44 2 95
DOIRFEITL, THEEEEERRE CROONTBBEED 15EU T THo T,
Comax V. B ] OV 25 O RFRERERS 512 K 2 B R A LITFR O e o
72, EEJE (Child-Pugh 73%6 C) DORFREREE 26 3 2984 Cl. E% i
MEREZ AT DA & Hle L€, AUC IZ 421 5 L7228, Coee (1.32 1548
) AT B R BUTER D bR o Tz,

R Z 2T —#
YL AL DN UJEPERBR I XS S LT R U,

In vitro COME 2 H W 7218 IRE BB (Ames ilER) 2B\ T, ~LERAY
SR RIFVEILERD SR o T2, ~ILEZ DT, WELEW (CHO) #ia
® in vitro L ER B FHHER CTH invivo v 7 A EH/IMEREBR T | YRR E
FHRME RS Do T,

WS > NEFHBERER T, ~ULERUAEMET v NMOAELET 14 HE & 4TE 7 B
HE TR Lz, ~ULERADVTIHE S0, 150, X% 275 mgkg/day T, T
v M OZIRBRIC bAETHEEIC I B A K S oz, LL,

275 mg/kg/day BEOMET » N TITRHATENEDFR O DAL, HIRBIRHE IR I
PRSI L, BTG BB LT, 275 mg/kg/day $E G- FEOIREE & (AUC)
I, KHERHETH D 200mg 1 H 1 [ SR OEKRRZER (AUC) DX
945 Th %,

BT > NEFERERBR TIZ, “AEFAVUAERET v M, KEHHET v R0
RELHT 70 H [ & REHARE &R 5 Lz, ~LER DVITHE 50 KDY

150 mg/kg/day THET »~ b OFEIEHEIC b AR b B A RIE S o 7=,
LU, 275 mg/kg/day £ 58 Cld G mik, HEORBRIK T, W 1RET A
GEEMWER T, BT, BB R L), ROWE R EIEROZLHE
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6.1

H BT, 275 mgkg/day & G OIREER (AUC) 13, RAHMBEHECTHS
200mg 1 H 1 B 5RO ERIRIRE B O 8.6 (5 Th D,

— MR BV T O MEEO ATRSRE ICA F R LB b vz, =R
FIE, A XINZ~ULE A V)V & HE 35 mg/kg/day TG LT- & & O K
W7 v MZ 275 mg/kg/day THEG L7 & X OINEDOARFBEDIK T TH -T2,
I F . 26 O BITH I T2 2ICEE LZ, 35 mgkg/day % 5-
Kf (1 X) K275 mg/kg/day 86 5-F (7 v &) OWgEgERE (AUC) 1%, H#ELE
HETH S 1 H 200 mg &% 5-FFORKEZEEDO, THEI 0.5 65K 8~9 f%
ThD,

TR v MISEERICNLEZA DLV ARAOEE L= 2 A, HE 50
mg/kg/day LA L CTRHATENE (KEHME LK CEEEORD) BZRBO LN, Ik
REA~OFEIT, 150 mgkg/day L (AUCIZHESSHERHE TO L MR E
DK 3.91%) TRDLNIBIRKEDOR D Th 72,

TR 7 FICRETERINC LB A DL A RAEE LT 2 A, &

125 mg/kg/day DL B CRHAFM (KEEA . (KEEINEOHD | BRI
Do ROBELE) NERO BTz, BIE~OREIL, FE, HRGIREEROR
m. AFREROET, BEREEORD . KOREOEK INEOEFTERH
& 50 mg/kg/day UL | (AUC IZED K HELE N B GRFO b MREEE DK 0.07
%) THRHLNT,

AR

wmey—e&

ES il

et re—2A&

Ea Aa—A
JRAFNAB—ZAF MY TN
R K A

ATT VUM~ TR T L

Rl Oa—F 4 T
RYyv=r7Lra—1 (E1203)
RY)xZF L7 ) a—n (E1521)
%7 (ES553b)




fefbF % > (E171)
e = k#k (E172)

6.2 [Ty
M LW,

6.3 i FHHARR
2 M

6.4 HFELOEEEHE
25°C it 2 HIRFE CIRE L7e\,
BF IO EEIZ A > TREETORZT 5,
T4 A BT D 72 IS TEDWIEIZ A T RBETIRE T 5,
FEZITER Y Y v 7T E2 Lo kDD Z L, MERIEZEELRN &,

6.5 B L ONEY
FXANRULTAL L AF Yy v P& VU B FVEBEIAND OEEERY
TF LR MLVT, BdEY A RT T Vb a—T 0 U TEE30EEANY TH D,

6.6 BET HEOER N
R ORI SUIEED L., FE OB - THEIET S,

7 BUERGEEE
Aventis Pharma Limited,
410 Thames Valley Park Drive,
Reading,
Berkshire, RG6 1PT,
United Kingdom



Trading as:
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8  IRIEAGEES

PLGB 04425/0902

9  WIEAFEH ARBEHH

20227 H7H

10 AXDOHKETH

2023412 H 7 H



PRODUCT MONOGRAPH

INCLUDING PATIENT MEDICATION INFORMATION

P'/REZUROCK™
Belumosudil Tablets

Tablets, 200 mg belumosudil (as belumosudil mesylate), oral

Protein Kinase Inhibitor

sanofi-aventis Canada Inc. Date of Initial Approval:
2905 Place Louis-R.-Renaud March 23, 2022
Laval, Quebec, H7V 0A3

Date of Revision:
October 21, 2022

Submission Control No.: 265417

Product Monograph

REZUROCK (Belumosudil tablets) Page 1 of 33



RECENT MAIJOR LABEL CHANGES: None at the time of authorization

TABLE OF CONTENTS

Sections or subsections that are not applicable at the time of authorization are not listed

RECENT MAJOR LABEL CHANGES: None at the time of authorization .............cccccoiiiiiiiiinnnnnn.
TABLE OF CONTENTS ..ttt ettt ettt ettt ettt e ettt e e e sttt e e e ettt e e s e abb e e e s eabbeeeesaabbeeeeenneeeen ee
PART I: HEALTH PROFESSIONAL INFORMATION......cttiiiiiiieeeiiitee ettt
1 INDICATIONS AND CLINICAL USE ...ttt ettt et e e
1.1 PeAIQriCS < 18 YBAIS: wuuuuuuuuuiiiiiiiiiriititetiereeeeteetteereeeeeeeeeeeeeeereeeeteeeeeeeeeteeeeeeeeeeeeeeaaeeeaaaeaaees
1.2 GeriatriCS > B5 Y OAIS: ettt et ettt e et e e e et e e eeb e e eeaanns

2 CONTRAINDICATIONS. ...ttt ettt ettt et e e e et e e e et e e s e bbb e e e e eabbeeeeeanbeeeeeennes
4 DOSAGE AND ADMINISTRATION ...eiiiiiiiiiteeeiiitee ettt ettt e ettt e e et e e e et e e s e aneeeeeaas
4.1 DOSING CONSIAEIAtIONS ..ceviiiiiiiiiiiiiiiieeeec s
4.2 Recommended Dose and Dosage AdjustmeENt.........uuviviiiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeee e
A4 ADMINISTIAtION L..tiiiiiiieiie et e e e e e e e e e e st e e e e e e e e s esannneeeee e
4.5 IMISSEU DOSE ....tieieeeeeeeeet ettt e e e ettt e e e e e e ettt e e e e e s e e bbbt e e e e e e e e eaanrnteeeee e

5 OVERDOSAGE ...ttt ettt e e ettt e e e e abb et e e s bt e e e e e st et e e e e nbe e e e e e batae e eeeas
6 DOSAGE FORMS, STRENGTHS, COMPOSITION AND PACKAGING .......cocoriiieeaniiieeeeiieee e
7 WARNINGS AND PRECAUTIONS . ...ceiiiitteee ettt ettt ettt ettt e et e e et e e e et e e s ebse e e e e
7.1 Special POPUIGLIONS c.cciiiiiiiiccccc e
7. 1.1 Pregnant WOMEN ... et e et e e e et e e e eeba e e e e eeb e eeees
7.1.2 Breast FEOINEG....uuuuuuuiiiiiiiiiiiiiiiiiittiiettee ettt ee e e e e e e e e e e ee et e eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeees
7.1.3 Pediatrics (< 18 Years Of @8E) ...cuiiiiiiiciiiiieee ettt
7.1.4 Geriatrics (> 65 YEArs OF @ZE) .uviviiiiiiiiiiiiiiie et

8 ADVERSE REACTIONS. ..ttt ettt ettt ettt e e e e e et e e e e e sttt e e s et e e e e e e abbeeeesnneeeeeeannes
8.1 Adverse REACTION OVEIVIEW .....ccoiiiuiiiiiiiiiiee ettt e e e e e e e eeee s
8.2 Clinical Trial Adverse REACTIONS .........uuiiiiiiiiiiiiiiiiee e

8.3 Less Common Clinical Trial AdVerse REACTIONS . ceuneeeniieeieeeieeie et e e aen

ol
ol

Product Monograph

REZUROCK (Belumosudil tablets) Page 2 of 33



8.4 Abnormal Laboratory Findings: Hematologic, Clinical Chemistry and Other Quantitative

D | = PP P PP 14
O DRUG INTERACTIONS ...ttt ettt ettt e e e e e ettt e e e e e e e et b et e e e e e e esnnnnneeeea 15
9.2 Drug INTeraction OVEIVIEW ........ciiiuuiiie i ettt e et e e e e et e e e eea e e e eeeaas 15
9.4 Drug-Drug INTEraCtioNS ... .oeeieiee ettt e et e e e et e e e eea e e e eeenas 16
9.5 Drug-FOOd INtEracCtioNS ....cceeiiiiieieieee e 17
9.6 Drug-Herb INteractions ...ccciiiiiiiiieee et 17
9.7 Drug-Laboratory Test INteractions .......ccooeeiiiiiiiiiiiieeeeeeeeeeeeee e 17
10 CLINICAL PHARMAGCOLOGY ...ctttiieieiiiiiieteeeee e e ettt e e e s s ettt e e e e e e eissseeeeeessesannnseeeeaeeseananns 17
10.1 MechanisSm Of ACHION ..cceiiiiiiiieiee e e e e e e e e 17
10.2 PharmacCOdyNamICS ......uuuuuuurureerrreeurererteerererreereeeerereereeeeeetettttttttetteteetaeeeeeaeeeeeeeeeeeeeeeeeeens 18
10.3 PharmacCOKIiN@TICS . ....ueeiiiiiiiiiiiiee ettt e e e e e st e e e e e e e s nnnaeeeeea 18
11 STORAGE, STABILITY AND DISPOSAL.....ettttiiiiiiiiiiiiieeee ettt e e e e e e e e e 19
12 SPECIAL HANDLING INSTRUCTIONS ....ottiitiiiiiiiiiititee e e ettt et e e e e e e e e e e e e e 20
PART 11: SCIENTIFIC INFORMATION ...ttt ettt e et e e e e e e e e e e e e e e 21
13 PHARMACEUTICAL INFORMATION ....eiiiiiiiieieiiiiie ettt ettt et e e e e e iieeeee e e e e s e 22
14 CLINICAL TRIALS ..ttt ettt ettt e e e e ettt e e e e e ettt e e e e e e e eansbnbeeeees eneeas 23
14.1 Clinical Trials by INAICATION ....uuviiiiiiiiiiiiiiiiieeeceeeeeeer e e e e e e e e e e e e e eaaaaeas 23
15 IMICROBIOLOGY ...ctttiiiiiiiiiiiietee e e ettt e e e ettt e e e e e e e b et e e e e e e e aabb b bt e e e eeeeeaannbnbeeeeeee seees 24
16 NON-CLINICAL TOXICOLOGY ..ciiiiiiiiiiiitteeeeeeeiiiiite et e e e e e ettt e e e e e e e e e e e e s s snnnbeeeeeeeesaannnes 24
PATIENT MEDICATION INFORMATION . ....cutttttitiiiiiiitieee e e e ettt e e e e e e e e e e e e e e e s e e 27

Product Monograph
REZUROCK (Belumosudil tablets) Page 3 of 33



PART I: HEALTH PROFESSIONAL INFORMATION

1 INDICATIONS AND CLINICAL USE

REZUROCK is indicated for the treatment of adult and pediatric patients 12 years and older with
chronic graft-versus-host disease (GVHD) after failure of at least two prior lines of systemic
therapy.

Efficacy in patients with chronic GVHD was based on objective response rate and duration of
response in a single-arm study (see 14 CLINICAL TRIALS).

1.1 Pediatrics < 18 years:

Pediatrics (> 12-18 years of age): No patients under the age of 18 were enrolled in the clinical
development program. Use of REZUROCK in pediatric patients 12 years and older is supported
by evidence from studies in adults with additional population pharmacokinetic data
demonstrating that age and body weight had no clinically meaningful effect on the
pharmacokinetics of drug substance, that the exposure of drug substance is expected to be
similar between adults and pediatric patients age 12 years and older, and that the course of
disease is sufficiently similar in adult and pediatric patients to allow extrapolation of data in
adults to these pediatric patients.

Pediatrics (< 12 years of age): The safety and efficacy of REZUROCK in pediatric patients
younger than 12 years of age have not been established.

1.2 Geriatrics > 65 years:

Geriatrics (= 65 years): Evidence from clinical experience/studies suggests that the use in the
geriatric population is not associated with any overall differences in safety or effectiveness in
older patients versus younger patients (see 7 WARNINGS AND PRECAUTIONS, 7.1 Special
Populations).

2 CONTRAINDICATIONS

REZUROCK is contraindicated in patients who are hypersensitive to this drug or to any
ingredient in the formulation, including any non-medicinal ingredient, or component of the
container. For a complete listing, see 6 DOSAGE FORMS, STRENGTHS, COMPOSITION AND
PACKAGING.

4 DOSAGE AND ADMINISTRATION

4.1 Dosing considerations

e Treatment with REZUROCK has not been studied in patients with pre-existing severe
renal or hepatic impairment. For patients with pre-existing severe renal or hepatic
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impairment, consider the risks and potential benefits before initiating treatment with
REZUROCK (see 10 CLINICAL PHARMACOLOGY, Special Populations and Conditions).

e A complete blood count (CBC), renal function (creatinine) and liver function tests (LFTs)
should be performed prior to starting REZUROCK.

e Coadministration of rifampin, a strong CYP3A inducer, decreased plasma belumosudil
concentrations. Avoid coadministration of REZUROCK with strong CYP3A inducers. If
coadministration cannot be avoided, increase the dose of REZUROCK to 200 mg twice
daily (see 9 DRUG INTERACTIONS).

e Coadministration of rabeprazole and omeprazole decreased plasma belumosudil
concentrations. Coadministration of REZUROCK with proton pump inhibitors may
decrease belumosudil exposure. Increase the dose of REZUROCK to 200 mg twice daily
when coadministered with a proton pump inhibitor (see 9 DRUG INTERACTIONS).

e Pregnancy testing is recommended for women of childbearing potential prior to
initiating REZUROCK.

4.2 Recommended Dose and Dosage Adjustment

The recommended dose of REZUROCK is 200 mg given orally once daily, with food, at
approximately the same time each day. Treatment should continue until progression of chronic
GVHD that requires a new systemic therapy or occurrence of unacceptable toxicity.

Pediatrics < 18 years:
Health Canada has not authorized an indication for pediatric use in patients under the age of
12 years.

No dosing adjustments are required in adolescents aged > 12-18 years (see 1 INDICATIONS AND
CLINICAL USE, 1.1 Pediatrics < 18 years:).

Geriatrics (2 65 years):
No dose adjustment is required in patients > 65 years of age (see 10 CLINICAL PHARMACOLOGY,

Special Populations and Conditions).

Recommended Dose Modifications for Adverse Reactions
The recommended REZUROCK dosage modifications for adverse reactions are provided in Table 1.**

Table 1 Recommended Dosage Modifications for REZUROCK for Adverse Reactions

Adverse Reaction Severity REZUROCK Dosage
Modifications
Hepatotoxicity (see 8 Grade 3 ALT or AST (>5to 20 | Hold REZUROCK until
ADVERSE REACTIONS) x ULN) or Grade 2 bilirubin recovery to < Grade 1, then
(>1.5to 3 x ULN) resume REZUROCK at the
recommended dose at
physician’s discretion.
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Table 1 Recommended Dosage Modifications for REZUROCK for Adverse Reactions

Adverse Reaction Severity REZUROCK Dosage
Modifications
Grade 4 ALT or AST (> 20 x Permanently discontinue
ULN) or Grade >3 bilirubin REZUROCK.

(>3 x ULN)
Other adverse reactions (see | Grade 3 Hold REZUROCK until
8 ADVERSE REACTIONS) recovery to < Grade 1, then
resume REZUROCK at the
recommended dose level at
the physician’s discretion.
Grade 4 Permanently discontinue

REZUROCK.

4.4 Administration

The recommended dose of REZUROCK is 200 mg given orally once daily until progression of
chronic GVHD that requires new systemic therapy.

Instruct the patient on the following:

e Swallow REZUROCK tablets whole. Do not cut, crush, or chew tablets.
e Take REZUROCK with a meal at approximately the same time each day (see 10 CLINICAL
PHARMACOLOGY, 10.3 Pharmacokinetics).

Treatment with REZUROCK has not been studied in patients with pre-existing severe renal or
hepatic impairment. For patients with pre-existing severe renal or hepatic impairment, consider
the risks and potential benefits before initiating treatment with REZUROCK (see 10 CLINICAL
PHARMACOLOGY, 10.3 Pharmacokinetics).

4.5 Missed Dose

In the event of a missed daily dose of REZUROCK, the missed dose should be taken as soon as
possible on the same day. Resume the regular daily dose schedule for REZUROCK the next day.
Patients should not take extra doses to make up for the missed dose.

5 OVERDOSAGE

There is limited experience with overdose in clinical trials with REZUROCK. There is no known
antidote for overdoses with REZUROCK. In the event of suspected overdose, undertake general
supportive measures, and observe until clinical stabilization.

For management of a suspected drug overdose, contact your regional poison control centre.
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6 DOSAGE FORMS, STRENGTHS, COMPOSITION AND PACKAGING

ROUtF ?f . Dosage I.=c.)rm / Strength / Non-medicinal Ingredients
Administration Composition
Oral Tablets Colloidal silicon dioxide,
croscarmellose sodium,
200 mg belumosudil (as hypromellose, magnesium stearate,
belumosudil mesylate) microcrystalline cellulose,
polyethylene glycol, polyvinyl alcohol,
talc, titanium dioxide and yellow iron
oxide.

REZUROCK is available as 200 mg pale yellow, oblong tablets, debossed with “KDM” on one side
and “200” on the other side. Each tablet contains 200 mg belumosudil (equivalent to 242.5 mg
belumosudil mesylate).

REZUROCK is packaged in 60 cc high density polyethylene (HDPE) bottles each containing
30 tablets.

7 WARNINGS AND PRECAUTIONS

Cardiovascular

Hypertension

Of the 83 patients with chronic GVHD who received the recommended dose of 200 mg once
daily, hypertension occurred in 21% of patients, including Grade 3-4 hypertension in 6% of
patients. Of note, 52.7% of patients had a concomitant medical condition of hypertension.
Optimize blood pressure prior to initiating REZUROCK. Consider monitoring blood pressure
monthly and/or as clinically indicated. Withhold or permanently discontinue REZUROCK based
on severity (see

4 DOSAGE AND ADMINISTRATION).

Hypotension

Based on the on-target effect of pan-ROCK inhibitors and the observed lowering of blood
pressure in nonclinical studies, hypotension is a potential risk with belumosudil treatment. Of
the 83 patients with chronic GVHD who received 200 mg once daily, 4.8% and 7.2% of subjects
experienced at least one TEAE of hypotension or systolic blood pressure < 90 mm Hg
respectively. Of these, grade > 3 TEAEs of hypotension was reported in 2.4% and systolic blood
pressure < 90 mm Hg in 4.8% of subjects with 2.4% of subjects requiring dose interruption.
Optimize blood pressure prior to initiating REZUROCK. Consider monitoring blood pressure
monthly and/or as clinically indicated. Withhold or permanently discontinue REZUROCK based
on severity (see

4 DOSAGE AND ADMINISTRATION).
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Gastrointestinal

Diarrhea

Of the 83 patients with chronic GVHD who received the recommended dose of 200 mg once
daily, diarrhea occurred in 32.5%, with Grade > 3 diarrhea in 5% of patients. A fatal adverse
reaction was reported in one patient with severe nausea, vomiting, diarrhea and multi-organ
failure; relevant medical history included acute myeloid leukemia, chronic kidney disease,
cardiac disorder, and hypertension (see 8 ADVERSE REACTIONS). To prevent dehydration,
administer fluid and electrolyte replacement and antidiarrheal medications as needed.
Withhold or permanently discontinue REZUROCK based on severity (see

4 DOSAGE AND ADMINISTRATION).

Hematologic

Cytopenias

Of the 83 patients with chronic GVHD who received the recommended dose of 200 mg once
daily, cytopenias, including lymphocyte count decreased (2.4%), white blood cell count
decreased (3.6%; Grade 2 3 in 2.4%), neutrophil count decreased (1.2%), platelet count
decreased (4.8%) and anemia (12%) were reported. Grade > 3 leukopenia on laboratory tests
was reported in 2.4% of patients, 2 patients experienced on-treatment shifts from Grade 0 to
Grade 4 (see 8 ADVERSE REACTIONS). Patients should have their complete blood counts
monitored monthly. Withhold or permanently discontinue REZUROCK based on severity (see
4 DOSAGE AND ADMINISTRATION).

Hemorrhage

Of the 83 patients with chronic GVHD who received the recommended dose of 200 mg once
daily, Grade > 3 hemorrhagic events, mainly contusion and hematoma, occurred in 5% of
patients treated with REZUROCK. Withhold or permanently discontinue REZUROCK based on
severity (see

4 DOSAGE AND ADMINISTRATION).

Hepatic

Of the 83 patients with chronic GVHD who received the recommended dose of 200 mg once
daily, hepatotoxicity events occurred (see 8 ADVERSE REACTIONS). Liver function test (LFT)
elevations, including elevations in ALT, AST, GGT, blood alkaline phosphatase, and increased
bilirubin levels were frequently reported in belumosudil clinical studies. Grade > 3 LFT
elevations were uncommon, with grade > 3 AST/ALT elevations occurring in 1.2% and GGT in
4.8% of patients. Liver function (ALT, AST, GGT and total bilirubin) should be monitored prior to
the start of REZUROCK, and then once a month or as clinically indicated, with more frequent
testing in patients who develop increased transaminases or bilirubin. Withhold or permanently
discontinue REZUROCK based on severity (see

4 DOSAGE AND ADMINISTRATION).
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Immune

Infection

Of the 83 patients with chronic GVHD who received the recommended dose of 200 mg once
daily, infection occurred in 53% of patients, with Grade 3 or 4 infections in 16% of patients. The
majority of infections were mild or moderate and non-serious. The number of subjects
discontinuing or interrupting treatment due to infection events was low. Most infections were
viral, followed in frequency by bacterial infections. Respiratory infections were most common
and included upper respiratory tract (28.9%), pneumonia (10.8%), sinusitis (4.8%), influenza
(3.6%), and respiratory tract infection (3.6%). Fungal and opportunistic infections were
uncommon. Patients should be monitored for fever, neutropenia, and infection, and
appropriate anti-infective therapy should be initiated as indicated. Withhold or permanently
discontinue REZUROCK based on severity (See

4 DOSAGE AND ADMINISTRATION, Recommended Dose Modifications for Adverse Reactions).

Reproductive Health: Female and Male Potential

Fertility

No human data on the effects of REZUROCK on fertility are available. In non-clinical fertility
studies in rats, changes in male reproductive organs and sperm, as well as reductions in
implantation sites and the number of viable embryos were observed (see 16 NON-CLINICAL
TOXICOLOGY, Reproductive and Developmental Toxicology).

Teratogenic Risk

Based on findings in animals and its mechanism of action, REZUROCK can cause fetal harm
(embryofetal mortality and embryofetal malformations) when administered to pregnant
women and should not be used during pregnancy (see 16 NON-CLINICAL TOXICOLOGY,
Reproductive and Developmental Toxicology). Pregnancy testing is recommended for women of
childbearing potential prior to initiating REZUROCK.

Women of childbearing potential should be advised to avoid becoming pregnant and use highly
effective contraceptive measures while receiving REZUROCK and for 1 week after ending
treatment.

Men with female partners of reproductive potential should be advised to use effective
contraception during treatment with REZUROCK and for 3 months after the final dose.

Skin
Photosensitivity

REZUROCK absorbs UV light and shows affinity for melanin. REZUROCK demonstrated
phototoxicity in an in vitro assay using Balb/c 3T3 mouse fibroblast cells (see 16 NON-CLINICAL
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TOXICOLOGY). While phototoxicity has not been observed in clinical studies, patients should be
advised that skin reactions due to phototoxicity could potentially occur with REZUROCK.

7.1 Special Populations

7.1.1 Pregnant Women

There are no clinical data on the use of REZUROCK in pregnant women. Based on findings in
animals and its mechanism of action, REZUROCK can cause fetal harm when administered to
pregnant women. Administration of belumosudil to pregnant rabbits during organogenesis was
associated with embryofetal mortality and embryofetal malformations at maternal exposures
(AUC) lower than exposures in patients at the recommended dose (see 16 NON-CLINICAL
TOXICOLOGY and 10 CLINICAL PHARMACOLOGY).

REZUROCK should not be used during pregnancy, unless clearly necessary and after a careful
consideration of the need of the mother and the risk to the fetus. Verify pregnancy status of
females of reproductive potential prior to initiating REZUROCK. Advise females of reproductive
potential to inform their healthcare provider of a known or suspected pregnancy. If REZUROCK
is used during pregnancy or if the patient becomes pregnant while taking REZUROCK, the
patient should be apprised of the potential hazard to the fetus.

7.1.2 Breast Feeding

There are no data regarding the presence of belumosudil in human milk, the effects of
belumosudil on the breastfed infant, or its effects on milk production. It is unknown if the drug
is excreted in human milk. Because many drugs are excreted in human milk, precaution should
be exercised. Advise lactating women not to breast feed during treatment with REZUROCK and
for 1 week following the final dose.

7.1.3 Pediatrics (< 18 years of age)

Pediatrics (> 12-18 years of age): No patients under the age of 18 years were enrolled in the
clinical development program. Use of REZUROCK in pediatric patients 12 years and older is
supported by evidence from studies in adults with additional population pharmacokinetic data
demonstrating that age and body weight had no clinically meaningful effect on the
pharmacokinetics of drug substance, that the exposure of drug substance is expected to be
similar between adults and pediatric patients age 12 years and older, and that the course of
disease is sufficiently similar in adult and pediatric patients to allow extrapolation of data in
adults to pediatric patients.

REZUROCK may impair fertility in male and female adolescents of reproductive potential (see
16 NON-CLINICAL TOXICOLOGY, Reproductive and Developmental Toxicology).

The safety of long-term use of REZUROCK in adolescent patients has not been evaluated.
No dose adjustments in this population are required.
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Pediatrics (< 12 years of age): The safety and efficacy of REZUROCK in pediatric patients
younger than 12 years of age have not been established.

7.1.4 Geriatrics (> 65 years of age)

Of the 65 patients with chronic GVHD who were evaluated for efficacy of REZUROCK, 26% were
65 years and older. Of the 186 patients with chronic GVHD receiving all doses and who were
evaluated for safety of REZUROCK, 26% were 65 years and older. No clinically meaningful
differences in safety or effectiveness of REZUROCK were observed in patients over the age of
65 years in comparison to younger patients.

No dose adjustments in this population are required.

8 ADVERSE REACTIONS

8.1 Adverse Reaction Overview

The safety of REZUROCK reflects exposure to REZUROCK 200 mg once daily in patients with
chronic GVHD receiving corticosteroid or other immunosuppressive treatments after failure of
at least one line of prior systemic therapy.

The most frequently observed adverse reactions with the 200 mg/day dose (= 20%), including
laboratory abnormalities, were infections, fatigue, nausea, diarrhea, cough, edema,
hemorrhage, abdominal pain, musculoskeletal pain, headache, phosphate decreased, gamma
glutamyl transferase increased, lymphocytes decreased, and hypertension.

Permanent discontinuation of REZUROCK due to adverse events occurred in 18% of patients.
The most frequent reasons for treatment interruption in patients receiving the 200 mg/day
dose were progression of chronic GVHD (13%) and recurrence of the underlying malignancy
(8%). Adverse events leading to dose interruption occurred in 29% of patients. The adverse
events leading to dose interruption in > 2% were infections (11%), diarrhea (4%), and asthenia,
dyspnea, hemorrhage, hypotension, liver function test abnormal, nausea, pyrexia, edema, and
renal failure (2% each).

A fatal adverse reaction was reported in one patient with severe nausea, vomiting, diarrhea
and multi-organ failure.

8.2 Clinical Trial Adverse Reactions

Because clinical trials are conducted under very specific conditions, the adverse reaction rates
observed in the clinical trials may not reflect the rates observed in practice and should not be
compared to the rates in the clinical trials of another drug. Adverse reaction information from
clinical trials is useful for identifying drug-related adverse events and for approximating rates.

The safety of REZUROCK in adult patients with chronic GVHD was evaluated in two clinical trials
(KD025-213 and KD025-208) in which chronic GVHD patients were treated with 200 mg once
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daily (N=83), 200 mg twice daily (N=82) or 400 mg once daily (N=21) (see 14 CLINICAL TRIALS,
14.1 Clinical Trials by Indication).

Study KD025-213 was a randomized, open-label, multicenter two arm, phase 2 study examining
belumosudil in the treatment of patients with chronic GVHD who had failed two to five prior
lines of systemic therapy (N=66 200 mg once daily). Study KD025-208 was a phase 2A dose-
escalation trial evaluating the activity of belumosudil in subjects with active, steroid-dependent
chronic GVHD who had failed 1-3 previous lines of treatment (N=17 200 mg once daily). The
median duration of treatment in the 83 patients receiving 200 mg/day was 6.9 months (range:
0.5 to 38.7 months).

Of all belumosudil-treated subjects with chronic GVHD, 109 (58.6%) of the 186 subjects were
male and 77 (41.4%) were female. Median age was 54.5 years (range: 20-77 years). Most
subjects were White (159 subjects, 85.5%) and not Hispanic or Latino (157 subjects, 84.4%). The
median number of organs affected by chronic GVHD was 3.5 and 4.0 for belumosudil-treated
subjects in Studies KD025-208 and KD025-213, respectively, with > 50% of subjects having 4 or
more organs involved. All subjects with chronic GVHD were taking a concomitant systemic
corticosteroid at study initiation. The median duration of treatment with belumosudil in the
186 subjects with chronic GVHD was 6.83 months (range: 0.39-38.74 months), with 84 subjects
(45.2%) having been exposed to belumosudil for > 6 to 12 months and 31 subjects (16.7%)
treated for > 12 months.

Table 2 Adverse Reactions Occurring with a Frequency of > 10% in Clinical Trials with

REZUROCK
System Organ Class REZUROCK
200 mg once daily
(N=83)
All Grades® Grade 3-4°

(%) (%)
Gastrointestinal
Nausea® 42 4
Diarrhea 35 5
Abdominal pain® 22 1
Dysphagia 15 0
General disorders and administration site conditions
Asthenia® 46 4
Oedema® 27 1
Pyrexia 18 1
Infections and infestations
Infection (pathogen not specified) 53 16
Viral infection8 19 4
Bacterial infection” 16 4

Investigations
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Table 2 Adverse Reactions Occurring with a Frequency of > 10% in Clinical Trials with

REZUROCK
System Organ Class REZUROCK
200 mg once daily
(N=83)
All Grades? Grade 3-4°
(%) (%)
Alanine aminotransferase increased 12 1
Aspartate aminotransferase increased 12 1
Gamma-glutamyltransferase increased 11 5
Metabolism and nutrition
Decreased appetite 17 1
Musculoskeletal and connective tissue
Musculoskeletal pain’ 22 4
Muscle spasm 17 0
Arthralgia 15 2
Nervous system
Headachel 21 0
Respiratory, thoracic and mediastinal
Dyspnea* 33 5
Cough!' 30 0
Nasal congestion 12 0
Skin and subcutaneous
Rash™ 12 0
Pruritus” 11 0
Vascular
Hemorrhage® 23 5
Hypertension 21 7

a Adverse events were coded according to MedDRA Version 20.0

bincludes nausea, vomiting.

¢ includes abdominal pain, abdominal pain upper, abdominal pain lower.

dincludes fatigue, asthenia, malaise.

e includes oedema peripheral, generalized oedema, face oedema, localized oedema, oedema.

finfection with an unspecified pathogen includes acute sinusitis, device related infection, ear infection, folliculitis,
gastroenteritis, gastrointestinal infection, hordeolum, infectious colitis, lung infection, skin infection, tooth infection, urinary
tract infection, wound infection, upper respiratory tract infection, pneumonia, conjunctivitis, sinusitis, respiratory tract
infection, bronchitis, sepsis, septic shock.

g includes influenza, rhinovirus infection, gastroenteritis viral, viral upper respiratory tract infection, bronchitis viral, Epstein-
Barr viremia, Epstein-Barr virus infection, parainfluenzae virus infection, Varicella zoster virus infection, viral infection.
hincludes cellulitis, Helicobacter infection, Staphylococcal bacteremia, catheter site cellulitis, Clostridium difficile colitis,
Escherichia urinary tract infection, gastroenteritis Escherichia coli, Pseudomonas infection, urinary tract infection bacterial.
iincludes pain in extremity, back pain, flank pain, limb discomfort, musculoskeletal chest pain, neck pain, musculoskeletal
pain.

iincludes headache, migraine.

kincludes dyspnea, dyspnea exertional, apnea, orthopnea, sleep apnea syndrome.

lincludes cough, productive cough.

mincludes rash, rash maculo-papular, rash erythematous, rash generalized, dermatitis exfoliative-
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Table 2 Adverse Reactions Occurring with a Frequency of > 10% in Clinical Trials with

REZUROCK
System Organ Class REZUROCK
200 mg once daily
(N=83)
All Grades® Grade 3-4°
(%) (%)

nincludes pruritus, pruritus generalized.
° includes contusion, hematoma, epistaxis, increased tendency to bruise, conjunctival hemorrhage, hematochezia, mouth
hemorrhage, catheter site hemorrhage, hematuria, hemothorax, purpura.

8.3 Less Common Clinical Trial Adverse Reactions

The following less common adverse reactions were reported in clinical trials KD025-213 and
KD025-208 with a frequency > 2% in adult patients with chronic GVHD receiving REZUROCK.

Gastrointestinal disorders: nausea, diarrhea, vomiting, constipation

General disorders and administration site conditions: fatigue, peripheral oedema, pyrexia
Infections and infestations: upper respiratory tract infection

Investigation: increased aspartate aminotransferase, increased alanine aminotransferase,
increased gamma glutamyl transferase, increased blood alkaline phosphatase, decreased
platelet count, decreased lymphocyte count, decreased weight

Metabolism and nutrition disorders: hyperglycaemia, decreased appetite
Musculoskeletal and connective tissue disorders: muscle spasm, arthralgia

Nervous system disorders: headache, peripheral neuropathy

Respiratory, thoracic and mediastinal disorders: dyspnea, cough

Vascular disorders: hypertension

8.4 Abnormal Laboratory Findings: Hematologic, Clinical Chemistry and Other Quantitative
Data

Table** 3 below lists the laboratory abnormalities which
worsened from baseline in patients with chronic GVHD who received REZUROCK in the two
clinical trials.

Product Monograph
REZUROCK (Belumosudil tablets) Page 14 of 33

**



Table 3 Select Laboratory Abnormalities Worsening from Baseline in Chronic GVHD

REZUROCK
200 mg once daily
(N=83)

Grade 0-1 Grade 2-4 Grade 3-4

Baseline Max Post Max Post
Parameter (N) (%) (%)
Chemistry
Phosphate decreased 76 28 7
Gamma glutamyl transferase increased 47 21 11
Calcium decreased 82 12 1
Alkaline phosphatase increased 80 9 0
Potassium increased 82 7 1
Alanine aminotransferase increased 83 7 2
Creatinine increased 83 4 0
Hematology
Lymphocytes decreased 62 29 13
Hemoglobin decreased 79 11 1
Platelets decreased 82 10 5
Neutrophil count decreased 83 8 4

Elevations of ALT and AST were reported in patients receiving 200 mg REZUROCK once daily in
chronic GVHD trials. The majority (90%) of these were mild in severity (Grade 1) and resolved
with few drug interruptions (1.2%) and no dose reductions or drug discontinuations.

Cytopenia, mainly anemia and decreased hemoglobin, was reported in 14.5% of patients
treated with REZUROCK 200 mg once daily in chronic GVHD trials. Most patients recovered and
no drug interruptions, discontinuations or dose reductions were required. Grade 3 cytopenias
were often associated with relapse of the underlying malignancy.

9 DRUG INTERACTIONS

9.2 Drug Interaction Overview

Effects of Other Drugs on Belumosudil

Strong CYP3A inducers: Coadministration of REZUROCK with strong CYP3A inducers decreases
belumosudil exposure, which may reduce the efficacy of REZUROCK. Avoid coadministration of
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REZUROCK with strong CYP3A inducers. If coadministration cannot be avoided, increase the
dose of REZUROCK as recommended (see 9.4 Drug-Drug Interactions).

Moderate CYP3A inducers: Coadministration of REZUROCK with a moderate CYP3A inducer
efavirenz is predicted to decrease belumosudil Cmax by 32% and AUC by 35% in healthy subjects.
No REZUROCK dose adjustment is necessary.

Strong CYP3A inhibitors: Coadministration of REZUROCK with a strong CYP3A inhibitor
itraconazole did not have clinically meaning effects on belumosudil exposure.

Proton pump inhibitors: Coadministration of REZUROCK with proton pump inhibitors decreases
belumosudil exposure, which may reduce the efficacy of REZUROCK. Increase the dose of
REZUROCK when coadministered with proton pump inhibitors (see 9 DRUG INTERACTIONS, 9.4
Drug-Drug Interactions).

Effects of Belumosudil on Other Drugs

CYP3A Substrates: Coadministration of REZUROCK is predicted to increase midazolam (a
sensitive CYP3A substrate) Cmax and AUC approximately 1.3- and 1.5-fold in healthy subjects,
respectively.

CYP2C9 Substrates: Coadministration of REZUROCK is not expected to have clinically meaningful
effect on the exposure of CYP2C9 substrates (such as warfarin).

CYP2(C8 Substrates: Coadministration of REZUROCK is not expected to have clinically meaningful
effect on the exposure of CYP2C8 substrates that are not an OATP1B1 substrate.

In vitro studies

Enzymes: In vitro, belumosudil is an inhibitor of CYP2C8, CYP2C9, CYP2C19, CYP3A, UGT1A1,
UGT1A3, and UGT1A9.

Transporters: Belumosudil is a substrate of P-gp.

Belumosudil inhibits BCRP, P-gp, OATP1B1, MATE1, and MATE2-K in vitro. The co-
administration of oral BCRP, P-gp, OATP1B1, MATE1 or MATE2-K substrates with REZUROCK
may increase the concentrations of the substrate drugs.

9.4 Drug-Drug Interactions

The drugs listed in Table 4 are based on either drug interactions case reports or studies or
potential interactions due to the expected magnitude and seriousness of the interactions.
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Table 4 Established or Potential Drug-Drug Interactions with REZUROCK

Drug Name or Group

Source of Evidence

Effect

Clinical Comment

Strong CYP3A Clinical trial Coadministration of | Avoid coadministration

Inducers multiple doses of of REZUROCK with strong
rifampin decreased | CYP3A inducers. If
belumosudil Cmax coadministration cannot
by 59% and AUC by | be avoided, increase the
72% dose of REZUROCK to

200 mg twice daily
Proton Pump Clinical trial Coadministration of | Increase the dose of

Inhibitors multiple doses of
rabeprazole
decreased
belumosudil Crmax
by 87% and AUC by
80%
Coadministration of
multiple doses of
omeprazole
decreased
belumosudil Crmax
by 68% and AUC by
47%

REZUROCK to 200 mg
twice daily when
coadministered with
proton pump inhibitors

9.5 Drug-Food Interactions

Administration of belumosudil with a high-fat and high-calorie meal was found to delay
absorption and increase exposure of belumosudil in healthy subjects. REZUROCK should be
taken with food (see

4 DOSAGE AND ADMINISTRATION and 10 CLINICAL PHARMACOLOGY, 10.3 Pharmacokinetics).

9.6 Drug-Herb Interactions
Interactions of belumosudil with herbal products have not been established.

9.7 Drug-Laboratory Test Interactions
Interactions of belumosudil with laboratory tests have not been established.

10 CLINICAL PHARMACOLOGY

10.1 Mechanism of Action

Belumosudil is an inhibitor of Rho-associated, coiled-coil containing protein kinase-2 (ROCK2)
and ROCK1, with ICso values of approximately 100 nM and 3 uM, respectively. Belumosudil
downregulated proinflammatory responses via modulation of CD4+ T-cell activity and
STAT3/STATS phosphorylation in ex vivo or in vitro human T cell assays. Belumosudil also
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inhibited pro-fibrotic signaling in vitro. In vivo, REZUROCK demonstrated activity in animal
models of chronic GVHD.

10.2 Pharmacodynamics

Cardiac Electrophysiology

A dedicated QT study has not been conducted with REZUROCK.

10.3 Pharmacokinetics

The belumosudil pharmacokinetic parameters are presented following administration of the
approved recommended dosage in patients with chronic GVHD, unless otherwise specified.

Exposure to belumosudil (Cmax and AUC) increased approximately dose proportionally over a
dosage range of 200 and 400 mg (1 to 2 times once daily recommended dosage). With once
daily administration, steady-state concentrations of belumosudil were achieved with an
accumulation ratio of 1.4.

Table 5 Summary of Steady State Pharmacokinetic Parameters of Belumosudil following
200 mg Once Daily Dose in Patients with Chronic GVHD Given a High-Fat Meal

Crnax Tmax T1/2 AUCo.24 CL/F V/F
PK Parameter
(ng/mL) (h) (h) (heng/mL) (L/h) (L)
Mean 2390 1.98 to 19.0 22700 9.83 184
(CV%) (44%) 2.53 (39.0%) (48%) (46%) (67.6%)

Cmax = maximum concentration; Tmax = time of maximum concentration; Ty, = elimination half-life; AUCo.24 = area under the
concentration-time curve calculated from time 0 to 24 h; CL/F = apparent oral clearance; V/F apparent oral volume of
distribution

aData presented as mean (coefficient of variation %), except for Tmax Which is presented as range of medians observed in
patients with chronic GVHD patients and V/F which is presented as the geometric mean (geometric CV%) in healthy subjects
following a single dose.

Absorption

The median Tmax of belumosudil across studies in patients with chronic GVHD following
administration of 200 mg QD was 1.98 to 2.53 h. Following a single oral dose of belumosudil
200 mg, the mean (%CV) bioavailability was 64% (17%) in healthy subjects.

Effect of Food:

In healthy subjects, the administration of a single 200 mg dose of belumosudil with a high-fat,
high-calorie meal (800 to 1,000 calories with approximately 50% of the total caloric content of
the meal from fat) increased belumosudil Cmax to 2.2 times that following fasted administration
and AUC to 2 times that following fasted administration. Median Tmax was delayed 0.5 hour.

Distribution
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The geometric mean volume of distribution after a single dose of belumosudil in healthy
subjects was 184 L (geo CV% 67.7%). In in vitro preparations, binding to human serum albumin
was 99.9% and binding to ai-acid glycoprotein was 98.6%.

Metabolism

In vitro, belumosudil is primarily metabolized by CYP3A4, and to a lesser extent by CYP2D6,
CYP2C8, and UGT1A9.

Elimination

Following a single oral dose of radiolabeled belumosudil in healthy subjects, 85% of
radioactivity was recovered in feces (30% as unchanged) and less than 5% was recovered in
urine. The mean (%CV) elimination half-life of belumosudil was 19.0 h (39%). The mean (%CV)
clearance of belumosudil was 9.83 L/h (46%).

Special Populations and Conditions

Based on the population pharmacokinetic analysis in adult patients with chronic GVHD, body
weight (38.6 kg to 143 kg) has no clinically meaningful effect on belumosudil pharmacokinetics.

e Pediatrics: Belumosudil pharmacokinetics have not been studied in a pediatric
population.

e Geriatrics: In the population pharmacokinetic analysis, no clinically meaningful
differences in belumosudil pharmacokinetics were observed based on age (18 to
77 years).

e Sex: In the population pharmacokinetic analysis, no clinically significant differences in
belumosudil pharmacokinetics were observed based on sex.

e Renal Insufficiency: Belumosudil pharmacokinetics are not expected to be affected by
mild (eGFR = 60 and < 90 mL/min/1.72m?) to moderate (eGFR > 30 and
< 60 mL/min/1.72m?) renal impairment. The effect of severe renal impairment on
belumosudil pharmacokinetics has not been studied.

11 STORAGE, STABILITY AND DISPOSAL

Temperature
Store at room temperature, 15°C to 30°C.

Moisture
Store in the original container only to protect from moisture. Replace cap securely each time

after opening. Do not discard desiccant.

Others
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Keep this and all medicines out of the reach and view of children.

Unused tablets should be disposed in accordance with local requirements.

12 SPECIAL HANDLING INSTRUCTIONS

No special handling requirements
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PART II: SCIENTIFIC INFORMATION
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13 PHARMACEUTICAL INFORMATION
Drug Substance

Proper/Common name: belumosudil mesylate

CAS Registry Number: 2109704-99-4 (mesylate salt); 911417-87-3 (free base)

Chemical Name: 2-{3-[4-(1H-indazol-5-ylamino)quinazolin-2-yl]phenoxy}-N-(propan-2-yl)
acetamide-methane sulfonate (1:1)

Molecular formula and molecular mass: C26H24NsO2'CH3SO3H (salt); 548.62 g/mol

Structural Formula (mesylate salt):

H
L0
MN
HN /N CHSOH

;L@,D\iﬁjx

Physicochemical properties:
Belumosudil mesylate is a yellow crystalline solid. It is very slightly hygroscopic. There is one
known stable crystal form and no known polymorph.

It is soluble in dimethylsulfoxide (DMSO), slightly soluble in dimethylformamide (DMF) and
methanol, very slightly soluble in 2.0 pH (PBS buffer), and practically insoluble in water,
acetonitrile, toluene, ethyl acetate, dichloromethane (DCM), acetone, isopropyl alcohol, n-
heptane and in 2.0, 4.5, and 6.8 pH (PBS buffers).

Melting point range: 255 — 275°C

pH: 3.075 (in 1% w/v suspension in water)

pKa: 1.57 and 5.33
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14 CLINICAL TRIALS

14.1 Clinical Trials by Indication
Indication 1

Table 6 Summary of Patient Demographics for Clinical Trials in Chronic GVHD

Study No. Trial Design Dosage, Route of | Study Mean Sex
Administration | Subjects Age
and Duration (N) (yrs)
(Range)

KD025-208 Phase 2a, dose- 200 mg QD or 54 Median | Male:
(NCT02841995) | escalation, open 200 mg BID or age: 34 (63%)

label, multicentre 400 mg QD orally. 51.5 Female:

study in patients (20-75) | 20(37%)

with chronic GVHD, Median duration:

who had received 1 8.4 months*

to 3 prior lines of

systemic therapy
KD025-213 Phase 2, randomized, | 200 mg QD or 132 Median | Male: 75
(ongoing) open-label 200 mg BID age: (56.8%)
(NCT03640481) | multicentre study in | orally. 55.5 Female:

patients with chronic (21-77) | 57 (43.2)

GVHD who had Median duration:

received 2 to 5 prior | 6.7 months*

lines of systemic

therapy.

*Patients were treated in 28-day cycles until clinically significant progression of chronic GVHD requiring new
systemic therapy, recurrence of malignancy or unacceptable toxicity.

Study KD025-213 was a randomised, open-label, multicentre study of REZUROCK for treatment
of patients with chronic GVHD who had received 2 to 5 prior lines of systemic therapy and
required additional treatment. Patients were randomised to receive 200 mg once daily (N=66)
or 200 mg twice daily (N=66) of REZUROCK. Patients were excluded from the studies if platelets
were < 50 x 109/L; absolute neutrophil count < 1.5 x 109/L; AST or ALT> 3 x ULN; total bilirubin
> 1.5 x ULN; QTc(F) > 480 ms; eGFR < 30 mL/min/1.73 m2; or FEV1 <39%. There were

66 patients treated with REZUROCK 200 mg taken orally once daily. Concomitant treatment
with supportive care therapies for chronic GVHD was permitted. Concomitant treatment with
GVHD prophylaxis and standard care systemic chronic GVHD therapies was permitted as long as
the subject has been on a stable dose for at least 2 weeks prior to study. Initiation of new
systemic chronic GVHD therapy while on study was not permitted.

The primary endpoint was Overall Response Rate (ORR), defined as the proportion of patients
whose best overall response met the criteria for Partial Response (PR) and Complete Response
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(CR) (per the 2014 NIH Consensus Development Project for Clinical trials in chronic GVHD
criteria) through Cycle 7 Day 1 (C7D1).

Table 7 Overall Response Rate through Cycle 7 Day 1 for Patients with Chronic GVHD in
Study KD025-213

REZUROCK
200 mg once daily
(N=65)
Overall Response Rate (ORR) 49 (75%)
95% Confidence Interval® (63%, 85%)
Complete Response 4 (6%)
Partial Response 45 (69%)

2 Estimated using Clopper-Pearson method
Complete response (CR) was achieved in 4 patients. The median time to response was 8 weeks
(range, 4 to 41 weeks). Responses, including complete responses, were achieved across all
organs involved (skin, eyes, joints/fascia, mouth, lung, esophagus, upper Gl, lower Gl and liver).

The duration of response (DOR) was calculated from first response by C7D1 to death or new
systemic therapies for chronic GVHD. Median DOR was not reached in the 200 mg once daily
group. Durability of response was longer than 12 months in 62% (95% Cl: 46, 74) of patients in
the 200 mg once daily group. The median duration of response calculated from first response to
first documentation of deterioration from best ORR, initiation of new systemic therapy for
chronic GVHD, or death was 3.7 months (95% Cl: 1.9, 8.3). The median duration of response,
calculated from first response to progression from nadir in any organ, death, or new systemic
therapies for chronic GVHD, was 1.9 months (95% Cl: 1.2, 2.9). The median time to first
response was 1.8 months (95% Cl: 1.0, 1.9). The median (range) duration of follow-up for
efficacy was 13.5 months (0.6, 21.9).

ORR results were supported by exploratory analyses of patient-reported symptom bother
which showed at least a 7-point decrease in the Lee Symptom Scale summary score through
Cycle 7 Day 1in 52% (95% Cl: 40, 65) of patients.

15 MICROBIOLOGY

No microbiological information is required for this drug product.

16 NON-CLINICAL TOXICOLOGY

General Toxicology
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Repeated dose studies with belumosudil of up to 26 weeks in rats and 39 weeks in dogs were
conducted. In the 26-week rat study, belumosudil was administered orally at 50, 125, and

275 mg/kg/day. The NOAEL was 125 mg/kg/day (~3 to 7-fold the AUC at the human
recommended dose of 200 mg daily). In a 3-month dog study, belumusodil was administered
orally at 35, 70, and 125 mg/kg/day. In a separate 39-week dog study, belumusodil was
administered orally at 5, 20, and 40 mg/kg/day. The NOAEL in the 3-month and 9-month dog
study was 35 and 40 mg/kg/day, respectively, which is comparable to human exposures at the
recommended dose (~1-fold AUC). Adverse effects observed in one or both species included
toxicities in the gastrointestinal (Gl) tract (emesis, loose stools, and/or abnormal black
contents, increase in salivation), liver (elevated liver enzymes, hypertrophy/increased organ
weight, and cholestasis/inflammation), kidney (increased blood urea nitrogen [BUN], tubular
changes, pigmentation, intracellular protein droplets in the epithelium), hemolymphoid system
(regenerative anemia), and reproductive system. In females, changes included lower uterine
weights that correlated with uterine/cervical hypoplasia and decreased follicular development;
findings were reversible. In males, toxicities included lower epididymis and testes weights
associated with multifocal bilateral spermatozoan degeneration in the epididymis and testes,
and multinucleated spermatids in the testes, and the changes were partially or fully reversible.

Carcinogenicity
Carcinogenicity studies have not been conducted with belumosudil.
Genotoxicity

Belumosudil was not mutagenic in an in vitro bacterial mutagenicity (Ames) assay and was not
clastogenic in either an in vitro chromosome aberration assay in mammalian (CHO) cells or an
in vivo mouse bone marrow micronucleus assay.

Reproductive and Developmental Toxicology

In a combined male and female rat fertility study, belumosudil-treated animals were mated
with untreated animals. Belumosudil (50, 150, or 275 mg/kg/day) was administered orally to
male rats 70 days prior to and throughout the mating period, and to female rats 14 days prior
to mating and up to gestation day 7. In female rats at 275 mg/kg/day, adverse findings included
pre- and post-implantation loss, and decreased number of viable embryos. In male rats at

275 mg/kg/day, adverse effects on sperm (low motility, reduced number, and increased
abnormal sperm) and reproductive organs (reduced testicular and epididymal weights,
testicular atrophy) were observed, along with decreased fertility. The exposure (AUC) at the
dose of 275 mg/kg/day was approximately 8-9 times the exposure (AUC) in patients receiving
the recommended dose of 200 mg daily.

In embryo-fetal developmental studies in pregnant female rats receiving belumosudil (15, 50,
or 150 mg/kg/day), belumosudil administered at 150 mg/kg/day during the period of
organogenesis was associated with decreased fetal weight (approximately 4 times the exposure
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[AUC] in patients receiving the recommended dose). In embryo-fetal studies in pregnant rabbits
receiving belumosudil (50, 125, or 225 mg/kg/day), embryofetal death was noted at maternal
exposures lower than human exposure (0.4-fold of human AUC), and skeletal malformations
were noted at maternal exposures comparable to human exposures at the recommended dose
of belumosudil (~1-fold of human AUC).

Special Toxicology

Phototoxicity
In-vitro belumosudil has demonstrated photo-absorbance between 290 and 370 nm and

positive phototoxic potential in the in vitro 3T3 Neutral Red Uptake Assay. No phototoxicity
studies have been performed in animals.

Product Monograph
REZUROCK (Belumosudil tablets) Page 26 of 33



PATIENT MEDICATION INFORMATION

READ THIS FOR SAFE AND EFFECTIVE USE OF YOUR MEDICINE

P'/REZUROCK™
Belumosudil tablets

Read this carefully before you start taking REZUROCK and each time you get a refill. This leaflet
is a summary and will not tell you everything about this drug. Talk to your healthcare
professional about your medical condition and treatment and ask if there is any new
information about REZUROCK.

What is REZUROCK used for?
REZUROCK is used to treat patients, 12 years of age and older, with chronic graft-versus-host
disease (GVHD) after two or more prior treatments that did not work.

How does REZUROCK work?
e REZUROCK blocks a specific protein in the body that is involved in inflammation and
fibrosis. This may help to decrease symptoms of chronic GVHD like inflammation and
scarring.

What are the ingredients in REZUROCK?
e Medicinal ingredient: belumosudil (as belumosudil mesylate)
¢ Non-medicinal ingredients: colloidal silicon dioxide, croscarmellose sodium,
hypromellose, magnesium stearate, microcrystalline cellulose, polyethylene glycol,
polyvinyl alcohol, talc, titanium dioxide and yellow iron oxide.

REZUROCK comes in the following dosage forms:
Tablets: 200 mg belumosudil (as belumosudil mesylate)

Do not use REZUROCK if:
e you are allergic to belumosudil or to any ingredient in this medicine or container.

To help avoid side effects and ensure proper use, talk to your healthcare professional before
you take REZUROCK. Talk about any health conditions or problems you may have, including if
you have:

e agastrointestinal infection
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e liver or kidney problems

Other warnings you should know about:

Hypertension and hypotension (high and low blood pressure): REZUROCK can infrequently
cause high or low blood pressure. Your healthcare professional will check your blood
pressure before and during treatment.

Gastrointestinal problems: REZUROCK can cause diarrhea, severe nausea, vomiting and
dehydration. Your healthcare professional will treat these problems as needed.

Blood and bleeding problems: REZUROCK may infrequently cause blood problems like
lymphopenia and neutropenia (low white blood cells), thrombocytopenia (low blood
platelets), and anemia (low red blood cells). Your healthcare professional will do blood tests
monthly. REZUROCK can also cause bleeding problems.

Infections: REZUROCK can cause mainly bacterial or viral infections, which most often affect
the organs involved in breathing (called respiratory system) such as lungs and the upper
respiratory system. Your healthcare professional will treat these infections as needed.

Liver problems: REZUROCK can cause an increase in liver function tests. You will have regular
blood tests done before starting your treatment and while you are taking REZUROCK. These
blood tests will tell your healthcare professional how your liver is working.

Photosensitivity (sensitivity to sunlight): REZUROCK might cause you to become more
sensitive to sunlight. If you have a reaction from the sun, talk to your healthcare
professional.

See the “Serious side effects and what to do about them” table, below, for more information
on these and other serious side effects.

Pregnancy and breastfeeding:

Female patients
e If you are pregnant, able to get pregnant or think you are pregnant, there are specific
risks you should discuss with your healthcare professional.
e You should not take REZUROCK if you are pregnant. It may harm your unborn baby.
e Ifyou are able to become pregnant:
e Your healthcare professional will do a pregnancy test before you start taking
REZUROCK. This test must show that you are not pregnant.
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e Avoid becoming pregnant while you are taking REZUROCK. Use effective birth
control during your treatment and for at least 1 week after your last dose. Ask
your healthcare professional about methods of birth control available to you.

e Tell your healthcare professional right away if you become pregnant or think you
may be pregnant during your treatment with REZUROCK.

e Do not breastfeed while you are taking REZUROCK and for at least 1 week after your last
dose.

Male patients

e Avoid fathering a child while you are taking REZUROCK.

e During your treatment with REZUROCK, use effective birth control each time you have sex
with a woman who is pregnant, may be pregnant or could get pregnant. Continue using
birth control for at least 3 months after your last dose.

e If, during your treatment with REZUROCK, your sexual partner becomes pregnant or thinks
she may be pregnant, tell your healthcare professional right away.

Fertility in female and male patients:
REZUROCK may affect your fertility. Talk to your healthcare practitioner if you are planning
on having children.

Tell your healthcare professional about all medicines you take, including any drugs, vitamins,
minerals, natural supplements or alternative medicines.

The following may interact with REZUROCK:

e Medicines for bacterial infections such as rifampin

e Maedicines for excess stomach acid or ulcers, such as omeprazole and rabeprazole
e Medicines for HIV treatment such as efavirenz

e Medicines for sedation such as midazolam

How to take REZUROCK:
e Take exactly as your healthcare professional has told you. Check with your healthcare
professional if you are not sure.
e Take with food at the same time each day.
e Swallow REZUROCK tablets whole with a glass of water.
e Do not cut, crush, or chew REZUROCK tablets.
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Usual dose:
Adults and children 12 years and over: Take one tablet (200 mg) per day.

Your healthcare professional may stop your treatment for a period of time or recommend that
you stop treatment completely. This may happen if you:

e experience serious side effects

e your disease gets worse

e are taking other medicines.

Overdose:

If you think you, or a person you are caring for, have taken too much REZUROCK, contact
your healthcare professional, hospital emergency department or regional poison control
centre immediately, even if there are no symptomes.

Missed dose:
e If you miss a dose, take the missed tablet as soon as possible on the same day. Take the
next dose at your usual time.
e Do not take an extra dose to make up for the missed dose.

What are the possible side effects from using REZUROCK?

These are not all the possible side effects you may feel when taking REZUROCK. If you
experience any side effects not listed here, contact your healthcare professional.

Side effects may include:
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e Infections

e Tiredness or weakness

e Nausea or vomiting

e Difficulty swallowing

e Diarrhea or constipation
e Cough

e Shortness of breath

e Cold symptoms

e Swelling
e Bleeding

e Stomach pain

e Muscle, bone or joint pain

e Muscle spasms

e Headache

e High blood pressure

e ltchy skin, rash

Your healthcare professional will do some tests before, during and after your treatment. These

include blood tests to check your blood, kidney and liver health. More frequent tests might be

needed.

Serious side effects and what to do about them

Symptom / effect

Talk to your healthcare
professional

Only if severe In all cases

Stop taking drug and
get immediate medical
help

VERY COMMON

Infections: fever and chills,
fatigue, generally feeling
unwell

COMMON

Anemia (decreased number of
red blood cells): fatigue, loss of
energy, irregular heartbeats,
pale complexion, shortness of
breath, weakness

Gastrointestinal problems:
stomach pain, decreased
appetite, diarrhoea, nausea,
vomiting

Hypertension (high blood
pressure): headache, shortness
of breath, nosebleeds

Hypotension (low blood
pressure): dizziness, fainting,
light-headedness, blurred
vision, nausea, tiredness (may
occur when you stand up from
lying or sitting)
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Serious side effects and what to do about them

Symptom / effect

Talk to your healthcare
professional

Only if severe In all cases

Stop taking drug and
get immediate medical
help

Liver problems: yellowing of
your skin and eyes (jaundice),
right upper stomach area pain
or swelling, nausea or vomiting,
tiredness, itchy skin

Pneumonia (infection in the
lungs): high fever with chills,
fast breathing, chest pain when
you cough, cough which may
produce phlegm, fatigue,
nausea, vomiting or diarrhea,
shortness of breath

Thrombocytopenia (low blood
platelets): bleeding gums,
nosebleeds, bruising or
bleeding for longer than usual if
you hurt yourself, fatigue and
weakness

UNKNOWN

Photosensitivity (sensitivity to
sunlight): itchy, red skin when
exposed to sunlight

If you have a troublesome symptom or side effect that is not listed here or becomes bad

enough to interfere with your daily activities, talk to your healthcare professional.

Reporting Side Effects

You can report any suspected side effects associated with the sue of health products to

Health Canada by:

e Visiting the Web page on Adverse Reaction Reporting

(https://www.canada.ca/en/healthcanada/services/drugs-health-
products/medeffect-canada.html) for information on how to report online, by mail or

by fax; or

e (Calling toll-free at 1-866-234-2345

Note: Contact your health professional if you need information about how to manage your
side effects. The Canada Vigilance Program does not provide medical advice.
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Storage:
e Store at 15°C to 30°C in the original container. Protect from moisture.

e Replace cap securely each time after opening. Do not remove desiccant (a small pack
inside the bottle which protects the pills from moisture damage) from bottle.
e Keep out of the reach and sight of children.

e Ask your healthcare professional on how to throw away drugs you no longer use.

If you want more information about REZUROCK:
e Talk to your healthcare professional
e Find the full product monograph that is prepared for healthcare professionals and
includes this Patient Medication Information by visiting the Health Canada website
(https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-

products/drugproduct-database.html); the manufacturer’s website (www.sanofi.ca) or
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REZUROCK D#EAF~DF G DMK T — 2 135 5 TR0, B CiRed BT AL O
OERBEFIZHES< &, REZUROCK AT RIc e 5 L7256, MR IRICER A Z KT I REEN &
5o tBETRMICIHR Y Y FICANVERA NG LIz 2 A, #SEHECTOREORFERL VK
WRHAIRZE R (AUC) T, IR - JRIEATE RO - lE&EESRO bz (16 TFERKREMERR) &
10 TERIRIEEL ) ZMR),

TEIREAR % REZUROCK ZfEfl LW 2 &, 7272 L. RMADOMEME K OIRIRICK+ 5 ) 27 &2 1H
HICEBELTAR, PN ETHL5E13R< ., REZUROCK #5-BAAARINC, A4 AIRE 72 2ot
DIEYRIRI 2 TEZR T 5, ISR ATRE 22 e MEITIE . RIRASHIBA S TEE I 5 55 A 1 3H Y o EE R 1
MoEb L 2BE7T 5, RFIZ REZUROCK ZfEH L7254, XiL REZUROCK O IR IR iz
R L7 aid, BRI T 2 TER U A7 IZOWTREFIZHMLHE 5,
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Hb, B OFELN e NERELFICBITT D120, THEZHE L D20 E N H 5, REZUROCK O
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EMTREND Z &, RO ABRE &/NREE L THREARENT5IZEE L TR ABREDOT —
HE/NBBREITHAET A LN TERZ ENTRINTVS,

REZUROCK [ZAFRE 2 A3 2 BEH O BV L O KIEDETHREZ 72 5 FIREMEN H 5 (16 [IERRIR
miEEER) o [EIRARENE) ZH),

HEEM O B2 REZUROCK 2 EH# G L7258 O M IRl ST 7Zeny,
Z OEMITHT D HEFRE TSI,

R (23R ¢ 12 AR /N BE 12k % REZUROCK D222 K OV Zh PRI XMEST S 30Ty
AN

7.1.4 EEE (65w 1)

REZUROCK DA % 54l L 721814 GVHD B3 6544 D 9 5, 26%713 65 %L L Th o772, 7T
O H &% #5 L T REZUROCK D722 4% 3l L 72180 GVHD B# 186 4 D 9 B 26%70° 65 ik LA
ETHotz, 65Ul EOBREEIFFERE L IE L T, REZUROCK D724 K O Zh I ZBE R A1
HRD B 52T O bR o7z,

Z OEMITHT D HEFRE TSI,

8 RIEH

8.1 BIEA OB E

REZUROCK D& 4, 1 74 VU ORI FIENTD Loz BicarFarTaf R
DRI FNC L HIRE 25T 72181 GVHD B35 12 REZUROCK 200 mg 1 H 1 [l &5 L7z & &
DR EZ XML T\ 5,

AR AR AR 25 F+. 200 mg/day #% 5- CEBE 20%LL E) (IZBD LN -EWERIX, ‘g, %
5. L. TR, WENK, VEIE, i, PEYE. SERSR. BEE. U CERIERD . y X IV T v
A7 ==, Vo oNEkEd, KOELETH- 7=,

HERFRLEDZHIZ REZUROCK O 5% 1k LIZDIXEBEE D 18% Th - 7=, 200 mg/day %5 H£#H T
RHZ RO LNTZHEGHFW OB X, 18 GVHD OH#ETT (13%) K& ORI B EVEEE O R
(8%) Th oz, BHEHMNIEST-AHEFELRNBEE D 29% TR bz, BHED 2%LL L THEH
WHCE > oA EEGL, BYYE (11%). TR (4%), M OEESGE, PR IREE, i, (e,
RERRA L, O, BB WiE, ROBAE (%2%) Thol,

BIERREER S, EEOELDL, IRH:, TH, RUZRBHEFLPBOoNTZBE 14 THESNL
776
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8.2 HRIRAAER TORIEH

Fl IR FBRITHE D THFHE LN T CTEM ST, BK SR Tl 00 5 7172 G D FE B AN IR B 55 T
RO LNSFEE KL 720 ATFEMED B 5 7280, FIDFEFDIIK R IZF1 & FIE & T~ & T
(L7200 BREGRD 517 5B DIG#IZ, 7085 L BIED & &7 FFRK O IFEDRZ & D
HEGRIZIZHH T 2,

124 GVHD OB IZxHd 5 REZUROCK D% 4L, ERRHRER 2 35 (KD025-213 3R & Y
KD025-208 ik#R) TREiSnTW\W5, Z o 23 BTk, 18/ GVHD &2 200mg 1 H 1[A]
(N=83), 200mg 1 H 2[A] (N=82), XX 400mg1 H 1@ (N=21) %##H L7 (14 TERARRER] ©
14.1 [ SR B REAER | /)

KD025-213 BBk IX, 2~5 71 V ORIEHFIENZD L 72180 GVHD BEDIRFEZ B L L
TLVERADNZRET S, BERAL, FFEMR. ZhiskdL, 28, & UHARBRTHD (N=66,
200mg 1 H 1[1]), KD025-208 ikBri%, 1~3 71 ‘/O)ﬁu/é-‘f%f?b)%% Lo e iGEED 2T a1 R
(KAEPEIBPE GVHD B E 264 & L T UL E A D ILO B LT 5. &6 UA FHHEHRABR TH
% (N=17, 200mg1 H 1[a]), 200 mg/day % $5- L 7= B 83 4 OF S HIR PRl 6.9 » A (%
:05~387 5 H) ThH-o7,

ULERAUNDOEE 25T T8 GVHD #BRE 2 186 4D H b, 1094 (58.6%) 23 FH M, 774

(41.4%) DLMETH o7, FhnP BT 54.5 5% (HEiPH : 20~771%) Th oz, #BRE ORNITA
A (1594 . 85.5%) RINTG T « b A= 7 2L (157 4. 84.4%) Tihol-. ~JLEZAI)L
B 5B TN GVHD IZREH L T - idas sk P i, KD025-208 uit%ﬁf 3.5, & ONKDO025-
213FRBRTA0MHTH Y . 50%% 48 2 D PERE T 4 LA E O FEEIgER 23380 S iz, sBREAGEI
B GVHD B 2B R e a/vFaxTaA REJFH LT\, B GVHD #5RE 186 4 DX
JLE ALV E IR I E L, 6.83 # A (#ilH : 0.39~38.74 » H) ThHV . Wl 844 (45.2%)
B 6~12 H AMSNVEADVOREZZITTEY, 314 (16.7%) 25 12 » AU ER 5251 Twn
7

% 2 : REZUROCK FEFRRBRIZB W TRIEBEE D 10%LL ETH - 7=BIfEA

PN T REZUROCK
200mg 1 B 18] (N=83)
7 1L—R? J L— K 3~4*
(%) (%)

B IGIEE

HE D) b 42 4

T 35 5

HE R © 22 1

e T P 15 0
Lin TR R
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% 2 : REZUROCK DEERFABRIZB W TRIMEEN 10%L2L ETh o 72BHER

e P s o] REZUROCK
200mg 1 H 1[8] (N=83)
7 1L—R? 7 L— R 3~4"

(%) (%)

—fi% - 2HEEL L OB 5HAOIRE

I 779 9 46 4

P 27 :

S& 2, 18 1

RBRYMER L OFAE BIE

B GREIIREESNT) * 53 16

A L ARG & 19 4

A A e 16 4

BRR IR AL

TI=T7 7 NIRRT =T — BN 12 1

TARTGXUET I ) VT UVAT 2T — 12 1

B

Yy I NVHE I NT AT =T — BN 11 5

Rt L OREEE

BAREOE 17 1

B RRE L UK AR E

hE s | 22 4

e 17 0

B Fii 15 2

PR R PR

HE | 21 0

PRk AR, BIERIS K UNitRRIE

I PR 33 5

ik ! 30 0

&0 12 0

BE R & OB TARERRREE

g5 m 12 0

Z 9FERE" 11 0

RS

Hiafn. © 23 5

B L FE 21 !

a5 EH LT, MedDRA Version 20.0 IZ7E> T=2— N L 7=,

SELD, RGN D,
R, EREESR. TIEERAE E5,
YT, HEOE, BRENEEND,

CRAYVETEIE, EHVERIE, BEVEE, RBMERE, RESE EN D,

it 7
REZUROCK (/L% X 2L 4E)
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% 2 : REZUROCK DEERFABRIZB W TRIMEEN 10%L2L ETh o 72BHER

BRI AN REZUROCK
200 mg 1 H 1[8] (N=83)

T L—F? 7L — K 3~4* (%)
(%)

URIEARRB ORRGEIZ 1T, SRR, ERMREEEY, Y, Bak, HE%. LSRG, Fh
. REYE RIS, MRGYSE, FORERGYE, BRRGYE, JRBKERGE, AR, FXGERGE. Midk, Rk, mlsps
K, KB, K& Xk, BUE, IIEMEY 2 v 7 B3 E&Eh b,

SV TNEUY TA ) UL NVAEGE, UANVAEEGR, UA VA ERERY, VANV ARE R, =
TRAEA L s R=TAJVAMIE, TTALA 2 e NX—=T A JVRJEY, RTA TN P T A )V AEY . KT
WIFB T A NAREGe, T AN AEREPNEEND,

MBS NY Ny Y 7 RO REMEIAE, T — T VB IGHES, JuA NIV UL T 4T
4 VRGBSR, KIGEMREEG, KIBESEBBR, ¥ a— FEF AR, MEEREEEREEND,
UG, IR, BIBEER . DUBCOR IR, AR e R, BEER . ERR A S b,

THRR ., WERROYE E D,

KRR ORI, SPAEVEEOR R, MR EAARE MEARRF RN E B,

Vg, RPN S E D,

G BOIR BRI, REBEME B, 2aMRE, FIMMERERNE TN D,
NZEEIE, ST OEENEEND,

oy IMfE, S, P ORI, B, mESEE. OFERNEIm, BT — T VRE AL .,
mpR, M, SEEREEND,

8.3 FRER B CHRIVBEE MMED - 7= BIER
REZUROCK D #¢ 5% 5 1 F 7= 18 GVHD O N EBE % i 5 & U= iR RER D KD025-213 55k & O
KD025-208 35k T, FEBEEEN 2% O, FEEBE DR > T2 LA T ORWEHA RN @A iz,

BIBREE  ELD. TR, MR, (R
—f% - EFEER LOREMALOWREE : 5557, RHMEIZIE, R
BYYER X OFABRAE @« BB

BRRRE : TANRTXUT I ) F IV A7 27—, 79=20T73 ) F I A7 =27 —BHY
M, y ZNE IV T AT 2T =8N, MR TV h Y RAT 72—, /MR, Y
VORERERD . IREER D

B L URERE  milbE, RaEuk

B RE SR KOS SRR E « R, PO
FRERES : IR, RiEtE=2—m T —
PRk aR, MIERIS X OERRIEE - FPUCINEE, K

MAEREE : &I+t

it 7
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8.4 BRRRAMERE « MIRFHIRE, MREMFERE, ROLZOMOERT —4

Tk 312, KR 23 ERIZEBV T REZUROCK O 5 %2521 7= 184 GVHD B TR H v~
— AT A U LE LU RRR AR O —E A2 IRT,

#3: 18/ GVHD BEIZBIFTAR—RA T4 U LB LBEREMERE (—3)

REZUROCK
200mg1 H 1[H
(N=83)

71— Fo0~1 71— FK2~4 71— K 3~4

R—ZFA v 5% R 5% H R
NRIA—H (N) (%) (%)
ML FRE
U PRt 76 28 7
YyINE IV RT AT =T — P 47 21 11
NV EN - %) 82 12 1
TIH N RAT 7 2 —EHN 80 9 0
RN 82 7 1
TI=vT ) N T AT 2T — BRI 83 7 2
JVvrF=r 5 83 4 0
MEFRIBRE
U > EREA 62 29 13
~NE S v v R 79 11 1
JIIANY 82 10 5
A RS 83 8 4

ALT & OV AST @ _E5F-28 181E GVHD 56% ¢ REZUROCK 200 mg 1 H 1 [l 5% 5 1} 7= BBH THE
STz, ZNHORN (90%) IFEIEESEE (FL—FK1) THH., E5FH (1.2%) #iFEA
ETHZ e, FREBELEERIEL R EE L,

MERAE (FICEME OANE 7 1 B gid) 73, 184 GVHD R © REZUROCK 200 mg 1 H 1 [H]
BHEZITTZBED 145% THRE Sz, BEOLIIEME L, &5, &5k, IEET
WEL SN oTo, 7 L— R 3 OMEKEAET, FEEBOERBEREORFRE LBE#EL TWD Z LR
%o iz,

L
REZUROCK (~/L-EX Z/LEE) Page 14 of 28



9 WM EIEH

9.2 EiH BE B
A ~IVE A VAL KA

#7772 CYP3A 7525/ : REZUROCK % 3871732 CYP3A #5338 A & &G4 5 L. ~ULE AV IVIRE
MK T L. REZUROCK OB ZIMEIME T3 5 REM: N & %, REZUROCK & 587772 CYP3A 7% E 4
& DO GIT8ET D, DG ZRET 5 2 LN TEX 20 AL, REZUROCK D & 2 HELE 24t
STHET D (94 TFEMRIHEEER] Z28),

1 F2 ) D CYP3A 275 - B |2 REZUROCK % HFEE D CYP3A FEH o= 7 vy E LY &
PER&EET DL, ~ILEADILD Chae S 32%IE T L, AUC 28 35%IE T35 2 ENRTFHISD,
REZUROCK O H EFHENIME 20,

75 7770 CYP3A 2% - REZUROCK & 981172 CYP3A Bﬁiﬁl DA NFaFy—ntopAkEIc &
0. ~ULE R VIR EIZIKRMICER O H D EBIIZRD Lo iz,

T p g IHES) - REZUROCK 2 71 h Ry FRRER L G35 &, ~LE R LIRE
FZENMET L, REZUROCK OFZWEMNME T2 /RN H 5, 7'u bR 7HEAR & O S
T 5846135, REZUROCK DHEZHEET S (9 HERWMEIER] @ 9.4 MMM EER &),

~ULE A DV BMANT R IF I

CYP3A A& . fdFE#ERFZ REZUROCK LB GT 2 L. I 4V T4 (BRJED CYP3A HLE)
D Coax X N AUC D ENFNRI 13 BEMR NS FC EFET 22 EnFPllsn5,

CYP2C9 £/ : REZUROCK & OfF# G-I LY . CYP2CO BE (FIX XU LT 7 U ) Ol
~OERRINZEIRO & 2 I TR SR,

CYP2C8 A7 : REZUROCK & O 512 X v . OATPIBI HE Tl 7Zevy CYP2CS H/E DHRiE &~
DIFEINCERDO H 5 BT PRI,

In vitro &}

JEEF - Invitro T, ~ULE X P/L1E CYP2C8. CYP2C9. CYP2C19. CYP3A. UGTIAL,
UGTI1A3. M TONUGTIA9 OHERITH 5,

FTF AR Z YL AV UL P-gp DIEE TH D,

~)LE A VUL, BCRP, P-gp. OATPIBI, MATEl, K& U'MATE2-K % invitro CIHLET 5,
BCRP, P-gp. OATPIB1., MATEl X MATE2-K A% & REZUROCK & O & G2k v K&
HIRDOPREN LRI D AREMDN B 5,

Lt 175
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9.4 WM AEVER
7% 4\ TFE L2 AN T, WA BAER OREFIHRE AT IZE SN T D, FMEERO TSN
HREE R OEEEIZL DHAEAOREMEIZE SN TND,

4 : FeSI L7 XU TREME D 3 5 REZUROCK & D 3EY)REI+E A AEH

ERLZER I N—T7 | =T ADOMPT e BRER =2 A > b
5877173 CYP3A #5284 fif PR R Y77 ¥V RIE | REZUROCK & 5877

Beh5 L OO EIZ | CYP3A FHEH| & OOF &
L0 ASVEADIV | Budikg b, DS
D Conax D3 SO%IET | 815 & 72V A 1
L. AUCH 12%IX | REZUROCK o fil % 200
FL7 mg 1 A 2[ENZHET 5,

7 kR T HEA fife R 2R TRTFT— LD | Ta kR FRRER L PR
wEh L Ot | AR5+ 55481

2k, 'RV NHWKWK@WE%2%
VD Coax 3 87%1K | g 1 A 2 ECBI BT 5,

T L. AUC 723 80%
KT L7,
FRAT T —IVDK
HEE L DS
Wk, 'R Y
IV D Crax 1> 68%15K
T L. AUC 723 47%
KT L7,

9.5 EW)-EWHHEAEH

fEFPIRE AN VEA DV ZEEiE A v ) —BEBRRZ IR T 5 L, ~LE AT LORINAN EIE
L. BBREENINT S Z & AV L7-, REZUROCK IZEEZICIRAT S (4 T - I8 &
10 TERRSRER ) o 103 THWENRE ] B,

9.6 E¥W-—7HHEIEH
ANYLE A D) EoN—T 8L O BRI S LTV,

9.7 EW-FRREA AAER
AULE R D)V L ERRIRE & O BAERIIMESL STV 70,

10 ERER 3R

10.1 {EFIREFF

~YLFEADVL, R AV Raf g/ as A %) —F 2 (ROCK2) KO ROCKI ORE
ERTHY, ICofEIZZNZNHI 100nM T3 uM TH 5, ~ILTE AT /LE ex vivo X invitro &
N THIET v A28V T, CDA+T MlEDIE ML & O STAT3/STATS ® U gk & Fi L T, RIE
FHHMERSE T HEIE Uz, £7--ULE 2L, invitro THRHE(KIEEES 7 UG HE L7,
Invivo CTiX. REZUROCK (3121 GVHD D8 €7 /Wit L CIiEMEE R LT,

LR
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10.2 %

R AU P

REZUROCK @ QT &R I Fhi 4L TR0,

10.3 EEhHE
BNZHEEDRWRY | &M GVHD H#E 2% L CRREZ S TV AHER B4 514 D~ULT 2 VL o3k
WIENRE /X T A — & TR,

AULERAVVIEFTR R (Coax X OV AUC) 1, 200 2TV 400 mg (HEREFHE 1 B 1[BIO 1~24%) OHE
HPHCIX, RIEARICHAILTER L, 1H 1ERGTOLVERDLOEFREREICEL, &
ki 14 cho7-,

#5: BEHAEREZOEN GVHD BEI2200mgZ 1 B 1[EHRE L2 EDULERADILDE
FIRBEMEE T A —F DER

EmEhk Cmax Tmax (h) Tis () AUC0-24 CL/F V/F

RS A — (ng/mL) | ™ v (heng/mL) (L/h) (L)

S 2390 1.98~ 19.0 22700 9.83 184

(CV%) (44%) 2.53 (39.0%) (48%) (46%) (67.6%)

Cimax = ML IRE . Tmax = B8 MRS BIZEREE, Tio = JHRFEE, AUCo24= FE[E] 0 20 B % 5. 24 BRI #2 £ C
DOYREE-FERMh R RS, CL/F= AT oA s V7 F A, VIE= AT okoshsis

VT ST (EBRE%) TR LTz, 272 L, Toe 2P GVHD BT BT PUEDRH TR L,
VIF I 5 O VETEHEBR B TR BT (80 CV9%) TR LTz,

IR

181 GVHD B8 2 x5 & L7=BR 2R T, 200 mg QD & 5% D~ULE A VLD Toax FIAEIL, 1.98
~253 T o 7o, BB ([T~ ULE 2P 200 mg Z ARG A% G L2 & E DA FT A
FZEVT 0 FEE (%CV) 1E, 64% (17%) Th o7z,

REDEE :

R A (e a1 U —A& (800~1,000 7 11V —, BEORT 1 U —EGHEDK 50%H N5
Hk) BERRICSLVEAD L 200mg Z HEHREG L2 2 A, ~ILEARADILD Cuu DZERERER G &
PR U C 22 /5288 L, AUC I ZZEERe e 5 & bEB U C 2 IS M L 72, Tonax PRI 0.5 FERT 2
FEL 7=,

gariil

R LB R D)L & IR LT & & DR RE O ST FIMEIL 184 L Th o7z ({0
CV%IE 67.7%) . INVitro FEARTIE, b MIJET /LT I v & DOFEASRIT999% TH Y | a) FEMlE & o
NI E DOFEAHRIT 98.6% TH o 77,

L
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R
~ULE AUV invitro TIEEIZ CYP3A4 IZ & » TRETE 4L, CYP2D6. CYP2C8. K (X UGTIA9 (12
LoTREENS Z Liddbaun,

e

TR N L7~ VB A D VA HER OG- L & 2 A, BUNRED 85% M #EHIZ (R
ZALR E LT 30%) [FUX &40, S%ATED IR AFUCEIN S 7z, ~LE A D VO RN 2 E
(%CV) 1X19.0 ] (39%) Thot-o ~ILEFRAILDY VT 5 ZAFEHE (%CV) 1. 9.83L/Ah
(46%) TdH-o7=,

FrE LMK VYRR

18 GVHD O N B O RHEM MBI REMRITICIES< &, (KE (38.6kg~143 kg) IT~ULEA VL
DOFEDENREIFERINCE RO & 5 B E KT S 720,

o N NRBEENGIC LT XA D VEYENREORERIIIT o TV R0,

o EERE . RHEMEYEIREMNT CTIX. il (18~T771) 2LV, ~LT RV LY EIREIC
FEIRIICER O & 5 213 O Lo 7o,
. ﬁ% THE MR B REAAAT Tl PERNC L0 ~ULE R DL O IRY B RE IZ IR BIICH B 7R 2
EEH) Hed) %niﬁi))/) 71:_0
o BHSEERZE  ~ULER VL OMEYEIREIL, E (eGFR 2% 60 mL/min/1.72m? BL_E T 90
mmmmnﬁ%ﬁ)ﬂ%¢szmmwwmmmMﬁmuLTmmmmMﬁﬁ%
ﬁ)®mw%ﬁ WZE DB EZ T e TIEND, BEEOBEERENLERAD L
DIRBENHEI KT B OV TORBRIII ThNL TR0,
11RE, ZEM, KUBEE

B
=R (15°C~30°C) TIHRET 5,
1B EE

M ZRET D 72 DICTED RN TOARET D, FERIIERF v v 72 LoV i 5 2 L, H
WA BERE L 7N 2 &,

Z Dt

AFN R O N TOERGITNEOFROH D@L ZAHITRET D,
REER OFERNL, FEOBLEIHE > THFET D,

12 BB\ OB 2 SRR F A

Hl M B 2 Rl e BRI 722 0,

Lt 175
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PACTN N | S %)

13 EE i F#
JRZE

EXA B — W4 YL A DL A VIR

CAS Bt %5 ¢ 2109704-99-4 (A I /LEEHE) . 911417-87-3 (SR )

b4 2-{3-[4-(1H-indazol-5-ylamino)quinazolin-2-yl|phenoxy} -N-(propan-2-yl) acetamide-

methane sulfonate (1:1)

S OV 1B 0 CogHaNgO2CH3SOsH (M) . 548.62 g/mol

R (A VIR -
H
L5
N
HN 4" CHySOH
Ot o]
MGOVHJ\

WE RIS -

YL AV A VIVERIEIT A OFERMEEIR TH D, T I NIiEME 2R, LZE LR
N 1OHBILTWDER, ZIITE BTV,

CAFNANEF TR (DMSO) IZRREITRT K, PAFAKRNLLT I K (DMF) KA X ) —
JZEREITIZ< <, pH 2.0 D PBS FREHHICHRD TIRITIZK K, K, 7 h=RFVU L, bz R
TN, vraaAZr (DCM), T Ry, A Fa AT a— p~T X WWNT pH
2.0, 4.5 KT 6.8 D PBS FEFERIZIZ & A ETRIT 720,

1 255°C~275°C

pH : 3.075 (1% w/v i +)

pKa : 1.57 % t5.33

it 7
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14 FEER A BR

14.1 8 E B R AR 3R
WRVE 1
x 6 : 1B GVHD & xt% & L7-ERIREBR O BE A DR ERREDOER
RRE S HBRT A v A&, 58 | 8% | FHFEm el
B, RO (N) (%)
B 54 (&)
KD025-208 1~3 74 D25 | 200 mg QD X 54 | AP B
(NCT02841995) | EFED & 5@ 200 mg BID X% 5 : 51.5 344 (63%)
GVHD %% x4 & | 400 mg QD D% (20~75) | 2k -
U7 gps | Rk 204 (37%)
. Zhsx LR
Ia TE%&% /ﬂ;ﬁﬁfﬁqjy%{ﬁ .
8.4 # HI[H]*
KD025-213 2~5 74 OAEF | 200 mg QD X 132 | 4F e BIE
(FE i) EIRED & 5% 200 mg BID D% fi : 55.5 754
(NCT03640481) | GVHD & Z x4 & | A& 5, (21~77) (56.8%)
L7k, IFE Ik
. Zhaax GRS 1 | B R 574 (43.2)
FHEBR 6.7 % A [*

* BEIZIE, 1B GVHD DR E KRR TARO b NHT- e & FBENLII /5 £ T, T HEME
JES DEIE L ITHFR TERWEFHENRRO 5L E T, 28 H A 7 L TR E LT,

KD025-213 BRI, 2~5 T A » OEFFERENH D | BINOIERFENSME/2MENE GVHD B OI5#
Z HHJ & L7z REZUROCK OIE/EZL, FEER, ZhisxtFRBR Th -7z, EH %, REZUROCK
200mg 1 A 1 [EF5E (N=66) XiX REZUROCK 200 mg 1 H 2 [A[# 58 (N=66) (ZHE/E% (%Y
(T 72, BEOBRAEREL, M/ MREDS 50 x 10°/L K. A RN 1.5 x 10%/L K. AST #
L <13 ALT A AL HEE BIR O 3E5#8, AV LU YR LR 1.5 (588, QTe (F) 7% 480 ms

#A. eGFR 73 30 mL/min/1.73m? Kjiii. XX FEV1 23 39%LL FCTdh - 7=, B 66 412 REZUROCK
200mg % 1 H 1[ERE DG Lz, 8% GVHD (233 5 CFpRE & offflidr & L7z, GVHD 7T
B Je OMEHETE R C d> 5 18P GVHD 285 & OO I, #BRE S R ERaT 2 ML E—EH &% k5
SNTWABRYFFRI L7, BB HICH 7272181 GVHD 25 B EZ G55 Z LITRTE L

77

EEAHME H 32825 (ORR) & L7z, ORR DEFEIE, ¥ 7/ 7D Dayl (C7D1) £ TORE
WAZhENE S ZER (PR) R OGERZES) (CR) OXHYE (184 GVHD Zxi4: & L7-iaK B o B
BT 5 2048ENH 2B RAEE T e =7 MOESL) 2wz LIERBEOEIS L L,

it 7
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# 7 : 181 GVHD BE DY A 7 )V 7D Day 1 £ TOLELRR (KD025-213 3ER)

REZUROCK
200mg 1 H 1[H]
(N=65)
2R%% (ORR) 49 (75%)
95%(FHEIX M ° (63%, 85%)
SERIERN 4 (6%)
RIS ) 45 (69%)

4 Clopper-Pearson £ % W THEE,

EEFEL) (CR) 1T, B 44 TERK STz, R E TOWR T IAEIE 8B (HEPH : 4~41 H[H)
Thole, BB GEERFEDZETe) 13, TNTORENES (B8, IR, B WilE, Dk b, &
B, EEHRE . TENHEE. BT TEmshi,

ZhHIE (DOR) 1%, C7D1 F£ TIZHRANZIEZDFERO LT D, FETE LE M GVHD (2% 5587
T2 EEOEE CE LTHEI L2, DOR HFIMEIX 200 mg 1 H 1 [AIFETIFBIEL 2o 72,
200mg 1 H 1 [E#EEREDOBED 62% (95% CI : 46, 74) Tix., WX 12 v H XV ENP -T2, &
WNZZZDRD LT D, kB ORR OFEALDEANCHER S D £ T, B GVHD IZx7 587
R REENRBEN D E T, IR LCECTERM LS WM P aEix, 3.7 A (95%CIL: 1.9,
83) Tholz, UNIENMAEDLILTND, WITNDDIEEHIBIT D= T A b DT,
FETE. T8N GVHD ISk 2872 £ 5 RE OB £ TA R L2280 iR rh i, 1.9 % A
(95%CI:1.2,29) Thotz, HHOEHETCOHM P RMEIL1.8 v H (95%CIL: 1.0, 1.9) ThH
ST, ARMEOBEGHALIK P E @GP X, 1355 A (0.6~21.9) Tholo,

ORR OFERIT, BFEREIC L DIEROED L S OBRBIMRITIZ L > TEMT DI, 4271070
Day | & TIZ Lee IESR R EY~ U —R2a 7 BN 73R4 > A KT L7 8B#F 1T 52% (95% CI : 40,
65) Thol-Z xR LT-,

15 A=
AN DORAED FRITEHRITLE 20,
16 FEERIR MR

— s

NVEADNRER G R E . Ty N TRE 26 B, A X TRE 39 M ER L2, 260887 >
FRERTIL, ~EARA UL E R S50, 125, KON 275 mg/kg/day TR O $¢5 L 7=, NOAEL (% 125
mg/kg/day (b MEEHETH 2 200mg 1 H 1 [EF G D AUC D) 3~T %) Th o7z, 3 5 HIH
A XTI~ EADVE 35, 70, KT 125 mg/kg/day TR H G- Lz, B0 39 #HH A X3
BT, ~LVERADLE S, 20, KO 40 mgke/day THREAHG- Lz, 35 A RO A X3ABRO
NOAEL [, € Zi 35 KO 40 mg/kg/day TH Y | HLHAETO L MEEE (AUC O 14F) &

L
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FRETHD, 7 v FXUTA XIS TRO bARITERIZ, HEE (GD ot (Eit, &
DUME, RO/ SUTRHE 2B ANAY, RO . AFiEO=ME (TR, s o e ®
BN, KOWE D o/ RIE) . BiEOmME [IPRFEEFR (BUN) H0, JRME 02, B3R
WA, LR OMIEPE 2 > 7 8) | EW)VN%@%ﬁ(EEQEJH&UE%%@%ﬁT%O
7o METRED OGNLALIE, 5/ Hi¥%EE ’%@?é%ﬁi%@ﬁ¢&@%@%%@%ﬂ
T%D\_ﬂ%iTLﬁf%oto@Tmb%ﬂt MV, KRS B R ORISR © Z R
RIPEDREFIEVE 2 P O R ER R DR OERIK T, WOITHERICRBIT 2 2T R TH Y |

T DT R OTE RIS A E TH - 72,

& AE
AYLE A VLD N ASEMERER T I S AU TV R,

BinEtt

In vitro TOMIE 2 W= 18 IRE R (Ames iRER) 2B W TAULE RV VL RFMEZ R ST,
FLEMY) (CHO) HAZO invitro Yefa R BRI W T invivo ~ 7 A B H/MERBRICB VT
Yl (KB EF RN R E 2o T,

AR AT
WEREZ ~ b OETERERER T, ~ILERA VAR GO RGO LR S, ~LEARAUL
(50, 150, X% 275 mg/kg/day) % . HEZ » NMIIIAZEIAT 70 H M & AR iR o&S5- L, M
v MIIEABLAT 14 HE & 4E0R 7 H B £ CRROKE L7, 275 mg/kg/day BEDOMET »~ TR L
AT RIR, A RATR O IR O IRE R DN AEfFIE Db Tdh - 72, 275 mg/kg/day BEDOHET
N T, B ~OBERE (B rEHMEE T, Bl KON KOEHESRE ~DE
. KRELAORER LAEEORD, KEZEM) 25, AEBIRT & &I bz, 275
mg/kg/day I G-RF DIREE R (AUC) &, M ETH 5 200mg 1 A 1 [ GRFO B OIRE &
(AUC) DK 8~9{ETdHh -7,

~ULEADL (15, 50, X% 150 mg/kg/day) &5 UT7oGEARMED » b &2 TR - R I8 A a R

T, SREEEIICALE R UL % 150 mg/kg/day THG- L7c & 2 A, IRIMEKEN A L [HEEH
E&5$%@%$E(Mm)@ﬂ4F]“VVEKHDGOI% X% 225 mg/kg/day) %G L
TR D 2 VIR - JRIREBR Tk, IR - JRIEAE T2 e MIRER & X D KW RHAIRE & (B &

AUC D 0.4 %) T wgn BATEDNVERDVOHERAER 5RO v MEEE & RO R
KIRFERE (B F AUC DK 117) TRD LI,

Rkt
S FEEE

In vitro TYULE A U113 290~370 nm O JEWUN AR L, invitro 3T3 == — F 7 /L L v REUY AL
BR CHFMEGIED AIREME D R STz, B &2 W T E R BRI T 5206 L CuZeuy,

Lt 7 P
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BE T ERLER
3§ "REZUROCK™ % B2 OB NIRRT 2D ATELFieZ &,
~JUE R VEE

REZUROCK DA % Bt % Bl & N REZUROCK Z i Fe 4 A 7= NS, AXLEZTEEERLS Gt 2
Lo RN EIENTHD ., AANCHONWTTRTEZREFHEL TWD DT TIEARY, HRTEOFFIRSe
TBRICOWTH Y OEREHEFAFICHA L, REZUROCK ICH L TH-RIEERNH 2008 9 hahd
Z &,

REZUROCK D ifiE

REZUROCK %, (25 1F 7= 2 FsELL L ORISR 2o T 12 LA E OB ERAE i £i5
(GVHD) BHEDIHRIZHWS,

REZUROCK Dff) %

*  REZUROCK (%, RIECHVHEIEICR 5T RN OFRFED ¥ X7 EE2ET D, Ziud, &
JESLCIEWR D X 9 7284 GVHD DJEIR Z 8853 5 DI ST,

REZUROCK D5y

o B  ~ULTERATL (UL RADL R U UEENE)

o JEEERNARSY  WEEEAKS AR, JaAINAT—AF RNUTA BT Aa—RA ATT
VUt~ 2o, fEmero—2x R)zF Lo Va—n RYE= LT )La—
L. BT CEEbF & v RO S R ke

REZUROCK DF|F%
FEA : ~ILTE AT (NULTE ATV A TIVERIE) 200 mg

LT DOBEREIXI REZUROCK ZiRFA LW &,
o ~ULE AV XIIARFI LB DOETNCT LILFX =0 5,
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AUSTRALIAN PRODUCT INFORMATION
RHOLISTIQ™ Tablets

V¥V This medicinal product is subject to additional monitoring in Australia. This will allow quick
identification of new safety information. Healthcare professionals are asked to report any suspected
adverse events at www.tga.gov.au/reporting-problems.

1 NAME OF THE MEDICINE

Belumosudil

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

RHOLISTIQ film-coated tablets contain 200 mg of belumosudil (equivalent to 242.5 mg
belumosudil mesilate).

For the full list of excipients, see Section 6.1 List of excipients.

3 PHARMACEUTICAL FORM

RHOLISTIQ 200 mg film-coated tablets are supplied as pale, yellow oblong tablets, debossed
with "KDM" on one side and "200" on the other side.

4 CLINICAL PARTICULARS
4.1 THERAPEUTIC INDICATIONS

RHOLISTIQ is indicated for the treatment of patients with chronic graft-versus-host disease
(chronic GVHD) aged 12 years and older who have an inadequate response to corticosteroids.

4.2 DOSE AND METHOD OF ADMINISTRATION

The recommended dose of RHOLISTIQ is 200 mg given orally once daily.

Swallow RHOLISTIQ tablets whole. Do not cut, crush, or chew tablets.

Advise patients to take RHOLISTIQ at approximately the same time each day with a meal.

If the patient misses a dose of RHOLISTIQ, instruct the patient not to take extra doses to make
up the missed dose.

Monitor total bilirubin, aspartate aminotransferase (AST), and alanine aminotransferase (ALT)
at least monthly.

Dose Modifications for Adverse Reactions

The recommended RHOLISTIQ dosage modifications for adverse reactions are provided in
Table 1.



Table 1: Recommended Dosage Modifications for RHOLISTIQ for Adverse Reactions

Adverse Reaction Severity RHOLISTIQ Dosage Modifications

Hepatotoxicity Grade 3 ALT or AST (5x to | Hold RHOLISTIQ until recovery of

[see Section 4.8 |20x ULN) or Grade 2 | bilirubin, AST and ALT to Grade 0-1, then

Adverse Effects] bilirubin (1.5x to 3x ULN) resume RHOLISTIQ at the recommended
dose.

Grade 4 ALT or AST (more | Discontinue RHOLISTIQ permanently.
than 20x ULN) or Grade >3
bilirubin (more than 3x ULN)

Other adverse | Grade 3 Hold RHOLISTIQ until recovery to Grade
reactions 0-1, then resume RHOLISTIQ at the
[see  Section 4.8 recommended dose level.

Adverse Effects] Grade 4 Discontinue RHOLISTIQ permanently.

Dose Modification Due to Drug Interactions

Strong CYP3A Inducers

Increase the dosage of RHOLISTIQ to 200 mg twice daily when coadministered with strong
CYP3A inducers [see Section 4.5 Interactions with other medicines and other forms of
interaction].

Proton Pump Inhibitors

Increase the dosage of RHOLISTIQ to 200 mg twice daily when coadministered with proton
pump inhibitors [see Section 4.5 Interactions with other medicines and other forms of
interactions].

Dose Modifications for Renal or Hepatic Impairment

Renal Impairment

Patients with Mild or Moderate Renal Impairment

No dose modification of RHOLISTIQ is required [see Section 5.2 Pharmacokinetic Properties
— Pharmacokinetics in Specific Populations].

Patients with Severe Renal Impairment

No data available for patients with severe renal impairment or for patients with end stage renal
disease on dialysis [see Section 5.2 Pharmacokinetic Properties — Pharmacokinetics in Specific
Populations]. Use with caution.

Hepatic Impairment

Patients with Mild or Moderate Hepatic Impairment
No dose modification of RHOLISTIQ is required.
Patients with Severe Hepatic Impairment

No data available for patients with severe hepatic impairment.



Method of Administration
RHOLISTIQ is dosed orally and should be administered with a meal.

Special patient populations

No dose modification is required for patients aged 65 years and older or for adolescent patients.

4.3 CONTRAINDICATIONS

Hypersensitivity to belumosudil or to any of the excipients listed in Section 6.1.

4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Embryofetal Toxicity

Based on findings in animals, RHOLISTIQ can cause embryofetal harm when administered to
a pregnant woman. Embryofetal lethality and fetal malformations were observed in pregnant
rats and rabbits administered belumosudil at doses yielding clinically relevant exposure levels
[see Section 4.6 Fertility, Pregnancy & Lactation]. If this drug is used during pregnancy or if
the patient becomes pregnant while taking this drug, the patient should be apprised of the
potential hazard to a fetus [see Section 4.6 Fertility, Pregnancy & Lactation].

Advise females of reproductive potential to use effective contraception during treatment with
RHOLISTIQ and for at least one week after the last dose of RHOLISTIQ. Advise males with
female partners of reproductive potential to use effective contraception during treatment with
RHOLISTIQ and for at least one week after the last dose of RHOLISTIQ [see Section 4.6
Fertility, Pregnancy & Lactation].

Photosensitivity

RHOLISTIQ absorbs UV light and shows affinity for melanin. RHOLISTIQ demonstrated
phototoxicity in an in vitro assay using Balb/c 3T3 mouse fibroblast cells. While phototoxicity
has not been observed in clinical studies, patients should be advised that skin reactions due to
phototoxicity could potentially occur with RHOLISTIQ.

Use in the Elderly

Of the 186 patients with chronic GVHD in clinical studies of RHOLISTIQ, 25.8% were 65
years and older. No overall differences in safety or effectiveness of RHOLISTIQ were
observed between these patients and younger patients.

Paediatric Use

Use of RHOLISTIQ in paediatric patients 12 years and older is supported by evidence from
studies in adults with additional population pharmacokinetic data demonstrating that age and
body weight had no clinically meaningful effect on the pharmacokinetics of drug substance,
that the exposure of drug substance is expected to be similar between adults and paediatric
patients age 12 years and older, and that the course of disease is sufficiently similar in adult
and paediatric patients to allow extrapolation of data in adults to these paediatric patients.

The safety and effectiveness of RHOLISTIQ in paediatric patients less than 12 years old have
not been established.



Effects on Laboratory Tests

No data available.

4.5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS

Effects of strong CYP3A Inducers on RHOLISTIOQ

Table 2 summarises drug interactions that affect the pharmacokinetics of belumosudil.

Table 2: Drug Interactions that affect RHOLISTIQ

Strong CYP3A4 Inducers

Clinical Impact The coadministration of strong CYP3A4 inducers with
RHOLISTIQ may decrease belumosudil exposure

Prevention or Management Increase the dosage of RHOLISTIQ to 200 mg twice a day when
coadministered with strong CYP3A inducers.

Effect of Proton Pump Inhibitors on RHOLISTIQ

Table 3 summarises drug interactions that affect the pharmacokinetics of belumosudil.

Table 3: Drug Interactions that affect RHOLISTIQ

Proton Pump Inhibitors

Clinical Impact The coadministration of proton pump inhibitors with RHOLISTIQ
may decrease belumosudil exposure

Prevention or Management Increase the dosage of RHOLISTIQ to 200 mg twice a day when
coadministered with proton pump inhibitors.

4.6  FERTILITY, PREGNANCY AND LACTATION
Effects on fertility
Based on findings from animal studies, RHOLISTIQ may impair male fertility.

In male rats, belumosudil impaired fertility at an oral dose of 275 mg/kg/day (yielding 8 times
the exposure in patients at the maximum recommended human dose of 200 mg/day, based on
plasma AUC). This was accompanied by decreased sperm count, reduced sperm motility and
increased abnormal sperm, and degenerative changes in the testes and epididymides. Similar
degenerative changes in the male reproductive tract were observed in dogs treated with
belumosudil at >35 mg/kg/day (yielding systemic exposure only marginally above that of
patients). Impairment of fertility in male rats was shown to be reversible.

Belumosudil had no effect on the incidence of pregnancy in female rats at oral doses up to 275
mg/kg/day (yielding 9 times the exposure in patients at the maximum recommended human
dose). However, embryolethality (as increased post-implantation loss with an associated
decrease in the number of viable embryos) was evident at this dose, occurring in conjunction
with maternotoxicity.



Females and Males of Reproductive Potential

RHOLISTIQ can cause embryofetal harm when administered to a pregnant woman [see Use in
Pregnancy].

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating treatment
with RHOLISTIQ.

Contraception
Females

Advise females of reproductive potential to use effective contraception during treatment with
RHOLISTIQ and for at least one week after the last dose of RHOLISTIQ. If this drug is used
during pregnancy or if the patient becomes pregnant while taking this drug, the patient should
be informed of the potential hazard to a fetus.

Males

Advise male patients with female partners of reproductive potential to use effective
contraception during treatment with RHOLISTIQ and for at least one week after the last dose
of RHOLISTIQ.

Use in Pregnancy — Pregnancy Category D

RHOLISTIQ can cause embryofetal harm based on findings from animal studies and its
mechanism of action. There are no available human data on RHOLISTIQ use in pregnant
women to inform a drug-associated risk of major birth defects and miscarriage.

If RHOLISTIQ is used during pregnancy or if the patient becomes pregnant while taking
RHOLISTIQ, the patient should be apprised of the potential hazard to the fetus.

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The
background risk of major birth defects and miscarriage for the indicated population is
unknown.

In pregnant rats, oral administration of belumosudil reduced fetal weight at >150 mg/kg/day
and resulted in embryolethality at 300 mg/kg/day (yielding 3—9 times the exposure in patients
at the maximum recommended human dose). Fetal malformations were observed at >50
mg/kg/day and included absence of anus and tail, whole body oedema, omphalocele and dome-
shaped head. In rabbits, abortions, increased post-implantation loss, decreased live litter size,
decreased fetal body weight, and fetal malformations at oral doses > 125 mg/kg/day
(approximately 0.4 times the human exposure at the recommended dose based on AUC) were
observed. Malformations observed in rabbits involved the tail (short), ribs (branched, fused or
misshapen), sternebrae (fused) and thoracic vertebral neural arches (fused, misaligned or

misshapen).
Use in lactation

No data are available regarding the presence of belumosudil or its metabolites in animal or
human milk or its effects on the breastfed child, or on milk production. Because of the potential



for serious adverse reactions in a breastfed child, advise women not to breastfeed during
treatment with RHOLISTIQ and for at least one week after the last dose.

4.7 EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

RHOLISTIQ has no influence on the ability to drive and use machines. The clinical status of
the patient should be considered when assessing the patient’s ability to perform tasks that
require judgment, motor, or cognitive skills.

4.8 ADVERSE EFFECTS (UNDESIRABLE EFFECTS)
The following clinically significant adverse events are discussed in more detail in other sections
of the Product Information.

e Embryofetal toxicity [see Section 4.4 Warnings and Precautions].

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

Chronic Graft versus Host Disease

In the chronic GVHD program, 186 patients were exposed to belumosudil with a median
duration of exposure of 9.9 months (range 0.4 — 44.7). There were 83 patients given the
proposed 200 mg/day dose and median duration of exposure for these patients was 9.2 months
(range 0.5 — 44.7), with 34 patients having received >12 months of treatment.

Fatal adverse reaction was reported in one patient with severe nausea, vomiting, diarrhea and
multi-organ failure.

Permanent discontinuation of RHOLISTIQ due to adverse events occurred in 18% of patients.
The adverse event which resulted in permanent discontinuation in RHOLISTIQ in >3% of
patients included nausea (4%). Adverse events leading to dose interruption occurred in 29% of
patients. The adverse events leading to dose interruption in >2% were infections (11%),
diarrhea (4%), and asthenia, dyspnea, hemorrhage, hypotension, liver function test abnormal,
nausea, pyrexia, edema, and renal failure (2% each).

The most common (>20%) adverse events, including laboratory abnormalities, were infections,
asthenia, nausea, diarrhea, cough, oedema, hemorrhage, abdominal pain, musculoskeletal pain,
headache, phosphate decreased, gamma glutamyl transferase increased, lymphocytes
decreased, and hypertension.

Table 4 summarises the nonlaboratory adverse events.



Table 4: Nonlaboratory Adverse Events in >210% Patients with Chronic GVHD Treated
with RHOLISTIQ

RHOLISTIQ

200 mg once daily

(N=83)

0 4 (°

Adverse Event All Grades (%) Grade 3-4 (%)
Infections and infestations
Infection (pathogen not specified)” 53 16
Viral infection® 19 4
Bacterial infection® 16 4

General disorders and administration site conditions

Asthenia’ 46 4
Oedema® 27 1
Pyrexia 18 1
Gastrointestinal

Nausea® 42 4
Diarrhea 35 5
Abdominal pain® 22 1
Dysphagia 16 0

Respiratory, thoracic and mediastinal

Dyspnea” 33 5
Cough' 30 0
Nasal congestion 12 0
Vascular

Hemorrhage! 23 5
Hypertension 21 7

Musculoskeletal and connective tissue

Musculoskeletal pain® 22 4
Muscle spasm 17 0
Arthralgia 15 2

Nervous system

Headache' 21 0

Metabolism and nutrition




RHOLISTIQ

200 mg once daily

(N=83)

) 4 (9

Adverse Event All Grades (%) Grade 3-4 (%)
Decreased appetite 17 1
Skin and subcutaneous
Rash™ 12 0
Pruritus” 11 0

2 infection with an unspecified pathogen includes acute sinusitis, device related infection, ear infection, folliculitis, gastroenteritis,
gastrointestinal infection, hordeolum, infectious colitis, lung infection, skin infection, tooth infection, urinary tract infection, wound
infection, upper respiratory tract infection, pneumonia, conjunctivitis, sinusitis, respiratory tract infection, bronchitis, sepsis, septic
shock.

b includes influenza, rhinovirus infection, gastroenteritis viral, viral upper respiratory tract infection, bronchitis viral, Epstein-Barr
viremia, Epstein-Barr virus infection, parainfluenzae virus infection, Varicella zoster virus infection, viral infection.

¢ includes cellulitis, Helicobacter infection, Staphylococcal bacteremia, catheter site cellulitis, Clostridium difficile colitis,
Escherichia urinary tract infection, gastroenteritis Escherichia coli, Pseudomonas infection, urinary tract infection bacterial.
41includes fatigue, asthenia, malaise.

¢ includes edema peripheral, generalized edema, face edema, localized edema, edema.

fincludes nausea, vomiting.

¢ includes abdominal pain, abdominal pain upper, abdominal pain lower.

" includes dyspnea, dyspnea exertional, apnea, orthopnea, sleep apnea syndrome.

Fincludes cough, productive cough.

I includes contusion, hematoma, epistaxis, increased tendency to bruise, conjunctival hemorrhage, hematochezia, mouth
hemorrhage, catheter site hemorrhage, hematuria, hemothorax, purpura.

kincludes pain in extremity, back pain, flank pain, limb discomfort, musculoskeletal chest pain, neck pain, musculoskeletal pain.
!'includes headache, migraine.

™includes rash, rash maculo-papular, rash erythematous, rash generalized, dermatitis exfoliative.

" includes pruritus, pruritus generalized.

Table 5 summarises the laboratory abnormalities in RHOLISTIQ.

Table S: Select Laboratory Abnormalities in Patients with Chronic GVHD Treated with
RHOLISTIQ

RHOLISTIQ
200 mg once daily
Grade 0-1 Grade 2-4 Grade 3-4
Baseline Max Post Max Post
Parameter N (%) (%)
Chemistry
Phosphate Decreased 76 28 7
Gamma Glutamyl Transferase | 47 21 11
Increased
Calcium Decreased 82 12 1




RHOLISTIQ

200 mg once daily

Grade 0-1 Grade 2-4 Grade 3-4

Baseline Max Post Max Post
Alkaline Phosphatase Increased 80 9 0
Potassium Increased 82 7 1
Alanine Aminotransferase Increased 83 7 2
Creatinine Increased 83 4 0
Hematology
Lymphocytes Decreased 62 29 13
Hemoglobin Decreased 79 11 1
Platelets Decreased 82 10 5
Neutrophil Count Decreased 83 8 4

Description of selected adverse reactions
Increased ALT or AST

Elevations of ALT and AST were reported in patients treated with RHOLISTIQ 200 mg once
daily in chronic GVHD trials. The majority were mild in severity (Grade 1) and resolved with
few drug discontinuations, drug interruptions or dose reductions.

Cytopenia

Cytopenia was reported in 14.5% of patients treated with RHOLISTIQ 200 mg once daily in
chronic GVHD trials, anemia and decreased hemoglobin being the largest group of cytopenias.
Most patients recovered and no drug interruptions, discontinuations or dose reductions were
required. Grade 3 cytopenias were often associated with relapse of the underlying malignancy.

Reporting suspected adverse effects

Reporting suspected adverse reactions after registration 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 at www.tga.gov.au/reporting-

problems.

4.9 OVERDOSE

There is no specific experience in the management of RHOLISTIQ overdose in patients. There
is no known antidote for overdoses with RHOLISTIQ. Single doses up to 1000 mg have been
given with acceptable tolerability in healthy volunteers. Appropriate supportive treatment
should be given.

For information on the management of overdose, contact the Poisons Information Centre on
13 11 26 (Australia).



5 PHARMACOLOGICAL PROPERTIES
5.1 PHARMACODYNAMIC PROPERTIES
Mechanism of action

Belumosudil is a potent and selective inhibitor of Rho-associated, coiled-coil containing
protein kinase-2 (ROCK?2). In chronic GVHD, naive T cells are skewed to a pro-inflammatory
T-cell phenotype, known as Th17, with aberrant activation of ROCK2 promoting the synthesis
of the pro-inflammatory cytokines interleukin-17 (IL-17) and IL-21. ROCK2 activation is also
recognised to promote pro-fibrotic processes and suppress regulatory T cells. In vitro,
belumosudil was shown to suppress IL-17 and IL-21 release from human peripheral blood
mononuclear cells and to shift the Th17/Treg balance of human T cells (mediated via
downregulation of STAT3 phosphorylation and upregulation of STAT5 phosphorylation,
respectively). Anti-fibrotic activity was evident for belumosudil in experiments with cultured
human lung fibroblasts. In vivo, belumosudil demonstrated efficacy in mice models of chronic
GVHD.

Clinical trials

Chronic Graft versus Host Disease

Study KD025-213 (NCT03640481) was a randomised, open-label, multicentre study of
RHOLISTIQ for treatment of patients with chronic GVHD who had received 2 to 5 prior lines
of systemic therapy and required additional treatment. Patients were randomised to receive
200 mg once daily (N=66) or 200 mg twice daily (N=66) of RHOLISTIQ. Patients were
excluded from the studies if platelets were < 50 x 10%/L; absolute neutrophil count < 1.5 x
10°/L; AST or ALT > 3 x ULN; total bilirubin > 1.5 x ULN; QTc(F) > 480 ms; eGFR < 30
mL/min/1.73 m?; or FEV1 < 39%. There were 66 patients treated with RHOLISTIQ 200 mg
taken orally once daily. Concomitant treatment with supportive care therapies for chronic
GVHD was permitted. Concomitant treatment with GVHD prophylaxis and standard care
systemic chronic GVHD therapies was permitted as long as the subject has been on a stable
dose for at least 2 weeks prior to study. Initiation of new systemic chronic GVHD therapy while
on study was not permitted.

Demographics and baseline characteristics are summarised in Table 6.

Table 6: Demographics and Baseline Characteristics of Patients with Chronic GVHD

RHOLISTIQ
200 mg once daily
(N=65)*
Age, Median, Years (minimum, maximum) 53 (21,77)
Age > 65 Years, n (%) 17 (26)
Males, n (%) 42 (65)
Race, n (%)
White 54 (83)
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RHOLISTIQ

200 mg once
(N=65)*

daily

Black

6(9)

Other or Not Reported

5(8)

Median (range) time (months) from Chronic GVHD Diagnosis

253 (1.9, 162.4)

> 4 Organs Involved, n (%)

31 (48)

Median (range) Number of Prior Lines of Therapy 3(2,6)
Number of Prior Lines of Therapy, n (%)

2 23 (35)

3 12 (19)

4 15 (23)

=5 15 (23)
Prior chronic GVHD treatment with ibrutinib, n (%) 21 (32)
Prior chronic GVHD treatment with ruxolitinib, n (%) 20 (31)
Refractory to Last Therapy, n (%) 43/55 (78)
Severe chronic GVHD, n (%) 46 (71)
Median (range) Global Severity Rating 72,9)
Median (range) Lee Symptom Scale Score at baseline 27 (7, 56)

Median (range) Corticosteroid dose at baseline (PE/kg)°

0.19 (0.03, 0.95)

2 Excludes 1 inevaluable patient from the total of 66 patients treated with RHOLISTIQ 200 mg taken orally once

daily
b Denominator excludes patients with unknown status
¢ Prednisone equivalents/kilogram

The efficacy of RHOLISTIQ was based on overall response rate (ORR) occurring by Cycle 7
Day 1 (C7D1) where overall response included complete response or partial response
according to the 2014 NIH Response Criteria. The ORR results are presented in Table 7. The

ORR was 75% (95% CI: 63, 85).

Table 7: Overall Response Rate Occurring by Cycle 7 Day 1 for Patients with Chronic

GVHD in Study KD025-213

RHOLISTIQ
200 mg once daily
(N =65)*

Overall Response Rate

49 (75%)
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95% Confidence Interval® (63%, 85%)

Complete Response 4 (6%)

Partial Response 45 (69%)

2Excludes 1 inevaluable patient from the total of 66 patients treated with RHOLISTIQ
200 mg taken orally once daily
"Estimated using Clopper-Pearson method

ORR results were supported by exploratory analyses of patient-reported symptom bother which
showed at least a 7-point decrease in the Lee Symptom Scale summary score through Cycle 7
Day 1 in 52% (95% CI: 40, 65) of patients.

The duration of response (DOR) was calculated from first response by C7D1 to death or new
systemic therapies for chronic GVHD. Median DOR was not reached in the 200 mg once daily
group. Durability of response was longer than 6 months in 79% (95% CI: 64, 88) and longer
than 12 months in 62% (95% CI: 46, 74) of patients in the 200 mg once daily group. The
median duration of response calculated from first response to first documentation of
deterioration from best ORR, initiation of new systemic therapy for chronic GVHD, or death
was 3.7 months (95% CI: 1.9, 8.3). The median duration of response, calculated from first
response to progression from nadir in any organ, death, or new systemic therapies for chronic
GVHD, was 1.9 months (95% CI: 1.2, 2.9). The Kaplan-Meier curve for DOR is in Figure 1.
The median time to first response was 1.8 months (95% CI: 1.0, 1.9). The median (range)
duration of follow-up for efficacy is 13.5 months (0.6, 21.9).

Figure 1: Kaplan-Meier Curve for Duration of Response in Study KD025-213

1.0 +--- 200 mg BID
0.9 -
0.8

0.7

0.6

+H++ -4+
0.5 -

0.4
0.3

0.2 4

Durability of Response Probability

0.1

0.0

0 2 4 6 8 10 12 14 16 18 20 22
Months

Humber at Risk
200 mg QD 49 43 40 36 33 28 19 11 6 2 1 0
200 mg BID 46 43 39 35 32 29 15 8 4 3 0 0
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5.2 PHARMACOKINETIC PROPERTIES

The following pharmacokinetic parameters are presented for chronic GVHD patients
administered belumosudil 200 mg once daily, unless otherwise specified. The mean (%
coefficient of variation, %CV) steady-state AUC and Cmax of belumosudil was 22700 (48%)
heng/mL and 2390 (44%) ng/mL, respectively. Belumosudil Cmax and AUC increased in an
approximately proportional manner over a dosage range of 200 and 400 mg (1 to 2 times once
daily recommended dosage). The accumulation ratio of belumosudil was 1.4.

Absorption

Median Tmax of belumosudil at steady state was 1.26 to 2.53 hours following administration of
200 mg once daily or twice daily in patients. The mean (%CV) bioavailability was 64% (17%)
following a single belumosudil dose in healthy subjects.

Effect of Food

Belumosudil Cmax and AUC increased 2.2 times and 2 times, respectively, following
administration of a single belumosudil dose with a high-fat and high-calorie meal (800 to 1,000
calories with approximately 50% of total caloric content of the meal from fat) compared to the
fasted state in healthy subjects. Median Tmax was delayed 0.5 hours.

Distribution

The geometric mean volume of distribution after a single dose of belumosudil in healthy
subjects was 184 L (geo CV% 67.7%).

Belumosudil binding to human serum albumin and human aui-acid glycoprotein was 99.9% and
98.6%, respectively, in vitro.

The mean (%CV) elimination half-life of belumosudil was 19 hours (39%), and clearance was
9.83 L/hours (46%) in patients.

Metabolism

Belumosudil is primarily metabolised by CYP3A4, and to a lesser extent by CYP2C8, CYP2D6
and UGT1A9, in vitro.

Excretion

Following a single oral dose of radiolabeled belumosudil, 85% of radioactivity was recovered
in faeces and less than 5% was recovered in urine.

Pharmacokinetics in Specific Populations

No clinically relevant differences in belumosudil pharmacokinetics were observed with regard
to age, race, sex, weight, or renal impairment (mild or moderate). Severe renal impairment has
not been studied.

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches
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Effects of Other Drugs on Belumosudil

Strong CYP3A Inhibitors: There was no clinically meaningful effect on belumosudil exposure
when coadministered with itraconazole (a strong CYP3A inhibitor) in healthy subjects.

Strong CYP3A Inducers: The coadministration of rifampin (a strong CYP3A4 inducer)
decreased belumosudil Cmax by 59% and AUC by 72%.

Moderate CYP3A Inducers: The coadministration of efavirenz is predicted to decrease
belumosudil Cmax by 32% and AUC by 35% in health subjects.

Proton Pump Inhibitors: The coadministration of rabeprazole decreased belumosudil Cmax by
87% and AUC by 80%, and omeprazole decreased belumosudil Cmax by 68% and AUC by 47%
in healthy subjects.

Effects of Belumosudil on Other Drugs

CYP3A Substrates: The coadministration of belumosudil is predicted to increase midazolam (a
sensitive CYP3A substrate) Cmax and AUC approximately 1.3- and 1.5-fold, respectively.

CYP2C9 Substrates: The coadministration of belumosudil is not expected to have clinically
meaningful effect on the exposure of CYP2C9 substrates (such as warfarin).

CYP2C8 Substrates: The coadministration of belumosudil is not expected to have clinically
meaningful effect on the exposure of CYP2CS substrates that are not an OATP1B1 substrate.

In Vitro Studies
Effects of Belumosudil on CYP and UGT enzymes

Belumosudil inhibits CYP2C8, CYP2C9, CYP2C19, CYP3A4, UGT1A1l and UGTIA9.
RHOLISTIQ may increase the concentrations of co-administered drugs that are substrates of
these enzymes.

Transporters

Belumosudil is a substrate of P-gp. Belumosudil inhibits BCRP, P-gp, OATP1B1, MATEI and
MATE2-K. RHOLISTIQ may increase the concentrations of co-administered drugs that are
substrates of these transporters.

5.3 PRECLINICAL SAFETY DATA
Genotoxicity

Belumosudil was not mutagenic in an in vitro bacterial mutagenicity (Ames) assay and was not
clastogenic in either an in vitro chromosome aberration assay human lymphocytes or an in vivo
rat bone marrow micronucleus assay.

Carcinogenicity

Carcinogenicity studies have not been conducted with belumosudil.
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6 PHARMACEUTICAL PARTICULARS
6.1 LIST OF EXCIPIENTS

Microcrystalline cellulose, hypromellose, croscarmellose sodium, colloidal anhydrous silica,
magnesium stearate and OPADRY II complete film coating system 85F32410 YELLOW.

6.2 INCOMPATIBILITIES
Nil.
6.3 SHELF LIFE

In Australia, information on the shelf life can be found on the public summary of the Australian
Register of Therapeutic Goods (ARTG). The expiry date can be found on the packaging.

6.4 SPECIAL PRECAUTIONS FOR STORAGE

Store below 25°C.

6.5 NATURE AND CONTENTS OF CONTAINER

200 mg film-coated tablets: 30 tablets in an HDPE bottle with a child-resistant closure and a
desiccant canister labelled ‘Do not eat’.

6.6 SPECIAL PRECAUTIONS FOR DISPOSAL

In Australia, any unused medicine or waste material should be disposed of in accordance with
local requirements.

6.7 PHYSICOCHEMICAL PROPERTIES

Belumosudil mesilate is a selective Rho-associated, coiled-coil containing protein kinase-2
(ROCK2) inhibitor. The chemical name is 2-{3-[4-(1H-indazol-5-ylamino)-2-
quinazolinyl]phenoxy}-N-(propan-2-yl) acetamide methanesulfonate (1:1). The molecular
formula is C27H28N6OsS and the molecular weight is 548.62 g/mol.

Chemical structure

H
N\
/@N
N CH3SO3H
SoUN.
N A,

CAS number

911417-87-3 (free base)
2109704-99-4 (mesilate salt)
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7 MEDICINE SCHEDULE (POISONS STANDARD)
Prescription Only Medicine (Schedule 4)

8 SPONSOR

Kadmon Oceania Pty Ltd
Level 13, 77 Castlereagh St
Sydney

NSW 2000

9 DATE OF FIRST APPROVAL

12 November 2021

10 DATE OF REVISION
Not Applicable
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R—2RFA(y | BEHBEKRE ESSEX S5 PN
NG A—H N (%) (%)
MRE[CFRRE
U v R 76 28 7
yINVEINRT AT =T —PH | 47 21 11
n
T B 82 12 1
TIVHVIRAT 72 —EBHE 80 9 0
VRN )l 82 7 1
TI=VT I N T UAT 2T — |83 7 2
BN
s VT F=r bR 83 4 0
11R7: &2 Y
U Bk 62 29 13
~E ST B U 79 11 1
IRAN e 82 10 5
A R EREOR D 83 8 4
R E DEITER ORI
ALT X /ZAST D111

12 GVHD 55 ©. RHOLISTIQ 200 mg 1 H 1 [l 5% 51 F 7= #8835 C ALT 2 OV AST
O ERAPNHRE SN, RPFEEENRE (FL—F 1) Tho, PR, &5
B, EEIFEALE TSI L HIE L,

11 BRI

18 GVHD 382 T, RHOLISTIQ 200 mg 1 F 1 [B1#% 5% %2 (F 7= HRE O 14.5% T BRI
DIED SN, MERKBAE DS MR ONE S v BB T o T, BED




Z IFXEHE L, &G, &gEPIE AIREIILEE ShRhole, Z7L—F 3
DIMERAEIL, FREDOEMEZ ORI LEHEL TWD Z NS T,

BIEH 3 g O 5 56 OE

EIES OBEEORWER ORWOREIIEETH D, ZIUTED, EFEHORT
Ay NSVRINRGUADE=Z Y T hfR L TITH 2 ENTE D, EREME
X, BIWERDR S 5356157 T www.tga.gov.au/reporting-problems |Z#E4 5 X
IRDHNTVD,

49 BEKRE

A1 RHOLISTIQ #iBEHKE L7238 O %LU HF RAY 22 #5R1T 72, RHOLISTIQ
DB EFR G T DIEFANIE S TR, FEFEIERE 2R K 1000 mg % H[]#%
H1LTE A, BEMITHFERECTH -, WY ERRIEEZITY,

BERGEOFHICETAERICOV TR, TEBFREZ—131126 (F—A T
7)) IZWEbESLZ L,

5 SR 2R R
51 FESFEORE
TEFI#

~ULE AV LT, Rho BlEiaA L FaAf vEgHE S asr A4 %+ —F 2 (ROCK2) O
SR NOBIRA R LERITH D, 1BM GVHD Tix, A —7 T I SIENE T M
FHM (Th17 & LTHIBID) 1250{E L. ROCK2 D B e iGMHEARIC L 0 JRREM:H A
KA THDHA L Z—u A% 17 (L-17) KOV IL-21 OERMEE SN D, £
ROCK2 DOIEMAVIE, FRMEAVAIREE 7 0 & 2 2R U, HIEHE T M 24k 2 2 &2
OB TWS, Invitro TiE, ~ULEZXI/LIEE MR EZMES O 1L-17 &
O IL-21 O ZIEI L, & b THALO Thl7/Treg /N7 > A% (ZE4 STAT3 U
RO T Ui, KON STATS U U Eefb o EJ5iliE 27 L C) 2L &85 Z L AVR
INic, HEe MRRHESME 2 O 2RER Tl ~ULE X DL OB HE LR ME D
S22 E 72572, Invivo Tix, ~ULE R VTENE GVHD O~ AE T L% LT
B AR LT,

B R BB

12 MR T R 3299

KD025-213 5Bk (NCT03640481) 1%, 2~5 T4 L DEFEIERENH Y . IBINOIEHE
NLBE 7B GVHD B Oi5# % A & L7= RHOLISTIQ O#E(EXA(L, JEEMH. £
ik AR CTH - 7=, BF %, RHOLISTIQ 200 mg 1 H 1 [HI#EERE (N=66) X
RHOLISTIQ 200 mg 1 H 2 Rl G-/E (N=66) ([ZHEAEAIZEID fHiT7-, BHE ORI LYE
(%, /RS 50 X 10%/L A, 4F FPERAERT A 1.5 X 10%/L AKii, AST # L < 1%
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ALT 2N ERVEME FRRODO 3F5H, R UL E U BNEUEE LR 158, QTc (F) 2%480

ms i, eGFR 7% 30 mL/min/1.73m? AJii, XIEL FEV1 23 39%LL F Ch o7, B 66 4

(Z RHOLISTIQ 200 mg % 1 H 1 [IfR 5 L7, 18 GVHD (237 5 X REE & O

JEHIEAT & L7z, GVHD OB R OEHEIRE Ch 5180 GVHD &5k 1E & O HIE,
PBRE S ERERAT 2 W E—EHEEZBRG SNTWARY R Lz, BRI Tz

B 7218 GVHD 25 FEEZ AT 5 Z LR E L,

612, NOFFHFHERR—RT A » ORHEOER) 27,

# 6 : 1B GVHD B3 D AN OFFHFHI R NRX—R T 1 » OFE

RHOLISTIQ
200 mg 1 A 1[H
(N=65) *

T E ) (/M FoRAE) 53 (21,77)

65 i LA EDBEE (%) 17 (26)
BrERER (%) 42 (65)
NFERIOBEE (%)

EPN 54 (83)

2A 6 (9)

Z DAt D NFE T A 72 L 5 (8)

18 GVHD 2Wr» b o Wi sl () (#iPH) 25.3 (1.9, 162.4)
T AR AR DR 4 (LA LD BEE (%) 31 (48)
RVAIE 7 A b e (fEpH) 3 (2,6)
AR T A 5% (%)
2 23 (35)
3 12 (19)
4 15 (23)
500k 15 (23)
A TNF =TI K218 GVHD IGRIED & 2 BEE (%) |21 (32)
NE Y Y F=TI2X DM GVHD REEDO H 5 BE K | 20 (31)
(%)
BT OIEF G Th - T2 BEE (%) 43/55 (78)
HEOEM GVHD BHE (%) 46 (71)
A B A T (REPR) 7 (2,9)
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RHOLISTIQ

200mg 1 H 1[H]
(N=65) *
NR—=R T A D Lee BN E AR = 7 Hdefi (FiFH) 27 (7,56)

NR—=RF7 A EOaLvFazxTaf NAE&FRME FFH) | 0.19 (0.03,0.95)
(PE/kg) ©

“RHOLISTIQ 200 mg 1 H 1 [Hf A& 522 T 1= BFEGFH66 4 D 5 B FHliARGEEE 1 4 %R,
SRS AR D B 133 B RS LT,
CTUR=YV UMY E/FE ST A

RHOLISTIQ DA% 1xH A 7 /L 7D Day 1 (C7D1) £ TOEREZHE (ORR) (ZHD
WTE D, 2014 4F NIH 2h R @ HEUEICHE > TR IT LB T B % 80
77 #7112, ORR DR %779, ORRIE 75% (95% CI : 63,85) Th o7,

7 : 18¥ GVHD BE DY A 7L 7D Day 1 £ TOREHR (KD025-213 RHER)

RHOLISTIQ
200mg 1 H 1[H]
(N =65) *
e 3hIR 49 (75%)
95%{5 HEL X 1] (63%, 85%)
TERIZR) 4 (6%)
IS AE ) 45 (69%)

“SRHOLISTIQ200mg 1 H 1 [EI#R 1 £ 5- %2 1) - BEAFH664 D 5 b, FHEARRERE 14 %2Fk<,
b Clopper-Pearson {% % VN THERE,

ORR OfERIT, BEREIZLDIEROED L S OEZEIMENTIZ L - TEMT S,
P A 77D Dayl £ TIZ Lee FERRES~ U —R2a 7B 78R A FLRKT L&
X 52% (95% CI : 40,65) THol-Z L&~ LT-,

Z2HIH (DOR) &, C7D1 £ TIZHAMIZEARO LN TG, FET XL E M
GVHD (2% 9 2 #i= /a2 H B0 E T©L LCEH L=, DOR FHEAHIE 200 mg 1
H1ERETITEREL 2o T2, T, 79% (95% CI : 64, 88) Tl 6 » H XV
F<. 62% (95% CI : 46, 74) TIL 12 # HEZ VW E»oTo, mONCENDFRD HiLT
25, BB ORR OEAL N RANCHER I D £ T, 18 GVHD IZX T 2 8 7= 72 & H
EDRRFBSNDE T, I TETER L LR HMFIEix, 3.7 » A (95%
Cl: 1.9, 83) ThHolz, MIEDRRODLNLTHDL, WITNDEaZ I 1T 5
— AT A B OWEIT, B, ITEM GVHD Ik 287~ e 2 F RIEOIE £ T
R UMM PR, 1.9 » H (95% CIL: 1.2,29) Th-o7-, DOR D

12



Kaplan-Meier fi#R % X 1 (2”3, HAIOZEZhE TCOMRPRIEIL 1.8 » A (95% CI :
1.0, 1.9) Tho7-, AMEOBHAEMM I &) X, 135 » A (0.6~21.9)
Th b,

1 : Z5hHAM D Kaplan-Meier Bt (KD025-213 35R)

1.0 4

———— 200 mg QD - 200 my BID

0.9 -
0.8 4
0.7 H

0.6 i
B R 20 St =

0.5 4

ZOER ORER

0.4

0.3 -

0.2 4

0.1 1

0.0

0 2 4 6 8 10 12 14 16 18 20 22

VA7 DdH2BEK
200 mg QD 49 43 40 36 33 28 19 11 6 2 1 1]
200 mg BID 46 13 39 35 32 29 15 & 4 3 0 1]

52  RyEhiektt

FRCHED 2R VIRY | DUFICRTSMBIRE ST A — 213, ~ULEZ UL 200 mg % |
A 1 EEL L7218 GVHD B2 OWTOHEDTH D, ~ILERDLOEFIRIEIZ
B % AUC KX Coas DFHINE [%ABFH (%CV) ) 1E, 221 22700 (48%)
heng/mL K OY 2390 (44%) ng/mL Toho72, ~ILEAT /LD Cuax O AUC 1Z, 200
RO 400 mg (HERERE 1 A 1HO 1~2 1% ORE&GHTIE, (SIEHFILTERL
oo NAVEAVAOEREL 14 Tho Tk,

L)

BEIZ200mg 2 1 H 1HEXE 1A 2EEEGLEEEDNVLEXADVOEFRIREIZE
T 5 Tmax THAEIL 1.26~2.53 BRI TH o 72, BEFEHRE IC~LE X D)L &2 HE[E 5

LIc DAL FTTRATZEVT 4 EHE (%CV) 1X64% (17%) ThoT,
B D

R E I~V AV EEE D 2 U —& (800~1,000 72l —, BFHEOK
Hu Y —EHROK) S0%HSHENTHK) HEREICHEREES L & &0V ER VLD
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Cmax X OV AUC 1%, ZZfERFR 5 & bl U CEF AL 22 (5 OV 2 N U7z Timax T
HAE I 0.5 BRI EAE L 7=,

sariil

B A I~V E A LA HEHRE LT- L X O BEO &M EHEIX184 LTH
>7= (BTCV%I167.7%) .

EMIIET VT L b oal Bt S R BE L OAYLE A ILOFEERIL, in
Vitro TZ L2740 99.9% M 1) 98.6% T - 7=,

AUV A D)V ORI EEE (%CV) 119 (39%) TH Y., BEITBITS
7 UT T A139.83 LK (46%) Toh -7,

%]

~ULE A VU invitro T3 EIZ CYP3A4 2 & - T EF & 4. CYP2CS. CYP2D6. K&
NUGTIA9 (IZ L o> TREH S LD Z &3 7y,

Bt

TR AR U7 L AV VA HEROKEG L 2 A, BIEEED 85% 03 # iz
U E 4. 5%AT 3 PR I B & Tz,

e DEMITRIT 5 EKpdEhRE

~YVERADVOIEYENREIL, FlEn, ANFE, PER. KRE, R OVEERE (%FX
RAERE) (ZBA LT, ERIRAUICRIE & 72 D 2 mw%m&ﬁotoéﬁ®mw
WERER 21T o TV U,

I FH B AE R

BRI R OV T o 2 T g —D N T 72— F

MBI ILT R T J | F T2

BR 1178 CYP3A [HEHA « MRS A N7 2>y —v (587172 CYP3A [HEA]) &
PG LT- & &, ~ULERVNVIRREICHEKRBICERD H 5 581358000 S s

>7,

SR S172 CYP3AGEER| . )V 77 vy (387772 CYP3A4FHER]) LOFHKE L-&
ZA, PULTEATILD Coax D 59%IEK T L, AUC 28 2%1K T L7=,

L EE D CYP3A FHEH|  fEEHBRE Ico 7 7 LY B ST B L. ~LE R
TID Coax M 2% T L, AUCIA35%IE FT A2 ENTHIENS,

7a bR TRLER]  BERREIC TR T T — L R E L A, UL
FAUIND Crax D 8T%IE T L. AUCH 80% L 7=y A AT T —)LEDOFEH TIlz~L
FATILD Crax DS 68%1K T L. AUC 23 47%1K T L 7=,

4
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NULTE R LSBT J |F

CYP3A JH : ~LERADNLLEDOUAKRGICEY, 34 T4 (EEED CYP3A &
H) D Coax KT AUC 3ENZHIK) L3R LS FEIC EFT 5 2 ERTRISND,

CYP2C9 HE : ~JLERA VL EDOFEHEEIZL Y, CYP2C9 HE (HlziXuirr7 1
V) DOBREBRE~DRIKIIZCEWRD H 5 BIXFHER IR,

CYP2C8 #/E : ~ LA EOPHFHFEEIZ LY . OATPIB1 & TlI72vy CYP2CS
HEOBRBRE~DRIKIICEWRDO H 5 EBIXFHER IR,

In vitro Z4%
L A VIV CYP MO UGT SR IZ KT %

NV E A VL, CYP2C8. CYP2C9. CYP2C19. CYP3A4., UGTIAl., K O
UGT1A9 ZBH#Ed %, RHOLISTIQ (%, T b DR DILE Th 2 HA| & &G
HE, INHOEROREE L FH-IEHAEEMEND D,

NI AR—KZ—

SRJVEA VUL P-gp ODIETH D, ~ILEAT VL, BCRP, P-gp, OATPIBI,
MATEL, K& OXMATE2-K #1539 %, RHOLISTIQ (. ZN 6 DEEIAEDIEE TH D
HEHNEEABEGTDE. ZNOOEFORELY LA IFDHEENDH D,

53 FERRESMT—4

R

Invitro TORIEE % F\ N 7= H IR 25 BaER  (Ames 38ER) 12350\ TAULE R 0L 328 B
PEARE T, B R Y S SERE A in vitro SRR EFRIZBV T H invivo 7 v b
B MEABIC S\ T b Rk REFHIENE LR S o 7,

e A

AYLE A DIV D D SRR TS ST,
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6 IEA Ktk
6.1 Wy —%&

fEmtlro—2, v Auo—A, ZaAHA)Aa—AF N A BEHEKAS A
e, A7 7V Ulig~ 7% A, KTONOPADRY II 85F32410 A =12 —,

62 BAEER
7L,

6.3 fERAHIR

F—A T VT TR, EAMRICET 2 ERITA—AZ N T U 7 BEIERE AR
(Australian Register of Therapeutic Goods : ARTG) DOARMMEICFEH N TWD, A
NIRRT A ICRE#E S LTV D

64 A% LoRrEEE
25°C L F TR E T 5,
6.5 FHEEAUONEY

200mg 7 ANV TA—T 4 UTEE  Fr AN LY RAL A%y v T fFE O HDPE AR
MUZ, BEAI 30 SEL TN TEROAER A LRld SN HzRAIF ¥ =2 F =D A5
Tb\éo

6.6 FEETHEOEER

F—=A ST U7 Tl REMOEEGSUIFEED L, SHI O B0 > TRIET
2o

6.7 WEMLFERIHE

AYLE A DV A VIR, BINAY72 Rho B A L Raf LG 7T A %)
— 2 (ROCK2) [HEH TH 5., b F 41X 2-{3-[4-(1H-indazol-5-ylamino)-2-
quinazolinyl]phenoxy}-N-(propan-2-yl) acetamide methanesulfonate (1:1) Tdh %5, 4=\
IZ C27H2sN6OsS, 47 1-H#l3 548.62 g/mol TH 5,

LB E

CH5SOsH

@Ago¢ A
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CAS B &F& =

911417-87-3 (lEHfEHE 5E)

2109704-99-4 (X > /L fRth)

7 EIL A a—)L (L)
UG IEIE (R = —)1 4)

8 BEARTEES

Kadmon Oceania Pty Ltd
Level 13, 77 Castlereagh St
Sydney

NSW 2000

9 #EI & B
2021411 H 12 H

10 GETH
% L7,

EREADEKR

BELEE | HFBR0EN

AL | HTHSCE
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RILERDIL 1.7 RERMDS—E Page 1

1.7 AR R —ER

FIFEFRIZh O H A 1.7-1 IZRT,

FIREDZNRE « W AFTHEANE L TAFT YV F =T VERR, A 7V F =7 AL ORIRER %
AT DA E LTYURRDNVERREE K M N7 7 A P NI KT % 38R LT,



RILERD)L

1.7 BERYR—E

x 1.7-1 RERMA—ER

ARk D%hRE -

IR A9 % HAl

FULOIEEM 2 A3 5 Al

k544 LA\ w7 §E 200 mg T H EHE 5mg A LT NETH TRV 77F T v 7 KRR = UL R R 30 mg
T ¥ W EHE 10 mg 140 mg 0.4 %
— R AL R AULE AV A VIR NV VF=T Y VR ATV TF =T U ISADNRIREKTI | 7 7 A2 VAR R )
EaR Meiji Seika 7 7 Vv ERARAL| ) SVT 4 AT 7=~k [T T y —HSRHE |\ BURIERSUA AL JEALRR 7 7 —~ R AL
Kzt
PILEREYES & i EHIR RS 1R OARNVERSAE | O BlHRHEE OMBPEY > MR Mg U U (IROBEET, odfkpaf | < & 15T H i e oo i
g (A7 uA FAIO |OBEMLMAE BEFIRREA| > SR v e Ete)  NAREENIRA 10 3T B #fER L O it
BRETHRATDRGE)  PIRATSOIREY 2 (O~ n a7 ) > |fIATER20EE SN |INE MR o s
BEITIRD) MAE R VY > SR D (B, IRIEE
O ik O |/ &
REF 8 T (AT mA RO~ > MVIiaY >3
OB G THRA 5370 |OdE migia itk O
e BRERAHE B/ (AT uA R
A DG TR0
&)
WA SCEOERL - — 2023 4% 8 T 2023 4 8 T 2023 4 6 A ST 2023 £ 7 A SGET

SETF S




HATOERTHZ 2D, BHOPIEZSHI S L

% % 20234E8 A ERET (M52hi. AhReZ . MR OHEZLH)
*20214E1 HEZT (BB

Bl 1 iR R AT

FRHAM - 34

YXZ2x%F+—t (JAK) FHEHA
WEVYF=J L EgiEE 5mg 10mg

EE;TiZth§EE;mg

\

* k| BAREBRDEES
874291, 873999

ASES | 22600AMX00759000 | 22900AMX00507000
BR7cRE A 20144791 20174E5)]

Eitit’tf%i1tjms

JAKAVI® Tablets

RIS, W7
(GEH - BRSO EI L ) BT 52 L)

> NOVARTIS

1.
% 1.1 FEIOEE(L, BEFICTIWETZI2EERHRICH
WT. EMBEMEEORE IS EMB MBI L
THaLmsd - BERZFOEMDD & T, FFDH®ED
WY EHEENBEFICOVTOAITHICE, £/ &
ERIBICKILS. BEEZORKICHEDERVBIRME
E+HCHBEL. BEEBTHrOBREEBTA L,
1.2 XEOHE(CKY) . HER. RIMESEOEE &R BREAE
PRIEBL, FCICESHEFIFPHRESAhTVEZED
5. T9EBEEITO B ERPEODRIEISEET S &,

[8.2. 9.1.1-9.1.3, 11.1.2588]

i

=3
[=]

2. BE (kOBEICEIBELEVI L)
2.1 KEOEANR USBUE OB RO H 5 B E
2.2 IR SOIIFRE L TV AR ED B B ik [9.52 ]

3. HERK - 1R
3.1 fHEE

W7E% ¥ v 71 ¥$t5mg ¥ v /1 ¥5E10mg

1RV ) F=7) YiEgE|LSER vV ) F =7 VR
ARG - AR H6.60mg OvE VY F =7 H13.2mg OV FV ) F =7
L L Chmg) & L T10mg)

FWE, bvuo—2, FrT ) a = vigEF M)A,
RImFH) vrRoFsTuvibra—A, KU Ny, KT A,
ATT) VR T AT T A

3.2 BE DMK
W7E% 2y 7 ¥4E5mg
-7 | AftoFiE

‘ ¥ % E$E10mg

Wpla—F  |INVR L5 NVR L10
ik R @%9[§::dﬂb L0 )
B (mm) |7.5 9.3
[F% (mm) |3.6 4.5
He (g) 0.16 0.32
4. #hEEX(I%hR
OB BEIEHEAE
OEMZME EXFEAESDRERTIIEITELY LIHEICR
3)
* x OEMBMEEEZEOBERNEER (X704 FEOKRS
THREAT+2EHE)
5. ®BEX IR ICBIET %FE
(BBEIEHEE)

5.1 BHD) A7 58, BIEOKE SEI2onWT, [17. 5K
W OHOWNFEBI L. KEOF R et 15
f L7z BT SIS EEOEREITH 2 L,

5.2 JREHIR I 24T, B REREE & I S LB
FHTLZ &,

(EM % ME)

5.3 B FOF I NN FIZXABYREREZT>TH 0%
BEFRO SN WIS, LEe FaFv AN FIicks
GEDAE Y & SN DGEIARB O G2 EEBT 52 &,

REFHEE

5.4 BRBERICHAANS NZBEORHOKE SEIZON
T N7 BRG] 0HOWNEZHA L. KFOFRhMER
wele o L7z LT, SInEEOREREZITH) 2 L,

(BB EEOBERNEER

* %55 FEAREER I A AN S N7z BE ORI kG 1% O B
FIZonT, [17. BREH] OHOWNEZHA L. KA D
HRhE R et a4 28R L 72 T, s A E o ®#INE
792k,

6. AERUVA=E

(B REIRMEE)

WE . BEAIEARK R TH2M, 12042 B2 180355
5o MEWE., V¥V Y F=7L L TlHE5mg~25mgD i &
L. BEOREIC LY EEBHST 5,

(B % MmfE)

WE L. ARV E Y ) F =7 LC1E10mg % B R &
L. 1H2M0, 121845 % LR IR5§ 5, BEDIRREC
LD BEEBET HAY, 1A25mgl H2[ 2B 2 w2 &,

* * (SR EZOBERNBEER)

. AR L2 Eo/NRiciEveEy ) F= e LTl
[10mg#% 1 H2ME ., 12B# 4% B2 12545, BED
KRB LY BHMET %,

7. AERVHEICEET 335

(BREIRME. BEM%MmiE)

7.1 fOPTEERESEH & OFHHIC OV T, AR O et
TS LTy,

7.2 TORBDEED ST, MERE A S B R R & R &
AEE1%. 1RO = %5mgd 228K L Lo MEE H1F T
WRTLIENTE D, 2L, AR OMEES %, 4EH
FEEL 2wl L,

(B BEARHEAE)

7.3 KA OEGHIGIZH 725 Tld, MM RS X RkFEr S
ZICBHIBMEEZRET L 2 L,

IR G &
2077 /mm?’# 118120mgl H 2[a]
105 /mm®LL 2075 /mme LT 118]15mgl H 21

) /IS T /mm? R E1075 /mmP A 0 B 12k 5 BG B o
HUIE SN TV B 720, [17. IR ] OHONET B L . K
FI DA Ot % T oI L 7: LT, KRlokG o5 %
EE IG5 2 Lo M/MESTT/mmPLl F1077 /mm’ Al o 5%
PG TR L IS A 85 A, LASmgl H2M 2 5 3% 5% Bltad % &
LT, BgET5ITY, AEHRROBIU T ERT L2 L,
I NS 5 /mmP Al O B VA3 A5 130T 5 2 &,

7.4 RHNOFLG-F MM L72%E. TEREZSE IR
W IRHELEET LT L, BB VMU AIREE T O Kl
PURC A L7255 81213 ., 1l5mgl H 2020 & 5% FH T
b, 1272l BHOKEZ L VEEICHEL., AFFL0
B THERET A L,

1Al 72 ) o (1H2[[)

R 25mg ‘ 20mg ‘ 15mg ‘ 10mg ‘ 5mg
Tep/mm L | lomg | 10me | 10mg EHA L
gjg%r}rggji‘% 5mg 5mg 5mg 5Smg | ZHERL
577 /mm? A PR




7.5 RA OG- I P EREAT500/ mmPR i 1A L 2% A
WIRSET 5 2 &0 BB IFREREDMARSERT O B L 12 [H
BL7%A121F, 1nbmgl H2M A 5852 FHET& %, 72
L. BEOREZ L VEEICBZEL., AEFZROREHICT
GEETAIE,

(EM % MiE)

7.6 IM/MEEASS )T /mmP L E1077 /mmeAii o BE 12 BT 5 B
AHEOBHRIZE SN TV WO, [17. R 0EO
WNEZ BRI L. RKAIOFVER etz oL 72 -
Ty REOHEG-OW B2 BEICHE T 5 2 Lo M/MREST
/mmBLL F1077 /mm3Adii O B 1285 RE &OHIIT S 2 54
BHEPOHRGZRBTALE L LIS, BEER DTV, &
ERLORIUEET S 2 o M/IMEST /mm® Al
DEBE T 3513852 &,

7.7 REIOFG-HIZIM/MEH LI ANE 7T E VDA L 723
Ay TERESZZITHE LIRELZET L2 L BRI,
IAo#GEE L Thmgd 34, 2B, MM ONE S
0¥ AVRERT OB L E RS L 2238411, 1A5mgl H
2 P52 HHTE S, 72720, BEORELZ L) EE
B L, FERZOREIUTHERT LI L,

N 55 /mm®LL b, 1007 /mm®Aiif i
AR ik I
 [8g/dLULE. 12g/dLk RE
Al e o

7.8 RFN OG- G P EREL AT, 000/ mm> A 12 L 723
BIERET L2 L BB HHEREAMREE R O fE DL L
W L 7235E121E, 1Rbmgl H2[E A %52 T & %,
L, BEOREY LVEEICBZEL, FERFZLOREIC
THEET LI L,

(EmEBaEEOBERNEER

* 7.9 BIMERIC X D RHZRE, MET 2561, DToRiES
EETHI L, DTOREDIERMES LT, 1M10mglH
20 TG L TWAEE 13 1H5mel H2MH12, 1H5mgl H2[HT
5 LT ASAIZ1R5mgl H1RNZ)EES %o 1H5mgl H 1l
THG LT a5a1E, KFZKRETLZE, [9.1.4 Sl

N

1.573/mm* A E275 /mmP Ay | 1B P i 4 % o s A7 H DINIZ2T5/
mm®Pl I EE L 22 A . ERTO
HEA LTS Lv,

WEHTH %28 XT3 2 /mmLl I\
L e, 1B 2 Y %,

275 /mm Bl F=h B % CREL, Rk
B AR 70 5 LB B L T4 5% 7

1.577 /mm®Aifi

ERD
I ERE
500/mm>LL £750/mm? A 1B s %0 1,000/ mm8 1248 L
A, BEMOME*HHET 5,
500/ mm* A i 500/mm’%E Wz % F THRIEL ., REERT

DR 5 1B L TG % T
T 5o 1,000/mm I [ L7561
PRIERT OIS ZFHLTD Lvs

BEVIVE Y R BIAE BRI IWEZE S Rviha

3xULN#, 5X ULNELT 3XULNPATIC 42 £ T, IEES %,

5x ULN#, 10x ULNPLF 3XULNPAFIC 7 % F ThedfR 14 H AR
T %o I4HUAIZ3X ULNELFICHE L
7 iE, IRERTO =T CHG- % R
LThIve 14HZ#ECTH3XULNLL
FICEE L 2, REERT o AR
A H1BR A L TG 2 BT %,

SXULNBUF 127 % % TR L. (R
DR A5 | B Rk LTS % B
¥ %,

10 x ULN#

BEVIVE Y LA BRRE I AR AT 256

3x ULN# 3XULNBLF 2% 5 £ T, 1R %
AT % o
) PREERTIC BREF R X0 BLCIBPE A L C v 25513, Ik o
HEET D,

ULN : JEdEE B IR

% %710 WEHRIRDFRO SN AR AR OWHEE KRGS 5 2
Lo RAOEFIZ, AT0 4 FOfGHIERIC, 20T L
W12 Bl L. AVERIC X DB 2356 O 1B R RS
USRS §2 2 &0 b, AR OB IGERA T
L7aaid, RANOEHEOMY) 2B 2179 2 Lo

8. EEAEANEE

8.1 IMU/IMIGAE. Bl FhERIRAED S bbb Z L WD
% DT, RANOFG BT K O G-diE, IR s
(MERFEE. HIMERTmS) 2479 2 &o [11.1.15H]

8.2 REHNHIERAIC L 0. M. B, 7 A OV AULFHRIZ &
B IEGE R O AL I UL EAL T 5 2 L D5H B T4
T ANV, FEGENEEELT 2 BENDDH L O T, KA
BAZH > TR A VA, SO EOFELHERL .
RHENOPEG-BIRERTIZ ) 2 B O FERi % T 5 2 Lo RH
PGP 3 EYUE O FEH U E I+ EE T 5 2 k. [1.2,
9.1.1-9.1.3, 11.1.2%8]

8.3 WHRIEB DD LoD I LD DHDT, FHOFSHIEH
2 BEEISR L CrIEE O IR IO W TR L. 2
AR S N2 AL E R A2l L ) 2 LiE & 2T B
IofRETs k. [11.1.28H]

8.4 HIAH BN DI ENHEHDT, REFG-HILEMIIC
MRS % T 5 2 &0 [11.1.4818]

8.5 NTHEHEREE )5 5 b D Z L 05 HD T, KFIPe 5 Hi3sE
WIS 2 T 5 2 & [11.1.62]

9. BENEREFIHEFZICHT AR
A ABHE - BEREDH 28BS
9.1.1 HEROMELE (FEROBIEEDH 5 BE RV
Lo by LIERGERFIRED & 2 8E)
R AEILS e BENTH L. (1.2, 8.2, 11.1.25R]
9.1.2 REPGE (BRmfE. B, VAL ARELEE) 2460V
8%
IR ERIC L VIR B SR L BEZNMDH D, [1.2,
8.2, 11.1.2&MH1]
9.1.3 BRIFF R AL AF + U 7 DEEITHBsHFERMEH» D
HBcHifd%E U < [dHBsHFER D B
BEF4 4 V A DEIGHALIC X BT LB H S bR A BEN
Wdrbe [1.2¢ 8.2, 11.1.2%8]
*%9.1.4 BHERANBEERICES IRE@EVILE VEHFERE
LRDIELUL)ZFT 2 EE
XY HENCMERE A ME L, 52T LT L
Vo [7.9 B
9.2 BHgeEERE
WEAEETLHEE DI, BEOREL X ) HEIZHZEL .
HEFRFOFEBICHEET S 2 Lo GRS O iR
WLEATDL L OHENH L, [16.6. 18]
9.3 FrieeEEaE
WEEEETLHEE LI, BEOREL L) HEIZHZEL .,
HBEREZOFEBUCHDEET A2 Lo RELRO ML E A
LRSS E0HENDH D, [16.6.2517]
9.4 £JEREEH T 2E
TR HE 70 MV LTl ARHIP G- B O e 54T th—92
WX E) 2 R4 179 £ ) feiEs 5 2 & [9.568F]
9.5 ¥R
IR IR L T iRt o & 2 Iz i3k g L vz
Lo BIER (Fv M) 2BV, IE - BEEE GEIRKIT
o, BEEEOMD) PRO LN OHEDND 5,
[2.2, 9.4&H]
9.6 B3LB
BALRWZEDEE L, BIWER (v M) 12BWT,
ARHAN B ORFNOH W AFLAAIAAT L, BRI P o
13 TH o7z OHEND %,
9.7 /hR2
(BBEIRMAE. EM % MAE)
INBEE R R R E L ERRAERIZENE L T,
* x (EMEB MR HEEZ OB TEER)
128 R O/NBEEZ IR L L2 BRSERIL IR L T v,
9.8 EfnE
BEOREAY TSRl HERICKST 52 &, KRR
IZBWT, EiE (65mH) Tk, 65U FOEE & L

©



Ty MVIMEIRASE A GEOZEBIAHING 5 2 L3 &

nNTwb,
10. HE(ERA

ARHFNFE L L THREFHECYP3A4THH &1, CYP3A4IC
HARTHEGRIZNEWDCYP2COUZ L o TR EN B, T
72y in vitroDWE S RENIP-HEEE (P-gp) K OFLE
P& (BCRP) #BAET 2 WHEMEARIZEE N TV 5,

10.2 RAEE BHRISEET S &)

HliE AR oW EE
B¥rLebic, BED
REZEERICHZL. A
ERROFEII T EE
THIL,

Bk R R - WARES Wiy - felRET

SRS CYP3AARLEF] | A K o i i 2 AT LA 2 b o HH O i

ArZary—n |FLBZNNHDLOT, |J1%CYP3A4RHEN

) rFEn CYP3AAMEMER OV IHIZ L ) . AH D

77 Anv Ay 2 FGVHEAANORE 2 | R#VFHE SN D

[16.7.1ZH] EETHZ Lo LR EEROND,

SR 72 CYP3A4RHEH
ERHN E GEMBGS A Y

% B 5 3
TN aF = VE

CYP3A4Jt F"CYP2CY

AFI O i e EE AT A
BTN DH D,

Zh 5 0 %
D20 0 H B
# (CYP3A4K Y
CYP2C9) DFEME
MIZ& . KHlo
R#LrHEHESNS
LEZOLND,

CYP3A4[HEH)

AF) > I g Y B A

N (NN 3| M)

R =Ryl N S VA
(St. John's Wort (&
Yh e TVa=v Ay
— 1)) G
[16.7.3&0#]

CYP3A4FHENEH D 72>
TAEFGFEEHI~ D R %
EZETH L,

TYAuTA T TLBENDNDH LD T, |CYPSAAMHEREHIZ
P7uTuFY Yy |CYP3AAHER L ARFZ | X0 . AH O H
TEHFFE N PRS2, |(DPHES S L&
INFTEA BEOREZHEEICHE 261D,
VAFY U L. BFEFLOEHICT
[16.7.2%:1] SEETLIE,

CYP3A4F:E5| KA OIM P REEPETIS NS O A O
V77 Yy L ARH O H 1A 55| CYP3AATENEHIZ
A= N TLWEEMESRHLDOT, | L) KA OMH

PleE SN D EE
AHND,

1. BMER

ROBMERDRH LMD I b DHDT, Bl%EE 1551247
Vi EEDRRO SN E I3RS 2R IET B e S 2 L

EEIT) 2 &,
1.1 EXLEMEA
#11.1.1 SHH

M/ABERAE (35.1%) il (31.1%) B kA E
(9.2%) PUMEREAAE (0.9%) FEDVHSDONDZ EHDH D,

[8.1ZM]

11.1.2 BEAE (17.2%)
B, B, w7 AV AUTE I X 2 B2 &GYE GiriE
% (1.8%). REEEG: (2.5%), ##% (0.1%) %) R HMR
FEGeDTEH UNLEAL T 2 2 &0 0 I E > 72 ER 28
BENTV L, REFEG PR OEGHTHRIZEEORELY +
ICEET L2k, [1.2, 8.2, 8.3, 9.1.1-9.1.3%/8]

*%11.1.3 EITHZEMBERAE (PML) CGHEEAH)

RF G R ORGSR T RIEEFOREL o ICBg L., &
RRANBEE . RRECRER (PP RREL. DURCRREE) . SRR

15N

b

(LT

EEDRERD D S bNBE121E. MRUCZ X A BRSO
IR 2 T 5 & & b2, G2k L, EY R

BEAT) 2L,
11.1.4 Hin

Jid s M5 o SEE ML (0.1%)  (WIIIAEIR © BE9 . L -
FrFREEEE) |

M R

M

H M (1.3%) . AL i

(0.1%). St (1.4%). MR (0.8%) Fodbbihs
EWH Y FECICE o THEFD G SN T 2, [8.42:H]
11.1.5 EEMMERR FHEARY)

11.1.6 FFikaeEE

AST (3.5%). ALT (5.2%) o L5 % bk HFiaek s -°
HobNDIENHY . FEEICE - IEAHHE S Tw

%, [8.5ZH]

11.1.7 DF&2 (0.5%)
11.2 ZDOMOEHER

5% 1~5% A 1%
Jiti g Wit de P4 b ATTA
% ok IR - VARG, BKY
A A g
ML 05 > 753 | 1 I ER B0 _ _
i 2
RERN, S LA|E M) 7)) F
NS . B 71— VML MLRE AR
PR T OV AR S
fiE EERKIR
i - AR -
4% T [ _ T FENES F W KA = 2 —a X
e T i Fe | g
Lol - - i
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T 55 2 s _ SRR GE g2 00| T
I it 7 B U
T ol . TR, | TR R, CER
FEAL, R | R, LA
sk k| B M. Bl B, BMEEwE. )
N—¥ LH. 73
7—¥ L5
y-GTPHiJin. ALPH
T EL T 7 i - . ey v e~ -
#hn
B2 Je OVRZ T L _ 15 R®I5. BT
i
i 7 e _ A DU | EE . R L
* o BTARE Afi. PO |CPK LS
- ~ |mePmEE, mm .
® k| B OIR R E SLTF=y b5
N~ By I e N ”‘ﬂ:_:-lf‘ N ,ﬁi
et - e -
R R A A - - APTTIHEE

14. BREOIXE

14.1 EFHZMAEOEE
PTPOEDEFIIPTPY — s 25 L TIRMT A L9
1R85 25 28, PTPY— bORREKIZ L D . TCELA S E
HiBEAHIA L, HIZI3fLa2 B2 L CHBRAS0RE 2 &
BHER PR THZ DD Do

15. ZOMOZEE
#4151 ERERER ICE D <15

15.1.1 LIMERFZO) A7 WNT 26T 28 v ~FEE
xR E LIZJAKER N7 7 v F =7 7 = Y EREO s
FRRRBRORE R, EEFHIEE Th 5 FE L LIMERFR
(Major Adverse Cardiovascular Events : MACE) & UV
PERESE GERGMERER LR ) ORBEIZOVWT, TNF
THEHIREZ R 2 0N — NI (95%EHEXE) T2 hzh
1.33 (0.91, 1.94) JU°1.48 (1.04, 2.09) TH Y. 95%IE
FEX R EBRIZFORE L T 72dES~—Y 1.8 iz,
TNF FHEFIBERT 2 IS MEDMEE S e o 72 2 & Hidl
HENTWD, T, AFTH, ENHBHZOBEHEICE
W, LEREROBEEFEO LN TV 5,

15.2 FEERARERERICE D < 15#R

15.2.1 4 X2 W70 ME RO LB T 2R ETix, O
HIEEE N %t D MF AT AR S, T v b & 7004
REA Cld, BRI A 2SR 5Lz,

15.2.2 A X % H\ 7226 5 U523 [ A G- bR 12 BV T
R FLENE O FSHFRO BNz, Tz, AHF & DR FEBBRIE
HEPTRVL DD, KA #HICIERANER FH (FER
WafE. RV LRfE. AVr VKR % &) o BN R
(ZREEDA) OFEBPHRE SN TV S,

15.2.3 Y& T v b EHW-HERBRIZB T, F R EO#IH]
EEIBED SN, HET v FTORERE (AUC) X,
RIS LA TOAUCHL .56 (i EH
#). 13f% (597 THolz.




16. EMENEE

16.1 MepiEE

16.1.1 BAEKS
R Z 12V F Y ) F =710, 25, 50/ U100mg %k 22
BEHRICH R RS L7z e & SRR M &
e 510 5 (TmaxH JefE) TCmaxiZEL. 0,
2.5~3 4R O CTH L L7z Cmax X FAUCIZ G-
HICIZIFRBIL7ZY
) RAOKBINT-HERVCHE TOLHRKHEIX

50mgTdH %o

fRE e ERE 12V F v ) F =710, 25, 50/ O'100mg % Hi [nlfk %
G Lot 20EYHRE ST A=

EHR Cmax Tmax™ Tz AUCinf CL/F
< (mol/L) (h) (h)  |(h-nmol/L)| (L/h)
10mg | 621107 0.5 3.18+1.31 | 2,290+914 | 15.9+4.89
(n=8) (613) (0.25-1.5) (2.98) (2,160) (15.1)
25mg | 1,450£718 0.5 2.51£0.638 | 4,020£1,220 | 22.6+9.09
(n=8) (1,320) (0.25-1.5) (2.44) (3,830) (21.3)
50mg | 2,380%49 0.5 2.86=0.542 | 8,650£2,230 | 19.8+4.20
(n=8) (2,330) (0.25-1.5) (2.81) (8,430) (19.4)
100mg | 5,430+ 1,260 0.5 3.40+0.907 |22,600+7,780 | 15.9+4.94
(n=8) (5,300) (0.25-1.5) (3.28) (21,500) (15.2)
P RS GRATFIM) . 3) el (B ME- oK)
= #58 —— 10me
7,000 ———— 25 mg
eso0 | 50 mg
50004 -—— 100 mg
2 el
S
£ 4500
5 4,000
0 ]
!’ug 3,500
.E_ 3,000 =
2 2500 {
H 2001 EI \
1,000 EI%II §
] = e L
B (h)

TEREERE 12V ¥ ) F =710, 25, 50% O'100mg % Hifn]

R G- L7z & & o ig iR CPIgME + R =)
16.1.2 R1E#HRE

TEHEREERZ 2V % v ) F = 710 0°25mg % 7 H B 1 H 213

FAEREOHS L7- 8 SAUCO BRELIZZENENTL. 12K O

1.03TRELRBIIBDO SN 2720 |

TEFEBEERE 12V V1) 7 = 710 U25mg % 1 H 2[0 RAERE 135 L
7ol SOFEY LT X —F

B S Ag Cmax Tmax™® AUCo120 AUCHzlt
| #5 | (amol/L) (h) (h - nmol/L) | (7TH H/#IH)
g | 577708 0.375 1,920+ 678 ~
10mg (573) (0.25-1.0) | (1,830)
(n=8) Tng | 987187 0.5 2,180+949 | 1.12+0.117
(562) (0.25-1.0) (2,040) (1.11)
g | 1200357 0.5 3,600+ 838 ~
25mg (1,160) (0.25-1.5) (3,500)
(n=8) THE 1,290 +271 0.5 3,720+864 |1.03%0.0568
(1,260) | (0.25-0.5) | (3,620) (1.03)

SEHE + AR R GRATSESME) . ) o GR/ME-RoAME)

16.2 TRIR

16.2.1 BEOHE
WS (166]) ICAEKICLVF V) F=720mg% H
RO G Lz b &, Z2JEREIC N Tmax (0. 5K 22 &
1,75 ICHER L, Cmax(342%% T L 720 AUCIZ6.4%
T L7n 0 (B 2218 DI0%EHHIX 1130.80~1.25
DFEFHHNTH - 722

16.3 9%
LVE VY F =T or bR % OE T o IR G5
RiF, 3.2~4.8%TH-7:Y (in vitro),

16.4 X3
VEFVYFoTIEFEE L TCCYP3AATHRA# S, T2
CYP3A4IZ IR THGHIT/N SV ACYP2CI & > TH AL
WENDEEZONDY (n vitro) .

16.5 Bttt
RS (661) ICHCEREL 72V ¥ V) F =7 25mg%
BRI G U7z b SRR O RIEIERIL96% T IR &

OFEHIZZNZNT4% B O22% DS & AL7zo SR OFE
WAL & N7 ST RE LS 5 0 B KRR D E 4 13 1% R T
B o7z MEHREDT0% LI LA™ 514245 [ LI [ & du
729 (BHEAD 7= %),

16.6 FENEREHT 2EH

16.6.1 BHgeEERE
eEEERE (7L T7F=>2) 75 A (Cler) 80mL/
minitl) . BEEEERAEREERE (Cler 50~80mL/min) .
R R R (CLer 30~49mL/min) . EEEEHE
REREE B (CLer 30mL/minaAii) K OB & %1 T\»
5 AR E R 12V F ) F = 725mg & HARE
Bh Lok & REMROMAE PR ZAECTH > 72 (%
8Bl . SHFOEHMERBIWOAUC (BFD 1. RZE(LE
DAUCIZHE LT, BEERERE CT61%. BREE. PR O
W B TT9%., 117% K UN173%. $5-5i f O
B G RIENT 2 47 o 72 B T346% K U297%C . EHEHERE
EOFFEED LI L YT 2@ &R L7229 GHEA
DT —4), [9.28H]

16.6.2 AFiREREEEE
TR . BRI RRRE &% (Child-Pugh/h48 A).
FREEEEFREAERE E B (Child-Pugh% ¥ B) K OVEEF
FAERE % (Child-Pughs# C) Vv v ) F=7
25mg % B S Lz & & AUCIE. MBS I
NTEREE ., WSRO EEREERHETENTNLT%. 28%
T UN65%E 20 o 7245, 300 BE M TEFERE L AUCDH
M B 22 BIARIERRD S e o 72 (£ 886) . Cmax
TR RERE R LR RS TR e o 72 P
. fEEEWERE (2.8FR) 1SN TR ERE (&
BHERETL.1~5.00) CIELZY GHEADT—%),
[9.321]

16.7 Z4HEEER

16.7.1 #/ +aFJ—IU (BEHECYPIAJHER. EARFES

OFEOHF)
TR ERE (16%) 1247 F 3+ —b (200mg. 1HZ2[H4
Hi) KEHESE, V3V )F=710mga i L7z &
VE ) F =T REAEDOCmax L NAUCIEZ 1L -21133%
T UR91% I Ly iR 133, 7THERI A 5 6. OBFRTICEE L
78 WEADT—%), [10.25H]

16.7.2 T 2OV A > > (CYP3A4RHEH)

TR (1461) |12V 2u~ A ¥ > (500mg. 1H2[H
4HH) KEHEGE, VvEV Y F=710mg% M L7z &
&, VvExF V) F =T REERDOCmax L FAUCIEZILZE
89% S US27%HEIM L 7225, “PidiIc 213 2 Ao 728 (JREIA
DF—%). [10.22H]

16.7.3 U7 7> E> > (CYP3A4FEEHI)
fRe R ER (1260) 12 77 v EL ¥ (600mg. 1HI1M1L
HB) %S, V¥ v ) F=750mg% &% L7z
L& VF V) F 2T RENMAEDCmax K AUCIEE N2
N52% % OT1%MCT L 203 SEER A 5 1. 7HER 1248
ML 720 SHEHOWIERHWOAUC (G5 1ITk&E 2%k
E70 <L RBAURITRE 2 (A O R 1 70 g 82 = 12 20
PibicsimL 728 GHE A7 — %), [10.22]

16.7.4 WV ) F = 7O G %, B TR
Bl ot P-HEEH (P-gp) RUFLIEINMEENA
(BCRP) % [HE$ 2 W HEMAVRIE S N2Y (0 vitro) o

16.7.5 34V 5L (CYP3A4EH)

TR R R (2361) 2V F V) F=725mg (1H2E1H
M) #EHRSE. 359 AR HldAmgZ PR L7z &
ELVEVI)FTRIV T LAOFEYEIREICK X 2
BAERIZES -7 BHEADOT—45),

16.7.6 #EOEHTER
TR ERE (2461) 12V F V) F=725mg (1H2[E10H
M) % ARG, BITEE (5= LA N5 VS
—V30ugh S LR VA A N LIVIS0ugk & 4) EHERI L
& VEVIF2TEIFNVIA NI V-V



LRI VANV IVOSEYBEICHELY RIZTE Lho
720 (HHEAD T — %),

17. BRERRHE

171 BHMERURLMICEET 555

(B BERRHEAE)

17.1.1 EEHFESE IHEHER (A2202:58)
FRAAEE R e R & L IEERIE A B W
Ty N=A T4 Y OH/MIEN H:0 & FH %2 245 L
7oo RAORMBHEIEZ. NX—=A T 4 ¥ OM/MMIEA10
T ~200/mm’D ¥4 15mgl H2[, 2077 /mmiiB O34
20mgl H2[ & L7z,
aEt1206 (HARNEZHB % &) ICRADPRS S
7oo HREMAMEEREICBT 2 EHEO R ERY TH D
PEREIZBI L C. EZEFHGIEE Td % 248 |2 IR AT A
N—=2 T A »h535%PL L/ L 7 ERE OEE1231.7%
THho72P
BIERIZEBUHEL 1, AAIL5-1£T92.5% (111/120%1 (H
R30I % &) THorzo THREIEMIZ. &IM158.3%
(70/12080) . M/ IMRERA28.3% (34/1201) 1/ NR R
AE26.7% (32/12001) % TdHh -7z,

(201346 A7TH A v b4+ 7)

17.1.2 BHEMHERER (35157:5R)

FRAAEERE et R & L D E T AR AL LR R
ZBWT, XR=AF A Y OM/MUERIZHED & AH] % £ 1
%5 L7z RFOFBHEIX. X—ZAF 4 ¥ OIi/MIE
31075 ~2077 /mm* D54 15mgl H2M, 2075 /mm*i8 O 5
A20mgl H2M & L7z,
EEF309BI IV F v ) F = T #E (165561) LT 7 &R
(15440) \ZHEAEZS \IZEIA T Se. FEFHIEE CTh 524
R RS FE SN — AT A 2 7525 35%LL i/ L 72 9B
FHOEEGIINVF V) FZTHTLL.9%, 7 TR EETO.7%
THhY, 77 eRBLHBEL VIV ) FTHTHEIC
o 72 (Fisher D IEMEHEDP<0.0001)
FIVE S B E X RAFL S8 T76.1% (118/155%1) T
ol EREMERIL, AF G5 Tl /G A
34.2% (53/155%1) . #1M25.2% (39/15561) . ¥#5712.9%
(20/15561) &ETdh -7z,

(20134E1A25H A1 v b4+ 7)

17.1.3 B ETHEHER (A23525458)

FRAE BT 2R & L IR E e 2 L BRI
BWT, X=Z 74 Y OIM/MENHED & RKHF % % 0H
L7z RFORGHEIZ. N—A T4 ¥ DMUMD
105 ~20H /mm*D¥;415mgl H2[R, 205 /mm’8 D34
20mglH2Mm & L7z,
BEI219B1A5 0V F v ) F = 78 (146%1) XiXBest
Available Therapy# (7361) |ZHE/EZ IZEIM T Sz,
FEFMIEE CTH 2 48BIF ICMEAFES = AT 4 »»
535% UL i/ L7z BB E OB &IV F V) F =TT
28.5%. Best Available Therapy#T0%T& 1) . Best
Available Therapy#f & LB LTV F V) F=THTEE
IZE D572 (p<0.0001, Cochran-Mantel-Haenszel®
IEFERUE) o
FIVEH S BUHE X AR 5-HC82.9% (121/146f1) T
Hotze EBIERIE, BFILGHE TN IE
43.8% (64/146%1). AIM32.9% (48/146f%1) . RIEHIN
11.0% (16/14661) & Th o7z,
(20124F12A1H 1 v b4 7)
L S BI RIBE
- RS VR BERAHEE . B INUE SO AR N MR L
P ORAT L 7o B E B (WHO ' R OTWG-
MRTHLAED |23 X B WD)
- IWG-MRT A2 5489 O A7 LILHH-21) A 27
DEH
- 3 AT AR S A 0 B E
- FETI5emPl L O A A3 5 EE

(EM% MmAE)
17.1.4 ERFHRFE MHERER (B23015:E)
IEREE AR R 0 R BVAE =1 ¢ (A (A
BWT, BHHARERIOmgl H2M & L, #EREOIREIZLD
5mgl H 1\ 2> & 25mgl H 2[00 #fi P C A & #5113 5 L 720
aEte2etl (HARNEFOIZ &) PLFv ) F=TH
(110%1) ixBest Available Therapy#f (112%1) |Z4#E(E
BB S N7z, EEFHTHE T & 5 328 0 2% 8
FINVF V) F = THET22.7%, Best Available Therapy
#T0.9%TH D, Best Available Therapy#f & ik L €
WEV)FZTHTHEIZE P> 72 (p<0.0001. &5
Cochran-Mantel-Haenszelli5E)
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HEGEZW R O ERRRAEZ 1T L & b, 5 %%
IET 275 EOBEY REEFTH 2 &,
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*11.1.7 IEEARIEAEIRSEE(0.4%)
BN b NEAICI, EHIcHkGERIEL, #Y)
e Ui (AR B ACHE . R ER IE (R IRA O 5-55) 479
LB, FERAREIET S F THEREDIRES 012 #5
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bbb ENH L, [8.58H]
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11.1.10 AL, FF#aeES (HERH)
A4, ALT. AST. EVY VY V50 P %0k FEEkbE
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15. ZTORDIEE
15.1 ERERERICE D 158

A TNF =T OMPHEED FRI v, HInFER 05

EHE L R HEAD RO SN L OMED D Lo

16. EHENE

16.1 Mgk

16.1.1 BRI HAMRABERMEERE
FEFE T e TR L RAB M MBS 12 A 7V F = 7 140mg™) ~
560mg# Hi L RAER OG- Lz b & g 1 7 = 7k
FEIEHEIC L 59, B 5151~ 2R (Fp o) (IR E e R (2 L
4~ I (TA91) O WM T L 7o i A 70 F =7
DCras 2 WAUCIH A Z B AR & Vs, HEOBEIIIEE - THY
U720 AR 512 X 2 BARERIZL.6RMTH > 720 Y
BRUIHAMEABHRMEERECA TV FZJEBERIE
RERORS L& OEMEIRE/NT X — 2 [FiHiE (EERE) ]

dsE M N Crnax tomax ¥ AUCast tuz
okt (mg) (ng/mL) (h) (ng * h/mL) (h)
140 3 42.53 2.02 203.64 3.90
+ 23.74 | (1.98, 3.95) + 128.60 + 1.67
280 3 68.47 1.82 339.21 5.64
1B E + 14.09 (1.00, 1.97) + 72.42 + 1.50
420 9 87.33 1.97 381.73 6.99"
+ 62.15 (1.00, 3.98) + 265.26 + 3.3
560 6 94.57 1.48 419.09 7.35.
+ 65.43 | (0.98, 3.92) + 238.74 5.33¢
420 3 77.50 2.00 383.17 4.60"
SHH + 58.11 (0.95, 3.97) + 189.61 + 1.86
560 6 105.47 2.00 638.96 6.39,
+ 68.60 (0.97, 4.00) + 476.16 4.23°

FA P il = RS a) @ iRE @) . b) ©n=6. ¢) @ f#3IE (n=2)

160 +

140 +

120 +

100 +

TRE(g/mbL)

80 4

60 o

40 o

migpA 7 IF

20 A

—O— 420mg Day 1
420msg Day 8
—@— 560mg Day 1
~--@--- 560msg Day 8

—-O---

8578 (h)

BREXGEAMRABHMRMESEE A JILF = J7420mgR it
560mg% Bi[E] (Day 1) XI$&1E (Day 8) #OKR5 U /- & 2 DMIE
tha JIVF Z TIREHR (FHE+EERE)
16.1.2 EmEEaEER OB NEERES
12ME A B 2710 A SR S IRBTME 0 B A A LR ) 78
FREHIA 7T = 71405 ~420mg % 1 H 1Al AERE %5 L
&, MAERA TV FZTREETROE B TH T2, ?
BMBERENEEREE LA TVF oI REROBELEEEXD
EMENEE/INT X — 4

P & N Cinax tmax ¥ AUClst tre?
fa (mg) (ng/mL) (h) (ng - h/mL) (h)
R | Weekl | 0 || 3 2.08 1943 4%
Pko | 10H £ 166 | (178, 4.50) | * 1146 | (442, 5157
ez 75 408 2102
FRZEFHpf | VWee . 9
meL | 1A | 2T s | ass 508 | x93 | 083102
Weekl 399 383 4003
93 | 188 B0 6 | 08, 575) |+ 15% 4.88
g
VR | Week i3 387 270
mE | 2014 2 |4 o549 |+ 2201 N/A
Weekl 628 391 5134
7%3 | 20181 seg | (o7, 425) | 4173 WA
e
VR | Week 678 3% 623 o
e | 28] s | san | g | 5456

SN £ RS, N/A S RE B D T—5 R L

a) Ll (i) . b) ©n=3. c) : fEIfE
12/% DL oo HAR AR O E B AR o ig A& oA 7 v T
= 7140 ~420mg % 1 H 1A AR G- L7z & & g 1 7
WFZTEEITEDEBY THolze 2

BUBEANBERBECAINFJeRERORSLEZLEED
EWEIRE/NT X — &

W Jizhd N Crmax tmax @ AUCust trz?
. (mg) (ng/mL) (h) (ng - h/mL) (h)
TR | Week? | 100 | 5| 235 2.00 1313 4.10
Pk | 1HA + 961 | (0.880, 6.05) | = 10177 | (1.34, 10.1) 9
CYP3A [
mERGE | WeekZ 190 | ) | 158 100 388 5.51
fiL | 1HH
) Week? | po0 | o] 436 2.00 2934 4.04
j‘{j 1HH =202 | (0930, 5.000 | * 1805 | (247, 9.04)¢
e
e | Week2 322 2.22 1610,
wE | M0 3] o | (00, 4.00 | 10107 ND
Week2 ) 98.4, W
HE (4200 2] Ty | 392 17 | 1060 ND
rjf Week? | po0 | 15| 289 2.00 1979 4.70
v | 1AH + 296 | (1.88, 6.00) | * 12067 | (4.02, 5.70) 7
Week2 | 1,0 | 19| 140 2.83 915 4.97
1HH =124 | (1.87,5.38) | = 617 | (4.95 5.89)
Week2 | 00 | | 629 2.05 3662 4.92
;’Ej 1HH + 480 | (112, 4.08) | =+ 2392 | (4.46, 5.39)¥
o
kR | Week2 242 2.99 1638 s o
10 | 20| 4] £ 039 | 192 509 | = 819 549

AN £ B 2=, ND @ S Sy

a) @ PYLE () . b) 1 n=20. ¢) :n=10. d) : 4 TN F =T OFEEET L0

FASEDBEANE 2 A2 5 72 A5 140mgll i S 7z, e) tn=T7. f) 1n=2, g) : 1 7

F=TERBE SN -72, h) in=1. i) :n=12, j) :n=5, k) : n=4

JED CYPSAMEMER 243 5K a5 — VTR Y 3 — VB RRE DN
FIVESEBRG Lm 3 5 2 & & Sz,

16.2 ORIR

16.2.1 RN A TARNAFEY 7 1 RUBBEOYE
TEFER A A 7V F = 7'560mg % # AU 2 ON AR 305 LS e 4%
5L, BO#%5 028E/ #1283C-4 7V F =7 (100ug) % IR
B L ZOMITNAFTRA ) F 1 IZENZR, 2.9%
(90%CI : 2.1~3.9%) }% U'7.6%(90%CI : 6.4~9.0%) TH - 72¥
A TV F = 7420mg & RS L 728 & O Cumax 2 O
AUCustlE. EHI305. A5 T EHFI IS Lz &b
L O I 213 2 L2 R 30~40% )% URI60% A T L7222
RS EEG R ) v A IE /N ) v SEREE ) v oSIE R
WA 7V F = 7420mg % FE S L 72 & & O Coax L WAUCo-201d
BFED305 LU AT X 28 LU IR % S (modified fasting?%
H)L7z& & L LR | 213 2 E R 40% K& 0560~
70%I AR T L72Y o JHEATF—%)

16.3 9%
47NV F =T Ok MIEEEARKAGEIZIT.3%TH Y, s/
HEES (in vitros 50~1000ng/mL) THEAA—E Th - 729 . fitH
B ANZEC-A 7IVF =7 (100ug) % ElRAHES- L7z & & g IRE
2B 5 3 MAEFEIL683LY . TR L BEIG RIS ) > 7 1k IR/
INY UORERMEY) oSHERE A TV T = 7420me & HLR R # S
L7 & EDAPTOHAER (Vdz/F)I1Z10837L T » 727 o (bt
EATF—%)

16.4 X3

A 7N F =T IEEIZCYP3AL/SIZ L ) RA# SN2 (n vitro)™ ¥ o
FafREwThHsr e Fovr—vEiE, 7 b rflFaoy vk
F—¥ BTK) I LTA T NF =T OR1/15OEFEZ 7T .
T NOTUF = VROEFIREIZBET 2RERIT, A TVF 2T
LRBRETH 72D

16.5 Bt

fREHE R AN HC- 1 7V F = 71480kBq % &rte 4 7V F = 7140mg™"
ZHERELR G L7z & & BSREORI90% AT 168 ] LA [T &
N, R TIR0%, BTN T TH o720 4 7NF =T DMl
PIE, P TL%, RIS SN h o 7210 | RS
BC-A TN F =7 (100ug) & HIRIHXG L2k 20 &g s ) 75>
ZACL) I, Ak & OVART305 12 BV CTENZ 62 UT6L/h T
BHot? o BRI TIVF = 7560mg % %G Lz 20
KT OLE )T T2 A(CL/F) I, ML RRZ05 125w
TENENISTZRUSTEL/hTH 727 o (JHEAT—4)

16.6 HENEREH T HHBE
16.6.1 AFipeRE=

BRJE O BT HERERE 2 (Child-Pugh/03HA) BB 6B, P45 o fTHhE
[ % (Child-Pugh#-$6B) B 1061 fz O E J o JF#% Akl % (Child-
Pugh%3#EC) HZBIZ A 7V F = 7140mg™ % B[l #5135 L 72
& & DO AUCus DA I ME 13 1IE 5 IR RER B s & Lz L C2.7.
8.2 U9 8fE s o 72 T 72 IEREETHE b IFHEAER S DOAREE 12
B THEPIHIL ., A A 7V F =T DAUCIEZN2E
4.1, 9. 8RR UI3MEHINT % &g s n Y o BHEAT—%)
[2.2. 9.3.1, 9.3.2&&]

16.6.2 12mA ED/INE

(EmMHEBEEOEMEBEAMEER (X704 FEOHRE T
R +o855)
125 L OB PRSP 3 1 T8 20 G & L 72 EN AL O IRk
U BT B AT A 70 = 73 (16261, 1, 281z g 1) (25
O & RHE NS BB & JEhG L 720 4 7V F = 7420mgE 1H 1



EREIIHE G- Lz & & SEYBRENT 2 — & offiElid, AR Lk
ANTRBETH - 72,

16.7 EMHEEIER

16.7.1 /varvJy—n
fERES N (1861 IZCYP3ADEE 2 A5 57 Fa )=V (&
I3« EPIAR3E5E) 400mg (4~9H HIZ#k5) & 4 7 Vv F =7120mg
B OM0mg™) (221 B R OTH BIC#S) & RS (i
) L72k &, A4 TIVF =7 DOCrmax L WAUCIE Z NZNFI29 K O
24fEWIL 722 o (JHEAT—%) [2.3. 10.151]

16.7.2 KUaAFrJ—Ju
B IE 55 (2661) ICCYPSADHERM /T 5K a+
—1200mg 1H2[ & £ 7)VvF =7140mg 1H1E™ 2§ H#5- L
7ol & A TIVF =T DCuac i WAUCIE Z N ZIHI6 . TR U5 . 765
w729 o WHEAT—%) (7.2, 10.250]

16.7.3 TYROYA >
BN PEIE5E B (2561) ICCYPSAOMEEFHE AT A1) 20~
4+ »500mg 1H3E & A 7)VF = 7140mg 1 H AT 2 fF H 5
L7k &, 4 7V F =7 DCuac e FAUCIZZNZ KIS 4L 83,0
R L7z o GHEAT—%) [10.2201]

16.7.4 U7 7EY >
FEFER N (18BI) ICCYP3ADFEEM 2 HTH) 77 v EV v
600mg (4~13H H12#%5) & 4 7 v F = 7560mg (1 H H K O11H
HIoHS) # 6% GEER) L2 &, 4 7V F =7 DCrac L O
AUCIZZNZFNHL/13 R OT/10LL Tl LY o BEAT —
%) [10.22H]

16.7.5 JL—F7I—YY 1—R
TEHERR N (8B1) ICCYP3ADBENEH A BT 57 L —T T V—r T a
— A LA TNVF =7 140mg™ & GE LG (FEHGEERE) Lz b &L A
TWF =T DComax S FAUCIZF N ZNHI3. 6 L U2 15N L 729
HEANF—%) [10.22:H8]

16.7.6 A XTSI —I
RN 2060 1270 s Ry THEFTH DA AT TV — ) 40mg
(B~T7THHIZH#S) & 4 7V F = 7560mg(1H B R O7H BI2#k5) %
BERFES- () L7z &, 4 70T =7 D Craxl ZHI38% A L
725, AUCICEE R ZLIEO SN o729 o (FHEANT—2%)

16.7.7 EBFHNEYEBEETINICEE Y IaL—Yar
4 7IWVF = 7140mg"™ L CYPIAMENEH 2 BT 454 b5 a+
=), 7o) AavA4 Ty, KYyaF =V EFIVFTELE
BERF G- GEMERE) L7234, 4 7V F =7 DAUCIEZF N,
#9915, 11, 8.3 U4 MEBIINT 5 2 L D HEE S N/20 4 TVF =
7560mg & CYPSAMHENEM A/ T 57 VARFH I v RO7 VA0
<A Y EGEREG GEEER) L2a, 4 7V F =7 DAUCIE
i, ML TROL.5/HINT 2 2 e s iz £ 70 F
= 7560mg & CYPSAFENEM A H T 5 I VALY E LY R OLT 7
CL oy RS GEEER) L2SA. 4 7V F =7 OAUCIK
e, /6K OL/3IZEAT 5 2 L fiEE sz, 19 [2.3,
7.2, 10.1. 10.2&MR]

FEDAF ORE S NP R, [420mg X E560mg % 1 H 1R 1#5-3

51TH5bH,
TE2) BRI A T VT = T R RS Ly & O (AR AL L,

17. ERPRRZEE

17.1 FHIHROCREMICET 255

(It > /SRR (N STk D NEEEE D))

17.1.1 BHERREABRAIE (55 MHEEER - PCYC-1112-CAER)
1LY A YU EOBNERIEZ A 5\ IIEBER M) >k
FR/ /) 2 SBRE) YSEREZEARREL, A 77V 4x T
GEfZE IR 2 ) 25 & L CARFI420mgE 1 H 1, A3 D305 L
b H 2 DL R 12 F% S (modified fasting$%5-) L7z. Hxblk
OEFEIUTOEBY Tho72o B, UFHHABRITHAANS N
BB OWFIEELEY VIR BB AS1856], /Y o SER I
) 2SR DI0BTH o 72 17
KN F% G- & 7219561 H 17761 (90.8%) I BEIWE AT Sz, &
ZEWEIZ. TII7061(35.9%)  HEL3561(17.9%) IRk A e
3141(15.9%) . B850 (14.4%) . F9524451(12.3%) & Td > 720

100 9 — A TWF=T
e S e *27YLRT
90
80
70 "
"
N
3 4 J
8 60 ...
g 50
3
40 A '(
30 [
T
20 Soryney TIVF=T Ak
PREHA) T ITTS NE .
10 4 NF-FE 0215 ¥
(95%CI) (0.146-0317) (I
pi& <.0001
0
0 3 6 9 12 15 (HA)
B
ATWFZT: 195 183 116 38 7
ATPYLRT: 196 161 83 15 1 0

NE : Not Estimable

I EE A 77 HARS (PFS) (D Kaplan-Meierfii#s

17.1.2 EINERFRZBRARE (55 1 1855 - PCI-32765-JPN-101515%)

PSR RSB IE G B 2 i R & L. RA & RO
L7 209 bAF420mgZ 1 H1EE S L2y o3k H i
SN CoSERVED o sTEEE (8B1) Tk, TEIASA v b A T EREE
TRAN DG % fkfe L T\ 7ze ZBahEE1362.5% (5/8%)) TdHh - 7=
(95%CI : 24.5~91.5%),

AHN 3 G- S 72861451 (100%) [ZFITEM 25780 Sz, E4R
PERE, B BRI AMEAB] (50.0%) . EIM4%51 (50.0%) « 5595351
(37.5%) TN 43M0(37.5%) % Tdr o 72,

) B B SR BB A 1T5 H MO 5 % 58 T L 72 Wits

17.1.3 B ERPREERR 5 (55 L #H5EK5% : PCYC-1115-CARER)

RGO YE D) ¥ PRI/ /N > 2S8Rk ) 2 Y & 5
%k L. chlorambucil®™ % &g & L CTA#I420mg% 1 H 1% 5 L
720 HRIEOBGRIIUTOEBY THoTzo B, UiZalbiicHl
FANS N BHEONFIZIELE Y > /S B EAT12361, /)
Y U oSERIEY SERE DI TH o 721,
AN G- S 721358 114450 (84 . 49%) \ZEIVEH A%388 & 7z,
FERBEIWERIZ, THI4461(32.6%) . 01861 (13.3%) « I Hr BRI
HEL6HI(11.9%) . 38951461 (10.4%) % TH > 72, [5.1%]
HEDINVETTEL) VBT ATV, Y70k A7 7 I FARHBRTY) Y F >
~ 7 (BEFHIRZ) OB G- OMIG & %% 53, 22177 Gt AR
RAEFSHBVEH,
) AFTIE, KBEN TV RV,

100 — ATWF=T
- lorambucil
90 |
80 =y
-
70 Theay
“e
~ 60 el -
g 4,
2 504 s 1'[
a ) +
40 A ..
1 H--1
Chiorambucil 4 ZLF=7
20 1 $REO*A 18.9 NE
NF—RH 0.161
104 (es%Ch (0.091-0.283)
P& <.0001
0 3 6 H 12 15 18 21 24 2 hA)
ks
ATWFZT: 136 133 130 126 122 98 66 21 2 0
Chlorambucil : 133 121 95 85 74 49 34 10 0 0

NE : Not Estimable

B E A 77 HR (PFS) (O Kaplan-Meieriig

17.1.4 ENERFRZABRAE (55 1 858 © 54179060LEU10015X5%)

R OMYEY >/ SRR/ /N > /SERIEY) > /8BS & 3 R
&Ly AH420meE L H1AHS- L7z. Z4551375.0% (6/8%1) TdH
©72(95% CI : 34.9~96.8%). '
ARHDH G- S N 8614 B (100%) \ZRIMEHAERO S 7z, T 4H
TERTIE, M/ IMEEORA661 (75.0%) . 1) > 7 SEREUINAE] (50.0%) «
Jili 9€361 (37.5%) i i ERELIR 261 (25.0%) . i (25.0%) -
TI200(25.0%) . BER2HI (25.0%) 5 TH - 720 [5. 15 ]
)7V T ) YBRTAT VS ORMIS L 7 b B,
(BEsgM~oO/a7 ) P mERTY > AR >/ E)

17.1.5 BHERREABRALIE (BB M AHEBR : PCYC-1127-CARER. T

A LAb/N— 1)

FIGE R I IR O RFEE~ 7 07y 7)) v ilE S E
ARG, VYR T BT L T T R (Pbo+R
) AL LTV Y Y~ 7 GEIE TR Z )™ & ARA1420mg 1
H1E % B S (Tbr + REE) L7z FEFFMIAE & S 7-4560M
International Workshop of Waldenstrom’s Macroglobulinemia
(IWWM) & (BETHR) N2 D MV FH R B S HEIC L 5
T AT 15 1 o S8 A A A7 1) (PES) o v Y fili i, Thr + REE T4
3 (95%CI : 35.0~NE). Pbo+RH#T20.3% H (95%CI : 13.7~
27.6)TdH Y, Ibr+ RETHAFAWIIHBERILEREDRD 57z
F— F10.202(95%CI : 0.107~0.380). p<0.0001 (J& Hllog-rank
HoE) . 20074E1017TH =% 71 v b4 7)%,

W)Y Xy~ 7GR TR 2 ) 375me/m? % 551 ~ 408 T 17~ 203D 451

H B F8IEE IR N5 L 720

100 4 — AFWFSTFHUVEYRT (br+R)
S- - FSERFIVESTT (Poo+R)
[
904 ¥te
B3
3
80 -
.l
704 el
-,
5 604 v ==
£ 50 Rl T
a0 i..
'
] .
o Poo+R  Ibr+R L LR
o (hA) 203 NE
09 Ng-ri 0202 L
(95%C1) (0.107-0.380)
109 PE <0001
I S o o e L e o e e e et S
0 3 6 9 12 15 18 21 24 27 30 33 36 39hA
Bz
lbr#R: 75 73 69 67 66 60 60 54 40 24 14 9 2 0
Pbo+tR: 75 65 55 49 44 40 34 272 16 7 4 1 0 0

NE : Not Estimable

B FHIE (PFS) OKaplan-Meierhiz



KA DH G- & N 7275016451 (85.3%) IZEIE A0 Sz, &
ZRIERE. $1450 (18.7%) . THI1361(17.3%) « L HAlEN12
B(16.0%) . EIME1260 (16.0%) « FHEARH1LE (14.7%) « A ERiE
AHE1061 (13.3%) T d - 72,
17.1.6 EAERARRERE G (55 I #A55%  54179060WAL20025458)
FKIBEN OB TGO RS~ a0 7)) v IEEE %
WMHEE L, VY F T GEETHRZ)® & A#420mg 1H 1%
PRS- L7z EEFHHEE & S 72456 TWW ML (23T
W2HED MO R ZE B & HIE I X BB GRS L EORER)
PR S N W ERE DEE) 13287 .5% (14/1661) T @ - 72 (95%CI -
61.7~98.4%)% .
AHENDH G- S 72166141261 (75.0%) IZEIWEF AR B iv/z, &
ZEIWERIE. 5895661 (37.5%) . WFHEREIRA 461 (25.0%) . % 9
FEAESBI (18.8%) « KLBE3H (18.8%) « I/ IMKEIK 3651 (18.8%)
I 36 (18.8%) % T > 726
W)Y EF U T EE TR Z)375me/m? % 51~ 4 N 0517~ 200 D 51
A HIZ#8EEIRNE S L 720
(> MIVERRAY > /EE)
17.1.7 BV EEPRAERR 5 (55 I #HEK5% © PCI-32765-MCL30015%E%)
1LY A DL ORREEEY A3 5 B5 3R~ ~ bVl
o) voSEEEFNGEL, 74V T LAABERIEE LTA
#1560mgx 1 H 1S L 7ze EEFFGEH & & 72507 fF %
BEWEIC X 2 EEEAFPM ORI, AFHTI4.67 A
(95%CI : 10.4~NE), FA 30 5 ZA#ET6.24 J1(95%CIL: 4.2
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(n=101) [-2.569, -1.922] [-3.543, -2.840]
77 & REE -1.808+0.163 -1.835+0.177
(n=102) [-2.129, -1.486] [-2.184, -1.486]
" -0.438+0.231 -1.356+0.251"*
eI [-0.894, 0.018] [-1.852, -0.861]

R G-I OIREHER

(mmHg)

24 -

22

20

-O- AF|EH K~ b

& PGROEZEMAIR— b

- BEMEMAIA—

-=- PGRIES/ BEM R SFIGHIA— b

I /NI P IR HE R [95%5 HEIX T ]

FIEHGE H 0 B30T (4, 634, &) DWYEZ bat
FIEAT ¢ SIERLORE Y B LI RS AT, R G RO, R2
FE%) OZ IR ECINY S 2 & Tk

**p<0.01

RV S BUBE IS 13, ARAIBET559% (57/10261) Th o720 Bt
SHEEDOE D BRI M54.9% (56/1026]) TH D |
MU T2 ERB L22EIER . IRHE5.9% (6/102
B), BEARAME20% (2/1026]) THh 77

17.1.3 BREIHEFEO— /L SRE&GHARE

FET— V< LA VERESIRE05% TRIFA 45 70 5 B i fs
FART P B S  R 20850 & Xf 502, 7T & R IAIAFH]
ZWARIC1ERE. 1H2E, FEu—l~ L 4 > B AIRi0.5%
B U CSEM AR L 720 IREDER K OELEIZRDORFK
DEBYTHY., 77 RN L CTERBIHECAERIEE TR
TER #8872,

FET— N LA BRI R O IRE RS

(mmHg)
24 |

22 —o— AFllB¥

-0- T uREE

| mEEeRE

Ohr 2hr Ohr 2hr Ohr 2hr Ohr 2hr Ohr 2hr
08 28 48 638 88
(f51%5)
REIEF
TI KRB

(104)(104)(104)(104)(102)(102)(102)(102)(102)(102)
(104)(104)(104)(104)(103)(103)(102)(102)(101)(101)

fEEl  Ohr: SEREAT. 2hr: sRAR2BFME 1 (71272L 03B I20hr : OB, 2hr: 118¥)
£ FEOU—NVIUA VEENEOTROWE 2R (mmHg)

HHHY

Ohr 2hr  Ohr 2hr Ohr  2hr Ohr 2hr

0B 8B 288 5218
(150
FHEIE®R K- b (173) (173) (170) (170) (147) (145) (112) (111)
PGERERAAI K- (62) (62) (62 (62 (54) (53 (46) (46)
BEMEMAIA— (60) (60) (58) (58) (53) (53) (42) (42)
PGRAEE/ B &M
EAHIHAIA—F (59 (59) (58) (58) (51) (51) (46) (46)

BIVE IS B R 1, BT & — FT86.7% (150/173f). H
Ik — 1 T834% (151/1814) T 5720 &2k — bk T20%LL
FEBUARBER G, EBFEI743% (263/354%0). FRM 25
17.8% (63/3544). 7 LV ¥ —PE#&M4£15.3% (54/354%1), BR
HH10.2% (36/354%1), #5115 964.5% (16/354%81) . IR Z S %
fE4.0% (14/354%1) Th -7

18. EEuhEEIE

18.1 fEFR#RE
VRZTNVOIRETBEEROBF L LT, Rho¥ F— EIHEM
BT RS- 2 L AR AT 5 TR S DOREK
FHREATRIE S LTV BY,

18.2 Rho¥ +—HFAE/EH
YINATY VIFRhoF F—¥ DT A4V T+ —LThHbt b
ROCK-1J% C’"ROCK-212 % L TR 2 B /R %2R L 7=
(in vitro) o

18.3 EHRHEH 5 DEKFEHISEER
o FICARFN 2 SR U7 & & DK BRI I H P -
RTEBEICHEINML. —Fh. AED REERE RO EKES
BICHERRIZS o,

18. 4 IRETRE1EH
Y2 N YOV R KA AR HE0.0625~05% % . v
120.1~04%% .o SR 5 Lz & &, EEKRENZIRE TR
WMAEDRD 572,

19. HEHCET EEFNAME

B R E A FiHR 21 £

A BE -2382+0.161 -2881+0.172
(n=102) [-2.700, ~2.065] [-3.220, -2.541]

75 & KB -1.485+0.161 130120171
(n=103) [-1.802, -1.169] [-1.639, -0.963]
-0897+0.228** -1580+0.243%*

R [-1.345, -0.448] [-2.059, -1.101]

NI EEARERE . [95%15 WX A ]

FEEHNEH - 03 2300 (408, 6, &) DIREZ b
FIEHT  ERTOME D B U B 5T, WA (WA T, A2
eI #2) DL EVEIRAETIY ) 2 & Tl

**p<0.01

BUMEF S BB B 12, ARHIBET66.3% (69/10481) TH o720 B
SO D 5 BV LRI TE M165.4% (68 104]) TH 1 |
FEIAFE M DAL T2 L B 38 B L 22 EIE & IR #509.6% (10/104
B) . HRAES19% (2/104]) T -7

17.1. 4 ENETHRHARESHR

J 56 B OB Fr R P R 9% i R PRI B S0 v B i F 3 3541 & xF
S0z, AFNZWIRICIELE, 1H20, MR Taxsy 755y
Y (PG) BEZE, FEMEXZIZFNSOBEEHIEMLT
S52AM AR L 720 IREDOHERIZROKD EBY) THY ., Yl
iR, BEHERICA 2D S FREPZRS TRE LZIRETRZ A
OG- ORI X 2 RE TR ROBMET %2 RO %0 72,

— R RR -

ft % %

&
+H
St %

il =g

v (995) 12i

VSR D VIR ERIE K FI Y
(Ripasudil Hydrochloride Hydrate)

: 4-Fluoro-5- {[ (25) -2-methyl-1,4-diazepan-1-yl]

sulfonyl} isoquinoline monohydrochloride dihydrate

* CisHisFN30:S - HCI - 2H:0
1 395.88
CHE~EHBOBETH D, VAT NVANKFY

FIZETRT K RIZRRBET R, 25/ —
FFIZ e

SN

=

/S\:O F
N" Y% - HCI - 2H20
—H

CHs
#1255C  (53fR)

HN

ﬁ'ﬁﬂf?ﬁ‘iﬁ' (log P) : 233 (pH2). -2.13 (pH4). -1.25 (pH6).

22. @A
TIAF T

-0.155 (pH8). 0.812 (pH10). 1.16 (pHI12)
[1-4 7 # J — v /Britton-Robinson# i &
(25+1C)]

SR 5mL < 54%, 5mL x 104%, 5mL x 304%



23. FEX#E

1) WRDCBR) A P RE 45 T AR - B 53R (201449
26H &3, CTD276.2)

2) B (BR) $L PG R IR R B SR EhRERER (20144E9H 26
H#&Z, CTD264.1-11)

3) B (BR) AL B AR 45 T A B P 538 (20144E9 H 26 H 7K
28, CTD2.76.1)

4) B (BR) N ER:-E M T 5 & RAAIE EE BRI
(201449 H 26 H #&zE. CTD2.7.65)

5) BUAI(BR) AL PSR IA S 7 7 7 a & b SR B SRR
(20144F9H 26 H A&GE. CTD2.7.6.6)

6) A (BR)HPNE R B IARF £ 0 — v SR B RER (2014
EIH26H KRR, CTD2.7.6.7)

7) B CBR) AL PUE 5 A R % 5508 (2014429 H 26 1 &
#8, CTD2.76.9)

8) B (k) AL Bl FE PR iR SRR ABR (20144E9 H 26 H 2K
22, CTD26.21-8)

24, XERFERERUVBEWEDEE
BRI S (T ¥ —
T103-8433 HIHARFF R HAMGARII =T H4-14
"L 0120-508-514
03-3279-7587
ZAFEER 9:00~17:00 (£-H -FLH-BAHAKH 2B <)
26. BERGTEES
26. 1 BLERRFETT
B Fuo K X B it R RRKAREARN =T H4-14



HETOERTH LD, HOIMIEZSHITH L

2023F7AMET (BB1IR)

BF R BEREF
BHHAR - 367 A

Z8Y CBLBEREEH
7 7 2V IVIEERIE KT B R

T maditin dlng

B REEmIEES
87219

& 5% & 5 |21900AMX00715000
iR 5% F 48 1995%8H

Eril® Injection

I NIy E 178
) BEE-EMEONSEICIVERTSI L

1. e
B DERAREERICH VT EREAIHM (RPIHE. EERRSY A,
ERR TS, MEALM. SHETME. <BRTHMm 0F
BARHENTNS. FRDRSERERBFCTINETES
EEMRSEICONTITS Z &, Feo AFDHESICEULTIE,
BRARERRY IV E1—9 —HRBIRRIC &L BBRZ 5T
L. HIOARO SNEBSICRESICRSZDRIEL. #@iR
WEBZTST&o (2.1, 2.20 8.1, 11.1.1. 17.1.188]

2. 22 (ROEBICIFBSLEVT L)

2.1 ML TWaEE (FEBNEM) [1.268)

2.2 BEENHIMOWREED S 2 EE (Wil L-BRE I 5+
A7 IEMLE 2 RIS S E A TE LD -2 BE) [1.3E]

2.3 EMEOEE [AFORSICLVBRIIENS>bhsIE

3.1 #8r%
R 7* 4 IV VT EER30mg
17>7V (2mL)
RN 7 7 AV IVREEEKAIY  30.8mg
(HE#7 7 2V & L 730.0mg)
Al ERLAE
3.2 ®EIDOMIR
R 7 % IV EHER30mg
1 R MEEHOW
Al iz ESTAI
pH 5.7~6.3
W E I ik
(EHEEE®RICNT 5H)

4. ZHEE - FHR
< HETHMTEORKMERFES & U T NICSH S REMERD
iE

6. A -RE
EH AT, 7 7 22L& L T1E30mg %50~ 100mL
OBMEMWE 1R THRL. 1H2~ 3 #9303 A 3 TH
THHET %,
FRIOFGIE, < SBETHMMREIICHG L. 28RES5T %
TENEE LV,

7. % - AEICEET 2ER
KAEIOBEIL, 2BMZELRE L, BREBE LBV L,
8. ERLEFNIR
8.1 AAIDHEEITEL Td. WHRERR YT > ¥ — 5 —WifEHRY
L BBEEFIT HENHIMAED 5N BAICEES
G 2FIE L GEYSGLEERT T & [1..9.1.1.11. 1. 12H]
8.2 ARIDKEIC LV EMENSS5bNSHZENHBHDT, ME
DEBIER L., BREGHEEICERT 54 CHEIKRG TS L,

9. HEDERZETHEEICHTHIR

9.1 SHIE - BIEESFNG 2 BE

9.1.1 fliglh SRR ZEHL TVSEE. iR TEEEIR
[CENIRTEIE DY SN e BE
HBEBNHMZEZ LI H 2. (8. 15H]

9.1.2 EEREHREEDHZEE

9.1.3 < BETHMICEEDNRMERE (EVEVTHK. EXMLE
IREiaE) ZE&HULTVRESE

9.2 BREERESRE
RIMEPBRS N HEICEEERE (FIZ2IX1E10mg) T2 &,
PREAGEIEL T MAPREFRRT 2 W REES S D . KIILES
ROoN2TENH S,

9.3 FFikeEERESRE
RBPEE LT MHREN ER L, EAP BRI H S5 DN DA
NP5 2.

9.5 11w
TESRSUI IR L TV 2 I REME D & 2 R HEIC I3, 1B LD AR
DfEkEttz ERl 2 HESNBBEICOARET H I & 248
MR EIRNESICE D Ty MCI2HBHRS U7 SR BETER#
5HErT. #k (MEHHEESE) 29 2F0#o N 0H
HEWH B oy 4REFFEHARNIZSICE D V¥ FIC14HH
85 U RERRIR SRR T, TF (EEMRERE. B
PEIEE) 269 2 PRO SN EOMENH 5.

9.6 &3IF
BREOFEEROBAREOR L EZEE L. BALOMHEX
EHEZRE T 5 & BMER (T ) THRAOLTBAT
PRDHENT VD,

9.7 INE
NREE DR E U7z BRRFHERIIFER L T,

9.8 SthE
BREPETLTWAFARE DS 0T, BETS (FlXIX1E
10mg) % ERERT ST Lo —RICHEHE CIIEHEEPETL
TWa, B, BRHBROTRZEHAETIE, 5% Lo
ETORIERFERRIIIL.96% (1,79861H21561) TH -7,

9.8.1 70iEU LD FE
BETROWEFA SN WATREENH O . BHENHELZ S
T2y,

1. 8IfER
WROBWERD S 5N ERBHHDT, BELZ TV, BE
MWERDONIGHII BTG 2T 542 SR LB ZITO 2 &,
1.1 EXGEHER
11.1.1 BEEEAEMm (1.72%)
[1.. 8.1, 17.1.1=H]
11.1.2 ;E{EEHMm. FHm, 2Him,. ZTFHm (£0.27%)
11.1.3 ¥avJ (0.02%)
11.1.4 FREEALDR (0.04%)
BEE 2TV, FLWER, EXEHREOERPH 5b
NIEEITIE, BYRUBZITH 2 &,




11.2 ZOftDEI1ER

5%k 0.1~5% A1 0.1% i
TEERER AR I BRI AL
i A, [mEkED.
/MRS A
FF R JFREsEE (AST. HE
ALT. ALP, LDH
D L7%)
WAPR 2R BHRERE T (BUN. | HERR R &
JLT7F=r DL
7%), 2R
B HUE FIEE O BBUER
HALER fi i % . R
S MEMH:
Z Ofth FEEL R, B
L RIVETR.
A EE]

) FRBUAE AR &,

14. BRALEDER

14.1 FRRZSREOER

14.1.1 AN EHEEEICOAMERAT A2 &,

14.1.2 I FTREABRSICKDEREPRE L EOMENDH S
DT, BENICIEBRES LEnT &,

15. ZD/DFE

15.2 FFERIREABRICE D < 153k
F v N RO IVICEIRNES Lz EBRTBRENAD SNz &
DMEDH 5,

16. EYEpEE

16.1 MR

16.1.1 BEiRS

(1) {ERERRAICIERR 7 7 A Y L0.4mg/kg % Bi[E]305 R BRAR N FEfE
5 Ll & F 0 MR RELARE L. BERTRICRBMEIC
FEL, BPPICHEE L. HRBEIE, NlenTho7Y,

(2) v FRUHIVIC, “CIEHIERE T 7 2 V)L % BEIFIRNRS
L7- & EOIMEHHETEEEE L, BEKTEZ K DHEPL IS
U THAEEEE 5 v N TRILERY . B LTI AR Td - 7,

16.1.2 RigkS

() < HETHIMFREEIC. EEY 7 2V L30mg% 1 H3E. 14
H RS ST L & o maEh s, BRRAICSE
Prcnky,

(2) T MIHCHERRERE 7 7 2D L% | HIE R EHIRNIE S Uz & %,
AT RS RS 1321 M SRR I B REBIE LW & Z 2 5 7Y,

16.3 910

16.3.1 T v ROV IVICHCIEBIER 7 7 A ¥ )L % B EIFIRA
B L7ze &, BE5BEP D ICHETRIE SR BT L., i
Bl FFIEICEEEICOR L. FOHEIZMmEEfEEICH S
BTH o1z ELMANOBITHFRD 5N 722Y B LTI,
RESBEROFEBICH A L. ZOHEEIEBRTH 1Y,

16.3.2 T v MIMCHERIER 7 7 A Y L2 REBIRNRS L&
&, HAEAEET N OB E IR S EIBUC VL ER U 2AN 210
SRICIIEFREBIOGIV EHMishiz, £/, REKRSROME
W o OERTMFPEE I CHNBHRTH D, BERSDOHE
ICHBEDHA D FRD 57z,

16.3.3 HHIRHF DT v MIHUCEBIER 7 7 A V)L % B EIFIRA
HLizE&, REANOHSEEOBITIRD Sz, HEIHE
RHrTH o7,

16.3.4 FHAHF O T v MHUCEBIER 7 7 A V)L % B EIFIRA
HLiz&&, LHAOMESEOBITHIRD Sz 2. HEIHE
RHrTH o7,

16.4 {{z4t

16.4.1 EERANCBIT2ERT 7 AV LVOFEREIE. 1V F)
) Y ERO L OKBILAERTZDfaEETH 5720,

16.4.2 5 v NRUHVICBI2ERBEME. 1VF ) VBEED
L OKBEILER O ZFDiadEcd . FEi- 2 REHEBITTFET
Hoizt,

16.5 HEtt

16.5.1 ERBAICH T 2 RE(MEKRORE#Y Z EDE %5424
B CORTEFIBIRIZ, BHEBD67%TH -7,

16.5.2 T v b ROV IVICHCIZRIERE 7 7 A D)L % B OER RN 5
LizE &, Ty MRUPLESICHRIESLHTH D, Tv M TlE
RECHETICEREICHEIS N Ptk ERICRICHE sz,

16.5.3 v MIHUCIEFHIEE 7 7 A VL =1 HIEIREFHRANES L
7o & & RERIRICB T 2 KEHGOREBIRD SNk, >72,

17. BRERREIE

17.1 BHUERUCREMEICEIT 255

17.1.1 EABRFREER
I)IVFEITB VT, ENERIOMESE THRET60661IC DWW TERS
e _EHEMNERRE ETERABROMEIL, MOEBUTH S,

(1) 75X (EHEAEER CO—EEHREEHABRICBNT. <bE
T HE AT 0D AN I B A e O 2 S £ S B R I REIR 22 2 L 729

(2) RFIA0mg/HIEE SNIZERIcB VLT, AR EEHES
NIERNE. 74% (37361H27661) TdH - 7249,

(3) EIERIE37H] (5.56%) ICR® SNz, EHEIERIE. KIN
JEL3M (1.95%) . SEEPHMmSH] (1.20%) . FFHRERET7H] (1.05
%) EThHo7,

(4) RERRBETRD S NI-HBAHIM (8K191F) OWERIZ. M
P I3 RS IMAE 2 R AR S IMLAEE L, A2 PR I LA
SHEE RIMAELE, < SETRHIMIME) Tholze BB, 71K
AR U7z BGARR TIE. AR TOEENHIMOFETRIXL.5
% (136B1F1261) THO. TSR TOFRERIIL.4% (14001
26l THo7z. (1.4 11.1.1508]

17.1.2 ENRISRTTR ERRERES
T JVIES KO T Y JLE O {5 B A A N OVREE (5 F B R & 1
BT, BIERFI4,90361F, 62361 (12.71%) ICBIWERPRD S
Nizo TOELBDIZ. AST. ALT. ALP. LDHOD EFRZDRTF
PEEERE 42401 (8.65%). FHZNHIM8SH] (1.79%). {EME20
Bl (0.41%) FTdh o7z,

18. EERPEIE

18.1 {ERR
A VBILERTHSRhoF F—YOHEEERAICE I B DL
EZo5NTW5S, RhoFF—Flk, IFATVHRAT7¥—YD
AL (U VERL) 2{EET B LT, FRICH IS4 U]
HORWEL () > ER(L) Z2EET 5. RhoFF—Yi&. MmE
DOUNHE. RIEMHMBEOEEL. MENEHEOEERE, <b
JECR AR I 2 S RN i & OV MR E R AEDJRA & 72> T
WASHEENTOFERITICES LTV 5,

18.1.1 77 AV V&, Rho¥+—t%2MHEITHZE T, 34TV
AAT7 74 —EOREL (U BE(L) ZEHEL. 2k 3
* T VBHORNEL (B VL) 2E#ETEZIET, =T b
Y RO FOMHEFEM. S5 I FEHMEOMEER 2R
L7z (in vitro).

18.1.2 b MFHRIRE OBIROMEE 2 INE L7129 (n vitro).

18.1.3 & MFFEROTEEEBREEZMH L2 (n vitro).

18.2 RMIMELRHEDFRHR UIERFIER
A XEBFEEMIMEERET T NICBWT, B2 TR R OERY
L7z,

18.3 BMfEERCUE(ER

18.3.1 A XEHRMMIMEEHEE T ILICBWT., KMEE MR 2L
#LRD,

18.3.2 5 v MIMEBIMETFVICB VT, MEHE 25 LY,

18.3.3 b MMEWEMIICB VT, EEEE AR IC &L 5 PRk
ERHELELY (n vitro).

18.4 WFhEREREINGI(ER
£ SBHREMMEEHEETNVICBVLT, < bETEADIFHER
2 A A L7220



18.5 RutEZEERFEANNHIER

18.5.1 AF XX IMEIMETIICH T, EFMEMIEHAAZE 2
L7220,

18.5.2 T v MRMBIMEFIVICHE VT, BIFER OB ZEROFE
ZIME L. HER 2 E L2,

19. B3RS ICRET ZIBEZHHR
—fRIBFR - 7 7 AV IVIEERIE/KFIY (Fasudil Hydrochloride
Hydrate) (JAN)

{b%#4 : hexahydro-1- (5-isoquinolinesulfonyl) -14-
1, 4-diazepine monohydrochloride hemihydrate
(IUPAC)

3F= - CuHrN:O:S - HCI - 1/2H0

TR 336.84

R ARIZEEOREEORRIIBET, IZBWVIERwn,
AR, FEUIEEE (100) 1I9BETR T, X ) —
IZRRBEIFPT < T =)L (95) 1K<,
VIFNI—TNITIFEA LBV,

LR ER -

o9

S
Ve
HN N -HCI-1/2H:0
\_{
Bl R220C (90fR)
22, @&
2mL X107 > 7

23. FE#k

—_

FRELAA M - BRI & IEE. 1992; 20(Suppl. 6): 1559-1585
PR - YRR | BRI BRI SR O RNEE(F v )
FEPNER} - SEYEIRE  EIRN B O S R O RN S RE (L)
EEARM © SEH L VAR, 1992; 20(Suppl. 6): 1587-1607
B EYENRE | BIRNRER S ROEREE(T v )
EEAAM I IR, 1992; 20(Suppl. 6): 1627-1658
EEAAfh I IR, 1992; 20(Suppl. 6): 1609-1626
EEAAM - I IR, 1992; 20(Suppl. 6): 1659-1676
Ito K, et al. :J Physiol. 2003; 546. 3; 823-836
Nagumo H, et al. : Am J Physiol. 2000; 278: C57
W S Ath © I IR, 1992; 20(Suppl. 6): 1551-1555
Satoh S, et al. : Jpn J Pharmacol. 1999; 80: 41-48
Satoh S, et al. : Eur J Pharmacol. 2002; 455: 169-174
Arai M, et al. : Biochem Pharmacol. 1993; 46: 1487-1490
{REEE—fth : S LR, 1992; 20(Suppl. 6): 1521-1524
AedE—ERth BRI S ARE. 1992; 20(Suppl. 6): 1515-1519
Satoh S, et al. : Acta Neurochir. 1991; 110, 185-188
Hitomi A, et al. : Life Sci. 2000; 67: 1929-1939
Takemoto M, et al. : Circulation. 2002; 106: 57-62
Satoh S, et al. : ] Clin Neurosci. 1999; 6: 394-399
Asano T, et al. : Br J Pharmacol. 1991; 103: 1935-1938
Satoh S, et al. : Br J Pharmacol. 1996; 118: 1592-1596

—_ = = =
D — O O 00 N O U1 W N

3
4
5

—_ = = —
~N O

8
9
0
1
2

24. XHRFERERUEVEDESE
JBILRR T 7 —< Mttt <9 OHEEED
T100-0006 HEETREXAREI—T H1H2S
71— %4 ¥ L0120-114-936
(9:00~17 : 45/HH#. HEHZKRL)

26. BNSEERES

26.1 SHERRFETT

JBIER D7 — VRIS

REMTREXAERH-TH1%E25

DD =

)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)

NS



HETOEKTHZ 2D, BRAMOIMINEEZSRIT B L

20244F. HAERL (1R

S
AN 368 1
I n
PSIE TS

EIRBIROCK2PEEH
RIVERYIVA Y )VEEER

L0, 5200me

H ARG i B o

87399

KR W B g

REZUROCK: Tablets

1) IR - RASF ORI X DR 52 &

lid

1. B

FEDE 5. BREC+HRETEDERBRICBNT.
SEMERIEEICH U T+ 408 - BB OEMDS &
T, AHDRSEYEHEE N BEFIC DN TDHTS T
to

2. BR(ROEBEICIFBRELIEWVNT &)
2.1 REN DR L BBOE O BEHE O b % B #H
2.2 I AR LTV B WD & B Pk [9558 1]

3. #8m - IR
3.1 #8mk
W4 FRNS S (1) RN

ML LO—Z, L7 AT— A,
JUAANAA—=AF YA, B
BEKRT AW, ATT ) VYT R
DAZE NN DR =9y = B €115/
ALY BfbFS v, v uT—
V4000, &V wEt = R bEk

NNVERI VATV
Wi2425mg ()L E
2 YV ek LT
200mg)

LAuay s
$£200mg

3.2 REIDMEIK

S
macy | AR | @
B % % it
LAy 7 |7 4VA LR
5200mg | a— ¢ | B | WfE(mm) | S (mm) | Tt (mg)
e | B
VT Rt 149 59 525
Bt 75 ’

4. S - MR
BN MIE R OBMBEN NEER (2701 RKADRST
HRATHEE)

6. A% - B2
WE L AR 12D EO/RNBIZIERVEZR VIV E LC200mg %
THIMAEBICREORES T 5, RIS C T RA TG 2EE
121M200mgl H2W$ 5123 T & 5,

7. BE - HEICEET DR

71 RGN TRERR S TAF O Cmax  FAUCHE T §
b7, AFNIEBRIRHT 2 2 & [1621Z1]

72 70 by R THER T EVCYPIA4FHEA & o fF I X
D\ AHOMAREDET 5 2 RN H 5720, Th b D3
2T 2GR EZTORBITERE L. AR ORI 75742
FiiE, A2 1m200mel H2WB 51295 2 L 2 ZET 5
Z &, [102. 16.7.1-16.7.32 ]

8. EELERKER

8.1 Mt &5 D HE 72 JEHUE R H AL e BULLEL 55 2 &8
Hbo FTiz. BEIFSEY A VA, WS SN 25
NHD %o ARG o THHET A W AZE O EHD A 1k % Tifg
AL AABGANMEY) 2 E 2179 2 Lo ARG PIIEEYE
DOFEBUUIHEHERT 2 2 &0 [9.11, 11L11ZH]

8.2 R ENDH 5 DNDL I LD3H DT, AHHG- L&Y
CIFHkRE R AL 2 JEE S B 2 Lo

9. HEDERZEI 2EHICHATZER

9.1 BIHE - BIEFEEDHDESE

9.1.1 BRPEZEHULTVDES
SEREMES L BZN0H 5, [81. 11L.112H]

9.3 FrigeEEEEE

9.3.1 EE(Child-Pugh7%8C) DTHEEEEES
THEZRIR Y 5285 2 2 Lo RL2 TR T B
FHOWRELX LI VEEICHSEL. AEFLOBHICTTEETL
Lo RAIDMARED FA L. RIEH»EL Hobh b BEN)S
Hb. [1661%K]

9.4 LIEREZ BT DE

9.4.1 RS AR B B P IE, AAIF G- i R O i 514
LI BTl 5 B K ONE Y 70 R 12D W TR 5
5 &, [95%MH]

9.4.2 BHIZIE., KAZG PR O EEEGHERICBWTNY T
FE(a Y F=2) 2V TEIET 52 BEEICOWTH TS &,
[95%MH]

9.4.3 BEICHRG T AAIE, PRI R O EGERE I 0§ 2 B e %
By b2 e, BWER(S Y M) TRENLD D 5 HEZREE~ORE
(BN OCHIRE O T ) A3 R IR & 084G THiE S h T
Wb,

9.5 iTim
IR IR LT AW RO B A L MEICIE G- Lawnwz & B
WEBRTIE - JRIRHME (T HFRET v b)) RO (7
¥R WO EOE s o B AR E AT TG
EhTWw5, [22, 941, 9425 1]

9.6 WA
EE ORI REZEOR ST ZEE L. IO i
FIEEBRET L2, B MBI 2AHFNORBRTEIARAHTH
60

9.7 INRE
12 A D /NBEE T b G b U 72 B RERIZ SN L T v,

10. MHE{EHA
AHNZFICCYP3A4IZ &L D A S, CYP3A. P-gp. BCRPE Y
OATPIBLIZH§ 2 HEEH 2R T720 AFIOWEMHEEIZpHD
ERICEDETT 2, [16451]

10.2 HAZER(HRAICERT ST L)

H 45 FRIARIEIR - S8 5 B - kAT
i\ CYP3A4REEH AR OMHBREIMET S |2 1 5 @ F # @
V77 vET HUHEMEDSH B 7200, T | CYP3A4FHE/E I
Jr=hf ¥ NOOEFZPH T2 | L. KHOFLH A
HNVNIEE ¥ G E O IRRB IR | M S b
& L. RAORRDPA 5 | SMET T2 BEhh
[72. 16715H] BHEITIE. AHELE | HDS
200mg1 H 2l #5123 5
THIELEEZEET LI
L,
R RE OO CY PIA4REHE | AH ) LU i FE 2S5
#l LU RN D %o
I77EL VY
ZhSE)
TVIRY
&
[16.7.6&H]

A4 avF r¥FY) VY
(St. John's Wort, %
VheYa—-vX-
T — M EAER

AH) O 1L H i BE AV §
BN D B 72D, A
A GREEE2 A I b
FU YT EA R
LaWwE ) ICERETSLZ
Lo

f4avtr ¥y v
Y OCYP3A4F AN
M2k, KHIOMR
AL S, dfnrh
WEMET T 282
b s,




ESiEA WRAEIR - 51 T5 k B - fbk

Fu bR THER | AR OMPREIMET | Sho AN L S
FIRTF =) LU H B 720, T | HWpHD EHIZ X
F AT T = NoOREHZIT 23 | 0. ARHOWIL AT
IVRXAT TV =) HREFZORBICEE | HshsBZEND
B L. KAIORRDBA 15| %o

[72. 16.7.2. 16.7.3% | ¥ H1CiE. AHF % 1

] 200mg1 H 2l #5123 &t

THIELEEET DS
Lo

BCRPKXU'OATPIBI® | 26 DA OMAHEE | A # O BCRP J O

WH & 7% B3| M ERT DR S | OATPIBIHLE/EH
TANZRYF v 5o 2k, Ths ol
£ Fll o it v EE A3 _F 5

[16.75%H#] FTEBETNDED S,

CYP3ADIE & % B3 ARH OCYPIARE

il fEficEY,. 2ho
IYVI A D HEH) o it i EE A
yruaxARy v rLHAT2BZENLD
T RIVNAEF %o
fsT{s,;

[16.7.7511]

P-gpDILH & 7 % HEH ARH DOP-gp FLEE
FEHSNT T F &b, Ihsodk
¥5—F 7l > i v EE S F 5
yruan) hA TEBETNED S,
PSRN S
"f—{f:

[16.74%11]

11. EIfER

ROBWEHDH HDNDE Z EHHLHDT, BlgEE HoIIrv, R
WD NI E 3G 2l 5 % SEY R REE 1T 2
(Eo

1.1 EXFEIER

11.1.1 BRPAE
g€ (2.0%) \ 7 RIIZ (1.3%) FEDEIIEN H HDND T L WD
5o [81. 9.1.1ZH]

11.2 ZDftbDEIEA

IR\ B 5% L 2.5~5% A 2.5%A

i Fo, S PRI AE
W23 R PRI B AR T e

Bl KA = 2 — a8 | RIRE, FEitko ¥
RifihieR F— Wy BREEAR AR i
k=S 75 ML PR B IR AR
W2 WOk, I DR 55 VP IT PR
y— Mol T | MR, R gi;?/(f&ﬁ%ﬁ;;
Lol Bk
d ] Z 9 FHIE
R ARG B TR A
ik SRR RS

ASTHM. | y -GTPHEIN, v | i CKBMI, I

ALTESM | 7 L7 F = 8. | BREGRA, i) >~
W PR B A REWA ) 28k | WA

Bk i/ S
A, e ALPES N

3 97 | EAREGE . R, | RE. S B

Zof (20.3%) ARRIEFIE, 0 hE ;JEE 1?‘771);)7 Z 1; E
HE

14, BRALOEFR

141 FEFIZMEBOER

1411 KM VEEDSLZIZF YAV TFay 7 &L TWb720D,
Sl R o THETAZ L,

14.1.2 K MVEEZIEZ, BREETCRETL2 L,

141.3 /N3 F %3 558021, RN R P VEDORS % B
ONDEREHNL T L,

16. EHEPHE
16.1 MAEE
16.1.1 RIEHRS (BEBA)

H A AR e N 531 (681) 12NV E Z YV 27H R, 200mgl H1lml, 200mgl
207 3 13400mg1 [ 1) fr i IG5 1 USRI 5 L 72 & X 0% 5.7
HH®DONVEZ DV O TmaxlF2~4KEH, T12136~10MHTH o720 W3
oM - HEIBWTH b7 73530 HUBETIRIZ—E D% R
L. EHIRREL 25720,

F1 AEER AR ANV E R VIV R ERIS L & & 03y ERE <

G A—%

s | o il Cmax Tmax?® AUCP T2

e (HH) | (ng/mL) (hr) (ng - hr/mL) | (hr)
200mg | 6 1 2300361 | 20020401 | 9803+1405 -
LHIF | 6 7 2623+391 | 20020401 | 126103222 |64+17
200mg | 6 1 2443+472 | 20[2040] | 10200109 | -
LHZE | 6 7 3130+500 | 20[2020] | 14190=2436 |67=08
100mg | 6 1 4170+771 | 40020401 | 21240+2870 | -
LHIF | 6 7 | 4823+1448 | 40020401 | 267907408 | 9.6+39

Mean*SD.. — : §iieg
a) FP Ll Lo /Mt 35 KAl ]
b)1H 11513 AUCo-24hr, 1 H 2[5 5-13 AUCO-12hr

16.1.2 BORURERS (BUEBERWETREE)

AL PERPER R R 15 3295 83 (1061) 12~V & A 2V % 200mgl H 1] 31
1TH2I A U AR5 AN BRI S Lz & &, e ~Ov £ 2
DV, 5 H2~ AR OF ) SRR IE L, A A L
.2)
22 AHE NEYERS R R R E R ANV | A VOV B RIS L7
L EDOIEYBE T X~

P PSE I Cmax Tmax?® AucV

* (HH) (ng/mL) (hr) (ng * hr/mL)
200mg 1 1.800+1570(5) | 29[1.1,601(5) | 12400+11,600(4)
LH1H 29 2510+1920(4) | 20[1.9211(4) | 14,700 +12900(4)
200mg 1 1.300+1270(5) | 40[127.81(5) | 15000, 7,700° (2)
LHZH 29 2560=1720(4) | 1.3[1.04.0](4) 6,100 (1)

Mean +=S.D.(n)

a) A [l /M, B KA

b) 1 H 1A 513 AUCo24hr 1 H 20145 5-13 AUCO-12hr
¢) 2 o Al Bt

d) 1451 o> il ) ik

16.2 IRUY
16.2.1 REOFE

HARNERER A ST (1861) Z x5 & Lz AFOMBERBRIZB VT, WHEA
FEIG 5% 1305 P2 I IERR 4 5 L 72 & & OCmax K PAUCo- 1, 22
JEHF IS S L7z & W HARB2ETH - 720 H EEIN305 512 % 5-
L7:& & OCmax L NAUCo-oo 3, il IG5 %12, Cmaxi1.284%
TH o705 AUCO=1Z1.0565CTH ) K& eEld e d > 72, AHROMEGE
PR SIS L - ThH, EMBBICKRE 2B E A r-7Y, (112
1]

#3 NIVERYNV200mgx HIAREIHR G- L7z & E OEYERE T X2 — 5

2N 5K %
4 SIE Ak
" Cmax AUCo-00 RATPIEO I
ﬁ%%“‘ n (ng/mL) (ng - hr/mL) [90%{?%&1&"5‘1]
Cmax AUCo-
ZlNs | 18 | 1251450 | 6511=2693 - -
SR ORI 195 208
s | 18| 2572=620 | 1243023615 | 115061 | (1642647
S ORI 250 219
305 | 18| 27H=48L | 1210=2700 | 1993167 | [1.73278]

1622 NAFT7RASEUF 1

REHER AT (561) 12 [MCT ARV E A Y VIEIR100 u g% Hila IR P 5 (15
SRS ) OOV E 2 Y Vv200mg 7 BRI H BRI G Lok &,
NIVE AT NVDHFTINA F T NXA FEY T 413637%TdH - 724 (FHEA
F—%),

16.3 7

B 1 B3 (5H10) 12 [MACT OV | A Y OVIEHR100 1 g % WL FHIR 3% 5- (15
SR 5 L7k EONVE R YV OERIRIED S 7R 35321 T
BHott, NVERAIIV(02~2ug/mL) Db MUK E21399.83~
99.90%CTd - 7:5 (in vitro). F72. NVEZAI VO ML MAE T
JEI12071CdH - 729 (in vitro ) o

16.4 X3t

NVEAYIVIFTEICCYPSAUC L YR s, F72CYP2CS. CYP2D6J
VUGT1A9% B5- LCw27 (in vitro)o [10.ZH]



MR O F 2L, NVEZAI I, NVERAINVT VIO sk
T OIS EA (M2) /O BTV F LNV E AT VBTG RTH - 720 IR
U FICRVER DV 7V 7 v VBT ERDS, FEhicidEIcM2/0 -5 7
VE LNV E R Y VIRBRESE, NVEZAI I, NVER DIV —KEILE
AR E Y BHEAT— ),
M2®Rho-associated coiled-coil-containing protein kinase (ROCK) 2FH 3%
P, NIVEZR Y VOML/ETH 5728 (in vitro) o

16.5 #Eittt
e RE R NBPELC [MCT NV E 2 Y v200mg (7 72 v) 2 %ISR % 5 L7z
LA, ORG2160E M F TICHRYS S M RE D 84.6% 25T, 3.98%7%%
JRAICHENE S 7z, BRI BE D RIB0% ARV E A VIV TH - 7205, IR
FIZIENIVEZ Y VIZED SN o 2D GHEATF— %),

16.6 HEDERZHEI DEE

16.6.1 FFigEEEEEE
BERERE IE 5 #1400, B EERFAEREAS T % (Child-Pugh A) 8. w2 BT
T # (Child-Pugh B) 8l % O FE P B R~ % (Child-Pugh C)6f1c~ L
EAYN200mg % HIERE PG L7z & & O PENFRAEACT &, HPEE IR
FEA T & M OVE BB AEAR 312 81 5 Cmax i N AUCo-00 D 3 fi I/ — 5
SO RFRERE LR 203 5 M (90%EHEIX ) 1. Cmax Tl Eh 1120
(0.91,1.58), 0.944(0.60,1.48) } 11.32(0.90,1.94) . AUC0.0TlEZ 21136
(0.832.21). 151(0.982.33) % 10*4.21(2.20806) T v . WEEIAHEAEIL T 12
BUFHAUCHolE, FEEREIEHFICHNE Do 729 BHEAT— %), [931
ZH]

16.7 EYHEIER

16.7.1 U7 VEY > (CYP3A4EEH])
HERERL A (3260) 12 7 7 ¥ ¥ ¥ »600mg% 1~9H H Dzl 121 H 1l 545
RS- Ly AF200mg% 10H HOBEBICH MR G Liz L &, NVE
ATV OCmax B AUCo-00ld, AHF) AR G-I & R Z 204185 KDY
02815 TH - 7210 JHEAF— %) [72. 102Z]

16.7.2 SNTSV—)L(FO VKRV TREAD)
fERERL A (33B1) 125 X7 5V =V 20mgZ1~3H HiZ1H2m &, 4HHIX
1H 1 22 AR P G- Ly AR#I200mg % 4 H H o A& # I H R
HL7zE &, NVERAYVNVOCmax e TAUC-eold, AH HLA % 51 &
ZRZENOIME R 0201 TH - 7210 JHEAF— % ). [72. 10228H]

16.7.3 XTS5V —)L(FO hVRY TEEAD)
fREHERL (3861) 124 X 75— )L 20mg#x 1~4H H O Z2WE21 H 1l 545
FEOEG- Ly AAI200mgz4H HOBEBRICIH2MREORS- Lz e & X)L
ERAYNVOCmax (NIVE ATV VLG H) L OAUCo-0 &, ARFH HHE G-
B & 22 10.3265 L 0545 T dh - 7210 (BHEINF— %) o [7.2, 10.2
ZHe]

16.7.4 SEH NSV ITFIS5—N(P-gpEHE)
eI N (1960) 12 AR HKI200mg % 1~8H H O I H LI SRR 5 L
FEHNTVITF XY T — MT5mg%5H HOABKICHBFEITRE Lk
X, ST OCmax L ONAUCoastid. ¥ E A~ T » B 50 &
RENZFN23685 % V21565 Td o 7210 (BHEAT— %) [1028]

16.7.5 ORJ\ZAHF > (BCRP/OATP1B1E&H)
eI (1450) 12 ARHKI200mg % 1~8H H O I H LI BRI 5 L
T ANRAYF 10mgx5H HOEBICHEFRETRG Lz L&, g xRS
F ¥ OCmax L P AUCHastld. T ANZ & I o Bihifp 5 & lh_ZFh2h
35965 ] V46205 Tdp - 721V BHEAF— %) [10258]

16.7.6 T77EL VY (FIZEDCYP3A4EEH])
B BREE T VISV I 2L -2 g VIZBVWT, 77 E
L »v600mg#1~16H HIZ1H Lal AR5 L. A#1200mg %8 H HIZ
BN G L72 8 &, NVEA Y IVOCmax e FAUCo-old, AHI HiAR
Bl & 2 20,8105 i 106545 & dsiz S h7z12), [102201]

16.7.7 =5V S L(CYP3ARH)
WD BREEFVICE SV Y I2L—Ya YIZBWT, A#H
200mg#%1~14H HICTH 1 SEROES- L. 3 4V 9 23mga9H HIZH
FFREOHG Lz &, 34V 9 A0Cmax L FAUCo»IE, I 7V T L Hifh
LG & 2 23205 J ONL644% & 3 S 713, [102201]

16.7.8 ZDMDZH

(1) 4 >3V —)L(CYP3A4BEEE])
fERE A (35B1) 124 + 5 2V —)1200mg#x1~9H B O£ H 1 E
RS- L. A#HI200mgZ8H H O EHICH MRS Lz & NVE
A VN DOCmax f FAUC-e0 &, ARFHI HAEE 5K & 2 212005 K O
12565 Td - 7210 FHEAF— %),

(2) SILFYSEIL(UGTIAIEER)
eI N (19610) 12 AR KI200mg % 1~6H H O£ #IC1TH 1l BRI 5- L.
FNVT 7T ENA00mgESH HORBICH RS Lz &, FVFs
F NV OCmax X AUCHastid, T IV T 75 EV AP I & e ZE 2
NOSTRE R N0I5ETH o720 F20 FINTZTENT Vo a Y RIAEHEKD
Cmax % FAUCodastld Z 1210584 K 1°0.6015 T dp - 7210 (SHEA 7 —
5o

(3) A7V (CYP1A2EH)
HEHZWIEDFREEFVICE SV I 2L —Ya YIZBWT, AH#H
200mg#x 1~14H HICTHIM SRS Ly 7 =4 »150mgx9H HIZ

HREI3%G- Lcs &, 724 Y OCmax L AUCoold, #7214 VH
MG & R ZE 2086 L N L586% & e S h7z1d),
(4) In vitro 5E&
NVE RV IVIECYPLIA2, CYP2C8. CYP2C9. CYP2C19. CYP3A,
UGTI1Al. UGT1A3. UGT1A9. P-gp. BCRP. OATPIBl. MATEl}& ¥
MATE2-KIZH§ % BLE R % 7R L 72147160,
V) ARKOZKER S N - FREEE AR O12 L Lo/ iziE~ov
EAYNVELT200mgx IHIMEHICHITHRS T 5, PHHZEICE LT,
AR5 % B4 12111200mgl H 2[5 512w T & 5. | TH S,

17. BRERALIE

17.1 BMERUREMICET 255

17.1.1 B ERERERER (S5114B5KER - KDO025-21358R)
12i% VL _E 02~5FE 80 0 4 B iR IE & A 3 2 PR R W 15 320 1B 2 i
L L. A#HI200mg#x LH1MSOZ1H2MP 5 L7z FHEEHMIHE T 5 NIH
Consensus Development Project Criteria(2014) 12350 < el 8 5%
%67 AR 0 5 RZER)E [95%E X 1 1E. 200mgl H 1% 5- BTl
72.7[60.4,83.01% (48/66%51) . 200mgl H 2[H14%5-# T 1274.2[62.0,84.21% (49/
6661) TH D WTFIOLGHED . 95%IE WX M O T RIEIE S ke sh
7B (30%) % -l - 72,
FIVE I ZEBUMEE 1X. 200mg] H 1 $¢5-#E T 12 74.2% (49/66%1) . 200mgl H2
8] $% 5-1 T1360.6% (40/6661) Td - 720 EZ2RIEH X, 200mgl H 1R 5-
HECIE9E9725.8% (17/6641) K N HE:13.6% (9/6661) . 200mgl H 218 % 5-#f
TUEIES21.2% (14/6681) K OHEL10.6% (7/6661) T - 72217,

17.1.2 EAERARERER (551148588 © ME3208-25158)
12D Lo AT a4 PRI/ IRBUtE OB R AR i ER R A R L
L. A#200mg#x1H1E1%YS L7z, FEFHIEH T4 5 NIH Consensus
Development Project Criteria(2014) (230 &Mt iR 8 Sk 4 248 768
IR 15 D I B Z2 RN [95% A5 WA X 11 1385.7[63.7,97.01% (18/2141) T&H 1 . 95%
FEHEIX [ 0 F BRAB X SR 1238 S 7z BRAE (25%) % 1-Jal - 72,
B S BUBE 1238.1% (8/2161) T - 720 EREIEHIZ.
(2/2180) . FEAHO.5% (2/2181) T - 7218,

18. FhEIE

18.1 fEFAER
Rho-associated coiled-coil-containing protein kinase (ROCK)2iZ. THillz
SRR Y 7T MEEE GO TS A O, TR R O
I722 % —THIROERES BN CHOMZ2HEE % %723 Rho
GTPase ¥ 7 F MEEREM O FRIAEAET 550 FTh 519,
NVE RV IVIFROCK2IZEIRMIHES L. ROCK2D F F — ¥ iFH % B
L 7’;8,20)(}

18.2 EIE{EA

18.2.1 THEEZRZE NS DHAEIER
Y b RR L EAE A & 72 in vitro SEBRICB W T, NIVE A YV,
CD4kmtEF A — 7 THINE O B CRIEISE S92 NV 8 —T17#if2 (Th17
L) ~ DAL B O~ OV — THINE (TEhile) ~ /b 2 3H L. 6
PEPIHIC B 59 2 RAPETHING (Tregife) ~o 5t & Jose L 722020, %
72v NIVER VNI, FIEWET A M A CREEEEIIEI L. PUSRETEY A b
HA YRR T L 7220,

18.2.2 HURHHLIER
In vitro BERIZB VT, NIVERIVIE, LL-24 Ml 30 bk o fa
LBICH S 235 — 7 V2 HE L7222, $72, WI-38k bk
FFHINIMR S O'HT-1080 & b5 A fLii A IRtk D 3 5 — &7 AR 12
55 B HEILIAE > 7 F MR & S L 722,
In vitro RERIZ B VT, NIVE R P ViE, NIH3T3~ %7 R ke 3 ik o
B A4 L 722,
In vivo RERIZBWT, NVEZA IV, T L <A ¥ v ETMisHEE T
FIV(C57BL/67 7 AT L F <4 ¥ v ZEENHES) TOMRMEL 2 i)
L7220,

18.2.3 BMBIBRNTEERICHT H1ER
In vivo RERIZB VT, ROVEAVIVIE, THINE K OBRIK 25858 2 B 53
% v A VERAI T 046 9% 8 7OV (C57BL/6~ 7 2 o4 il % B10.BR
<7 AR, 1EB10.D27 ¥ 2 O #EMiE & THILZBALB/c¥ 7 A1
FEHH) T OBMERR R B e TR GRS S BRI PE 5 MR RB AR T, ikt
ML R A 2 7) 2 gt L 72220,

19. B ICET DIBEFHAR
— R ATR  NOVE R YV A YOV IR (Belumosudil Mesilate)
b4

i RIEIZ9.5%

: 2-(3-{4-[(1 H -Indazol-5-yl)amino]quinazolin-2-yliphenoxy)-N -
(propan-2-yl)acetamide monomethanesulfonate
C26H24N602 - CH403S

548.61

NVERAVI A Y VBRI EBOEIKTH b,

7
G
PR



H
N N_ _CHg
N O/W Y
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NH
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21. EERRM
PRSEM Y A 7 G 2 g o b, @I ERiT L2 L.

22. @&
INTALE(R MVAL EERIA) 3088
23. &k
1)Ogama, Y., et al. : Jpn. J. Clin. Pharmacol. Ther. 2023 ; 54(5) : 197-
203

2)FEPIBEL NIV AV OHESM ST RER (KD025-2133405%) (202X 4EXX
AXXHK§. CTD27.6.15)

) AEPIER: © HAR MR A B2 50 5 & U 7z R 3EFAER (ME3208-154
55 (202X 4EXX H XX HK#, CTD27.6.4)

4)Schueller, O. et al : Clin. Pharmacol. Drug Dev. 2022 ; 11(7) : 786-
794

5)KEPIEEL 1 b b IMSER FE AR (202X AEX X A XX H KR, CTD2656.2)

6)FEIREL b M IMERBEATYE (202X 4EXX A XX HAKZE, CTD27.2.2.1)

TIFEEE © NXVE R DV OGBS 5 5 (202X 4E XX H XX H A&
A, CTD27221)

) FENEFL : NVEA YN R ORBWDin vitro ROCKFHEG VA
(202X 4EXX A XX H A&, CTD26221, 26222)

O FEPEEL IR REICT & % 1 5 & L 72 B R ZEFEERBR (KD025-109785%)
(202X 4EXX A XX H A&7, CTD27.69)

10)Schueller, O., et al. : Clin. Pharmacol. Drug Dev. 2022 ; 11(7) : 795-
806

11 4% FE 1 UGT1AL. P-gp S O'BCRP/OATPIBIEE & o3l HAEM
B (KD025-1123%) (202X4EXX H XX H K72, CTD2.7.6.11)

12) FE R} © A BRAR SR 3 1 R AT (202X4E XX H XX H K78
CTD27.234)

13) LR} © A FRAE Y SR 3 BE AR ARATT (202X 4E XX H XX H KGR
CTD2.7.2.36)

14)#LE R © In vitro CYPBHEAEM (202X 4E XX H XX H K.
CTD27.236)

15) # N EL © In vitro UGTBLSEAEH (202X 4E XX H XX H R,
CTD27.236)

16) W% In vitro b T v AF— ¥ —FHEEH (202X4EXX A XX H A
7, CTD27236)

1) AR @ NV 2 VOV DRSBTS (KD025-213345k) (202X4EXX
AXXHAKRR, AL )

18) HEPIEH] : NIV E Z Vv o [E N SETITAR B (ME3208-23U5%) (202X4EXX
AXXH&. CTD27.6.13)

19) Zanin-Zhorov, et al. : Clinical Immunology. 2021 : 230 : 108823

20) Zanin-Zhorov, et al. : PNAS. 2014 ; 111(47) : 16814-16819

21)Weiss, J. M., et al. : Science Signaling. 2016 ; 9(437) : ra73

22)FEERE - NVE A Y VDin vitro TGRS B B PURHEL/EH (202X
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FAX(03)3272-2438

25. {RIRfAFT LDER
AHNGH RS T D % 720, S WA 5RE107 7 CPIR184E3 A6 H )
D& BAEEPGRA S 1E 2 RGRT 5 A OKH T T, B
4H3ZREE T 5,

26. BUEIRTTEES

26.1 SGEARTTTT

Meiji Seika J»IL 2kt &t
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1.82 %08 - R, AL - BE. FRALDIE () RUZTDHRERNL
1.8.2.1 MEERIFHR () RUVZDHRERML
4. ZhREXIIBA (5
G MR AR L DR IERBAE A %18 W (AT v A FRIORE THRA T 25E)

[ZheE ST F (22) D% EIRL]
AT A RGN BPTEEM GVHD BFE 2 x5 & L7ZBL RO 2 MBROFE RIS & AF D%
RE X3 % TS ML OB R x5 20 (A7 1A RO THER+S 7255 |
ERRE LT,

1) ESMERR 25 1T AHRRER  (KD025-213 7kik)

SOLE AV N OFINER OB EMEEFHET 5720, AT vA NEFENE AKPrEE M GVHD
BE LR E Lo, Shisctln, BIERL, IFEMOBRE AR 21/ CTEM L 72, #ER
F % 200 mg QD #£ 13 200 mg BID #HIZ HE/E 2 (ZHIMF 1T 72, 200 mg QD #£ &% U 200 mg BID #£IZ
ZIEI 66 L DB ER S AL, Bk ST 132 A 2B OPERF 2 E BT REFTH 5 mITT
LI Sz,

FEFHHTE H T8 % best ORR (95% CI) %, 200 mg QD #f K (8200 mg BID # TZ N ZEH 72.7%
(60.4, 83.0) } X 77.3% (65.3,86.7) Th V) | ARIMEZ T 5 72 I FRNTERE L 72 BIE 30%
% 95% Cl O FRREN BRI 72728, REBOTFEEAMZER LIz, Flo, B O HER
FOWERIE 200 mg QD #£ K O 200 mg BID #: CTEALZE4L CR 23 4 £4/66 £ (6.1%) M Y3 44/66
% (4.5%) . PR DS 44 41/66 41 (66.7%) MM 48 41/66 4 (72.7%) Toh -7z,

BIRGHMIE R T&% 5, DOR O HFHHfEi%, 200 mg QD A ) 200 mg BID BE TENZH 19.9 K
209 Th o7, £72. R LI OFIGI1E. 200 mg QD #f M U 200 mg BID #¥
TENZEN20 HLL 2N 45.8% (22 41/48 44) KON 47.1% (24 44/51 44) T, 24 L. ES 43.8%

(21 44/48 4) KN 43.1% (22 44/514) T, 48 LI BN 18.8% (9 4/48 44) K (N21.6% (11
4151 4) Thoi,

2) [E NGRS T AHRRER (ME3208-2 #lEk)

UL ANV DR LB EFTMT 5720, AT v A FKENE Hyirtigrt GVHD
BEZNRE Ui, ZhaskdiE, FEEMROEKE R ENTHEM Lz, ~VERADIL
200 mg QD REDHRETHMi L 7=, Bok STz 21 L BB OWERE A L BT REH TH 5
mITT £HIZEA Sz,

FEFEEE TH 5, best ORR (95% CI) 1%, 85.7% (63.7,97.0) Th v, Az HIWr+
5 1= O IZHANCERE L7 25%% 95% CI O FRREAS Bl 7272, RBRoO 5 H 1 & ik

L7, £, BN ELNIHERE 184 ONFRIZTAETPR ThoT,

BIKEHMIE H CT#% 5 . DOR O FRAL T NA Th o 70, F 72 B0 Rk L= R OEI& 1%,

20 LA E2Y 72.2% (13 44/18 44) . 24 HLL EDY 55.6% (10 4/18 44) Th -7,
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1.822 AERUVAE () RUZDRERM

6. LR OHE ()
WHE L RAK N2 5L EO/NRIZIE~VEAT L E L T200mg 2 1 B 1 EIERZICEOKEGT 5,
OFHEICISE U T, 2R84 1B 200mg 1 H 2 [FEHICHETE S,

[FHIEROHE () OREHRM]

FENERR S TR (ME3208-1 3857) OfER L0, BARAERKANICSVERA DLV ERG LIZ L
= OIRYENRE LT SRR 1 AHFRER (KD025-106 50k) OFE R & ik L TR E RETBO Lo
72o FE72. ME3208-1 RBOFER LD, BES D EI0 N TRFOXAILVITIZEDZLERATI LD
SENIR I 7 TR DL o te, Lo T, EWNERRSE I AHRER (ME3208-2 #kk) Tk
ik - HEZ 1200mg 28%IC1 B 1EREAORY) & U THMER 227 L7z,

ME3208-2 sBR DFER, AT v A REFM AKPUERME GVHD BFIZEB T 2L 2 L OfF 2
DRGES T, F72, Zat b, BEIN2EROREIIT/L <, ARECHMEIX 2R -7,

ME3208-2 i ok S iz 1] s/ MR 123\ T, MR LE R OV, R AR
FHHOIX DX OHMANTH o7, BHHIG 2 B%E» 0% L, 5B 28 R A S 2220 Fk
FCH D, AEFROBBILGRD N, EELAEEFGZORIUI D o1z, Lo T, #EHMA
K, 125l Eo/NRBEORE c HEZRA LR 200mgl H 1[EE$T52 & THRIERZWEEZD
iz,

F7-. CYP3AFHEAILOPPI 0 Lz & &, EF~LERDVREITIKTT5 2 kﬂm@%
M7=, ME3208-2, KD025-213 } 8208 iR D E /4 HIfRTIC L 0 . PPI HFH O F M CH 2%
YIRSl mbgh@@ot@Mmm82Km%2B&Uﬂ%ﬁ%fiCﬂ&Nﬁ%ﬁ%ﬁmbtf
mﬁ&@ott . BV T E OHEIT TE o 72, CYP3A FBEAIGHHFFD~LE A VLD

¢%$E®ﬂw®&fi PPI (F BRI R T/NE WD 0D CYP3A #BE A DA 01

DOREIL PP PRI & FIRREE LHEE SN D, 7272 L, LB R DL ORISR $T%6X%n4Pw
fi/ﬁ#éaﬂmD@Emééﬁﬁ#ék REENMET T2 2 & CHMIMER R+ Ll o725
E%@%ﬁmoﬁﬁéT%ﬁﬁ%é’kWE\ﬁﬁ@CY%A%%ﬁ&UPHﬁ%ﬁLAw%X/w
DINREPARA 53725511, BEOREIZIER L, 200mg 1 H 2 [ EICHET 22 L 6EETH 2
EMWEE LBz b,

PLEXY ., ENCBIT 2 HE - A&z TlE, ALK 12 L Eo/NRIZIE~vER DL E LT
200mg % 1 A 1 FIEZICROEET S, SFHEIISC T, RA/R +ﬁ@ﬁAam 200mg 1 H 2
B GICHET 52 bBETH, | E&ELE,

1.823 FEARUVAZICHEEYT 5FE ()

7. JER OHEICEET AR (R)

71 BB AR TR G TARFND Cra X OV AUC DMK T 57280, AFNIRZICIRHAT 2 Z
Lo [16.2.1 ]

72 7'\ b AR TRRERISUIFRV CYP3A4 FHEH & O LY . AAIOMPIRESMET 9% 0]
BEMERH D720, b OEAZ T 255813 E OREICERE L, AFOMENR+07e 56
ZiX, AFIE 1E200mg 1 B2 BFGIHEET 2 2EETH 2L, [10.2, 16.7.1-16.7.3 &J#]
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[HELOCHEICEET 21FE (22 O ERIML]

%ﬁ%f?@ﬁﬁénkﬁ;f%@%ﬁﬁ (KD025-105 55 & O KD025-106 #5#R) OfEH, ~LEA LD
SMENREIZ 1T, BEOEENRD b, ME3208-1 BROFE R, BHIZ-ULT AT ILEE 200 mg %
Bh L= k XD Coax L OVAUC 1T, ZERERFICH G LW & Rl U TR 2 @O RER & 722 0 | s aRBR
FIFRIZ, ~ULER DL OMYEREIC R FEDEENBD HND Z ENEREINT, &b, B% SO K
OB#% 30 0O 5T, BEOXA IV TIZLDEYBE~OEBELRFI LI A, BE S oS
IRf & Ll U TR 30 508 H-HRED Crax [TENICEWEIDFED DT b DD AUCowiﬁﬁ%‘%’a‘u -
FRETHY, BREOXA I TIZ X DHEYBERE~OFEICEIT 2N T & DRI LT,

L7eho> T, BREZ THLMEITRVN, BRICEGTO20ENH L Z 6, HIELOHEIZE
B DEEC TARRNTZEERE 5 TRBE R G IR T Can L OVAUC ME T 5, BHEOFEL BT
L7280, BBRICRHATAHZE, | ZRETDHIEELTE,

AA & O EAEHRBRICIKW T, #7172 CYP3A FEERZA T 5 3AI T 7 v bR 7
EHEOURAIZL Y, AROBRBEOKTARBD LN D, EEMOIZDIZRE LT,
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1.824 FRALDIE () RUZDHRERML
AT O R TR N OB PR AR 0D Bl & 212

EEFET—2— T (CCDS) K UHEEDIRAT L
FeBEL LT, ROX I EoEE () @€ L,

i EoEE ()

A EAR AL

1. &S

ARFNOFE1T BEERFIS TG T & DEFR ISRV T, &
i EEFERBAR % L T4y 2k - iR AR OER O S & T
AAN OG- D) & FIWT STUDIEGNZDOVWTDHITH Z &,

HE DL A BB ITRE LT,

2. o ROBEIITERE LN L)
2.1 AFNIORS X UilsEUE OBEERE O & 2 B
2.2 IS XITEIR L TV D AREMED B D etk [9.5 B ]

BIWEH DV A7 Z /BRI T 5729,
CCDS K OEIE DU CEE S E IR
E L7,

8. EEER RN

8.1  JiRZ D EE A RYESC B Fn RS 3 3 B 3 b5
LT ENDHD, Flo, BEFFR Y A VA WRIEEE D FHEE
(LT 2BFNRD D, AFFE G > THR D A NV AED K
PeOFEEER L, ARG INCERAEZITY 28, A
5 G- TR GUIE OB IR 5 2 &, [9.1.1,
11.1.1 2]

8.2 JTHEREREENDH H b b Z ENH DD T, AFIIEE I
EMRIC T REM A 2 £+ 25 Z &,

AHIOEEGIZ XY Bk, RSN
WESNTWAZ & FFRERERE )33
BT 500N H D ZENBEREL
7=,

9. EDHERELATLEAIHT ER

9.1 AOHE - BEERSDH 5 BE
9.1.1 BYYEEAIFL TV BEE
JER RIS BENNH D, [8.1. 11.1.1 ]

AAN OB LY Wiz, HRIEE R
WMEINTNDZ Enb, EEYMED
ToOIZRLH L7z,

9.3 JIFHRERE T A

9.3.1 HEJE (Child-Pugh 4338 C) DJFHrefEE B
AIREZR IR e H-ZMET 5D Z &, R E ST RS T 5512,
BEORELZ LV EEICBZE L AEELORIUCHERT
52 &, AFOMPREN EF L, BEA RS bbb sk
bbb, [16.6.1 ]

S E AR S BRBR I T BV T, BEDR
B CIIFREE EH 3 £ 0 AHN D Coax 13
1.3 1%, AUC 1T 4.2 5L 720 ESAE N
IRENTT-OBRTE LT,

9.4 AFHREEHTHHE

9.4.1 HERT 2 A[HENED & 2 PRI I AHIP G- M O e ¢
5% 1 BRI CREE 3 2 00 B0 QN U] 72k Iz o0
T+ sZ L, [9.55H]

9.42 BT AHE T R OG54 1 BRICBVL TR
UTE (2 F—2) Z VGRS 2 MBI W TRt
HZE, [9.55H]

9.43 FBYEICHREGT 5 E T3 MER R OVETERE I 6§ 5 5%
EEETLHI L, BWER (7 v ) THIEEO S A6

SO (BRI OEIREOIRT) 2EKRRE RO 8.4

fEcHEShTna,

9.5 I
I SOTIEE L C WA ATBEM D 3 D i3 5 L7 2 &y

I, IR R & LR AR
ITFERE LTV W=, FEERIRRBRRK
RIS ERIE LT,
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H FEoEE ()

A EAR AL

B ER TR IBIREME (DT v ) ROMEERME (v
WX R, B E OB ORE) NEEKEEE R T
WEINTWS, [22, 941, 942 58]

9.6 FZH. b

B FOBRMER AR R L ZE U 231 0Ok X
AT S Z &, b MBI AR ~DBITITRHT
HD,

9.7 /IR
12 WA D/ NREE At G & U - BRI ARBR 1332500 L TUWhZg Ly,

12 AT D/NREE 2 b5 & U7 HIRER
BRIIERL CB6T, Zatiimirs
WTWNWRWZORRIE LT,

10. fAAAVEM

AFNLFEIZ CYP3A4 2L 0 G =41, CYP3A, P-gp. BCRP
MO OATPIB (CKI T D FEEM 2T, £7o, AAIOEME
EpH D LRI K VIR T2, [164 /]

102 PHHEE (BHHICEETH Z &)

PR o b
A5 it
FRVY CYP3A4 #5EA| | AAIOIMHIRE | 2o O3EH D
Voyrresr M35 AHE | CYP3A4 K& (EA
Tx= kv R D=0, |12k, AFIOMNK
BN B OHEKE | e SF, i
% AT 2580 | PIRENMET T2
[72. 16.7.1 W] | BEOREICE | BZLDRH D
B L., AFDB
RN A4r 70
BT, AH%E
18[200mg 1 H
2 [E G
THILEEE
THZ L,
RRLEED CYP3A4 7 | AFIDOIMAERE | 2 b OFEHF|D
HA MK 45 A[HE | CYP3A4 358 (EH
TT7FEL LY MR d 5, WZED ., RAEIOR
= hT7EV AR S, i
AV IR N HRENMET T2
% BENWND B,
[16.7.6 Z1&]
AT A NEY Y | KHOMTEE | A2 04 FFD
7 (St. John’s Wort, | 2ME N5 H[EE | Y U D CYP3A4
‘b TVa—r RSB0, | BERHICLY, K
X« TU— ) GAR | AFIBGRITE | FlORBDEdES
M AT A XY | A, MR ME
VUSARME | TTABENND
BRLARANWES | 5,
IZHEETAHZ
L,
T MR TRE | ARFIOMFRE | 245 OEANC K
bl METFI 26 | DENpHD LR

AR & DI I EAEHRERIZIBV T,
CYP3A FHENEH 2 AT 5 3A & OfFH
IZE 0, AFIOBEFEEOR T NRD 5
N2 Lnb | FEEYE O 7= OIZRIE
L7,
BREEME N5 2 & THEOMER AT
ol ga. EERERIZ RN
HEBEMMNH D Z ENBRERE LT,

AR & OFEYF AAEHREBRICB VT,
7a AR THEREOFFHIZLY
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i EoERE (%) AR EAR L
FRT T — v PENH AT W2k, KFIOW | | AAFIOBFEEDOKRTARD LN Z
FAT G — L INHOIEFE | WAMEIShDE | | b, EEMEDTZD _mﬁbto
TYRATT =)L %%ﬁéﬁA NN D, %ﬁ%ﬁﬁ??é:&fﬁmiﬁ7+
% BEDIREEIC ol VAL N YAV
[7.2, 16.7.2, 16.7.3 %L\$ﬂ®@ % Al ﬁw%é EIMNBRE LT,
Z ] RN+ 708
ik, KAIE
118]200mg 1 H
2 [m G
THILEEE
THZ L,
BCRP %X () OATPIB | Zi 5 DIHAID | AHF|D BCRP KON | | A L Oy EAEAZRERIZ IV T.
DEE & 772 % HHA MM 5 | OATPIBI BHLESE BCRP & TN OATPIB1 O EE & 72 5 FEH
BANAZF | THARER D | HIZk, Zhbd &@%% X PERIEOREBEED 5
e %, DOEFNOMFIRE | | BBDHHNIZZ LD, EEREDT-
[16.7.5 ZH] NEATHEZEN | | wicxE L,
N D,

CYP3A DILE L 72
% ZEHA

HEV T A
T ARY
T RIVRNAZTF

i

AF|D> CYP3A BH.
EEHIZEY ., =
U5 DA i H
BENSEATZE
EFNNnH5H,

AP EhREE T LIS SV e
T2 l—3 g A2 BWT, CYP3A4 D
B L 72 28K & OBERIZ X 0 BRI EE
@Hﬁ'e O AP EEINZZ &0

. EEMUE O OICERE LT,

%
[16.7.7 /4]
P-gp DHEE L 725 | P-gp PHE o .
. * ﬁ%a: T : T | | A OD;MMHE{’EH%&E%L:J‘OW\T\
FEH RS T (DS O i, e P-gp DIE L 72 5 3H & OPEAIC
¥vT— EER LR D37 {’*ﬁﬁ%mﬁﬁa @L’*i’ &5%“7’““
val) AA
e
[16.7.4 4]
11 AIEH [E N EE I AERRER M OWEAN 26 T AR BR OO
&@”W%ﬁ%%bhé ENRBHDLDOT, BEETDITITV, | BRRBR A IS &R E L,
OO LN AICIIRE AT A 7 St A LE &
fro\_to
11.1 ERZEIEM
1111 JEYE
fitige (2.0%) . HARRE (13%) SORYIEND bbb =
Emb b, [8.1, 9.1.1 ]
112 ZofhogER [EIN G I AHRRER M OS5 T AR BR O
W R R BRI IS S D & 3R E LT,
ARk s%l L 2'5%%%: SRR Sopkeiis
JRYLIE ARGE Y
k73 i, - ER D
JiE
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i EorE (%) AR
AR FROR ISR T
JiE

FERPARRE R |BRR RWME = = — o | RIRAE., 8
IF— T, BREARA,
TR, SR
1 & =iiINES TR T R A2 SiE
S &r IR ISR RIS | S IR R
MR (e LT N N I 71 - ¥ 5 s, BEER AR

S REFRR .
LI

14.1.1

14.1.3

14.1.2 R RVERETZIL.

A MAEDCSEIZT YAV Raey 72 LTWbT
W, STEBH LRGN THRETLZ &,

R ZRT CTRFT 52 &,

NG T ET HGEEITIE. BRI AR MVEORKE
BT ONDLEGREHND Z &,

ALk VRN
B2 & Z 9 PEIE
il ¥ R inE, BEETR | R, A PTE
5 ik e EE
BaoRFRA  |AST ¥8h0. |y —GTP #4900, u|ifh CK ¥#hn, A
ALT H40 LT T = | EREGE  ifn
whn, ARER |V
U 2 RERED
IR 1
Fr AL-P B4
Z D W (20.3%) [RAGEGR, & | EEuk, FEEL it
BE RAYMEERIE, K, B U o A
A E SELIRT AT v
MYE
14 #EHEDOEE AR EICHH SIS Ko, EER
14.1 FEHFIZZAFREOEE EaiiE L,
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1.9 —RMIBRICER A XE
1.9.1 JAN
SRS 1 A 16 BAFERASKEIR 0116 26 1 2L @I,

JAN :
(AARL) LT R RA VR
(% 4) Belumosudil Mesilate

b4

(AAA4)
2-B-{4-[(IH-A > Z Y —-5-4 NT X 2 1xX TV U U 2- ANy T = ) F2)-N(F 2 s302-1A 1)
TERNTIR —RAX AR ERE

(F 4)
2-(3-{4-[(1H-Indazol-5-yl)amino]quinazolin-2-yl} phenoxy)-N-(propan-2-yl)acetamide

monomethanesulfonate

1.9.2 INN
INN : belumosudil

fb5244 ¢ 2-(3-{4-[(1H-indazol-5-yl)amino]quinazolin-2-yl} phenoxy)-N-(propan-2-yl)acetamide
(rec-INN List 85 ; WHO Drug Information Vol.35, No.1, 2021)
(rec-INN List 88* ; WHO Drug Information Vol.36, No.3, 2022) *ffi&=AaMEE S 7=,



HASEE I 0116 86 1 &
S5 4 1 A 16 H

FHENREAETER (R) & &

JEA TR A - AR R AR L A PR R
( N Ffl &) S )

= H 5 O — R FRZ DN T

LRI HOWTIE, TEIRSL O —fRAIAFROBIR TSN T (CERE 18 423 H 31 A3
RRE 0331001 SEAF A EHRE L FHEER) IFICLVROF->TNDHEZAT
T A, BAEICB T DEIELO—HILFR (BLF TJAN) £0v9,) 1220\ T, #
SIZBIRD LBV EDT-OT, lTHMO L, &% FEMREZITE MG LA L HEE
JFEVNE T,

(Z)

[HAREI L — LT — % ~X—Z | https://jpdb. nihs. go. jp/jan/Defaul t. aspx
BIROIEHRD 5 B, JAN USNOEFT OERIL, Si%T —F X—ZADIFHR THIET 5
ZELLTWET,)




BEkF s 304-2-B5
JAN (HAR%) : ~LERATILA )VERE
JAN (3% 4) : Belumosudil Mesilate

H
N\(©\ N_ _CHs
N O/\[( \(
N o] CH
©/\( 3 e H3C—SOzH
NH
el

N
\

N
H
Co6H24N6O2 + CH403S

2-GB-{4-[(IH-A > X —=N-5- A NT X FV V2 ANy T = ) FV)N(T a8 2- 4 )T T 3
| S V7 3 Vg 3¢5

2-(3-{4-[(1H-Indazol-5-yl)amino]quinazolin-2-yl} phenoxy)-N-(propan-2-yl)acetamide monomethanesulfonate



Recommended INN: List 85
International Nonproprietary
Names for Pharmaceutical
Substances (INN)

RECOMMENDED International Nonproprietary Names: List 85

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of
Recommended International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId
Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution
EB115.R4 (EB115/2005/REC/1)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International
Nonproprietary Names does not imply any recommendation of the use of the substance in
medicine or pharmacy.

Lists of Proposed (1-117) and Recommended (1-78) International Nonproprietary Names can be
found in Cumulative List No. 17, 2077 (available in CD-ROM only).

Dénominations communes internationales des Substances pharmaceutiques (DCI)
Dénominations communes internationales RECOMMANDEES: Liste 85

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue
du choix de Dénominations communes internationales recommandées pour les Substances
pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10
(résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les dénominations ci-dessous sont
choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d'une dénomination dans les listes de DCI
recommandées n'implique aucune recommandation en vue de [utilisation de la substance
correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-117) et
recommandées (1-78) dans la Liste récapitulative No. 17, 2017 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales para las Sustancias Farmacéuticas (DCI)
Denominaciones Comunes Internacionales RECOMENDADAS: Lista 85

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas [Act.
Of. Mund. Salud, 1955, 60, 3 (Resolucién EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution
EB115.R4 (EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el presente anuncio
que las denominaciones que a continuacién se expresan han sido seleccionadas como
Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacién en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en
favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-117) y Recomendadas (1-78)
se encuentran reunidas en Cumulative List No. 17, 2017 (disponible sélo en CD-ROM).



Recommended INN: List 85

Latin, English, French, Spanish:

Recommended INN

DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula;
Graphic formula

Nom chimique ou description; Formule brute;
Formule développée

Nombre quimico o descripcion;, Formula molecular;

Formula desarrollada

Please find the names from proposed INN List 124 - COVID-19 (special edition) that have reached the status of recommended INN in annex.
Veuillez trouver les noms de la Liste 124 des DCI proposées - COVID-19 (édition spéciale) ayant atteint le statut de DCI recommandées en annexe.
Por favor, abajo se encuentran los nombres de la Lista 124 de DCI propuestas - COVID-19 (edicion especial) que han alcanzado el estatus de DCI recomendadas.

acapatamab

acapatamab

immunoglobulin scFv-scFv-scFc, anti-[Homo sapiens FOLH1
(folate hydrolase, prostate specific membrane antigen,
PSMA)] and anti-[Homo sapiens CD3E (CD3 epsilon, Leu-4)],
monoclonal antibody single chain (scFv)2-scFc, bispecific;

IG single chain scFv-scFv-scFc, anti FOLH1 and anti-CD3E
(1-986) [scFv-VH-V-kappa anti-FOLH1 (1-243) [VH (Homo
sapiens IGHV3-11*01 G49>C (44) (84.7%) -(IGHD) -
IGHJ4*01 (100%)) CDR-IMGT [8.8.14] (26-33.51-58.97-110)
(1-121) -15-mer-tris(tetraglycyl-seryl) linker (122-136)-V-
KAPPA (Homo sapiens IGKV1-16*01 (79.3%) -IGKJ2*01
Q120>C (236) (90.9%)) CDR-IMGT [6.3.9] (163-168.186-
188.225-233) (137-243)] -6-mer seryl-tetraglycyl-seryl linker
(244-249) -scFv-VH-V-lambda anti-CD3E (250-498) [VH (Mus
musculus IGHV10-1*02 (91.9%) -(IGHD) -IGHJ3*01
(86.7%)/Homo sapiens IGHV3-73*01 (87.0%) -(IGHD) -
IGHJ5*01 (100%)) CDR-IMGT [8.10.16] (275-282.300-
309.348-363) (250-374) -15-mer-tris(tetraglycyl-seryl) linker
(375-389) -V-LAMBDA (Homo sapiens IGLV7-43*01 (85.1%) -
IGLJ3*02 (100%)) CDR-IMGT [9.3.9] (415-423.441-443.480-
488) (390-498)] -4-mer- tetraglycyl linker (499-502) -scFc (h-
CH2-CH3)-(h-CH2-CH3) (503-986) [Homo sapiens IGHG1*03
h-CH2-CH3, nG1m1 (hinge 6-15 (503-512), CH2 R83>C
(574), N84.4>G (579), V85>C (584) (513-622), CH3 E12
(638), M14 (640) (623-727), CHS (728-729)) (503-729) -30-
mer hexakis(tetraglycyl-seryl) linker (730-759) -Homo sapiens
IGHG1*03 h-CH2-CH3, nG1m1 (hinge 6-15 (760-769), CH2
R83>C (831), N84.4>G (836), V85>C (841) (770-879), CH3
E12 (895), M14 (897) (880-984), CHS (985-986)) (760-986)]],
non-glycosylated, produced in Chinese hamster ovary (CHO)
cells

immunoglobuline scFv-scFv-scFc, anti-[Homo sapiens FOLH1
(folate hydrolase, antigéne membranaire spécifique de la
prostate, PSMA)], et anti-l[Homo sapiens CD3E (CD3 epsilon,
Leu-4)], anticorps monoclonal a chaine unique (scFv)2-scFc,
bispécifique;



befotertinib

béfotertinib

befotertinib

belumosudil

bélumosudil

belumosudil

bentracimab

Recommended INN: List 85

N-[2-{[2-(dimethylamino)ethyl](methyl)amino}-4-methoxy-5-({4-[1-
(2,2,2-trifluoroethyl)-1H-indol-3-yl]pyrimidin-2-
yl}amino)phenyl]prop-2-enamide
N-[2-{[2-(diméthylamino)éthyl](méthyl)amino}-4-méthoxy-5-({4-[1-
(2,2,2-trifluoroéthyl)-1H-indol-3-yl]pyrimidin-2-
yl}amino)phényl]prop-2-énamide

N-[2-{[2-(dimetilamino)etil](metil)Jamino}-4-metoxi-5-({4-[1-(2,2,2-
trifluoroetil)-1H-indol-3-il]pirimidin-2-il}amino)fenil]prop-2-enamida

Ca9H32F3N; 0,
O

NH CHs

ﬁj -

2-(3-{4-[(1H-indazol-5-yl)amino]quinazolin-2-yl}phenoxy)-N-
(propan-2-yl)acetamide

2-(3-{4-[(1H-indazol-5-yl)amino]quinazolin-2-yl}phénoxy)-N-
(propan-2-yl)acetamide

2-(3-{4-[(1H-indazol-5-il)amino]quinazolin-2-il}fenoxi)-N-(propan-
2-il)acetamida

CZGH24N602

o

3

IZ

immunoglobulin Fab G1-lambda, anti-[ticagrelor and its active
metabolite AR-C124910XX], Homo sapiens monoclonal antibody;
VH-(CH1-hinge) gamma1 heavy chain Homo sapiens (1-234) [VH
(Homo sapiens IGHV1-69*06 (85.7%) -(IGHD) -IGHJ1*01 (100%))
CDR-IMGT [8.7.14] (26-33.51-58.97-118) (1-129) -Homo sapiens
IGHG1*03 (100%) G1m3 (CH1 R120 (226) (130-227), hinge 1-7
(228-234)) (130-234)], (232-215")-disulfide with lambda light chain
Homo sapiens (1'-216") [V-LAMBDA (Homo sapiens IGLV1-51*01
(94.6%) -IGLJ2*01 (81.8%)) CDR-IMGT [8.3.11] (26-33.51-53.90-
100) (1'-110") -Homo sapiens IGLC2*01(100%) (111'-216")], non-
glycosylated, produced in the bacteria Escherichia coli (E. coli)



Recommended INN: List 88
International Nonproprietary
Names for Pharmaceutical
Substances (INN)

RECOMMENDED International Nonproprietary Names: List 88

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of
Recommended International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId
Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution
EB115.R4 (EB115/2005/REC/1)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International
Nonproprietary Names does not imply any recommendation of the use of the substance in
medicine or pharmacy.

Lists of Proposed (1-117) and Recommended (1-78) International Nonproprietary Names can be
found in Cumulative List No. 17, 2077 (available in CD-ROM only).

Dénominations communes internationales des Substances pharmaceutiques (DCI)
Dénominations communes internationales RECOMMANDEES: Liste 88

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue
du choix de Dénominations communes internationales recommandées pour les Substances
pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10
(résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les dénominations ci-dessous sont
choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d'une dénomination dans les listes de DCI
recommandées n'implique aucune recommandation en vue de [utilisation de la substance
correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-117) et
recommandées (1-78) dans la Liste récapitulative No. 17, 2017 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales para las Sustancias Farmacéuticas (DCI)
Denominaciones Comunes Internacionales RECOMENDADAS: Lista 88

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas [Act.
Of. Mund. Salud, 1955, 60, 3 (Resolucién EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution
EB115.R4 (EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el presente anuncio
que las denominaciones que a continuacién se expresan han sido seleccionadas como
Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacién en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en
favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-117) y Recomendadas (1-78)
se encuentran reunidas en Cumulative List No. 17, 2017 (disponible sélo en CD-ROM).



Recommended INN: List 88

Latin, English, French, Spanish:

Recommended INN

DCl Recommandée

DCI Recomendada

Chemical name or description; Molecular formula;
Graphic formula

Nom chimique ou description; Formule brute;
Formule développée

Nombre quimico o descripcion;, Férmula molecular;
Férmula desarrollada

abimtrelvir

abimtrelvir

abimtrelvir

icomidocholic acid

acide icomidocholique

acido icomidocolico

(6E)-6-[(6-chloro-2-methyl-2H-indazol-5-yl)imino]-3-(5-
methylpyridin-3-yl)-1-[(3,4,5-trifluorophenyl)methyl]-
1,3,5-triazinane-2,4-dione

(6E)-6-[(6-chloro-2-méthyl-2H-indazol-5-yl)imino]-3-(5-
méthylpyridin-3-yl)-1-[(3,4,5-trifluorophényl)méthyl]-
1,3,5-triazinane-2,4-dione
(6E)-6-[(6-cloro-2-metil-2H-indazol-5-il)imino]-3-(5-
metilpiridin-3-il)-1-[(3,4,5-trifluorofenil)metil]-1,3,5-
triazinano-2,4-diona

C24H17,CIF3N;O;

7a,12a-dihydroxy-3p-icosanamido-53-cholan-24-oic
acid

acide 7a,12a-dihydroxy-3B-icosanamido-53-cholan-24-
oique

acido 7a,12a-dihidroxi-3B-icosanamido-5@-colan-24-
oico

C44H79N05




p.89

supprimer

Recommended INN: List 88

M14 (363), K88>R (414) (346-450), CHS K2>del (451)) (123"-
451")], (225"-214")-disulfure avec la chaine Iégére kappa Homo
sapiens (1"-214") [V-KAPPA (Homo sapiens IGKV3-11*01
(100%) -IGKJ5*01 (100%)) [6.3.9] (1™'-107") -Homo sapiens
IGKC*01 (100%), Km3 A45.1 (153), V101 (191) (108™-214")];
dimere (234-231":237-234")-bisdisulfure, produit dans des
cellules ovariennes de hamsters chinois (CHO) lignée cellulaire
CHO-S, glycoforme alfa

inmunoglobulina G1-lambda/kappa, anti-[Homo sapiens CD3E
(CD3 épsilon)] y anti-[Homo sapiens MS4A1 (miembro 1 de la
sub-familia A de 4 dominios transmembranarios, CD20)],
anticuerpo monoclonal biespecifico;

cadena pesada gamma1 quimérica anti-CD3E (1-454) [VH (Mus
musculus IGHV10-1*02 (93.9%) -(IGHD) -IGHJ3*01
(93.3%)/Homo sapiens IGHV3-72*01 (81.0%) -(IGHD) -IGHJ6*01
(67.0%)) [8.10.16] (1-125) -Homo sapiens IGHG1*03G1m3,
nG1m1 (CH1 R120 (222) (126-223), bisagra 1-15 (224-238), CH2
L1.3>F (242), L1.2>E (243), D27>A (273) (239-348), CH3 E12
(364), M14(366), F85.1>L (413) (349-453), CHS K2>del (454))
(126-454)], (228-214")-disulfuro con la cadena ligera lambda
quimérica (1'-215") [V-LAMBDA (Mus musculus IGLV1*01
(83.3%) -IGLJ1*01 (100%)/Homo sapiens IGLV8-61*01 (70.8%) -
IGLJ3*02 (100%)) [9.3.9] (1'-109') -Homo sapiens IGLC2*01
(100%) (110'-215")];

cadena pesada gamma1 Homo sapiens anti-MS4A1 (1"-451")
[VH (Homo sapiens IGHV3-9*01 (96.0%) -(IGHD) -IGHJ6*01
(100%)) [8.8.15] (1"-122") -Homo sapiens IGHG1*03G1m3,
nG1m1 (CH1 R120 (219) (123-220), bisagra 1-15 (221-235), CH2
L1.3>F (239), L1.2>E (240), D27>A (270) (236-345), CH3 E12
(361), M14 (363), K88>R (414) (346-450), CHS K2>del (451))
(123"-451")], (225"-214")-disulfuro con la cadena ligera kappa
Homo sapiens (1"-214") [V-KAPPA (Homo sapiens IGKV3-11*01
(100%) -IGKJ5*01 (100%)) [6.3.9] (1™'-107") -Homo sapiens
IGKC*01 (100%), Km3 A45.1 (153), V101 (191) (108™-214")];
dimero (234-231":237-234")-bisdisulfuro, producido en las células
ovaricas de hamsters chinos (CHO) linea celular CHO-S,
glicoforma alfa

insérer

patritumab déruxtecan patritumab déruxtécan

Recommended International Non Proprietary Names (Rec. INN): List 85
Dénominations communes internationales proposées (DCI Rec.): Liste 85
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 85
(WHO Drug Information, Vol. 35, No. 1, 2021)
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belumosudilum
belumosudil
bélumosudil
belumosudil

replace the structure by the following one
remplacer la structure par la suivante
sustitiyase la estructura por la siguiente
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3.2.P.5.3.2-1 Tablets with Quantitation by HPLC h 7 SRR
ANALYTICAL METHOD VALIDATION REPORT
3.2.P.5.3.2-2 |Dissolution Testing of KD025 Tablets with h — — 4N — FEA B
Quantitation by HPLC
Dissolution Testing of Belumosudil Tablets 200 mg e i
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3.2.P.5.3.23 with Quantitation by HPLC h 7 SR
ANALYTICAL METHOD VALIDATION REPORT
3.2.P.5.3.2-4 |Dissolution Testing of Belumosudil Tablets 200 mg h PN AL R
with Quantitation by HPLC
Water Content Determination _ e i
) _ _ ; _ BB
3.2.P.5.3.3-1 _ by Volumetric Karl Fisher Titration h 4 SER
ANALYTICAL METHOD VALIDATION REPORT
3.2.P.5.3.3-2 |Water Content Determination h — — HES — BTG & R
by Volumetric Karl Fischer Titration
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Kadmon Corporation,
KDO025-NCP-2: KD025: Nonclinical LLC . ,
421101 | racodynamics Summary Report — ~ 20l {450 East 29th Street N — Non-GLP | ZE¥&k
New York, NY 10016
_Zar?lr?-Zhorov—2014: Selective oral ROCK2 ‘ Proc Natl Acad Sci U S A.
42.1.1-02 1nh1b1F0r siown-regulates IL-?I and IL-17  |Zanin-Zhorov . . Wit |2014:111(47):16814-16819. Non-GLP SR
secretion in human T cells via STAT3- A etal. .
. doi:10.1073/pnas.1414189111
dependent mechanism
(o ot suboe 1 1 et hmer el - [Sei Signal. 2016:96437):5a73. |
4.2.1.1-03 through opposing effects on STATS in Weiss JM et al. — — #ES  [Published 2016 Jul 19. Non-GLP | &E&¥}
. 3 doi:10.1126/scisignal.aad8953
autoimmune settings
Kadmon Corporation,
KDO025-NCP-3: KD025: Nonclinical LLC . ,
421104 | acodynamics Summary Report — ~ 20} |450 East 29th Street sk — Non-GLP | &k
New York, NY 10016
KDO025-NCP-cGVHD-1: Effect of KD025 .
42.1.1-05 on cbronic Graft-versus-Host Disease in — 20... Study Location 24N — Non-GLP | Z&E&E}
mice
KDO025-NCP-cGVHD-2: Effect of KD025 Study Location:
4.2.1.1-06 on chronic Graft-versus-Host Disease in — 20... AN — Non-GLP | &E&E)

mice
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2 it suppreses murine and human Blood. 2016;127(17)2144-
4.2.1.1-07 _ bp Flynn R et al. — — #Esh |2154. doi:10.1182/blood-2015- | Non-GLP | Z#&%k}
chronic GVHD through a Stat3-dependent
. 10-678706
mechanism
KDM-01: A Study of Novel Compounds
42.1.1-08 from Kadmop Corp. in the Treatment of . . st . Non-GLP 2GR
Pulmonary Fibrosis Induced by Bleomycin
in C57Bl/6 Mice
20131203-1: SLE model study in
MRL/MplJ-Fas[lpr]/J mice; Effects of
4.2.1.1-09 KD025 administered p.o., QD starting at 11 — I LIZ4S — Non-GLP | Z&¥&k}
weeks of age in a semi-therapeutic SLE
model in MRL/MpJ-Fas[lpr]/J mice
KD025-NCP-CIA-1: Effect of KD025 on
42.1.1-10 collagen-induced arthritis model in DBA1/J — - ik — Non-GLP | &E&E)
mice
-—0007414: Data Report for
421201 Pharmacology Services (Functional assays . Ak . Non-GLP BB
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ADME-KAD-200402: Cytotoxicity 20~ -
- — _ . B LR
4.2.1.2:02 Screening for KD025 in HepG2 cells 20I.I Non-GLP SRR
The People’s Republic
of China
Il 502031: ASSESSMENT OF
EFFECTS OF ORAL ADMINISTRATION
OF SLx-2119 ON THE CENTRAL
NERVOUS SYSTEM USING THE 20l . BN
21301 I\ ODIFIED IRWIN TEST WITH - 20I.I 7% GLP AR
LOCOMOTOR ACTIVITY ASSESSMENT
IN MALE AND FEMALE SPRAGUE
DAWLEY RATS
090109-TVM: Effects of SLx-2119, SLx-
2131 and SLx-3047 on Cloned hERG 200 - 5 S el
4.2.1.3-02 Potassium Channels Expressed in Human o 2OI.I st GLP R R
Embryonic Kidney Cells
Il 502029: CARDIOVASCULAR
ASSESSMENT OF ORALLY
4213.03 |ADMINISTERED SLx-2119 IN B ;gll o B N y—

CONSCIOUS RADIOTELEMETRY-
IMPLANTED MALE AND FEMALE
BEAGLE DOGS




KDO025, KD025m1 and KD025m2 in Dog
K3EDTA Plasma
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[l 502030: RESPIRATORY
ASSESSMENT OF ORALLY
ADMINISTERED SLx-2119 TO 20 . e
4.2.1.3-04 PLETHYSMOGRAPH-RESTRAINED o 20I.I 4 GLP AT
MALE AND FEMALE SPRAGUE
DAWLEY RATS
8289751: Respiratory Safety Pharmacology
Evaluation Using Head-Out 20 i
4.2.1.3-05 Plethysmography of KD025 following Oral — ) OII iz — GLP FEAT A
Gavage Administration to Male and Female ’
Rats United States of
America
8289747: Validation of a Method for the
Determination of KD025, KD025m1, and s =
422101 ¥ 5025m2 in Dog Plasma by HPLC with 7 GLP | RFAlFR
MS/MS Detection USA
031721: Transfer Method Validation of an
422.1-02 LC-MS/MS Assay for the Determination of . st . Non-GLP o
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4.2.2.1-03

IOOO2870: Validation of the Analytical
Method, “Method of Analysis for the
Determination of SLx-2119 and Metabolites
in Rat Plasma by LC/MS/MS”, for the
Determination of S1x-2119 and Metabolites
in Canine Plasma

~20 |

EZAS

GLP

A R

4.2.2.1-04

8325599: Validation of a Method for the
Determination of KD025, KD025m1, and
KDO025m?2 in Rabbit Plasma by HPLC with
MS/MS Detection

pl 1 B
2088

5

GLP

AP A A

4.2.2.1-05

8291392: Validation of a Method for the
Determination of KD025, KD025m1, and
KD025m?2 in Rat Plasma by HPLC with
MS/MS Detection

20,
20

st

GLP

APl A

4.2.2.1-06

031722: Transfer Method Validation of an
LC-MS/MS Assay for the Determination of
KDO025, KD025m1 and KD025m?2 in Rat
K3EDTA Plasma

st

Non-GLP

4.2.2.1-07

I0002490: Validation of the Analytical
Method, “Method of Analysis for the
Determination of SLx-2119 and Metabolites
in Rat Plasma by LC/MS/MS”, for the
Extraction of SLx-2119 and Metabolites
from Rat Plasma

st

GLP

Al
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lls02032: Validation of an LC/MS/MS
Assay for the Determination of the 20
4.2.2.1-08 Concentrations of SLx-2119 and — ) OI'I_ A — GLP AT
Metabolites SLx-2131 and SLx-3047 in Rat "
and Dog Plasma
ADME-KAD-200402-Kinetic Solubility: 20
4.2.2.2-01 Kinetic Solubility Determination of KD025 — 5 OI'I- AN — Non-GLP | Z&&E&E
at pH 2.0, 4.5 and 6.8 ’
The People’s Republic
of China
ADME-KAD-200410-Caco-2: Intestinal 20 i
42.2.2-02 Mucosal Permeation of KD025 Using Caco- — 5 OII NiZAN — Non-GLP | &E&¥
2 Cell Monolayers ’
The People’s Republic
of China
42.2.2-03 SLx-PK-096: Single KD025 Dose PK Study — igll_ Surface Logix AN — Non-GLP | ZE&H}
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SLx-PK-113-213: Single IV or Oral KD025 bt | o . ; i
. _ ; _ B B
4.2.2.2-04 Dose PK Study in rafs 5 OII Surface Logix NTEAN Non-GLP g
KDM/03: KD-025: Absorption,
Distribution, Metabolism And Excretion 200 - . ,
) ) _ ; . ) B
4.2.2.2:05 Studies Following A Single Oral Dose ZOI.I 151 Non-GLP SRR
Administration To Male And Female Rats
United Kingdom
SLx-PK-239: Pharmacokinetic evaluation 20
4.2.2.2-06 following 7 days of once daily oral KD025 — ’ Surface Logix st — Non-GLP | &&&%}
L. . . 201.
administration in male C57BL/6 mice
-1 12910-KDM/01: Tissue Distribution
Pattern Following a Single Oral . - ,
422301 wing a Sing — s — GLP A

Administration of [14C]-KD—025 to Male
Rats

United Kingdom
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ADME-KAD-200410-PPB: Determination 20
4.2.2.3-02 of in vitro Binding of KD025 to Plasma — 5 OI'I 24N — Non-GLP | Z&&#
Proteins in Plasma from Different Species ’
The People’s Republic
of China
rl4 i
42.23-03 KDM/O6.‘[ C]-KDOZS Human Plasma . 200 st . Non-GLP o
Protein Binding 2088
United Kingdom
ADME-KAD-200402-Blood Partition:
Determination of the in vitro Blood to ; ,
. _ ; _ . B
4.2.2.3-04 Plasma Partition Ratios of KD025 in 17} Non-GLP SER

Different Species

The People’s Republic
of China
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ADME-KAD-200630-PPB: Determination 20
4.2.2.3-05 of in vitro Binding of KD025m2 to Plasma — | HES+ — Non-GLP | &E&&H
. . . 200
Proteins in Plasma from Different Species
The People’s Republic
of China
KDM/05: An open-label, two-part study
designed to assess the absolute
bioavailability of KD025 and to determine
the mass balance recovery, metabolite 200 - . GLP S e
42.24-01 profile and identification of metabolite - 20I,I st T (GCP) APAEERE
structures for [14C]-KD025 in healthy male
subje_cts (Metabollte Profiling and United Kingdom
Identification Phase)
ADME-KAD-200420-LM: Metabolic 20
4.2.2.4-02 Stability of KD025 in Different Species of — 5 OII sk — Non-GLP | Z&&&¥E

Liver Microsomes

The People’s Republic
of China




Microsomes and Recombinant Human CYP
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ADME-KAD-200420-Hepatocytes: 20
4.2.2.4-03 Metabolic Stability of KD025 in Different — 5 OII AN — Non-GLP | Z%&k}
Species of Hepatocytes ’
The People’s Republic
of China
ADME-KAD-200420-LM-MetID: 20
4.2.2.4-04 Metabolite Identification of KD025 in — 5 OI'I- AN — Non-GLP | &E&E
Different Species of Liver Microsomes "
The People’s Republic
of China
ADME-KAD-200420-Heps-MetID: 20
4.2.2.4-05 Metabolite Identification of KD025 in — 5 OII AN — Non-GLP | &E&E
Different Species of Hepatocytes :
The People’s Republic
of China
XT174009: In Vitro Reaction Phenotyping
422406  |ofKDO25 and KD025-M2 in Human Liver B ;gll N . N [ —

and UGT Enzymes

USA
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4.2.2.4-07

XT184060: Determination of Relative
Contribution of Various CYP Enzymes to
the Metabolism of KD025 in Human Liver
Microsomes

pll 1
2088

USA

Non-GLP

AP Al A

4.2.2.6-01

XT173022: In Vitro Evaluation of KD025
and KD025-M2 as Inducers of Cytochrome
P450 Expression in Cultured Human
Hepatocytes

20
20

USA

st

Non-GLP

Al

4.2.2.6-02

XT175017: In Vitro Evaluation of KD025
and KD025-M2 as Inhibitors of Cytochrome
P450 (CYP) Enzymes in Human Liver
Microsomes

20,
20,

USA

st

Non-GLP

AP R

4.2.2.6-03

ADME-KAD-200630-UGT Inhibition: In
Vitro Evaluation of KD025 and KD025m2
as an Inhibitor of Human Uridine 5'-
diphospho-glucuronosyltransferases (UGT):
UGTI1A1, UGT1A3, UGT1A4, UGT1A6,
UGT1A9, UGT2B7, UGT2B15 and
UGT2B17

it 1 o
2088

The People’s Republic
of China

st

Non-GLP

4.2.2.6-04

XT178018: In Vitro Evaluation of KD025
and KD025-M2 as Inhibitors and Substrates
of Human ABC and SLC Transporters

USA

A

Non-GLP

AP R
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XT215067: KD025: Metabolism-Dependent 20 i
4.2.2.6-05 Inhibition of Cytochrome P450 1A2, 2C19 — 5 OI'I E%4N — Non-GLP | FHM&EkH
and 2D6 in Human Liver Microsomes "
USA
0500-05015: Rat Range-Finding Single- bt | o N S vl
4.2.3.1-01 Dose Oral Toxicity Study with SLx-2119 200, 7 GLP AR
1173-023: DETERMINATION OF
MAXIMUM TOLERATED DOSE OF 200 - . ,
; _ ; _ } BEGE
423.1:02|ORALLY ADMINISTERED SLx-2119 IN 20I.I 1ot Non-GLP | =88t
MALE AND FEMALE DOGS
1173-028: 4-WEEK ORAL TOXICITY 20
4.2.3.2-01 STUDY OF SLx-2119 IN RATS WITH A — 5 OI‘I' %A — GLP ST R
14-DAY RECOVERY PERIOD ’
029502: KD025: A 26-Week Oral Gavage
423202 Toxicity and Toxicokinetic Study in Rats . igll— Fidh L GLP Sy a]

with a 13-Week Interim Termination and a
4-Week Recovery Period
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1173-046: SLX-2119: A 7-DAY REPEAT 20 i
4232-03  |DOSE ORAL TOXICITY STUDY IN — 5 OI'I EZAS — Non-GLP | Z&E&FE}
BEAGLE DOGS "
8289749: 7-Day Oral Capsule Toxicity and 200 - . S e v
4.2.3.2-04 Toxicokinetic Study with KD025 in Dogs 200 LiZdy GLP AT
1173-029: SLx-2119: A 4-WEEK ORAL 20
4232-05  |TOXICITY STUDY IN DOGS WITH A 14- — 5 OI'I' s+ — GLP A
DAY RECOVERY PERIOD ’
029281: KD025: 3-Month Oral Toxicity and 20
4.2.3.2-06 Toxicokinetic Study in Dogs with a 28-Day — 5 OII AN — GLP A& R
Recovery Period '
8289750: 39-Week Oral Capsule Chronic
Toxicity and Toxicokinetic Study with 20 .- s S R
4.2.3.2:07 KDO025 in Dogs with an 8-Week Recovery ZOI.I st GLP AT

Phase

United States of

America
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4233.1-01 AB44FM.503.BTL : Bacterial Reverse . 200 .- Fdh L GLP STl
Mutation Assay 20
AB44FM.341.BTL: In Vitro Mammalian 200 - 5 S T
42.33.1-02 Chromosome Aberration Test - 20I—I S GLP AR
AB44FM.125.BTL: MAMMALIAN ”
4233.2-01 [ERYTHROCYTE MICRONUCLEUS — 2OI'I' HEF- — GLP ST
TEST i
2420-008: KD025: A COMBINATION
STUDY OF FERTILITY AND EARLY
4235.1-01 |[EMBRYONIC DEVELOPMENT TO — HEF- — GLP R
IMPLANTATION IN SPRAGUE-
DAWLEY RATS
2420-004:KD025: A PILOT PRENATAL
4235201 [PEVELOPMENTAL TOXICITY AND — Z4s — Non-GLP | ZEEE

TOXICOKINETIC STUDY IN SPRAGUE-
DAWLEY RATS
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2420-006: KD025: AN EMBRYO-FETAL
DEVELOPMENTAL TOXICITY STUDY 200 - e e v
42352021\ SPRAGUE-DAWLEY RATS WITH A o 20I.I i GLP FHER
TOXICOKINETIC EVALUATION
2420-005: KD025: A PILOT PRENATAL
DEVELOPMENTAL TOXICITY AND
TOXICOKINETIC STUDY IN NEW 20 - . .
- — 3 _ ~ B EZGE
4235203 17¢ A1 AND WHITE RABBITS WITH A 20I.I 7 Non-GLP o
NON-PREGNANT RABBIT DOSE-
RANGE FINDING PHASE
2420-007: KD025: AN EMBRYO-FETAL
DEVELOPMENTAL TOXICITY STUDY 20
423.5.2-04 [INNEW ZEALAND WHITE RABBITS — 5 OII HEF- — GLP R &
WITH A TOXICOKINETIC i
EVALUATION
20082808: Ultraviolet Radiation and Visible 20
423.7.7-01 |Light Absorption (290 to 700 nm) Profile — 20I'I o — Non-GLP | ZE%H
Study of KD025 i
United States
20082809: Neutral Red Uptake In Vitro 20
4.2.3.7.7-02  |Phototoxicity Assay of KD025 in BALB/c — 20I-I s — GLP FEAT R

3T3 Mouse Fibroblasts
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43-01 FI:;) tl"ii(r)réilz; sGTPases and their regulators in "el"ty;)lulewicz VL . _ N ?gg;;zginégn(ijzl B B
ympRoey ' doi: 10.1038/nri2606
Rho-associated coiled-coil containing Small GTPases vol5 (2014):
4.3-02 kinases (ROCK): structure, regulation, and |Julian L et al. — — S 1e29846 — —
functions doi: 10.4161/sgtp.29846.
ROCK2 and its alternatively spliced isoform Mol Cell Biol
4.3-03 ROCK2m positively control the maturation |Pelosi M et al. — — HESL [2007;27(17):6163-76 — —
of the myogenic program doi: 10.1128/MCB.01735-06.
. . . . Nat Rev Mol Cell Biol.
4.3-04 EOthS: Multifunctional kinases in cell Riento K et al. . . WEsh [2003:4(6):446-56 . .
chaviotr doi: 10.1038/nrm1128
ROCK2, a critical regulator of immune Clinical Immunology
43-05 modulation and fibrosis has emerged asa  [Zanin-Zhorov . . st 2021;230:108823 . .
' therapeutic target in chronic graft-versus-  [A et al. doi:10.1016/j.clim.2021.10882
host disease 3.
Inhibition of mechanosensitive signaling in Clin Invest. 2013;123(3):1096-
4.3-06 myofibroblasts ameliorates experimental Zhou Y et al. — — L (108 — —
pulmonary fibrosis doi: 10.1172/JC166700.
. Immunotherapy 2011;3(7):833-
dsar [l Tl S | — e - | -
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Doses of SLx-2119 in Healthy Male
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