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M. AR SN S EME
FH L

12.Z Dt
FY L



V. AEICET 5EE

V. JREICEEY HIEH
DEER LR
Z =k o A — N U PEFERE O KT OSGE

MBER I RICERET 5FE
EIN TN

e g

. BiERUAE

(WRERUVHEDHEDR
WE RANIET I 777V P LTCHMAE 1R Amg 2 1 H 3 IEI%KD%EE}?@ A ORREIZIG LT,
1R E LT 5~30mg O#RFATHEEMEB L, 1 H 3~5BRO#KEGT 22, #HEIL3 HUL ELOMEE H 1T
T1HMAEE LT mg 2179 2 &, 728, 1 BH&EIT 100mg X 22 ko

QRAERUVAEDNRERZE - RHL
<BiAERVIEENE - BEAHE>
TIT77rF Y UEe MEBANTELT BT E ., REEEE TH D N-7 EF LB (NAT) 2 O
B 2R TORBMEEITIIRERBEAENR D ZLBDNR>TND, TIT77 7V V) U
i 20mg ZHEREOHRG LEBREOT I 77 v 7 DU O MR (Cmax) S OV 8 HE — ] h
B TFERE (AUC) 1%, 72T bLEE E W A (Rapid Acetylator : RA) &2 A (Slow Acetylator : SA)
Tm&5%&055%@%ﬂ#%h60_@i9ﬂ7 777V OBRGREIZIIREIC L B AER D D
b, BEZLICRERREZEL IR, RGO BERGREICETHE T, BeEEBREL
f£73§%E&I‘%B’JG:H#FEI%ﬂxﬁfi%%?é4‘4%7&)%5
WD T = b oA — b U EGRE (LEMS) B 2565 & U7 BARRER (LMS-002 7k & O LMS-003
B ORERZ L LTOKEOR A ToORGZEH®E (BimHE, WMEHE) 1L, [BEH®E 15~30mg/H (3~
4[B/H) | WERIX3~4 HZ LI bmg/H] ThdH, 72720, B ERE . IFSAEREERE &L O NAT2
® poor metabolizer (Slow Acetylator) ([ZOWTik, 15mg/HBRABTAZ L] LHESATWS, AF|
O HFE R AT B ARE N TIRBRIEIS & 725> T D NAT2 O TR OREIEN 2020, NAT2 OiEfs 14
ERRAE LT 2 F LR fEE L7 ECAAIORGHEZIET 2 2 ENTE R, ZDO7DEN LEMS
BRI GEER T dh 5 LMS-005 #BRCix, LMS-002 78k J OY LMS-003 5t & JL\C At &% 15mg/H ., ¥
LA 3~4 A 2212 bmg/H & i%E LTz, £ OfEH, LMS-005 3k T2t EoORBEITERD b 7z2)
Sl Z EnD, AABRBHEROEEAIEICEY | BERGEARET DN TEDL LA L,

<&xKXK1BES5E>

HES D B e S iR B (LMS-002 #6% } OY LMS-003 #4B2) Tix, 1 B#58 L LT 80mg/H £ TOL4
PR SN TWVD, TNHORRE FEIKETHER SN HELOHEIT, BN LEMS B8 I2k LT M1
H#GEIX80mg #2722 &) Thab,

AARN LEMS #BFICT X 7 7 o7 U VUSRI 2 B 5 UTEBIRE Cli, #IE# 5 &Y 5~39mg/H ., fik
B 7R Y 21~100mg/H ThH o7, 2D Z &b, HARAD LEMS B TILEE OWKIEIZ X - T 80mg/
Az 85EBULERBAENRG D B2 O, —F T, 777070 Uyl L% @ H & (100mg/
H) BHRHICEEIEIEZ B LTIER DGR L THME SN THWA Z E0nn 3.9, HAAN LEMS B ZxI5% L L
7= LMS-005 3B T3k 1 A5 8% 100mg £ TE L, B OF M Bt L7z, LMS-005 #5Ofk



V. AEIcEY 5IEH

K. 80mg/ HB DO ZHIRT N HIR FOMEIT AR o7, £, RKEJERT 782 T 0 7T L
(EAP-001 #BR) KO RKERLZSMER PV) 7—4 05, 80mg/ H B CHRIL LI ER A EFROE
BIEIA 1L, 80mg/ H LA F CORBLEIS & LR | & 512, 80mg/ A M GRFZRBL L 724 % F4:%, 80mg/
AULFEGRE & K& B0 T 2o de, AT, 7TI 77070 VUlEBiER 2 BHE TR G Lz & 10K
HORVENRREL LT & T 23U E R H 5 o0, LMS-005 ik, KEILAKT 782707 F A (EAP-001 i
B) KOTRE PV 7 — 4% Tid, 80mg/ H % &5 SN I-RE CBE CRBEEL SO RIEBEHEERORA
1372 o,

T Ty o7 VBRI A AR & HHA] (IRGEA : Ruzurgi®) 1E. 2019 FITKET 6wl k17
A O LEMS 35, 2020 4EI2 84 Tik 6 mlh L LEMS &~ CAR ST\ 5, {KE 45kg
DLEOBFIZHT 5K 1 HEGEITKETIE 100mg/H & HUE 4L, 100mg/ H £ TOHEGRFFF ST
5,

Iz e, HANLEMS BEICARZ K GT 5856, e+ oiE L ETRR 1 BRGREE
L T 100mg % 8 1 #TRE & Il L 7=,

<mKERAEZE5E>

TIT7 7 AV U 30mg & BRI G R O 100me/ B SR O KM ENRE (PK) Z Mt L7 RHEN]
FEENREMRAT ORE R, 5 #% 80mg/H 725 100mg/ B IZ L7cHE . £-HEER G &% 20mg 705 30mg (228
B LIZSAOMPEEITOTAOREOHBEANTHY | HEENHEZ 5 Z LI ERIIA LN o7,
%72, Thorough QTc 7zt (QTC-002 k) T, AFN DKM E (30mg) KUK EZ B 5 HE
(60mg) ZH[EHEE L7z L &0 QTe MR~DEBEZFM LT, ZOREE, WTNOMHETYH QTc LR ITxt
THREIRD ONT, WE SN TR COFEFGIIRE I EE T, BEEIEERAEERIIAD
Niehotz, ZHHOFERENS LMS-005 5k Tik, 80mg/H (e RH[EH 5 & 20mg, 1 HiK 4 [l 5)
B G-REOPERE O BMEICBBER R WGE 1T, HBRE ORREL +/0 R L8 b HEER G L LT 30mg
(K 100mg/H) ETEEGE Lo, ZORER, BRHEER S8 30mg & %5 S o 12 2 et Lo
BIEH N2 oTz, o, T I 77 07 ) UV ERERIEZ G 2y & 2354 (k54 : Ruzurgi®) T,
k1 A#GE%Z 100mg (KBIER : 3[E/ALLE) & U CHRRRERZ I L, FEH e L CRETRR SN
B KHLE 551E 30mg Th o7z,

INHDZ Enb AKHEZ AN LEMS BEICHEKEEER 55 30mg 25 Z L ICREIT v &Il L7z,

<#&5EH (HEEXR) >

oA EER (LMS-002 5% & O LMS-003 #8R) KUY LMS-005 58k Tld 80mg/H £ Tld 3~4 [El/H,
LMS-005 #ER Tl 80mg/H (FeRHLE# G- 20mg, 1 HiRK 4 BlEH) 5K OHERE O AVEICED
VAR L B BEIGEIETAIE L, T 777UV VR 20mg & REFERR AGBRE 1T G L7 BR
DI RAINE 1.84+1.9~2.5+0.730 FFfi] CEEEHEHERAE) TH Y. 20mg % 4 FFRT 1 A 4 [
WG Lz L 2 omBEPREZ, &5 2BHENG 4 [FH CTEFIREICEET 5 2 LR Sz, LMS-005
AR TIL 24 0HRE T 1 A 5 RGN, RONIEERTIIHL2HDD, 1 H 5 ARG I HRE I
LM EORMBEIIAbNRPoToZ EnD, KAl 1 H b RIETHEEREGT DI LITWREL B X D,



V. AEICET 3EE

4. RZERUVHAEICEET R

7. BERUVHAZEICEEYT 58
AR OREBIIHER/NRE 705 K9 BT EITEREICBIE L S 1 RHE R ORG24 5

M EREIIEBN P E RN LE L 7R D T ORE LT,

5. ERERRKAE
MEERT—2 /85—
)
I 7. PO o 114 e | [
DAPSEL #&Br, & 140 | 28— b 1: FEEMR, HEE5RR R R T3 1% 7T A 5%
NR—h 2: "EHER, BEAL, HEEE, 2| %—K1:54
#l 2 W7 v 24— N — Bk 2X— |~ 226
LMS-001 #Bk, 55 148 | JEEM. EIEAL., 2B 2 W7 o 24— "—3k | fEERABEL | A FY 2 i
5 otk
47 151
FIR-001 5AB&, % 14/ | S— bk 1: JEEM. FHEmy B el B 55005k EFERABELD | AT X S
sN— k2 AR D BRI otk
R—F1:120)
N— k214
REN-002 3B, 25 1 F1 | Sk kA, ES R 538 R E R E | T, i
B RERERRRE | An % T
32 1
HEP-001 3, % 1/ | 5K, FEEAL, HEROBRGRER, 74 | FFEESERE | 7200 A
TT 4 TF YA A INRER TR RERE Eu R s
17 i
QTC-002 #BR, SHIHH | /S— b 1: BAEDRL, ZEHEHR, 77 8RR, | @RBER LM | AF U R AT
TR PN T BT B 4 52 B e
N—F 2: Hfigk, “EEHR (FX>7oxY | S—h1:84l
VU ERL) L BEAEL, TR, B | S~ 2 52 4
RIHE . 4BEY 0 A A — N—RBR
LMS-002 #Br K O % itk 3 R LEMS #4 T A R | FHM
LMS-002EXT 35, SR— Tk 1EAH  EEM 53 A ANH
EAIEE SN— b2 ZEHERESTIEY  —EEHR. 77 J—, K=
BRI, EEAL, RE5HIE N NN =
NR—h 3 EERESH  —EER. 7R VAN
KR, IR AL T, AR
=k 4 BRG0P Gk - JEER Y. T AU
LMS-003 &5k, HIM | —EEHR, 77 B xR, BIEAL, WATERE | LEMS 238 TAYU D FEAT
FrgaliR 26 i
LMS-005 3Bk, M | FERIER, BER, ZhsRIEE. EMERSRS | LEMS &3 BA FEAT
12 i
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(2)RG PR S THEABR
<Thorough QTc FFfiitER (QTC-002 5KE8& : AEAT—%) 9>
T2 F AL B (SA) 2 #5RE 51 BHlI2AHK] 30mg, A% 60mg, 77 AR, EF 7 axH 2 400mg
(Bt HR) HEIRE O &5 0 4 #17 0 A 4 —/3—@ Thorough QTc iRBRZ1T>7-, FDOFER., AFNIEERT
WCEBROH D QT iIEEEZ RS 0o T2,
) AFOARAED S b, EKEEIFR G &L 30mg TH D,

BVHERICERRER
M E R L

(4)1REERDERER
1) B TaER
D ENEMBEERAE (LMS-005 8 : AAAT—4) ©

H | <FEH>
AN T 8=k o A — b U ERERE (LEMS) BT 57 7 X 7T AEEDHL)
P& RS 5,

<EIRE® >
i A\ LEMS BECK 95 7 7 X 7 AEEOEIE 5RO L 2R OHWEZ 3 5,

BT A v | FERL. HiEm, ZhskdiE., BI&E 53R

xt % | LEMS B3 12 f

F/RRIRILHE | TRl T N COREMELR T - T HRE Z2®IR LT,

1) 17 Pl B0 BT etk LEMS B

2) P/Q BUBENARAFNE Ca2t T v R APURRA UG BRI L LEMS &2l &
T BE

3) RN T Lt S — N F—DMEIRATRE 72456 . AN U S — M — MR L e &
HEUNCRETE T 5 Z L ICRE LT BE

4) IBBRO B - N, FHIS S 3L, « KEVER K OEtE 7 Slcon T 2%
. BN ONT-E TRAN (REEEOSHEITIAN L OWERE OREETE) 50
HHERICLAREZ LETHELNZBEE

5) A7 ) —=V 7RO EBRMNEIEHENE (QMG) BAa 7N 8 LLET, A &
BB A L CHTATREZR B (B L., #iHEE OR)

6) Ktk ) v A7 T —BHEE (fl: BV RAF I IV) OFLGEZITTWHIEHE
X, HERETIEG E ORT 7T BUL EERONREK TECTal) o7 7 —EBHEEKD
BehHEE —TFIROZENTEHRE

7 FREINDUEMEEA 2RO AT 04 FAI (7L R=Y v 2 UIZ oo an
FaxTaAR) OBGEZITTWAEE, HEMAEHBL A O/T 30 AL ELE YA
IR T E CHRGEEZ BRSO LN TEHHRE

TRBRAMEYE | FReoWTHNCHY T 285G, AR LRI LT,

1) TADAXIIEIEOBEN S 5 8E (H L., BWHESEEIMEIIRNT D) UIBE,
PO ZIRAT ©H 5 BHE

2) IREWED MR 2 AT 5 BE

3) MIESS, FE 2N A, AR S T IR OB N B 5 BE

4) A7V —=2 BB E DO 3 3 HRITE TITHBAREZ S T L TR WESE

5) RS ST T o

6) A7 U —=" 7Bt H DR 4 B LA S IHIA L Ose g iisfs i (f]: 2=
Tz )=k, THFFFY v, ruARY L, wmEsa s o) A
SE A5y BEAS kA S L 7o AR

N VXTI EAY ) —= TP A O/ 12 5 A LU Lz B

8) EEDBEMEREOHENDLBE., XFAZ ) —=  THORERER (/1T F
=27 V77 A 30mL/min Kiii) % CEEOBEHREREEN OIS EBH

9) EEDOHMEREOHENDDEE, XFAZ ) —=U JTHORERERE [7T7=0
N A7 IF—F (ALT), TANRNTGE U R 27 357 —F (AST) Ikt




V. AEICET 5EE

UL E D R FEE IR 3 (22 TW5] S TEHEDIFEEREN SIS
BHE

10) [AEEAS H ORT 1 5 AURNICHOIBEROE 52517 T BF, RIEREHIE T
WA DIRER N HE T LTV RN

11) 1BBREE [WRBRIKLIAND 34-T7 I /Uy (TI 7707V P0) baie] %t
T D IBEEN B D BE LB BUE N b D BE

12) 227 V—= ZHBE B O/ 7 HURNIC TADNA FBIEOREZ TF5 2 L5 5
NTWDLEHE] (f] : ZBRZDH ) >ES T vty 7= /) FTIOVREOTF
07 x ) UROFREMEE, ey, 50y, s FTEeURy
DOPUEFIRI, RRON, URRF T I BT F I EORRIESEME= Y
VERT T —VHER, AT7oxy) R LIRS

13) &Rt h=CFRVIARAER Y 7 20415 2% (A ¥ua 77 A LK
FZVr, NexkeFr, TARXHIV) KO~ F—=L&2HL TWHEHET,
A7V —= 7B H O/ 90 HUNICHK G EAZ AT L BE

14) Z OB EATERI TR D EM A ARIRBR ORISR & U Oy &l LB

ROBR k| HEMRES (W 10#EM) - AK 15mg/H (bmg & 1 B 3[E) O FEGEMA L, HET
HZEAIIIFEAIE LT3 T4 ZLIC1 BAE b mg TFoOMETHZ L& L, #HR
F T LIZARAK 15~100mg/ A (KA 5~30mg/l[nl% 1 B 3~5 [[]) OHiPH = &
BIE LT,
TR (7 AR - AEFASYCHRE LBk 5 &4 7 HEEG L,
Mkpeia I (51 M) - B G EL 51 HEHRG Lz, B, #iEOREICE - T
BHEITETHBCEA L E LT,
FEFMEE | EEFMEEA BRI COARFELG 7T ARICE TS QMG AT OR—2F 1 [

EMEPICRB T AFREG 1 BH (RAEREGED ] »boEkE

ARG T H

BIRAGFHIIE H - 16 COARFEEG 7T HRIZB T2 QMG V7 A2Aa7 T L D_—2 7
A UM DOE R, REGTOARFFS 7 B BICBT 5 EBHEREISE (SGD) %=
T DR—RATA b OEE, BRI TTOARREE 7 HBIZHIT DRSS —
gEE (CGID) 2=a7

f# M Rt M

FRMT AR

1) A NIRRT R A
ERICHA AN S NT-HHRED > b7 7 X S AbE%E 1 B ERGINT-HHEE R
T I 7707V TORFEETIELE [4 BEIOU a7 v b (WO) %58
T LUL7] BRAEESE T, LLFOEE 207 T 5RE D DAk LT,
HIERHIIEE O RX— R T A R ONRE COARFIER S 7 H B OWEMERH 5
-N— 2T A RO QMG A =T 8 8 Ll 2 oBEBREE T WO 217 o IR
Tl WO Hif% T QMG #2227 73 3 LA A L7z

2) LAMERRHT X G
BRBRITHAAN DT HERE O 5 b 1RBRHE S 1 BILL B S gBRE 2 DRk L
776

AT 5 1
BT I AT R SRR | 22 eI VAT R R L, FaHlEE o5
— X OERJ N—EREER LT,
HGET — 21, ERRE R [, P SR REZE, RoME, ROiE, SRRl
TV AT —FF, HEEEH WBIEKEHEE) X TERNLE,




V. AEIcEY 5IEH

a) Bxtt

<FEFEEER >

BRWEREHT RGN BT 2 QMG A 27 OSFEIE (BEHERZE) X, X—2 74 v UHEFEHHIRT
DAKIEE 1 BHE (RAIESLAD) 1 23 13.2 (3.1) | 1AM TOARAEE 7 AEA 8.0 (2.7) T, FEFf
ﬁ@afhéﬁﬁ%fmxﬂ&57aa B QMGHRA AT DR—RAT A L inb OB ED F-HfE (1
Y 72) 1L, —5.2 (2.8) Thotz, TRCOWBRE CHEH TOARFIEL 7T HHIZE TS QMG A= T
ﬁ«—z74/;wﬁTL]EMS@rﬁ@&%m B0 HiT-, QMG A = 7 DR F OFREEIZ-1~-10
EHBREICLIV AR LD, 2R A 2 FULEET UL72g8E 13 10 6P 9451, 3481 > FLLEIR T L72#¥
B 8 Bl & T D% < THRMIZEKRD H 2 SENR D bz,

BEATOXRFZE 7THEIZETS QUG BRAITDR—X A4 UMb DELE (AHMBEINREH)

(R IR R ATEF)
T 7E IRE wat & T E A Bl &

S G N 10 —
S AR R 7S 13.2+3.1 —
Ll (i ME, R fE) 13.5 (8,18) -

e I ERE! N 10 10
SERE AR 8.0+2.7 -5.2+2.8
el (M, FHoRfE) 8.0 (4,14) -5.5 (-10,-1)

MR 2B 22 E (R ]

a: FIEFHETHIC

<BIXRHIFEMHIER >
SGI A a7 OV-HIE REHEMRZE) 1, X—A2A T4 1 2.8 (1.4)
T, BIKASFHETEEH TH AR TOARFNFRE 7 B BIZKBIT2 SGL A a7 O_—RF7 4 )b OELED

FEIMEE 1.7 (FEPH - 0~3) SIRREI R D PERE AN DOHIZIT L E L T\,

e hotz,
BIOARKERE 1 HE CRFIHE S5

IBEHITCTOARFBS T HE D 4.5 (1.0)

ABBEPTOARFIBRE7HBIZETASGIAIT7DR—RASA UNMLDELE (BB RER)

(R ARATRF)
T E R weat & T A Bl &
S G N 10 —
SEBE AR 2.8+t1.4 —
el (M, FHoRfE) 3.0 (1,6) —
a3 I ERE! N 10 10
SEBE AR 45+1.0 1.7+0.9
el (R ME, FoRfE) 4.0 (3,6) 2.0 (0, 3)
R BRE TG S e o T,

a: R
b) &&%
BIVERIX. FE
B | BERUR.
f5i]) TH-oT,

r;{. |

E

BIFOARKRE 1 AH (RAHRS-AT)

L TEREH N O TE R R T 41.7% (5/12 f5l) 12380 b, B RRE 16.7% (2/12
M. EREE R, AL, HEMERIEEIN, ZIFE K OSEIR A Z N 8.83% (1/12




V. AEICET 5EE

@ BHETNH_EEREBHBREUVRBZERER (LMS-002 KE) . FERIBES#ERER (LMS-002EXT
HER) 7

H W | 93—k« £ — b UBESNEERE (LEMS) B35BT 7 7 ¥ 7 ZBEDF MR

TP N B 5 R D22 2V % 36T %,

RERT YA | LMS-002 38k : sk kR, —HEEHR. 77 BR5HR, 8ELE (1: 1), BHh iR

LMS-002EXT &5 : FE S Gk A BR

*t 4 | LEMS #3553 fl

ERPILUE | ROBRILENR S EIN D0, THITERE SR,

1) 4EfH 18 L b

2) LW ELHEIZE > T LEMS L 2r&n., @S hTunb

3) LEMS O&HERIEDRTER 72 LT QMG A a7 M 5 LIk

4) HAE LEMS OR¥E %% 17 T DR #E T LEMS ICAET 5 W < S0 D Ik fige o OEIR
NHLIND

5) BIfELEMS O7 2 7 7 7 VN XD IREE 2T T80 T, THIO 80%LA
Lo ERE R (FVC) THE SN EF RItEiE2 /T2

6) BIfE LEMS O 7 2 7 7 7 U DAl K DB A Z 1T TR W HRBRE Cth o R, SRR
BOJFEREN 2 FVC 28 Pl 60%LL

T TN T D22 4 AU ADKERIZ ENTEDLZ L TERESNLER
7o THERE (QMG @ dimension TA 27T 0)

8) A7 V) —= 1 J W CHAR AT RE 7R oM T TR B h O IR B A CRatE TR R 5 72
l/ A}

9) YBT3t DR e B HEIE O IR

FRBRAMNEUE | IROBRIMEMEN G TN DD, ZTHHICRE SN2 u,

1) TADASUTRIEDBEE

2) BERIOIEEh s

3) A7 U—="ZH190 HLUKNORE 07 ) o G OFARNE S, Esc#, it
W & D1

4) FFE DU - - B 2 0ER (ECG) AT

5 A2 Y —=1ZWH® FVC 1500mL i

6) EEBHEREIEE DB T A Y U —= o VO BRIR R (23517 5 5 B aefE
AL, BHE SN TV Wi B o BEE

7) FEEOEE I STz O EE O

D

I

OB G iR | ARBRIZ 4 S— TR SRR TH T,

N—h1 GEEREAR) .
7T~91 HIH., FERGEAMFNCT I 777U DU RELGINTWAEAITIE Y%
HAEULTORETESEZMETIZ SN, TIT77 07V DU RELGEIRTY
RV AIZIIAR 15mg/H (bmg & 1 H 30) MH&EGHGTLZ L L&z,
BET25A81003 43035 B2 L1211 HHE 5~10mg T o ET 5 2 & & L, BRE
T EITARAI 30~80mg/H  (AKI 5~20mg/[al % 1 H 3~4 [a]) O%FH C 356 FH & %
E LT,

SN— 12 (CEHERES P IR -
7THRE, 77 AT AR
IN—T7 A FEREAMCTIRE SN B, My
ZV—7"B:0mg £ THHEL 77 ERIZEIYFx

N— k3 (CHEEmRKEH)
7T HE., S—F 2 LRUHE (FL—7 A FEEREAS CIRE SN B &,
TN—TB: 77&R)

N— k4 GEEREHESH)
2 Ef#], 30~80mg/H ., 1 [Alfx & 20mg T 1 H 3~4 [Hl# 5
QMO G/ T LT E 1L, LMS-002EXT #% G-k sk B (2 B Sk AT HE

FHFHIIEE | LR O 2 2OFMIiIE H % co-primary endpoint & L7,

THEMSN—Z2Z7 A2 (%=1 2® Dayl) 75 Dayld (%— b 3 DOFREHA) FTOTF
FLOR T OE{LE

* QMG HEA=aT

* SGI x=a7




V. AEIcEY 5IEH

BRI E | 1) Dayld (/S— bk 3 D& H) @ CGI-1 A7 —/LOHIEH
2) “HEMRNN—ATAr (/=L QQHhﬁ)ﬂngm(N~%3@%%H>if

D 25 7 4 — MR (T25FW) 1B A5H1TAE— FOE(LE
fiE Mt Bt omE | HE
F R IE H OfigT

Co-primary endpoint D% =2 R —F > MIBE L CTET /IZIEHES, Kl (Day8.
Dayl4) ., &5 —RHIZ AR R O HERN—AT A 227 (QMG #HiHE H (26 L

TIER—ZT7 A > QMG KO SGI FHlisE H 2% L THEN—RAF 1 - SGI) % [EEZhF
L., HBREAEENRE UCHIT LT, RNV RAZRES 27 /VITHRE T TR
& LTz, BEEMOLEICHINT 5 p EiE permutatlon test & flV 7=, Co-primary
endpoint O 73 a=0.05 THE & 22 A OB FEAHME B 2 >W TR
FIZAERE I TE 5,

BV ETAR B H O fig AT
FEFMEE X U THERH LZREDRET LV EIRER—OET VA THT LT,
L @M A ZE L C, Step down iEZ AWV CREIKFMETE R O 2175 2 & & Lz, F1
DEIKEEAMGIE B (CGI I DEVE) 1%, 2 DD co-primary endpoint THFHFHIICH E
FEDNT D %ﬂt B, EOMNT AT Z L & Le, FEFHMEEA THEHFRIICAET
B ol @#Eﬁ TR PRI E 2TV, ’éfe? 2 0)%' |UREEAMIE B 1%, FEEEGIE B &
U 1 DR /kpMﬁIEE Nl FE bEETH TG AICDH, EXITHEF 2T 1T D
Zrr L7,
H) AEROARINT-AEROCHAEZ, UTFT0EBY THD,
WE. RACIET I 77 7Y O LTHIWIAE 1 H bmg 2 1 H 3 ERAKET 5, BREORBIOGT T, 1
Bl L L LT 5~30mg OFPHCHEEHE L, 1 A 3~5 B O&5+252, #HEX 3 AU EoMEEZHIT T 1
HH&EE L Tomg T2o179 2 &, 723, 1 HHEIX 100mg A2 2 &,

a) Atk

<TEFHEIEEB >

Dayl14 128172 QMG A 2T DORX—R2 T A Vb OELED /s I FEIL, AFIRET 0.4 KOV 7

TARRET 22 THY , FLARETHEIFICAEITIES (p=0.0452) | BIFRHRTH T,

Dayl ([ AAID G SN HERE TN T, ARG O SGI A a7 Miid] (R—RF A D) SGI

AaT1E 5.621.26) THoTo, AFINST T BHRICEE LI-95RE Tlix, SGI A 27 OFHfEIL 2.7 RA
METF L7z (T72bbh, #ERE OIREICKT DI e 220 [ToZx D Lz - EH5TH72R0

IZIET) » £7-. Dayl4 [2817 5 SGI 227 D_—ZF A b DI BED I /N T I AFIRE T-0.8

KT T 2AREET-2.6 Th Y AARECELEDFEHFHICAEIT/NE < (p=0.0028) . RAF2fER TH -7z,

FEFMEEEDOER (LMS-002 HE) [ITT (FAS) ]

T ARAIEE 75 R
N=16 N=21

QMG A =7
N—=R T A (FHHFERZE) 6.4+3.2 5.614.0
NR—RA T A UIPEOELE (RN FHIE) @ 0.4 2.2
AL ORI 72 [95% (5 XH] @ -1.7 [-3.4,-0.0]
p fii » 0.0452
SGI A= 7
N—=R T A (FHFERZE) 5.6+1.3 5.91+1.2
NR—RA T A UIPHEOELE (RN FHIE) @ -0.8 -2.6
AL ORI 72 [95% (B XH] @ 1.8 [0.7, 3.0]
p g » 0.0028

a: RIERIERADRET I H
b : permutation test |2 & B xF ki L0 EH, Zpds. W70 FEFHMIE H CEEI: AR 2 L BRBR O pEh A
L SN2, ZEEOFIEIIITDLDIL TV RN,




V. AEICET 5EE

<BIREFH@IEE >

AABETIET 7 B RBEL B L CTHEICEWAERRD Sz, Dayld 28175 CGI-TI 227 (AR
{RERI DS WEBRE OIRREZ F-N) D i/ I FEMEIXAFIFET 3.6 KOT 7 EARRET 4.7 TH Y, KRAIFET
Mt FRINCAH BT (p=0.0267) . BIAF7RfER CTh o7z, Dayld (28T 5 T25FW AT A B — KD~ —
AT A DO LRI, AFIEET-1.16ft/min X N7 7 B AREET-9.67ft/min TH Y, 77 EHREETREX
ARTF L7223, WBERICHEH A BEZITRD b o7 (p=0.6274) .

BIREHMBIEE OEH (LMS-002 38%) [ITT (FAS) 1

s AHIEE AN 5
N=16 N=21

CGI-I A=7
NR—=2F A (CEHEERE) 2.60.6 2.5+1.0
Dayl14 128155 CGI- I 2A=7 3.6 4.7
AL BmOFERZE [95%EHIX ] -1.1 [-2.1, -0.1]
p fE» 0.0267
T25FW
N—=R T A (FH+FERZE) 254126 255+111
N—2 T nHOE R (R FHE) @ -1.16 -9.67
At ORI 72 [95% (B XH] @ 8.51 [—26.77, 43.79]
p fE» 0.6274

a: FERERGRET ML D EH
b : permutation test |2 X B X HEGIZ L 0 HiHH

BRERSEROOSTD 1 EHRERSN LI-BRERT>
27O 1 ek (R 2007) Tk, 11 FIOFEERAIH L Dayl4 (S— k 3&if&H) OAZMERITIC
BWT, BlH ORMEEGLRE, FHIAT OB ERFMNICER T COBRBRIERGENERmI N T\ hoTe, K
B4 DHRHAN BN Z L2, ZOFE I 225V Day8 725 Dayld ORI RN LK HIcHk
25, FEMATCTIX, TRR — Mk —FEf (Millk=rm o7 Xidme 7 D4, Kiffl=Day8, Dayl4) @ 3 Jiln]
RAEEHEMBMSNT QMG BRA T ORX—ZX T A )b OEALEIZK T 5 Mixed-effects model
repeated measures (MMRM) #1772 & 2 A, HUlE CHEFIICIER A BB G ZE (p=0.0042)
DROOBNTZ, ZNHDZ b, vy T O 1 fixD7—4% (11 6145) ZERI LT REH ThHh 5 mITT
THGIHTZAT > T2/ R, QMG #8A 3T DR—A T A b OB EOR 5 2E3-2.8 (95%CI: —4.7,
-0.9) L7220, HEHFICAEZEZNRO bz (p=0.0048) .

b) Z&M%

THEEMRY (OS— b2 LOS— 1 3) ICBW TR &L OBENED » L S b EOIREBRIEER G T T
ROOLNTAEFEFS (TEAE) 28, IR a&KEInlz 2 GlowHRETHRIE LI, /~S—F 2 KU/3— |
3 TAAZ &L SNTWHRE B TR & OREMEH v LSz TEAE 3EHR L2 -7c, “H
B CIRE AR, MR, RIRA, S 21 T ECG OfERICIR W TIREREE &
DOEENED &Il ST BB [ A b e o7z,

HEREMBGH (= F 4) RO SRR TIX 40 Bt 11 6 (27.5%) OWBRE ITIRBRIE & OB
PEd Y LHIWT S - TEAE 728 25 R38R L7-, JE1E28 1 R8RS, 10 BIOMEREIZ 23 (o HE A E
F4 (SAE) WREBLU-, 1RBRIE L OBEMESH i sivie SAE 1%, HFBER LA KDY 7=07 3
7o A7 =27 —EHM (SULN ) THH ., TNENgHE 1 FIIREBL L7z, tho 14123 SAE [77 =
YT MNTURT 2T — BN (BRI L ORERERARL) ] ICXVIBREOR S 2 IE LT,

c) #him

AHANE LEMS BHEICBWTAZTH Y . LM TEAMEC B REITR W2 LAVRS Tz,



V. AEIcEY 5IEH

@ BHEME=

EERLEEAR (LMS-003 FHER) ®

H 28]

TEHM
* SGI KT QMG A aTICHASNWT T o8 — |k « f — b S EEERE (LEMS)
BECBT D7 7 X T AEOBEERIENNEE 7T 2R &g UGG %,
c RBLT-AESFESR (AE) 12X 7 7 X T ABROLEEER OB E G 5,
HIEDEIR B :
* CGI- I A a 7AW T T 7 ¥ 7 AEED R NA & 9 5,

BRT A

CHEEMR, 7R, BEER, AT R

%t %

LEMS &% 26 fi

LGRS
BERULTE

BEENTA L T HMLELEHED 7 7 ¥ P AR L S, Pl I3 E
H#i# T LEMS L2, 27V —=v7odbe< 33 H (90 HIE) RiE Tl

PUOBIRIE 2 58 T L7 18 kLA Lo B KR OVt LEMS BE 2 x5 L Lz,

TR O AL Tl 7 WENR RTRE 22 2o MEAREE Ci, TRBREART F ., A2 CEEMED H 5kt
FEEERTIEENGDEENGLE LTz, A7 V—=27Hi 12 » HUWNIZ ECG #
HCTHAEMICE®RDOH D QTe BIRDIEE N LN BE ., FBIEMREE, IHEMEKEGEE.,
NIHL T ENTERWEEEZ R K & Lz,

TREBRBALARICKREILR T 7 v 27 v 7' F & (EAP-001 #&BR) (2&1 L LMS-003 7Bk ¢
OIMELE RIS T 7 # 7 AGEEIFER T &b 1 BRERE LI HEE ORI
THREISNTWEBREL S L L, Day0 (07 7 ¥ 7 26 (FBrE oEwEME) Uk
7RI 1 OFIG TEESIZE 17,

1REEIL, Day0~Day4 \[ZW b ER FCRUHAELOCHEICL Y RO#EE ST,

SGI 227 KT QMG ¥ A a7 DX—ZF A /15 Dayd £ TOZE{LE (Co-primary
endpoint)

Day4 @ CGI-1 A =27 D/ F-HIME

FHEFMIE B ICHOWT Dayd ICBITHRN—2F 4 L inh OB EAFH Uiz, #ERE N
BicHbG 2RIk L, BEZORUEMNR R OR R TH LN HEEZRW T, RE5H%D
HIEMEIX Day4 1283 B D5 R & Uiz, FAS e OY PP % %812 E B A hMEMAT 2 5266 L |
ZDHH FAS Z FH ity F & L,

OBk

T HERHmIE H

Bl IE H
fE M Rt M

a) Bxtt

<TEFEHIEB>

SGI Az 7 D=7 A (Day0) 7bHDOELED /N T VFEEOARFIEEL 7T B AREEE DT 2.95
(95%CI : 1.53, 4.38) TH V. AHIFE CHEFICABICRIFRERTH o7 (p=0.0003) , Mi%hsF
. T EARBETIIHBRE ORISR E CHAEICELIEZ L EZERL TV D,

Day4 (281125 QMG #8227 O_X—2F A (Day 0) O OEEDOF/N T VPEOARAREE 7T+
RHE L D7E1E-6.564 (95%CI : —9.78, —=3.29) Th V. AAIH CHRIFIICHARICRGRERTH- -
(p=0.0004) , 77 EAREETIX Dayd (K125 QMG #8227 O_X—RZF A (Day 0) »HOELED

BN ZREEIEIL 654 THY . AFIBEZH T HELEIX 0.00 Thotz, 77 EREHTBIT D H/h

PIED 6.564 OZARIE, HRZFHII BT DERICAE R TH D 2 1 M &R 5240 (k) Th
STz, KIBBRIZEBIT D QMG A2 a7 OfER (p=0.0004) X, LMS-002 B D mITT % k5 & L7155 HE
(p=0.0048) LK THY , ZOEER FEFME A ICBI L T 2 MBRE CRHRIC BN H L Z L3RS

ni,



V. AEICET 5EE

2)

(5)&

FEFMEEE DEL (LMS-003 5£88) (FAS)

S B AAIEE 75w AR

N=13 N=13

SGI A= 7

N—=2F A inbOEbE (/R FHMHE) -0.64 -3.59

ZAEOREHIZE [95%(FHE X H] 2.95 [1.53, 4.38]

p fig @ 0.0003

QMG A a7

N—=RF A b0 R (R R FHHE) 0.00 6.54

ZALEOREHZE [95% 54X H] —-6.54 [-9.78, —3.29]

p fE» 0.0004

a:SCl AaT7TDOR—AT A b OB EERRIGE LTETFIL L, BEREEN—XF 4 D SCI % [HER) 5
HE L,
b: #hH, K, #E5—RZEERAROC_EERN—2T7 (4 QMG A a7 2 EHEHR, a2 LEHER
L L KENERESDRET ML D5tk (Dayl4)
< BIXRELHIE R >
Day4 12815 % CGI-I 2 a7 (IBBRF(LEEMHERE OWRELZ L) OVHEIZAEZE (p=0.0020) 2R
OOV, TTEREETIIAREZ 4 ARG Lo 7-720, BEORENBE(NLIZEEZ DIV,

BIREHMEIEE OEH (LMS-003 i£E) (FAS)

S — ARFIEE 75 R
N=13 N=13
CGI-I A=7
FHE (FRERZE) 3.8 (0.80) 5.5 (1.27)
p fig @ 0.0020
a : Wilcoxon JIENFIHR &
b) K&

TI R AREED 13 B 10 #1 (76.92%) K OARAFIEED 13 #1743 i (23.08%) (2 TEAE /33 L7z, SAE,
Wt AmEzEFE NI TEAE K ONEBRFIEIZE » 72 TEAE 3RIL L2 o7, BEED TEAE 287 7 2 REE
D 3 (23%) THRILLIA, AFBETIERI Loz, AFIBECIIIERIE L OB#EESH V S 1S
7= TEAE [338L L 72 o 7o,

I AR T RGP IR LY LEMS ([ZBET 2 ERNEFR LT,
* TI7ERBHTROEZBO LN TEAE IF/ME T THY . IRWTHE ST, NN, JE5E, Bk,
VUM AS R, et e OV IR T o 72,
© T RREETIE, IBRIEE OBERH 500 LIV EHE S AE 23 3 6l (23%) . £5rBE b
D LHITE ST AE 6 B (46%) (2RI LTZ, 77 BRBECTRDZ <RBO DNTIRIRIEK & O M
Y LSl TEAE 135 RO MK T C, IRWC NG, MEJ)5E, B, PURCRPE, 7
S B OV T o 72,
INA B A KT DERIRINZE RO & 2 1ERIERD b o7z,

Rt
HMER e L

% rﬁ RE Elj u_tn%ﬁ

A EE R L



V. BRICEHT HEE

(6);a R A9fE FA
1) ERABERE (—REAKERAE. FECARERE. FRARBLERE) . HERFTRT —F~N—RH
. REFRTRERABRORE
ERRERE (—iRERRERE)
(25t
- FAREEBIEL : 300 B (ZZ MM SIEFIE L L)
- BERIIH - BGEBRAR A 2 & R FIFH A O KGR R £ T
- PRAIIRE © BRZEBRAG A 7 & el A O KGR EER £ T
- BUEIRA] AR GBRA~1 4[]
- S ITIE - eplIHA T AU THE T D,
cAHHA - BEE R, AR LOOFRER ORGARDL, AFFRIEIIRDL, R A

2) FREM & LTREFEONERIERE L -HE - HROBE
DR L

(1) Z Dith
KR L



ENFE(CEHI HIEE

VI. EMEIE (I HIER

| BBFWICEES B LA A NE
B L

. EEIE{ER
(/ERERLL - e
T 777V ATEMEAANE KT v ROV E RS 2 & T MRHEAEICH T D T T ARTHER D
SRR ZIER L, v F 7 AR~ 7 v F L2 ) OO T Z A LT*EF%X”%{K EHRT L2 LIk
D, ZunN—h A — N UEBIEGERBFICBIT 2 MR F2%ET 5L B2 6T\ 5 12,

VT ARHER

FIT77VTUIVICED HEhklCLD
+ Y 1) -
K+ 15 %58 B Caﬁﬂ:,,)\llﬂi

K*F vzl

Bl ©\ (2} :

Ca2t MR AFRINERSIN,
PEFIVAVVORREDEN

EfkFE
CaZ*FvRIl

()

I IR iz ET A

(2)FEsh & BT+ HRERAE
<IHELFEMAAIC RIS 1= hKv1.7 %5;’%[:&(&“#’%&% (5ER &S BMN125-10-111) 9>
Fx A =—ANLZ2Z—PE (CHO) Mifdic—@MEIEALZE F Kvl.7IZBIFL2T7I 7707V v
FRLE J O 3-N-7 & F VKD in vitro TOANEH KON EEROGBIMRZ T L. 50%PREREE (ICs0) fEA KT,
TIT77 7P UBBIEICOWTIE TEE (1, 10, 30, 100, 300, 1000 & Tf 3000pmol/L) T, 3-N-
TEFAARIZOWTIL 3R (100, 1000 & Y 3000umol/L) I & i BafR & FFAM L 72,
Bt Cdh D 4-7 3 /) P2 (4-AP) 1 Immol/L ThKv1.7 &% 79.3% (E¥), n=2) AEL=, =
DOFERITIBEOT X & —FH L7720, WERDHERENHER INT-,



VL

ENEEICEHT H1EE

ErKVI7ERIZHTEZ7Z7IT7oT)OU) VBBRERU 3-N-TEFILEDOBEEER

HIEmE = (umol/L) L. ICs0 (umol/L)

S FEE(R 722 N
1 0.5% 0.2% 2
10 3.7% 1.1% 2
e 30 10.6% 1.3% 2

R 100 23.9% 0.6% 2 338.4
300 50.2% 4.2% 2
1000 74.2% 0.1% 2
3000 81.0% 0.1% 2
100 1.0% 0.1% 2

3-N-7 & F /LK 1000 2.8% 0.8% 2 >3000
3000 8.4% 1.8% 2

<THZLFEMARIC RIS 72 hKv1.1, hKv1.2, hKv1.3, hKv1.4 BT hKv1.5 1 2 F ¥ RILICRIZFTHE
(HERES BMN125-10-112) 10>
BRHEAA L TF XY RXNVEIKTHTIT7 77V Y UBER N 3-N-T ' FUARD 1n vitro TOEH Z MG L,
ICsofEiZ ROz, A F v F v, Z7o— 1kt b KvL.IK*F ¥ */L [& b KCNA1 &5 FI2Lh a—F
S, b MREEE (HEK) 293 fifdics8l] . Z7ue—1vbe b Kvl.2K+F v %/ (b b KCNAZ2BE 12
£V a— K&, HEK293 Mifaic %8l . 77—kt k Kvl.3K*F ¥ /L (& b KONAS#EZ I LY =
— F&#, CHO fific388l) . 7 v—r1kt b Kvl.4K+F ¥ %L (b b KONA4 BRI LD a2 — R&h,
HEK293 fifialc8l) K7 v— 1tk k Kv1.5K*F v /L (B b KONASBIZFIZ LY =2— R&4, CHO
MRICFEL) THY ., BASEMLEEIEE R KYERICES S LT 5
TIT77 7V VY VIOV TR, THEE (1, 10, 30, 100, 300, 1000 /% O* 3000umol/L) T, 3-N-
T2 FIARIZOWTIE, 3 (100, 1000 K Of 3000pumol/L) THEIGREGEFME Lz, 7I 777V
VoV UEEHIZ LYW hKvl.l, hKv1.2, hKv1.3, hKv1.4 X O hKvl.5 O HEERFREN RSN, 3-N-
T F IR TIZICs [EZ KD D Z & A TE T, 3000umol/L 8 & HEGE Sz,
HPEXTRCTH 5 4-AP 1X Immol/L ¢, hKvl.1, hKv1.2, hKv1.3 X' hKv1l4 |[Zxf LT, ZDEREZNLE
A 73.8%., 67.0%. 76.8% M r 61.0%Mi L7z (5, n=2) ., hKvl.5 DM TH 5 4-AP 13 2mmol/L
TZOEHAE 90.2% (CF¥), n=2) MK L7z, ZNOLORRITBEDT —% L —F Liz7=0, HIEROMREN
R ST,

E b hKv1.1, hKv1.2, hKv1.3, hKv1.4 RO hKVI5 4 A F ¥ RILIZKT B
FEo7oTI)O0) VERBRU IN-ZEFILEDOEEER

, S . FHE =R
T ¥ RV HIEE ¥ (umol/L) e prs— S IC50 (umol/L)

1 1.4% 5.0% 2
10 4.6% 1.6% 2
SR S EIS 30 8.9% 4.9% 2

R 100 22.1% 3.2% 2 767.5
hKvi 1 300 37.6% 1.4% 2
1000 53.6% 1.8% 2
3000 69.6% 5.4% 2
100 1.6% 0.8% 2

3-N-7 & F /LK 1000 0.5% 2.0% 2 >3000
3000 4.0% 3.6% 2




VI. EEBICEYT HIEH
F ¥ 1V HEwE T=E ( /L) i ICs0 ( /1)
Y7 HIEVVE i pmo — 50 (umo.
- 1 1Y (R N
1 0.8% 1.1% 2
10 ~0.1% 1.5% 2
L o 30 —3.4% 5.1% 2
Ny A VA4
UY‘/E@’E 100 6.4% 7.4% 2 1278.8
300 24.3% 1.8% 2
hKv1.2
1000 43.3% 0.7% 2
3000 68.6% 4.8% 2
100 ~2.9% 2.7% 9
3-N-7 & F Lk 1000 5.0% 5.7% 2 >3000
3000 2.2% 0.2% 2
1 0.1% 1.6% 2
10 7.4% 3.2% 2
oy 30 3.8% 1.7% 2
7TV
97‘/%,5 100 19.0% 0.5% 9 524.8
el 300 43.2% 6.9% 2
V1.
1000 61.2% 10.0% 2
3000 79.7% 1.5% 2
100 ~2.0% 1.8% 2
3-N-7 & F Lk 1000 ~0.1% 3.2% 2 >3000
3000 19.5% 3.9% 9
1 ~1.8% 2.0% 2
10 3.8% 0.6% 2
oy 30 ~0.5% 4.6% 2
ST LFY T
ﬁi/ﬁﬁﬂﬁ 100 0.0% 1.8% 2 1860.3
_— 300 12.1% 2.6% 2
Vi,
1000 24.4% 4.7% 9
3000 69.2% 1.4% 2
100 71% 4.8% 2
3-N-7 & F Lk 1000 13.6% 0.3% 2 >3000
3000 21.5% 3.6% 2
1 0.8% 2.7% 2
10 6.2% 2.0% 2
oy 30 8.7% 5.2% 2
ST FY DY
Ulﬁ@ﬁ 100 30.4% 3.5% 2 490.8
300 39.3% 2.7% 2
hKv1.5
1000 59.8% 8.6% 2
3000 77.8% 2.2% 2
100 ~0.3% 0.2% 2
3-N-7 & F Lk 1000 4.5% 4.3% 2 >3000
3000 2.7% 4.7% 2

(B)ER AR - FrishFhd

B R L



VI. EWEREICET HEE

| EYBEICET SEE

1. MPREDHTR
(1AEEEDGMDEE
MR L

(QERRABR THREIN-IbRE
<BERANEITE7I770T7) 200 VBREBEEERURERSHER (FIR-001 ) 0> GAEAT—42)
N— K1
TI77 7YY NAT TR SN D 2 LD NAT2 B O8GRI X v oV e R (RA)
LiEWE N (BA) T b, BEROEIMET 07 7 A VITEBEEZRITT EEZLND,

ARIBBRIE, 2 73— N OHERL SV, A X, AIRBRBA%A 7 B ATIC, JIE L7- NAT ORBIZIESWT RA
AL SBATHT T, HX— N ROEEEIZEID 72,

N—h1 (124 :RAKU'SA% 64) TiL, 7‘77V7U9VUV@ﬁ%4%%(&1&20&@3%@)
THREWEHIE OB Lz, X—=h 2122070 —71231F, ZA—7 1D 44 RAKDSAK24) IZ7T
77TV U 20mg & 4 BRI T 4 B OG- L, ZeMEICREN 2V EIr S -1
IN—7F2D104 RAKNSASKE54) kL Dayl~3 127 2777 U YU Vgl 20mg % 4 BRI
RT1H4RE&EEL, Dayd OFIZREEERERE LT,

RAIZT I 777U U 5~30mg Z HLFIRE O & G- Lz L E0miEF 7 I 7 7 7Y DU REILSA
0L —BLTRWMEEZ R Lz, &5 L-HE#HATRA TEI7 I 777U UUVREITRE% 0.75~1.04
REMZ Y Cmax3.98~25.5ng/mL (2572 L, SA TIELE 5% 0.83~1.29 FFIZ P Cmax17.9~89.6ng/mL (27
L7 AUCh CRMli L7272 7 7 > 7 U D0 ORFEEITRA TiE# 5 L7 HE#iPH <) 3.57~45.2ng - h/mL,
SA T ¥ 32.1~234ng - h/'mL Thotz, 77 7 7V VU DOKKMOFY ti2 1L RA TiE 0.603~1.65
e, SA TiE 2.22~3.11 K] TH -7, 73777V D PK 785 A—2 D Cmaxs. AUCo-wo, tie LY
BT o 7 V772 (CLIF) IZRA & SA O THEHFIICHERZENRD b,

BRZBAOAKELEEEDTIIT7oTYUS VD PKINTA—E (IS—F 1)

B & A %L Conax e t1ro AUCo-

(mg) S g git] (ng/mL) (h) (h) (ng-h/mL)
RA 6 3.98+1.71 0.63 (0.50, 1.50) 0.603+0.304 3.57+0.585

> SA 6 17.9+4.43 0.75 (0.50, 1.50) 2.22+0.855 32.1+7.34
RA 6 9.91+5.28 0.75 (0.33, 1.50) 1.21+0.279 11.1%1.90

10 SA 6 34.4+21.6 1.38 (0.33, 1.50) 2.60+0.688 68.9+12.8
RA 6 16.2+4.56 0.88 (0.75, 1.50) 1.23%0.309 26.2+2.62

20 SA 6 56.7+16.1 1.25(0.17, 1.50) 2.93+0.588 146+31.4
RA 6 25.5+7.17 0.75 (0.33, 1.50) 1.65+0.634 45.2+6.44

20 SA 6 89.6+9.05 1.25 (0.75, 2.00) 3.11+0.572 234+44.7

TIE EAEERZE . tmax D 72T RAK

(e M, e KAH)




VI. E¥EREICEAY 5IEE
BRZBAOAKSELEEZEDTIT7oTYDS UMD PKINSA—4 SA/RALE (/S— K1)
= 2% (T S 4 90%{EHH X
ERCR s PK <5 A Y ORA] IGEE
(mg) SA/RA tt TR BB p &
Cormax 4.72 3.21 6.95 <0.0001
5 AUCow 8.84 7.41 10.6 <0.0001
tie 3.85 2.81 5.29 <0.0001
CL/F 0.113 0.0947 0.135 <0.0001
Cormax 3.38 2.29 4.98 <0.0001
0 AUCo- 6.14 5.14 7.33 <0.0001
tie 2.13 1.55 2.93 0.0004
CL/F 0.163 0.136 0.195 <0.0001
Crmax 3.45 2.35 5.09 <0.0001
90 AUCo- 5.49 4.62 6.53 <0.0001
tie 2.41 1.78 3.27 <0.0001
CL/F 0.182 0.153 0.217 <0.0001
Cmax 3.62 2.46 5.34 <0.0001
50 AUCo- 5.14 4.32 6.11 <0.0001
tie 1.96 1.44 2.66 0.0008
CL/F 0.195 0.164 0.231 <0.0001
BBERANIZAR 20mg ZERZBAORELE-EEDT7I D7 0T YO VOMERREKTS
80.0 -
70.0 - —&—S|ow acetylator
-~ 60.0 4 ---o---Rapid acetylator
E
80 50,0 -
¥ 40.0
14
f 30.0 -
= 20.0 " " _
2= S + EEUE R 2=
10.0
0.0 T
0 2 4 8 10 12
Bl (hr)
) ARNORBEINT-HELOCHEIR, UToEBY THD,
BE. RACIET I 77070 LCHIEIARE 1B bmeg 2 1 H 3 EIFO#K
595, BEORREBIIGU T, 1 EHFSGEE LT 5~30mg OFFE Tl EHEE L.
1H3~5MREAKGTEIN RIS HU LOMWEEZHITT1 HHAEL LT 5mg
FToTH 2 &, 2B, 1 BHAEIT 100mg 227202 &,
IN— | 2

TIT77 TNV aERE(TI 77070 V) iR 20meg & 3 HIE 4 BEERIRE T 1 B 4 B 5%,
AR RWC1IEEE) LIZEX AR 1AEEGHDOT I 77070 PR YT A —Z (Crax LN AUCo-4n)
IZ. RA L H#L T SA CHEICEM TH - 7=,



VI. EWEREICET HEE

REZFOABEL-EEDT7IT7oTIYS VD PKIRS A—4
(IR—F2: 3 BMIREKRS%. 4BE 1 EBKS%R)

PR NAT2 ), Cunax fmax 11 AUCo- AUCon
(mg) Sy it (ng/mL) (h) () (ng-h/mL) (ng - h/mL)
20 RA 5 13.6+6.60 | 0.75(0.50,1.50) | 1.95+0.723 31.9+10.1 22.6+10.0
SA 5 72.5+43.9 | 1.25(0.50,2.00) | 3.24+1.03 190+33.4 133+21.9
I AEYER S, tmax DB RAE (v IME, Fe K AH)
REROKBRELELEEDTIT7oTIDUDPKINS A—4 SAIRA L
(IN—F2:3HERERER. 481 EEKEER)
= o 945 (TSI 15 90% (5 X [H
%f; PRAZ A= SARA 5 TR IR p i
Cumax 3.45 2.03 5.87 0.0013
20 AUCo-4n 5.16 3.77 7.06 <0.0001
tse 1.26 1.00 1.59 0.0977

<FGUN—bk - A—bUBRENERSE (LEMS) BEICHT HEMBE. —ETHRLEHER (LMS-002 ER) 12>
NBEAT—4)
LMS-002 BRI L gk LR, —HEM., 77 B R BEAE 1:1) | E5PERBRTHY . LEMS &
FrEMGIITIT 7 o7V VBEEREERS LT EOFMELROLZ e (BEMZets2Et) &5
fid? 4 8= FTHERESNIBBRTH -T2, KRBRONS—F 1 T I 7707020 (U Ul TR
) B Ll 91 BB G SN E L2, £ 7T HMO/X— b 2 (BEA(L _HEHEREL T IEW) (A
ATz, BWBREOT I 777V 20U UEEREO ARITRRE(TEMC L D IRE S, 15~80mg/H, 1 [A]
BAR20mg & Lz, MEFR T 2 777U D UBEEREIZ S— b 2 @ Dayl & O Day2 O#)E#& G/iH 5 &5
#% AR ETE Lz,
BB D NAT2 7 F/UbiEIZ E-S5% SA. IM (intermediate acetylator) . RA 24 L T, PK % #EH
L7, T2I77 07 )P0 ) VR 10mg 2485 L7 2D PR T —H XRS5 TV (SA6 4. IM1 4)
72O, TIT77 07UV U 20mg 285 Lz & & @ PK #Hilg L7,
TIT77roFY V) U 20mg ARG LT EDOT I 7y oY DU oigEFEREIT. SAL IM K ORA DJIE
W2 U, AUCo-an D EIEL. IM & OVRA Tk SA & i L TENEH 52.9% K Y 70.5%I80 L=,

LEMS EFIZ7 X277 D) VIR 20mg #RROKELI-LED
FIT7oT)CUDPKINTA—4 (18— F 2)

0| asrn | #% | asmy ) o
RA 26.6+19.3 0.50 (0.50, 1.50) 58.21+43.6
Day2 IM 54.5+29.6 0.50 (0.25, 4.00) 92.7£71.1
SA 18 108£67.1 1.50 (0.25, 4.00) 197£69.4

TIIE AR S tmax DA RAE (/ME, FRKAH)

(B)hE

EER R L

(4H)B=E - ftREOZE

RN 47 BHIZAA] 20mg Z @B BB ICHER ARG Lo &, MR THRERFE B LT, Crax 1
43. 7% LT Ly tmax (359 0.5 BRREIE L, AUColF 17.7%K F L7= 1B UFEAT—%) |
BHEOBEZETICAH 2 5 L-ERNS OKRAR (LMS-003 5., LMS-005 ) <., A#lIOALME
K OB DR RITRO b hoTe, o, RKEOEKRMRIE - ARICEBNT, BEOFXA I IO
HEITRE SN TE O T, ARSIV TRA O A M VLRI R B OREEITHE S Thzn,



anp
o

VIL EMEEICET HEE

C

2. EMEEHRIINS A— 4
()BT A5
KR L

(2)RULEE E
WA C e L7- 5 3Bk (FIR-001 3Bk, LMS-001 i, REN-002 5, QTC-002 #fH., LMS-002 k)
DYWL 201 &2 WRICT 27 7 7Y V2 KO 3N-T & F RO RE SR ERERENT (popPK fghr) % %
B L7z (VIL3 THZ ) o BeMAliiEE 7 /L CHEE S a7 — RIINGH S o HEE il (BEVERR Z23R) 1% 0.931 (6.08)
h1 Th-7- 19,

B)NHEXRETESH
MU ER e L

@HrIVTF7IUR
popPK fEMTIC BT, KM IEET /L CTHEE Shiz CL/IF OHEE Ml (FEYERRZER) 13 162 (4.67) Lih THh -
‘f‘: 14)0

B)AMEHE
popPK EHTIZ I T, B EETT L THEE SN RT O Lar — A NOSHEM (V2/F) O
TEME (EVERAZEE) 1X85.7 (14.D) L, AT ORM 2 /3— M X v bOSFHAERE (VA/F) OHEEE (R E
) 13424 (7.260) L TH o719,

(6)F Mty
MU ER e L

3. B&EM REaL—S3Y) BB
Q)] iiwabs
WESCE M L7 5 B (FIR-001 #B. LMS-001 #8. REN-002 #t#t, QTC-002 #t#, LMS-002 5
DOWERE 201 L2 RIZT I 7707V VU R 3N-T B FED popPK T & i L 7=,
TI77 7V VAL, ETIERRIGEE &K Ok PR A D 2 a0 %= kX FET A EER
L7co BAET LD IN-TEF/UEDT =23, BBl EZES 1 3 "= A FETAEZHNT, 73
TV VrOfbar = Ay NIERT RE@m a = R A e LTET MBS T

QAT A= EHER
MIR—2ZETMZBIT DT I 777U PR 3-N-T 2 F /RO FHIEERR L, FEHME 2 EYIC55R
LCWe, REEFO PRI L, FRCEBEICSWNT, EREL Y RERIENY 2R L2, L L, &K
OTFTHFREITERFE L —F L, FERMOIELSEBRRE L, AEBRILEENTFET D rREMENRIR S L7,
EBOMITORE., 737707V KRN 3N-TEFED PKICEHL, 737707V OFEER
IR, NAT2 Bl T, 3-N-T v F Ko ERILER T, 7 T7F=27UT7 5% (CLer) . K
H, FinTh-oT,

4. % U
TIT77 07UV R AR AICH R N T 20mg ZREOEE L. 72 7 7 ) P UATEeNIIR
I E . tmax D P IEIT R 54 0.500h (&P : 0.25~1.50) . YHEHEHIL 2.56010.730h Tho7-, HEipHke
IEREZEE N K E <. Cmax LTV AUC OEEMRENK 60~T0%TH Y . [l 2 ODYERE D/XT A —X DIEFHD



VI. EWEREICET HEE

FPHIT 10 B2 B2 T2, IO AZEICL D2 LORKREVWEEZ SN, TEFILEEZEDR2 S RA
ESATIER, 7777V YU VR 20mg HAIRE AP 5-RFD Cmax X TN AUCo- (24 3.5 {5 KT 5.5 {5 D7
MBI BITZ 1Y,

SD7 v h(MEES6HDICT I 777U ) UL 0.8mglkg (7 X 7 7 7Y O lEREE L 58 0.4mg/kg
(CHY) ZBFRNA—Z 285 Uiz, 7. 7y b (MERES 1260 78) (7 I 7707 ) D0 U VB OKER
7 6, 24 O Tomglkg/H (7 X777 UV iElEEI L LT 3.2, 12.6 XU 39.5mg/kg [ZHHY) O ET
A THEROBS Lz, TORE, BHERABRGHZOT I 77 07U D OIS AT XA )T 113
12.2~156%ThH D, HEERIJSUTER LZZ &b, FIEEBRBOMMMZRL TWDH EEZ L 19,

5. 9
(1) % — X EA 9@ aE
MU ER e L

(2)it0 % — B AR PP BB 1
LR L

QR)ET~DBITH
RELL7-MESD 7 v NI, #HE6 AN M4 B ETT I 77 T IU VU UEE (TI 7707V vv b
LT 3.9, 12.0, 39.6mg/kg/H) #&O#EH Lz, #3l 14 HEOIHFOT I 77 7V VU OFEHREIL,
ZNZEI 9.46, 36.5 L TF298ng/mL Th V| EHEEOHME & HIZHN LT 19,

(B BERA~DBITHE
MUER e L

(B)Z DD B~ DT
Ml SD 7w MZ[UCIT7 2 77 7Y P u ) et % 25mglkg O AR THERED (KO 2.5mg/kg DHET
HRIFFIRN) 5 Lo AR o EN S, [MCl7 77 77U Uid, Tiaits () . R LW
IRABRE ik e OVLSE & RIFREE T E LA EOREE CIRS A 5 2 & DR S iz 17,

(6)MIFELBE R
MHAER LRI FEEHR (invitro, & MUE, 727 7 7 ) VU 0.3~10umol/L) 1% 8~12% T&H - 7= 19,

6. X &t
(DA ER AL R UM BHERR
TIT77 7 YUEFEIC NAT2 (2L Y. N-(4-aminopyridin-3-yDacetamide (3-N-7 & F /LK) 12U &
o 19,
( V.7 4BEER] 2H)

QRHICEEST SBFK (CYPE) OHFE. F5X
NAT2 (/385 2% (SA. IM, RA) BMFEL., HARANTO SA OFEIGIEL 10%FRE TH 5 20,
EMNFIZ7 ey —2FHWEERTE, EATRERREHDIIRDONR D012l EnbT I Ty T Vv
I3F b7 m—4 P450 (CYP) IZX > TEGICR#EIND LI1TE 2 LR 19,

QGWEEANRNERRVEDEE
REER e L



anp
o

VIL EMEEICET HEE

C

GRBFVOFEDAEERVFML., FHELE
FHEA A2 F v FCKT BAEFEERA O ICsofliid, 7777V VU VSR TIX 490.8~1860.3umol/L
THoDIZH LT, ZOTER#WTH D 3-N-T £ F MR TIL ICso A KD D Z & 23 TE 9, 3000umol/L
L HEE Sz 10,

Bt

TIT77 VU CEEER % 0~24 BER T, BHEOTVY 19%DT I 7 7 U VY (REER) R
74.0~81.7%DFEHENHY (3-N-TvT/WK) BIRPIZHEN SN, 202 enb, TI7707 V200 R
P 5.4% 24 BRI TR K ORI & b THE G & 93.2~100% 2N R FUZHEH & b 2 L R & 7= 19 (4
EANT—#) .

b3V RKR—E—ICET H1ER

FITr TV L) VRO 3-N-TEF A (40umol/L) [HHE L7ZWFRO F 5y AF—2— (OCTI,
OCT2, OAT1. OAT3. OATP1B1, OATP1B3. BSEP. BCRP XU P-gp) (Zxf L THAERMHEMEM 2 RS
7Rino il 2,

. BIEIC L BREE
DR L

10HENE=EETHEE

(WEWEEREERSE
BRI T 2 A9 28 (8% (CLer 50~80mL/min) . $1% /% (CLer 30~50mL/min) X O'#/¥ (CLer
30mL/min Ai) | AHE 8 #) ([TAH] 10mg ZHERAKLELIZEEDOTIT7 77V D PK/RT A—
ZIIRO LB THY | B, PEEROEEOBEHEREZ AT HHRE 1B 5 AUCe-1%. BHENIE
W (CLer 28 80mL/min #) & g LT SA O#BRE CTlZEn 2 1.3, 2.1 XN 1.9 1%, RA O#HR
FETIEENZEN 1.5, 14 KV B.0FIC EH L2 GEAT—4) .
( [VI.6.(2) BHREEERE] M)

M

BREEEEE T SRS CAMEEEEORE LEEEOTIT7 o TYS VD PK AT A—S

Byuteh e pi e ® <£f§§h
1B 4 7.65+3.23 1.63+0.75 10.73+0.202
RA 324 4 11.08+4.69 1.86+0.25 16.05+3.469
HHE 4 8.33+2.74 1.72+0.63 14.34+6.802

HE 4 9.48+5.30 1.64+1.172 11.9, 53.6Y
EH 4 38.63+9.16 2.71+1.26 59.07+10.28

R 4 33.48+13.10 2.95+0.32 81.29+33.37
4 AR 4 52.53+5.16 3.89+0.32 126.06+17.51
B 4 44.05+12.88 3.17+1.07 118.60+37.12

S A R 22

a: 3%, b: @M



VI. EWEREICET HEE

QFHrelEEERE

TR DITHERERE T 2 A9 2 94#% (Child-Pugh 72 B) (ZAHA| 10mg Z HERE AKRE LIl sDT7I7 7
YTV DPRATA=ZIFTROLEBY THY | FHERESIER 724 & e LT, P DT RERE

H9 5 IM OPERE TliX, Cmax X 1.4 1%, AUColT 171512 EH- L7229 QEAT—%) .

( IVIL6.(3) FFifeEIESEE | & M)
RS A T AHREBICAFZERBOKRE LEEEDTIT7oTYUD VD PKINT A—4
NAT2 a0 - (Chrasz t1/2 AUCo-
7 IFpehE Bi%e (ng/mL) (h) (ng-h/mL)
- IEH 4 19.72+9.34 1.97+0.53 33.63+24.20
AR 3 99.92+18.94 1.78+0.85 51.46+29.59
A EH 5 33.43+12.11 2.78+1.12 61.66+21.20
AR 4 37.96+18.43 3.05+0.87? 67.85+28.682
Sl A R A
a: 3
1. Z D1t
B R L




VI. Z2tt (EALDIEES) Y SHIEB

VIIl. £ (ERLOZIESE) T3 HER

ERNBEFNDER
EEN TV

Re IR

2. ERNB LT DEH

2. B2 (ROBHFICEFBRELEWVWI L)

21 TADPAFEOREWRBORE DERVBELT 280015, ]

22 KHNDOFKS (T 7707 VVy) IhoT 2 7 v U P2 REANT K LIBBUEOBEEE D & 5 B

gt

21 RFlOFAE (100mg/H) 5K T ITEERAE L 5 O REREFEL N BT 5 RN H D =
EMBERRE LT,

2.2 1 KRN OMSTITR L TRBEUEDBEED & 2 BEICAF Z &G L2 G6 . BEUEZEZ T RS 5 2 &
MBRIE LTz,

-‘-II

3. BMEEXIEHMREICEET 5FE L FDER
BRE I TV

4. RERUVAZEICEET 25 EZTDOER
VARZEZERUVHAZEICEET TR &R

5. EELGEARWIE L EDER
8. EELERWIE
FEMEO E WV, P, B, RIS #%%bﬂé:&ﬁ%é@f\Eﬁﬁ@ﬁﬁ%\ﬁ@%&ﬁﬁm
DEAEICHEF T DBITEET 2 L O BHEICHHEHT L 2 L,
fiZER
AENOFGAZ LY | FEPED E WV, KT, B, KEREERNEZ2BENW0RH L5700, —RREEFHE L
TRIE LT,

6. HENEREHTIEFICHT HIE
(MEBHE - BEEZEOHLEE

9.1 AHHE - BERZEDHLEH

9.1.1 EREIEOMAEOH 5 HE [11.1.1 ZM]

SR -

9.1.1 : LT OBHEICARZMEN T 256, KERELGISEZTAREMENRH 5D T, TANAFEDREMELR R
DEAEIZDWT, AABLGFRNC 03 iR E21T 9 2 &,
BRI, ERRBELSERTARENENH D Z LD RAIEGRICEBERIELZ B L5, A4
DORLGEZHED LAITIET 5 X5 ICEEMELZTTS 2L, Ea. BRI BT \E@%
TFEAFIEL TWRINST2/NE S 2y, MIRZICTHR L., EEESBIEE1TI 2 L,
c TADNAEORRERNE (BWEREIIERLS) OBEFEOH 2 BHE
« TADAEDFBIEIR B OIRFENHEAE L TV D BRE



I. Z2tt (EALDIEES) ICEYHIEB

(Q)BHRElEERE
9.2 BHEEEEERSE
AR OIMAPREEN EFT22 0855, [16.6.1 5]

1
0.2 1 WL/ O I R REIEE & 1T 5 WK 1 ARIZ 17 LI 50, EEHEREA T 7R e & BT
AHIORE IR L1z 2,

() AFHrEES EE
9.3 FFHREfEEEE
AF|OMPEEN ERTHZER”HDH, [16.6.2 5]

#
0.3 : UV D IFHERETE % A7 B MR A A 42 5 LI 8. FEHEREDS I3 A2 R & T, ARAI IR
A FRIR L2 ASHERH I A T AR TR DL o 12 29,

AETEREEZET HE
REIN TN

(5)4E 4%

9.5 1Eim
IEI SATIENR LT 2 ATREME D & 2 2oL T E OB DS ERIE A R[E 5 &l S 2 58I D%
5952 L, BEBRTRAEMEICE 2 “RIZRZE LB DN EOHEMBRE ShTWD,

RN -

9.5 : B FEBR CIHEDEIMMAFRD LN TNWDEN, HIF~DOARFFKEGICEEST 2R E ) A7 ICET 57— 2137
W78, B XOTEIR L TV D A[REME D & 5 &ML, TR EOFRMEN G ERD SR SN D56
WCOBREETHZ L LT,

(6)1RFLYR

9.6 ZFLiF
B EOFARIER ORFLREROAIRIEZ B L AL OB UT T IR 2 HRET 25 2 & B ER (7 v b)
THHPICBIT T D Z LB dRES N TVD,

fi#Es -
9.6 : BMFEBRCTHITHF~OBITRRD LN TWAHR, EEEASCBEREESENOLE N TOWAFTORIZEKIT 5%
BRNARPATHLZ b, [EREHERGORM SCESEORRFEHAICET 2 B0 EE (Q&A) I22o01W T
CERE 3141 H 17 BAHTEAE )4 e 3K - AT AR R R 3R 28 ekl SRR 5 18545 ) No.38 |2 FE D = Frdl L 7=,

(7)MR
9.7 /MR
INREEE G 2 U TR RFRBRIT SN L Ty el

fi#Es -
9.7 : NRZEE RS L LR RBRIIER L T 57, ZRMENPHELINTWRNI Enbiti LT,

(8) =&
BRIE STV



VI. 22t (FEALDIEES) 1Y SHEHE

. HHE/ER

10. fAEERA

AFNIFEIC N- T2 FVEBERESR (NAT) 21289 RE@fcnhs,

[16.4 /]

(MBrtRZEZS L ZDER
REIN TN

Q#tRIE L ZDER

10.2 HRAZEE (BFRICEET S &)

= /) VRGBS
rgurra~wyr, ~all
R— /L%

FEE RIS T 3K
UARY K2

A4 5 EEIRAEMR - 518 71k KR - falRIR 1
FAERIEDORRME 2K T S 23K [ BERIEDO Y A7 NEE DL AREMENRH 5, ARNEPEHTDZ Lick by, &g
ZRAPLD D FIEOBMMEEZET S5,
A I 7T I R
T ) FTUURKROIT T e T

=R INEEEES
TReFral e

AHI B b OEFORER P HE SN D
BELWRH LD, BEORECEEICBE
L. AWER ORI 5EET D 2 L,

AR EGEHFTHZ LIk, 2
AEENEVE A 2 IR & 5 AT RENE
NH D,

2y AT T —PHER
EY RAFZ I, URRFY
L

AHZ RN b OEFORER BRI ND
BENRD DI, BFEORELEE|IHE
L. BWERORBUCHMERT 2 2 L,

FAPED = ) v AT T — PP E R TR A
FAEO Y A7 NEEDAREMEDN B D Z &L ITHE

KFN LT &k, =)
NEENME MR & Bk &1 5 ATREME
NdH 5,

FHEEDa ) =R T T — B E
FITFRBRIEOMEA IR T S5,

1oz &,

#

AR & FERRAEOBIL &S T S 2 SHIO UL, KOBIED U 27 &40 3 TS b 5720, BT 5 )
7 DERMED BT T B LER DD, £z, AR L =) ARBIEE OOEE, AHI L 25 OFEAD =Y
AETREER 2 RIR S, AR U 2 7 ZRIK S5 TR 5 5,

BEFISEIC & B R BPE~ DM AN E X BB Tz, GEFIT 2 5500 ITVER AT & B LRE LT,

. ElfER

1. BlYER
WORWERR S SN D ZENHHDOT, BlEE 3TV, RENBO SN LA IIERE T &G %
9% 70 CIEO R EZIT O 2 &,

(MEXGEIER & FHER

11.1 EXLEIMER

1111 EE%E GEETH)
AFNTEAREE A KT S8, EREBELZSI SR ITRBENDS D, FHOEERIEOMEREDO H 5 BH
THHEERSBIEEIT) 2 b, BERIEL G EE D LGS ICEEE TP k32 7 S 7 v %
117952 &, [9.1.1 /]

11.1.2 BBYERIG (BEFH)
T 747X —EOBRBUENICY B HOND Z 0D 5,




VI. 22t (FEALDIEES) 1Y SHEHE

fiRER -
11.1.1 : ENEERRER TIIZRO BN TWRWD, s CEM SN REILRT 78 271 75 5 (EAP-001 3
BR) ICBWTERO LN TEY . FFICEENLERBIEHAE LTERE LT,

11.1.2 . [EWNEERREBR K OVEAMNER AR TR N TW RN o7 I v ) DU ROIEKNEZRH L T\ 5 &
BCT T 74 9F DR ESNTWDZ LD AFOBREIZENTHET T 7 4 TF—BRBLT 5
HREMEN H DD, FRCEBENLEZRBENEH E L TRE L,

(Q)FnithnEI1ER

11.2 ZDMDOEIER

10% LA E 3%LL E 10% A0 3% ATiti B ANH
Mg LY 2 1.
b
DB ENlES AR, AEIR
Hi L OskgiEE Hng
AR P R T MRAg A B, IRIE. M | AR, Bk
el OOk | O, M. (ERL, | Bk, Mg, o | iETREE, MR, FiEkE
EREERE. TR, O | RokR. DRI, B2, | E. HAEi R R
ORI, WRrE | HEEEIE N
—i% - EFpEEER X WIE, JH WG, O PR B AR, Fojm, BEE, IR
[0 ERLIARIIN: = R, BER. BITRE,
AT AREE., &H REEIRERE
b, RS, RAMIER, 2L
Rt L O RERE BRRBOE, Bk, EF U Y
o UNIIRE
B Pk UL Hr i, SEESIRMGS, BIERE.
B A PHE WhE BT
AR B L OE RERE. A VU RS REEM . 0 TU AR
Fay ik EENEAR T, A B AR E
P R ST FEMED FE W, FH | T AU T, 2 AAEEWEE | A TER. SRS, SR,
. EEIBEE, B | R, s, RREY . AR | R, TR, R,
e, B BN, HMKT., BR | S5EEE, TrA v T T,
= TEREREE . JHBVE, MBIR, &
ARG, REEAE, RRME= =
»_.‘j/\oa'—w_.
il ARSE R, e, DR, BIE. | sEELIkEE, MERREE, X R L
AL 2
BB L OUR K R E HEIR SRR REE . B AE
e R, HERFR KON I [ B 2 BEMK, FEFRRE, MR R4
HHERR M VenREEs . Bk, A,
WA, B, BRI
Rae, BEEEv., EBEp%E
MR, HZERRE, i
ik
R L O T ZITIE BEMER G R, & O PEIE, B | BB
kP = ER2
I B R 45 R EFCY ., mimE, VA | KIE
— B4
PR TI7=2vT ) N TARTRUBT I NT 2| MR RR DB, f
TUVAT 2T —F | A7 T8N, mF 7L | BT AR, BRSEAAEEK
A R RS | TR U R RSB, | F. (KERE
y-TNVHAINVKNT AT =
77—, RERD




VI. 22t (FEALDIEES) 1Y SHEHE

RN -

AANOBNEE « DR OHE - HEORTORME LIZ-BANT 83—k « f — b U ERRE (LEMS) B3
Zxfge L L= LMS-005 #&Ba, #Est LEMS ABE 2 x4 & L= RABR (LMS-002 75k & OV LMS-003 iA5R) .
KOs SR et 2 et T — & TS SN BIWER O BRI E S E 30 # L 7=,

9. RRBRERRICRIITHE
BESH TR

10.BEHRS

13.

&

J

fein

TSNV 360meg/ B G- LT X — bk o A — h U PEGEREEE B O TR, b

1B
73
R, BD WEM, BhE, RSt RO LEEMEIRSEBL L 29 NEAT—X)

e -
WA O SCHE (I Toxicol Clin Toxicol. 1995:33(3):249-51) T7 X 7 7 » 7' U ¥ il % 360mg/ H iR H
L7csFplc S Eff L7,
MBERALDIE
141 EFRRAREDOIE

R VEEEOIANIAR VBIER, FEHOE, L—3 aA L (FEEM) 2R BRI ARZREET
FY v T2 LoD TRET 2L OEETL L,

FRER
AANIAR AT, R IANICL—a v adq L GEEM) NEEINL TS, ARIOREERBICITTRTL
—I A (BEEH) ZEALTRETHEME L2720, R FABE®RS L—3 3oL GEEM) 248 i

WCANTORIE TR ¥ v T2 Lonn il ETRAFT 52 Lo A FABETRIZ, b—3 aAf L (E#EM) OA
nEIZ, FoIEET L 2 L,

BT, R INVEEOEETRNT 56, AFZR0 TSNS, b—a = r (EEk) 28 b
NAZRLIZET, F% v 7Z LoV TREFET DL 912, LTHEET L&,

12. 2 DDEE

(NBEERERIZE D < 5%k
FBRESI TV

(2)3EERPRERBRICE D < 1B
15.2 JEBRPREXBRICE D 1F#

DAUEME : 77707000 U UEREITT o b CHRRESIE ORI & OV = N EE S D B2 EFH 2N
Wb b,

fEER
NAJFMERRER © 7 v b &2 W23 AJEVERRER © . ARRERIE O BN K& O F- B IR O 5 BLR LR HE S Tn

5, hFovAYVxz=v7 (TgrasH2) ~UAZHWEERTIL, HEOHIMIFRO 5o, AFlOE
I EIZ L0 BN RET DRREENTETERNI L, TEEMWMEDTZOHRE LT,



X. JEEE

SERICBIY HIHE

. B ER
(1) ZEhEE B A ER

IX. JEERPREERICRI I S 1HA

[VI.EMFEIEICEAT HIER | &R

)R EMEIBHER
) 58
R DFEIH SRR/ FER
(B 5% )
hERG K+ &t CHO-K1 #if 0.3, 3. 30 30pmol/LL £ T T CHO-K1 Mgz it 5
pmol/L hERG K* Bl lC % RIT S e o Tz,
(in vitro)
GRS SAAE NZW 7% ¥ 7% | 0.1, 1, 10, 30, | VHF 7 ¥ oo\ T, 30, 100umol/L ¢
(APD) v T RAE 100pmol/L P CIRAER 72 7 5 2 T HURERRS) 5 (APD #41)
(ex vivo) NEIRINT-,
E MATENRE, LEM/S | T LA MY —%{E5 | 0. 0.05. 0.15. | PR RME%E —8%F THfE L. BINRE % + 7% F THIN
T A= WAL E—Z L | 0.50mg/kg L=,
A (8 7 mAA—r—) | (D)
hERG K* & CHO-K1 #fia 3-N-7t&F LT | 3N-7&F/ARTIEEERENIC hERG ik & ]
(A= bR Fr 5 3770 7YY | L. ICsfEIZ 39umol/L ThH - 7-,
) > U VR 0.01,
0.1, 1, 10,
100umol/L
(in vitro)
X AR R Z v MWister 0. 5. 10, 20, |#RATEVFEH ST A — 2 1Zxf 4 2% GICEEL
(I 8/ + 14 3/PK £F) | 40mg/kg B 72 B IFR D B e o T2,
(M) HEF ML 40mglkg & HIBr STz,
BRI 28R Z v SD 0. 1, 3, 10mg/kg | FFIZRFA/NT A — X (T4 2 $ G BE L /= 52
(HES/EE+HES/PKEE) | (% m) RO BN o T,
3)F DD FE B ER
M E R L
2. SR
(MEEERSSHEER
T - b I HEmE D
WO gy | PRIRO ) BER ) ymrn | soe BT~ EFT R
B S RE (mg/kg)
(mg/kg) | (mg/kg)
~ A/ | O B REMERES 0, 2.5, 10, 25, (50 (26.3 |100(52.6 (FH3ABR) 100mg/kg BE : 4 BIEFINR O RE
Ico:OF1 2 50. 100 WEHEHE L) | B L) | 1% 50 2o ~1 BERICAELE Lz, JELCRITICRS:, i
(PimakER) |0, 1.3, 5.3, TR FEHE K O AR 23780 BTz,
K REMERES | 18.2, 26.3. 50mg/kg #f : M 2 Fl THRGEK 1 REMIZIRAED
5 52.6 WEAfEHE AL Rd BT, 5% 1 Kl E CREREIE A MRk
(EHB) EHICRD B, M 2 HlCIEES% 2 FEEICE
WTHERAEENED iz, WIino@Ey &
% 4 RERLINICEIE LT,
25mglkg #f : HETIZ, BERITEHIMHIRD S
i,




X. JEERAREAER(CBSY HIER

Wt/
B3

B 5 J51k

PERI RO
LR

58
(mg/kg)

N
FEESE
(mg/kg)

RS D
ST
(mgrkg)

Rt ~E TR

<A/
Ico:OF1

AR

FHEMERESS
1~2
(T
A HEMEREAS
5

(=350

0, 25, 10,
12.5. 25, 50
(0, 1.3, 5.3,
6.6, 13.2, 26.3
RIS

12.5 (6.6
WEREH RD)

It 25(13.2
W H)
HE>25

(THEFE) 50 mg/kg B« B 1 FITIREN L5
. BHEBELNICEL Lz,
25melke B HE 1 FICHE 544 1 BRICIET %0
B U7, 26T 15 0 LAPNIC AR ELRIREL e K
OREESITRA LN, HE 2 B KO 1 5T
FTNEFNREKL VLENRBD bz, &5% 2
FREMIDARE, BEIIERD o en o7z,
12.5mg/kg #if : 4 BIEHIT, F5% 156 IR H
RIFEIR 2338 B2, Be5-1% 1 R DARRIC B
IR Doz,

(TR BR) 25me/ke Bf - It 2 B 54 30 43 LA
PIZFET Lz, M 1 B TG54 15 /IR 7
Hiv, HE 5 BIRF] CTREEMEER RO ST,
BHITHEEN A S, HERFTHREDE S A
W ERZESITNRD bz, TR LW,
S XATEEE OBENRD bz, 5% 2 HE
DI, BEIIRD N7z,

7w K
SD

gl

2 RIS
2 (PlHR
5

2 RS
5 (FERBR)

0. 2.5, 10, 25,
50. 100 (0.
1.3, 5.3, 13.2,
26.3. 52.6 it
)

50 (26.3
W L)

100(52.6
W L)

(FliitBR) 100 melkg B : MERES 2 FI4BH
514 1~3 B OBICIET L, SELERNCAR
HIREW, . DR D~F Y o ZEME, WRIE, BEFE&L
O RRD b,

50 mg/kg #f : HETIL, FEH 1~2 FICR%E
TESAT. MRS, WRUE, WEUE. FRRIEIE &
O/ I DRE Y o TEERGRD HivTe,
T, 5% 1 BRI R ZESITORDRD
bz,

25mglkg B IS LA S OEM T, HBEH% 1 B
WATEAMH L OBEDOH S A0VRRH 5
72

(E3BR) 25 me/kg BE : TR R OSBEE O &
SLANBIZEA LI TR E% 1 RIS
H BT,

AN
SD

gl

A REMERESS
2~5

0. 2.5, 10, 25,
50 fFRfEE 5

25 WFHEE
k-

50 FEREYE
3%

WEBErE KL 50mg/kg BF - M 1 )Tl 514 1 W
MR NRD b, BIRERIEE L, M
HEE HITHYE, WEDOH S A0, HilOEhHE
K ONLEBDRBD bz, Rk & OB M T (B
) M 1 FloAz, UBEOE A 1 502
IR BT,

WEHErE £ 2hmg/kg BE : BEDOE S AW, Hillk
OENFE, H-FAIR M OV HRE A D AU FRD H Tz,

7w
SD

AR

A A
2 (FlEak
5R)

B MEREAS
5 (F#BR)

0. 2.5, 10,
12.5. 25. 50
(0, 1.3, 5.3,
6.6 . 13.2 .
26.3 WEHEH D)

12.5(6.6
W H)

25(13.2 ilf
e )

(kB 50mg/kg B : It 1 Blic&xk 5 Lz &
AR DL, BEBRESLUNIZET L
77
25mglkg B MEHER 1 BTN ENEE% 16 &
W45 3 LAPIZEETE LTz, HE 2 1 J O 1 Tl
5% 15 Sy AN 338 0 b Te, B
1B, WEEDR_Z Y > JEIE, 5 OlRE. .
FILRNRET R 2 E BRI HivTz, A7
Bl 2 I ClE, 272 & bH G4 4 K £ TR,
NLEEEW (HEDAH) RORLZEESITRRD b
nic,
12.5mg/kg B : #5448 15 Sy LUINICEH TRELE
AT, RNEEMN I OBREES TR BTz,

(F7kBr) 25mglkg B : MEMESS 2 BlDFETL &%
5% 15 5y ~2 R LANICHERR LTz, T 4 B RO
M 3 5Tl 51 15 /3 AT A FE O B




X. JEERAREAER(CBIY SIER

. - R 1R D
MR gy | HEMRU ) BER ) ypeg | soem RS X T
B BB FE (mg/kg) (mafke) | (me/ke)
mg/kg mg/kg
Too WEDAAFH)TITVERE K QAT B 23, D
AEAFBICIIATEIIHI AR D Bz,
10 mg/kg #f : PG EZ IZ 2B CTAREDER &
SEENRO STz, BETIERROBIES, T
VPR S O TR 338 8 BT,
AR/ | F&O A HEMERER 1.9, 8.8, 5.7.(6.25 ND HEBRWIEh, I hoTz, BECEELE
v—7 2 6.25mg/kg/H  |mg/kg/H & HREN R —CREEITIREL D THICTH
L (1.0, 20, |(383 D, WINLEAE (1.9 mgkg) TROD LN,
3.0mg/kg mg/kg/ F 3.8mg/kg LA OB TIE, HIEMET, %, TR,
3.3mg/kg/ H R L) FHEE RSB b, xbER T —
WA ) MR EEZE KT, 6.25mg/kg/ H D& TH 5 22 H
Ho 2 [BIH#&5%K 6 REEICHE TR b7 iE
EHICAH. WEHE, R HR R O Rifel K OV~ o 4
RIS TH TN, BOIERNS 1 BRRLIRIC
SEARIZEIE Lz,
MTD 1% 8.8mg/kg/ H GEEBfEth 25 2.0mg/kg/ B) &
Wr =iz,
ND = not determined.
QREEREGSMHRER
B/ § Bh& Bt | SRR - o
g | OB | BEHE ey | MeEE (mgkeB) feRly =PI
Zv M|1H3ME |7HM 0. 1. 10, 30, |%&HEtfERE |ND A7 L,
SD Bo&s 60 (0. 0.53. |%&5 60mg/kg/ H BECIEENLEDS 3 i, M 1 B TRk
5.3, 15.8, 31.6 NERD BT,
R JE) 10mg/kg/ A LA LD B TEBEDH S A0 D HE
R.&h., 30me/kg/ B BEO & 60mg/kg/ HEED
1F &AL TIRENRRD Lz,
60mg/kg/ B AE OO T3 R B L 72 Dl i
DRI T BTz,
Zv MM[{1H3E |21 R 0. 39.5, 78.9, | & HEMElE |ND o LR GIEE S 2 78.9mgrkg/ H) > 18 % 13
SD BOoks 157.9 FEffEE AL |45 5 (E B R O A i Gl S 157 9megrkg/ H) 26T
AN HELRBENTEO bz, T —iiREE b &
AR I LC, RO AFERNS WY, PRS2 E M (g
% 4 (TK) M, BhE, BKED R OREZBRRD LN, T
NoOFEZRLITEREGHO ORI L, SHE
HTIVEETH- 7, BWERME OB S
o, MABEEHSE 1 BHE® 2 BB OF5%IZ,
Y OEMW)IIES 2 HE O 3 [BlH o5& IR
H&miE L7, EHERO 1 HTE, #5 1A
Ho 3 [\HDOHEE#IZ 1 [\, 8N OHRD 17T
THAERD HALTZA, R & & HITisse Lz,
v NM|1H3ME |[4EM 0. 7.5, 24, 75| HEMERE (24 (12.6 | SELHIZ2 L, 24 KO 75mglkg/ HRET, 1 HOH)
SD mOos (0. 4.0, 12.6.[% 10 WEBEE L) | BB BN RO Hiiz, 75mg/kg/ H#ET
39.5 WEHEHE D) | (9178 : 4% W, BEEHIM B U CREOR B L 7=,
TR 75mglkg/ B RETIE, BEDH 3 A0 K ONEENT
5). WS BUR E 477, Thmglkg/ A BEOMETIRBEOHE
AT I 7RI, FHECHAE LT LLER OB & 5 JRED
% 6 (TK) NGRS STz, Thmglkg/ HBEOME T, Al
K OV D st S OVFE 6 B DB N #2537z
28, BEET D IREARR A L A T, RS
M TRICITRD Lo T,




X. JEERAREAER(CBSY HIER

hiy T/ . 58 gtk | iR s
X Bk | BT A (mg/kg/A) PEBE |(mg/kg/H) WA ST
v NM|1H3ME |[4EM 0. 7.5, 24, 75|MEMES 14 |ND FET 72 L, 24 KON 75mglkg/ H B Tl & 412
SD wo&ks (0. 4.0, 12.6. |(0Omg/kg PIEN F B AL, A EOEINZE > TRELE )
39.5 WEEEHE AL |/ B ED) RO MU 7=, BeEREOMECIX A BRIEN 22 R F N
A HE MRS BEOBMNED LI 24 KON T5mglkg/ H #E DM
% 21(7.5, THHZFNCEETH T,
24,
75mg/kg/
A )
Zw M|1A3E |13 HH 0. 7.5, 22.5, |#&HEMERE |22.5 (11.9 | 75meg/kg/ B @ TK BEDOME 1 FI2SBHILIRAE & 72 0
SD Bo&s 75 £ 15 (I |t L) | R SH 2, 75mg/keg/H O TK REOEKpHIT,
(0, 4.0, 11.9, %) AERNS W & MR DR R Y v 7R bz
39.5 WEREHE L) | A5 R gt 7o, ZOWFRREIIRGICHELZ D LE
£ 10 Z bz, 7.5mglkg/H %M1 THH L8
(=45 : 0., X, HEOMRB CEEEOAERBEMNNTED S
75mg/kg/ AUTEHS . IREZAL & IIRE LTV R 72,
ARD. % 75mg/kg/ B % #5- L 8 0 8 518 T o5
BEMERES MGk, FEEMERAR OB DI EE DB K AR
19 (TK) D BTz, RIEIFEHE TRRCITIERIT A ST,
EIE VDGR BTz,
75mg/kg/ H BEDOME 1 51} Y 22.5mg/kg/ H B D1
1HT, FNFENEE 92 KON 64 A BHIZHERN
RO LN, ORI E TE -T2,
Zw M|1A3E |26 0. 7.4, 22.4, |&REMERE (22,4 (11.8 | 31 3 BIDIET- 2l L, 885 L —&T 5o
SD Oy (4 #EME |75 %20 (& | WEEEEID) | FTRARD b, SITHREE, JER, 22k &
e (0. 3.9, 11.8.|%) EEND 6 PRIz, ZhbDETH
39.5 WEBEHE L) | A5 A TWT NS ARFIEGICHEHET S LIEB 2 ok
£ 5 ([5l18) Mol
75mg/kg/ HEETIiL, HGICBE L7z 2 DO A
BRD BN, —BAIRREELE LT, UKD/
KU BifE, IR, PEIRINEE, SRR KON
R ME 3FB D bivie, £, MERERAR (F5H)
IFIERLTEY ., IREHIAER A A BT H,
AW THoTm, TNEOFTRIIWTN S EE
EHIEE L7228, Wb BIEME RS S iz,
A4X/ |1B3ME |14 B/ 0. 0.75, 1.5, |1 (GE1 |ND 51 BEREIME R 5 T DA, HEEE
v—7 | Rkoks 3. 6. 7.5, 9, B M1 L7 N SN2, 24mglkg/ BIZHEE L
v 12, 24 (0, 0.4, | (55 2 B% 7210 HH®D 2 B HFEEGZICK T Lz, Fifco
0.8. 1.6, 3.2, M) | MMk T2 T+ AR O a0 & MR IE T H -
40, 4.7.6.3.|%1053 7o, 6mg/kg/ B F T—IREDELITRD b e
12.6 WEHENE L) | BERE) Motz, 8 HE L9 H H(12mg/kg/H)?D 2 [ H

Bht%, T pid CoSEE, e o
BEH & Vo T — R bR bz, 10 H
H (24mg/kg/H) @ 2 [B] H 542 12K ARk,
B I ER RS, oM, RIE. EH RO
TIBAML & ) o Te —BRIRRED B3R BTz,
52 BeECIE, Ml 12mg/ke/H % 0 KU1 H H
WG L=y, —feikie 2 iz A EORETE 1
B ALNTZHLD LD BbEETH T,

% 3 BT 7.5me/kg/ A OMERES 1 fl~D 14
HMMEE G E2To7z & %, ML bz, 50
AH® 1 X 2 B H O#5%ICEE ORI
DO, —HORIEERIZE 1 LD 2 B CHEL
Bain-boLREETH- T,




X. JERRREAERICEE T STHE

Wt/
B3

B 5 T51k

B 541

b

(mgrkg/ H)

i
PR

TR R

(mg/kg/ H)

Rt ~E TR

A X/
=7
b

1H 3ME
wo®s

4 A

0.

)

1.9, 5.7,
7.5 (0. 1.0,
3.0, 4.0 W

- BRI
£ 4

1.9 (1.0 i
il )

7.5mg/kg/ H#ETIE, 5.0 HE® 2 [alH 5%
WZHE 2 BIASEL L7zDSME, Wihodhb
M TR E CAEMF L, M 1 liunaE&
L. ook 1 6k 2 BIABG% 1 RSB L
Too —fRCIRREZS L L LCid, 1 [ B EGHICHEE
WL 73, 2 [B] B LAREZ 3 A7 SRR T J OV 2338
O BTz, R K OBESE DR R TR K 5 Al
REMER B, WEN O AIRMIAT R & LT, Wik
BRSO BE. . TEE, ET
PR B AR R OV L2 IS VO BEBR S 2 B oD BE A8
PO LIV, M 1 FITCIESERRY o BT RR O GE
WA BTz, IREMRR M R A O A
X, ~ 7 v 7y —VORME S TEEH LT
TIZERD bilz, NI OB Ok, 8%
T SEEFE O LR OB & BIE Lz, SHE
Voo FE AR E & BT, BREY >
PREIR VTR Y 2o SENCHRBE) D IR O FHLERER
MM b7z,
—HOREBELITHEICKGFEL TEBY , ks
PEAOE B FICHBL Lz, 7.5mg/kg/ AR CTIIE
Y GECHlEETe) T, &, IREL. A,
i ERAR UM, B EE L ORI L Vo e —
RIRBEZL3FE D DTz,

ARFNBEGRE T, o BREE & Tl U O & UMK
EHIMEORDNRD Sz, IREHE TIX
5.7 &% 7.5mglkg/ H BEDWE TR fh 1414 78} U
FERRNICABT 4 T A MRBOLNEE LD
BEEMEA R STz,

7.5mg/kg/ A FEOME 2 ] ClE, FRiMERE, ~F7
B R T ONIL R i BR AR O b 23 FR O B
7o WERECH ERIFI 72 R EO IR 35D B
7

A R/
ey
b

1H 3
Bo&s

4 8[H

0. 1. 2.5, 6.25
0.5, 1.3,
3.3 WrHEE L)

(0.

A AR
%3 (x
HE).
BIREL
4 FEMERE
% 2 (15118)

ND

FH L, lmg/kg/Elﬁ?f@Iﬂﬁ 1fIciX, 1HH
D 1 B E#& 5% 30 IR N 2 Hav, BIOME 1
mfi&ﬁ@ﬁ%Tﬁ’”@mﬁ&U%@ﬁﬁ
TRFRD BTz, 2.5mglkg/ HEEDIE 2 B K O
1HITiE, 0 BEIBE#E) . 4 QEIAHRYE) Kk
W5 (1 ME#&E) BBHICRERESRBD G,
6%m¢@aﬁ®i&A&@@%T & 5-5a 48
WZHAE R — R LB v, — ik
%@Tm&bf\ﬁQMﬂ RERIRTUHE, TRk,
ARZITE), EOHFEW,, W2, b, RNEmk
W, R REAG . BURME, PRIR N, SEE)
FAE DR T B AAEE IR S OV B e g
MR LT,
5B % 1 8 TN A (R E R
DD Bzhto
6.25mg/kg/ H #E O M TIIAFIRO A EEDFE
WL, FIEEORE CITHE PRI A E Cidk
b“&@@ Mo B O R OBEIAFED b
7
FRREREN Y OB L L LT R
I F8F =3 6.25mglkg/ HBEDOHE 1 D F &
fli. 1 %O 2.56mg/kg/ HBEDOMER 1 BIONERS, IF
T 1mglkg/ BEEOME 1 BIORREIE CRD B
7.




X. JEERAREAER(CBSY HIER

hiy T/ . Be & gtk | iR s
X Sl e (mg/kg/H) PEBE |(mg/kg/H) GECERN
1H3ME [9»HM |0, 1.0, 1.9, |&#aMEHE |ND HERHR A, ECROWESEIL o T2,
Foks 3.8 (0, 0.53, |4 4(x BELHODICEEOH DERATRE LT, <
1.0, 2.0 R | B6). L, RER, &8, i, 0730 ROE
) TR WasRd bz, ZnbiE 1.9 KO 3.8melkg/
£ 2 (Il18) At CIb 2 <t éb%:htﬁx R iﬁm’%
A R/ TR D o T, JHBRIFHINC FE R 358
v—7 iz,
g RE, (REIINEL, BETE, IRF2IMRAE, ECG,
IR PR A M QSR AR A CIE#% 5- 12 B L 7= Fr
RIFROoninoiz,
1.9 % T* 3.8mgrkg/ H BEDMETIE, 6 REE & Lhik
L UGB EENEEICESE THo -0, Fh
e Sy R opi ek = SO (A E A Ny

ND = not determined.

)ECEEAER
TIT7y oYV rDEEENEY . invitro (Ames RN~ R Y ‘/71—»—7%@%’%) KO invivo (T v b
INERBR KOV T » P AR TEH DNA A RGRER) ORI E Y O&EEIERERIC L 0 5HE L7265, BRFM %2
IRE IR Tz,

(4D A R ER
1) Tg ¥V R 26 BEIRERERENAREHR
NI AV z2=v7 (TG) ~TVARITI77 7V vyl UlE (FEEER S LT3, 10 X0 30mg/kg/
H) % 26 HENREHRG Lo 2A, T 777U DB U7z WHRAY K OV B 20 AT . (T3
PEROGERREM) 13RO N, TI 77 0P DUERAFERE RS RNWEE X b,

2) S v MIHTS 104 BREREEERSENARMERAER
SD 7y N7 X777Vl UomiE (EREERE LTS8, 25 X1 55mglkg/H) % 104 BMREEH 5
L C b BRAR A 72 BT 0 IS8 C O INEER e b T, BEE, (REHINE R OB G HIMK TRROMRE
DARAENT B3 5 A7 RO B MHERE TR HAvTz, RIEKR OO FREIES Tl 25mg/kg/ H P,
METIE Smg/kg/ HULEDOHETRD B, TI7 707U PG LM RENT, UELY, EE
P& (NOAEL) (3T 8mg/kg/H . M Tix 8mg/kg/ H A & 5 2 Hiiz,

(5) & FEF 4 B ER
1) ZRRERVIEEREL O - BRICET 280#% 538 (ICH Stage A~D)

WERE SD T v MZBWT, 7177 7 P ailfiilies LT 0, 1.3, 4.0 XU 13.2mg/kg/lH] (0,
3.9, 12.0 & * 39.6mg/kg/H) O &%, HMETITHIBE TK 10 MM, METITLER P 17 £ T 7 #H, 1
A 3EREAHEE L, Rl IR ONCHER, MBI OWR - IBIRHEMICHT 57 I 77 7Y Vv Digs
A LTz, 13.2mglkg/BIOT X7 7 7Y DU REE, 9 MHEE 5% OO TR (CNS) B

— R AEZE A (BRI DA A & DU ik o0 B & it f@ﬁo<éw)&%Lbfwto4m@mgﬁuiw7‘
77 7Y DRI T O BT, RERINE R O U R OB TR W e & B2 6
L7, 1.8mglkg/[FITIX, 7I 777V P UEEHIE L7 WT DR T A —=Z T EBEEZ RIT I ol
L7283 T, HER K OMER O A5 EMEIC %4 % NOAEL %, WFEEER X LTV 39.6mglkg/ H & fIkr
L7z, E70. MRVEREAFEMO NOAEL 1, Wl IE & LT 39.6mg/kg/H & HIlr L7-,




IX. JEH

RREAERICEE T STHE

2)

3)

fE - fRIRFEAEICEY 58 AH%E5HER (ICH Stage C~D)

IR IR AERBRTIX, 7TI 7707V UBBEAT I 7 7 o) DUlEERER L LT 0, 1.58, 5.3
KON 10mg/kg/lal (22400, 4.74, 15.9 KO 30mg/kg/H) O T, #HRY VIR A# 7 205 20
FT1H 3EFEE L, 30mgke/ ARETIZ, RS HRE, S SCEENER OV LW IERTTE) & Vo 72 HEE D
CNS AR L72 2B BT L7213 AR E G & K OMBEE & O & 7R L7 341723581 L 72, 15.9mglkg/
ARECIX, IS OJEHORENE S BEDRDT Y &L \W\oBHE TIEV CNS Bh#HO—RIEZE L2580 &
A7z, 15.9mg/kg/ A LA EORETIL, (KE, (REIEIN& & O /R 728D 3380 HivTz, RHAD PR
HIBLEE K OV EUIBHOFE R, WIThORETHLT X7 7 V7 U DU EHEORBII R, FRkIC, 7

Ty T VATNT ORI AN T XA —4 (SR, NIBK OB AR EZET) IS EE RITE 0o
ZENG, TIT7 ) D UEREREE A R THETO BTN ERR SN, LIERo T,
REMIZx$ 25 NOAEL (37 X7 7 o7 U lEliE L e LT 15.9mg/kg/H . RIE (B4) ITHT 2
NOAEL (37 2 7 7 » 7V Vi i & LT 30mg/kg/H & HIWr L7-,

HEMRUHERFRE L CICRADOMKEECRET 2 0% 558 (ICH Stage C~F)

R SD 7w MZT X777 VUV VEBEEZT I 7y o7 DUBERERE S LT 0, 1.3, 4.0 KO
13.2mg/kg/ll (FNLH 0, 3.9, 12.0 X" 39.6mg/kg/H) DOHET, HEIRA#E 6 bAoA CRILA
fr 20 £T1 A 3[R L7, Folfn bk R OFit 2 &3 Qs 14 IZHIL, E& L7z, FilRI2iE7r 2
7y o7 ) Uy R EERGET R I EARE T AR A LTI Ty T
VU ERRER LT, FoltfRIcBI 27177 7Y UUBEOREL, 39.6mg/kg/ A FEO—ORIEE(L &
FiTEN Coh oz, TIT7 77U VUICHET 5 LE 2 b AR OHAEROEFEEIX, 12.0 X
39.6mg/kg/ H BETOIEPENL 2 HPE L - REM OBEIS OB T 72, 12.0 KT 39.6mg/kg/ H EEDOIEFER
AT HNEWOEIGIL, T EHRE & I LTI L, 200 ORETITEEBEENIBOHEM 3O Hi
72o 3.9mg/kg/ HEEDIE N % HPE L= B OFIG L, B RAREORFEANTH -7z, LI -> T, —i
RREB IS BRI T2 777 7Y PV ONOAELIZT 2 7 7 o 7 U VUil & LT
12.0mg/kg/ H ToH ¥ | MEIRFHAICIEIE H s 6 22O FLAH 20 £T1 H 3 EROKSG Lz & & DFEERK
OEIMZFES < HAERT K AR BEMICKT 5 NOAEL X7 X 77 7'V VU ilEEEER & LT 3.9mg/kg/
HTohorz,

(6) AT R B P EA BR
RUERR L

(7DD REH*REM

1)

2)

EMFREIC & DIRTFHRER

FRZ 2 MEEICK Y a4 2 10mglkg & ABRIER OGN G- O3 R3S LTz 12 Bl o-E SD
7 v b EAWTEDFRBNEC L DIEGEERBRE2IT->72, PRSI MK @ET HETHD 20mg % HilA
BehHL7-XOBREED 5.1 (FICHY T2 25mgkeg ETOHEOT I 77 FVIE, abA v
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oo RLA A
KE O CE 1 INDICATIONS AND USAGE
(FIRDAPSE®, FIRDAPSE® is indicated for the treatment of Lambert-Eaton myasthenic
amifampridine tablets | syndrome (LEMS) in adults and pediatric patients 6 years of age and older.
10 mg)
(2024 %5 AH) 2 DOSAGE AND ADMINISTRATION

2.1 Dosage Information

The recommended oral dosage of FIRDAPSE for adults and pediatric patients
6 years of age and older is included in Table 1. For pediatric patients, the
recommended dosing regimen is dependent on body weight. Dosage should be
increased every 3 to 4 days based on clinical response and tolerability.
Titration increments should not exceed those shown in Table 1.

Table 1: Recommended Oral Dosage for the Treatment of LEMS in Adults and
Pediatric Patients 6 Years of Age and Older

Age and Initial Daily | Titration Maximum Maximum

Body Weight | Dosage* Regimen Single Dose Total Daily
Maintenance
Dosage

+ Adults 15 mg to 30 Increase 20 mg 100 mg

(any weight) | mg daily, in | total daily Given in

* Pediatric 3 to 5 divided | dosage by 5 divided doses

patients doses mg every 3 or

weighing 45 4 days

kg or more

* Pediatric 5 mg to 15 Increase 10 mg 50 mg

patients mg daily, in | total daily Given in

weighing less | 3 to 5 divided | dosage by 2.5 divided doses

than 45 kg doses mg every 3 or

4 days

*See Dosage and Administration (2.5) for a method to achieve these doses

Missed Dose

If a dose 1s missed, patients should not take double or extra doses.




2.2 Patients with Renal Impairment

The recommended starting dosage of FIRDAPSE in patients with renal
impairment [creatinine clearance (CLcr) 15 to 90 mL/min] is the lowest
recommended initial daily dosage (i.e., 15 mg daily for pediatric patients
weighing 45 kg or more and for adults, and 5 mg daily for pediatric patients
weighing less than 45 kg) taken orally in divided doses. No dosage
recommendation for FIRDAPSE can be made for patients with end-stage renal
disease /[see Dosage and Administration (2.1), Use in Specific Populations (8.6),
and Clinical Pharmacology (12.3)].

2.3 Patients with Hepatic Impairment

The recommended starting dosage of FIRDAPSE in patients with any degree of
hepatic impairment is the lowest recommended initial daily dosage (.e., 15 mg
daily for pediatric patients weighing 45 kg or more and for adults, and 5 mg
daily for pediatric patients weighting less than 45 kg) taken orally in divided
doses [see Dosage and Administration (2.1), Use in Specific Populations (8.7),
and Clinical Pharmacology (12.3)].

2.4 Known N-acetyltransferase 2 (NAT2) Poor Metabolizers

The recommended starting dosage of FIRDAPSE in known N-acetyltransferase
2 (NAT2) poor metabolizers is the lowest recommended initial daily dosage
(i.e., 15 mg daily for pediatric patients weighing 45 kg or more and for adults,
and 5 mg daily for pediatric patients weighing less than 45 kg) taken orally in
divided doses /see Dosage and Administration (2.1), Use in Specific
Populations (8.8), and Clinical Pharmacology (12.5)].

2.5 Administration Instructions
FIRDAPSE can be taken without regard to food.

Preparation of a 1mg/mL Suspension (see the Instructions for Use for full

instructions on how to prepare the 1mg/mL suspension)

When patients require a dosage in less than 5 mg increments, have difficulty
swallowing tablets, or require feeding tubes, a 1 mg/mL suspension can be
prepared (e.g., by placing the required number of tablets in a 50 to 100 mL
container, adding 10 mL of sterile water for each tablet, waiting for 5 minutes,
and shaking well for 30 seconds).

Crushing the tablets prior to making the suspension is not necessary. After
preparation of the suspension, an oral syringe can be used to draw up and
administer the correct dose by mouth or by feeding tube.

Storage of 1mg/mL Prepared Suspension

Refrigerate the suspension between doses and shake well before drawing up
each dose. The suspension can be stored under refrigeration [between 2°C and
8°C (36°F and 46°F)] for up to 24 hours. Discard any unused portion of the
suspension after 24 hours.




JE[E D SPC 4. Clinical particulars

(FIRDAPSE 10mg 4.1 Therapeutic indications
tablet, amifampridine Symptomatic treatment of Lambert-Eaton myasthenic syndrome (LEMS) in
tablets 10 mg) adults.

(2022 £ 4 1)
4.2 Posology and method of administration
Treatment should be initiated under supervision of a physician experienced in
the treatment of the disease.

Posology

FIRDAPSE should be given in divided doses, three or four times a day. The
recommended starting dose is 15 mg

amifampridine a day, which can be increased in 5 mg increments every 4 to 5
days, to a maximum of 60 mg per day. No single dose should exceed 20 mg.

Tablets are to be taken with food. Please see section 5.2 for further information
about bioavailability of amifampridine in the fed and fasted state.

If treatment is discontinued, patients may experience some of the symptoms of
LEMS.

Renal or hepatic impairment

FIRDAPSE should be used with caution in patients with renal or hepatic
impairment. A starting dose of 5 mg amifampridine (half tablet) once per day is
recommended in patients with moderate or severe impairment of renal or
hepatic function. For patients with mild impairment of renal or hepatic
function, a starting dose of 10 mg amifampridine (5 mg twice a day) per day is
recommended. Patients should be titrated more slowly than those without
renal or hepatic impairment with doses increased in 5 mg increments every 7
days. If any adverse reaction occurs, upward dose titration should be
discontinued (see sections 4.4 and 5.2).

Paediatric population

The safety and efficacy of FIRDAPSE in children aged 0 to 17 years has not
been established. No data are available.

Method of administration

For oral use only.

4.3 Contraindications
Hypersensitivity to the active substance, or to any of the excipients listed in
section 6.1

Epilepsy
Uncontrolled asthma
Concomitant use with sultopride (see sections 4.5 and 5.1)

Concomitant use with medicinal products with a narrow therapeutic window
(see section 4.5)




Concomitant use with medicinal products with a known potential to cause QTc
prolongation

In patients with congenital QT syndromes (see section 4.4)

4.4 Special warnings and precautions for use
Renal and hepatic impairment

The pharmacokinetics of amifampridine has been assessed in a single dose
Phase I study in patients with renal impairment (see section 5.2).

No studies have been conducted in patients with hepatic impairment. In view
of the risk of markedly increased exposure to medicinal product, patients with
renal or hepatic impairment must be carefully monitored. The dose of
amifampridine should be titrated more slowly in patients with renal and
hepatic impairment than those with normal renal and hepatic function.
Upward dose titration should be discontinued if any adverse reaction occurs
(see section 4.2).

Seizures

Exposure to amifampridine is associated with an increased risk for epileptic
seizures. The risk of seizures is dose-dependent and is increased in patients
with risk factors which lower the epileptic threshold; including use in
combination with other medicinal products known to lower the epileptic
threshold (see section 4.5). In the event of a seizure, treatment should be
discontinued.

Carcinogenicity risk

In a 2-year dietary carcinogenicity study, benign and malignant Schwannomas
have been observed in rats treated with amifampridine (see section 5.3).
Amifampridine was not genotoxic in a standard battery of in vitro and in vivo
tests. The correlation between the use of amifampridine and the development
of tumours in humans is unknown at this time.

Most Schwannomas are benign and asymptomatic. They can present in many
locations, therefore the clinical presentation can be varied. A diagnosis of
Schwannoma should be considered for patients who present with symptoms
such as a mass that is painful on palpation or symptoms similar to a
compressive neuropathy. Schwannomas are generally slow-growing and can
exist for months to years without producing symptoms. The benefit of
continuing treatment with amifampridine should be reviewed for any patient
who develops a Schwannoma.

Amifampridine should be used with caution in patients with an increased risk
of Schwannomas, such as patients with past medical history of such tumours,
neurofibromatosis Type 2 or schwannomatosis.

Cardiac effects

Clinical and electrocardiogram (ECG) monitoring are indicated at the
initiation of the treatment and yearly thereafter. In case of signs and
symptoms indicative of cardiac arrhythmias, ECG should be performed
immediately.




Concomitant diseases

Patients must be told to inform any physician they consult that they are taking
this medicinal product, since close monitoring of a concomitant disease,
particularly asthma, may be necessary.

4.5 Interaction with other medicinal products and other forms of interaction
Pharmacokinetic interactions

Medicinal products eliminated through metabolism or active secretion

There are no data on the effects of amifampridine on the metabolism or active
secretion of other medicinal products. Thus, special care should be taken in
patients undergoing concomitant treatment with medicinal products
eliminated through metabolism or active secretion. Monitoring is advised when
possible. The dose of the concomitantly given medicinal product should be
adjusted if necessary. Concomitant use of medicinal products with a narrow
therapeutic window is contraindicated (see section 4.3).

Substances which are potent inhibitors of enzymes that metabolise medicinal
products (see section 5.2)

Potent cytochrome P450 (CYP450) enzyme inhibitors e.g. cimetidine,
ketoconazole are not likely to inhibit the metabolism of amifampridine by
human N-acetyl-transferase enzymes (NATSs) giving rise to increased
amifampridine exposure. The results from the in vitro CYP450 inhibition study
indicate amifampridine is unlikely to play a role in metabolic-based clinical
drug-drug interactions related to inhibition of CYP1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1, and CYP3A4 metabolism of
co-administered medicinal products. Regardless, patients should be closely
monitored for adverse reactions when initiating treatment with a potent
enzyme or renal transporter inhibitor. If treatment with a potent inhibitor is
discontinued, patients should be monitored for efficacy as an increase of
amifampridine dose may be necessary.

Substances which are potent inducers of enzymes that metabolise medicinal
products (see section 5.2)

The results from 1n vitro studies suggest there is low potential for drug-drug

interactions due to enzyme induction of CYP1A2, CYP2B6, and CYP3A4
enzymes by amifampridine.

Pharmacodynamic interactions

Based on the pharmacodynamic properties of amifampridine, the concomitant
use with sultopride or other medicinal products known to cause QT
prolongation (e.g., disopyramide, cisapride, domperidone, rifampicin and
ketoconazole) is contraindicated as this combination may lead to an enhanced
risk of ventricular tachycardia, notably torsade de pointes (see sections 4.3 and
5.1).

Combinations requiring precautions for use

Medicinal products known to lower the epileptic threshold

The concomitant use of amifampridine and substances known to lower the




epileptic threshold may lead to an increased risk of seizures. The decision to
administer proconvulsant or epileptic-threshold lowering substances
concomitantly should be carefully considered in the light of the severity of the
associated risks. These substances include most antidepressants (tricyclic
antidepressants, selective serotonin uptake inhibitors), neuroleptics
(phenothiazines and butyrophenones), mefloquine, bupropion and tramadol
(see sections 4.4 and 5.1).

Combinations to be taken into consideration
Medicinal products with atropinic effects

The concomitant use of amifampridine and medicinal products with atropinic
effects may reduce the effect of both active substances and should be taken into
consideration. Medicinal products with atropinic effects include tricyclic
antidepressants, most H1 atropinic anti-histamines, anticholinergic,
anti-Parkinson medicinal products, atropinic antispasmodics, disopyramide,
phenothiazine neuroleptics and clozapine.

Medicinal products with cholinergic effects

The concomitant use of amifampridine and medicinal products with cholinergic
effects (e.g. direct or indirect cholinesterase inhibitors) may lead to an
increased effect of both products and should be taken into consideration.

Non depolarising muscle relaxant acting medicinal products

The concomitant use of amifampridine and medicinal products with
non-depolarising muscle relaxant effects (e.g. mivacurium, pipercurium) may
lead to a decreased effect of both products and should be taken into
consideration.

Depolarising muscle relaxant acting medicinal products

The concomitant use of amifampridine and medicinal products with
depolarising muscle relaxant effects (e.g. suxamethonium) may lead to a

decreased effect of both products and should be taken into consideration.
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2. BB T HEBERIEFR
VEIRICRE S S BNMER (A —R S UTHE)

7 2E RO
F—A N7 VT pEEEE | C (2024 -4 A) Drugs which, owing to their pharmacological

effects, have caused or may be suspected of
causing, harmful effects on the human fetus or
neonate without causing malformations. These
effects may be reversible. Accompanying texts
should be consulted for further details.

bENR. RFUIGFICEHT HECHE

oo RLA A
KE O SCE 8 USE IN SPECIFIC POPULATIONS
(FIRDAPSE®, 8.1 Pregnancy
amifampridine tablets | Risk Summary
10 mg) There are no data on the developmental risk associated with the use of
(2024 45 A) FIRDAPSE in pregnant women. In animal studies, administration of

amifampridine phosphate to rats during pregnancy and lactation resulted in
developmental toxicity (increase in stillbirths and pup deaths, reduced pup
weight, and delayed sexual development) at doses associated with maternal
plasma drug levels lower than therapeutic drug levels (see Animal Data). In
the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively. The background risk of major birth defects and
miscarriage for the indicated population is unknown.

Data

Animal Data

Oral administration of amifampridine phosphate (0, 7.5, 22.5, or 75 mg/kg/day)
to female rats prior to and during mating and continuing throughout
organogenesis produced no adverse effects on embryofetal development. The
highest dose tested is approximately 4 times the maximum recommended
human dose (MRHD) of amifampridine (100 mg/day) on a body surface area
(mg/m2) basis. Oral administration of amifampridine phosphate (0, 9, 30, or 57
mg/kg/day) to pregnant rabbits throughout organogenesis produced no adverse
effects on embryofetal development. The highest dose tested is approximately 6
times the MRHD of amifampridine on a body surface area (mg/m2) basis.

Oral administration of amifampridine phosphate (0, 7.5, 22.5, or 75 mg/kg/day)
to female rats throughout pregnancy and lactation resulted in an increase in
stillbirths and pup deaths, reduced pup weight, and delayed sexual
development in female pups at the mid and high doses tested. The no-effect
dose (7.5 mg/kg/day amifampridine phosphate) for adverse developmental
effects is associated with a plasma amifampridine exposure (AUC) less than
that in humans at the MRHD of amifampridine.

8.2 Lactation

Risk Summary
There are no data on the presence of FIRDAPSE in human milk, the effects on

the breastfed infant, or the effects on milk production. The developmental and




health benefits of breastfeeding should be considered along with the mother’s
clinical need for FIRDAPSE and any potential adverse effects on the breastfed
infant from FIRDAPSE or from the underlying maternal condition.

In lactating rat, amifampridine was excreted in milk and reached levels
similar to those in maternal plasma.

i€ D SPC
(FIRDAPSE 10mg
tablet, amifampridine
tablets 10 mg)
(2022 £ 4 1)

4.6 Fertility, pregnancy and lactation
Pregnancy

FIRDAPSE should not be used during pregnancy. Women of childbearing
potential must use effective contraception during FIRDAPSE treatment. No
adequate clinical data on exposed pregnancies are available for amifampridine.
Amifampridine has shown no effect on embryo-foetal viability and development
in rabbits; however, in rats, an increase in the number of mothers delivering
still-born offspring was observed (see section 5.3).

Breast-feeding

It 1s unknown whether amifampridine is excreted in human breast milk.
Available reproductive data in animals have shown presence of amifampridine
in milk of breast-feeding mothers. Assessment of breast-feeding neo-natal
animals showed no indication of adverse reactions when exposed to
amifampridine through breast-milk. A decision must be made whether to
discontinue breast-feeding or to discontinue/abstain from FIRDAPSE therapy
taking into account the benefit of breast feeding for the child and the benefit of
therapy for the woman.

Fertility

Non-clinical safety data are available regarding the effects of amifampridine
on reproductive function. No impairment of fertility has been observed in
non-clinical studies with amifampridine (see section 5.3).
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(FIRDAPSE 10mg
tablet, amifampridine
tablets 10 mg)

(2022 £ 4 1)

g FLAN A
KE O YA SCE 8.4 Pediatric Use
(FIRDAPSER®, Safety and effectiveness of FIRDAPSE for the treatment of LEMS have been
amifampridine tablets | established in pediatric patients 6 years of age and older. Use of FIRDAPSE for
10 mg) this indication is supported by evidence from adequate and well-controlled
(2024 4F 5 A) studies of FIRDAPSE in adults with LEMS, pharmacokinetic data in adult
patients, pharmacokinetic modeling and simulation to identify the dosing
regimen in pediatric patients, and safety data from pediatric patients aged 6
years and older /see Adverse Reactions (6.1), Clinical Pharmacology (12.3), and
Clinical Studies (14)].
JE D SPC 4.2 Posology and method of administration

Paediatric population

The safety and efficacy of FIRDAPSE in children aged 0 to 17 years has not
been established. No data are available.

5.2 Pharmacokinetic properties
Paediatric population

There are no data on the pharmacokinetics of amifampridine in paediatric
patients (see sections 4.2).

The effect of age on the pharmacokinetics of amifampridine has not been
studied.

AR ITDAEAD 197 IMNRE ] OEOFEHIZILL TOLEBY TH D,

9.7 INR%E
iy

P2

RS2 k5 L LTI ARGRBR I 520 L TuVh7n,




Xm. i &

Xl 5 &

1. FA% - REXZIEICEL CERERHIRZTOICHI->TOSEER
(N
B R L
(2)FE - BAMRURERSEFa—JOEBMN
L7

2. ZOHEDOMEAH
MR L



FDP-002-03

2025 45 1 A 1ERk



	目次
	略語表
	I. 概要に関する項目
	1. 開発の経緯
	2. 製品の治療学的特性
	3. 製品の製剤学的特性
	4. 適正使用に関して周知すべき特性
	5. 承認条件及び流通・使用上の制限事項
	(1)承認条件
	(2)流通・使用上の制限事項

	6. RMPの概要

	II. 名称に関する項目
	1. 販売名
	(1)和　名
	(2)洋　名
	(3)名称の由来

	2. 一般名
	(1)和　名（命名法）
	(2)洋　名（命名法）
	(3)ステム

	3. 構造式又は示性式
	4. 分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名、別名、略号、記号番号

	III. 有効成分に関する項目
	1. 物理化学的性質
	(1)外観・性状
	(2)溶解性
	(3)吸湿性
	(4)融点（分解点）、沸点、凝固点
	(5)酸塩基解離定数
	(6)分配係数
	(7)その他の主な示性値

	2. 有効成分の各種条件下における安定性
	3. 有効成分の確認試験法、定量法

	IV. 製剤に関する項目
	1. 剤　形
	(1)剤形の区別
	(2)製剤の外観及び性状
	(3)識別コード
	(4)製剤の物性
	(5)その他

	2. 製剤の組成
	(1)有効成分（活性成分）の含量及び添加剤
	(2)電解質等の濃度
	(3)熱　量

	3. 添付溶解液の組成及び容量
	4. 力　価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	(1)注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	(2)包　装
	(3)予備容量
	(4)容器の材質

	11. 別途提供される資材類
	12. その他

	V. 治療に関する項目
	1. 効能又は効果
	2 効能又は効果に関連する注意
	3. 用法及び用量
	(1)用法及び用量の解説
	(2)用法及び用量の設定経緯・根拠

	4. 用法及び用量に関連する注意
	5. 臨床成績
	(1)臨床データパッケージ
	(2)臨床薬理試験
	(3)用量反応探索試験
	(4)検証的試験
	1) 有効性検証試験
	2) 安全性試験

	(5)患者・病態別試験
	(6)治療的使用
	1) 使用成績調査（一般使用成績調査、特定使用成績調査、使用成績比較調査）、製造販売後データベース調査、製造販売後臨床試験の内容
	2) 承認条件として実施予定の内容又は実施した調査・試験の概要

	(7)その他


	VI. 薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用
	(1)作用部位・作用機序
	(2)薬効を裏付ける試験成績
	(3)作用発現時間・持続時間


	VII. 薬物動態に関する項目
	1. 血中濃度の推移
	(1)治療上有効な血中濃度
	(2)臨床試験で確認された血中濃度
	(3)中毒域
	(4)食事・併用薬の影響

	2. 薬物速度論的パラメータ
	(1)解析方法
	(2)吸収速度定数
	(3)消失速度定数
	(4)クリアランス
	(5)分布容積
	(6)その他

	3. 母集団（ポピュレーション）解析
	(1)解析方法
	(2)パラメータ変動要因

	4. 吸　収
	5. 分　布
	(1)血液－脳関門通過性
	(2)血液－胎盤関門通過性
	(3)乳汁への移行性
	(4)髄液への移行性
	(5)その他の組織への移行性
	(6)血漿蛋白結合率

	6. 代　謝
	(1)代謝部位及び代謝経路
	(2)代謝に関与する酵素（CYP等）の分子種、寄与率
	(3)初回通過効果の有無及びその割合
	(4)代謝物の活性の有無及び活性比、存在比率

	7. 排　泄
	8. トランスポーターに関する情報
	9. 透析等による除去率
	10. 特定の背景を有する患者
	11. その他

	VIII. 安全性（使用上の注意等）に関する項目
	1. 警告内容とその理由
	2. 禁忌内容とその理由
	3. 効能又は効果に関連する注意とその理由
	4. 用法及び用量に関連する注意とその理由
	5. 重要な基本的注意とその理由
	6. 特定の背景を有する患者に関する注意
	(1)合併症・既往歴等のある患者
	(2)腎機能障害患者
	(3)肝機能障害患者
	(4)生殖能を有する者
	(5)妊婦
	(6)授乳婦
	(7)小児等
	(8)高齢者

	7. 相互作用
	(1)併用禁忌とその理由
	(2)併用注意とその理由

	8. 副作用
	(1)重大な副作用と初期症状
	(2)その他の副作用

	9. 臨床検査結果に及ぼす影響
	10. 過量投与
	11. 適用上の注意
	12. その他の注意
	(1)臨床使用に基づく情報
	(2)非臨床試験に基づく情報


	IX. 非臨床試験に関する項目
	1. 薬理試験
	(1)薬効薬理試験
	(2)安全性薬理試験
	(3)その他の薬理試験

	2. 毒性試験
	(1)単回投与毒性試験
	(2)反復投与毒性試験
	(3)遺伝毒性試験
	(4)がん原性試験
	(5)生殖発生毒性試験
	(6)局所刺激性試験
	(7)その他の特殊毒性


	X. 管理的事項に関する項目
	1. 規制区分
	2. 有効期間
	3. 包装状態での貯法
	4. 取扱い上の注意
	5. 患者向け資材
	6. 同一成分・同効薬
	7. 国際誕生年月日
	8. 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9. 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10. 再審査結果、再評価結果公表年月日及びその内容
	11. 再審査期間
	12. 投薬期間制限に関する情報
	13. 各種コード
	14. 保険給付上の注意

	XI. 文　　献
	1. 引用文献
	2. その他の参考文献

	XII. 参考資料
	1. 主な外国での発売状況
	2. 海外における臨床支援情報

	XIII. 備　　考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2. その他の関連資料




