(K]

(2 H 5]
[HR#Z ]
[#2H5k]
[#2HH]

(RS NERi Gl
EXE|

[RFE DRI TA ]

[ A5 D FTE D]

[REEA D KA 34 7]
[RELADERT ST FTEH!]

(&% ]

[ ptisE KA ]

(5% 0 OGS AT]

[ErE%E ]

[FHEisE KA ]

[#ER I3 2 5]

ISR

DR R LS A 24D 4D TSR 1A
BRI B JR e

201849 H 12

B 2018447 1H =  201846H30H

AT 4 I N e 4D

(MediciNova, Inc.)

I HUHE AL R 3CEO

woOWom —

(President and Chief Executive Officer)

TAVIEREDY 7+ V=TMNF « xA ¥, A7 44—k
300, =BT 4T « A7 =T 4275

(4275 Executive Square, Suite 300, La Jolla,
California 92037, USA)

L M YA

R TREXAKFEI-1-1 KFEIAA—Z LT
T = e BRI KOEIEEEESET

(03)6775—1220

it H OO R AR OGO ORI T &
17

W TARHXKFEI-1-1 KFEX—Z LT 7
TUH = e B - KOEEEFESET

(03)6775—1220

i H OO R ORE OB O KR T &
17

MRS R G IS T

(REH Y X H ARG TORT 2% 1 5)

(1) / 2018/09/07 10:12 (2018/09/06 17:09) " e05958_wn_18462607_0000000_%Mk_osTHMERIE_A T 1 ¥/ /34 27 55 2 M0 A . doex



(C20)

(7%2)

(7:3)

(74)
(3%5)

AEIZBWNT, JEORERD 255 E2RE, LTOMARERUTFICHRETIEREAFLTRY £
[RATEA . T4t . AT A ") X TAT 4 IR e AT AT )N AT
BIBEDTHN H AP ZERE, ABCERO M) ZRAO@EE, TR . REREAL 37T AV 6%
Eo#EriETbo L LET,

AEIZBWTHEE LR T2 BARMAA~O#FIT, BIEORENH 255 2 RE 2k Kr=111. 06
(201848 H 31 H BITE DR S =2 UF ST O XM R BB EM B EHG OME) I XV HE I TE Y £,
AERFORTHENEBLIA SN TWEHA, AfHIFHEOBMELTLE—H LAV ERHY £7,
AEIE, VAT RORHENEZ RO R LICET 2R EENR B £, Zh5DfEkoR
WU aRdE, 2 [EEofm) 2 FHEONE) . $3 [FEOWRM 1 [FEES0V 27| | K&
W, A3 THFERRE, ENRGELAOF Yy vz » 7 —0ROSHT] OFRHIZEENTEYET, Zhbd
ORI, GO EEEORERE ., [Pk BB LIS 2 5RIC & o TR IIBUR STV Dk 0 %48
CIEKIBICER 2D D LT 5RO H DBEMBEORMD Y 27 | RN, RO OMOERIZEET 2
HLOTHY £T,

ko R LiIcET s, ~2%) . (TagdEnsds) . FETHs) . TBERTD) . [~
ThArH) . I~mblihw | GERS5) . I~Bbhd) . P32, I~&&F25) .
AL TWa] . [TPRIFTH) . NEENR] . [BHET 5] 2 E0EM, XIXFINLORER., &
QRO BB LICHET 2R THD L 2B T2 2 2B LN BICHET HEBRICL > TSI T&
ZHEERHY ET, ZNOOFMIE, FFROFMRICHET 2 UEOBEDO RREZ KL TR Y | KEICHED
WTEY, 72U 27 ROARFEREZENET, 2089 RARMEEEICES, HERIZIINL DR R
M UCET 2R 2RI EETRE THRAVWEARH Y T, 20k Bis UICBEd 2 5EliE.
AEORHABEICR > TOBEORBELEMUEERLEZEOTH Y 9, Hrhid, KEREREIZLD
TR ENARVERY . FHEHR. [FBROFEZZOMOWT I L D0 E[MDT, Wi 25k Fas LB
DR EFTHZIEEZTELTEY A,

BEFZOERRICIT, BHLOEBEORROEZ L, Yo THRLIIXRIBICEZRY 552 L 28 L7 ET,
AEEZAFHE L TCWEEETEWEFUET, Yk, OO RE LICET B0 XCTE, Lok
EEXZIALMFO DL LTEY 1,

(2) / 2018/09/07 10:12 (2018/09/06 17:09) " e05958_wn_18462607_0000000_%Ak_osTAME I AT 1 ¥/ /34 27 55 2 W0 A . doex



F—I [EXIFR]
1 [REIZE TS ERFORE]
1 [SHFEFOHE]
(D) SHEAORS B - MBI 524k

LIS EFHIEICEB W, T A Y DARERORIET 70 = 7INZBIT 22 flEICEE 2 ETITH Y
FHEATLE,

(2) AL FITHUET D6

Biid, 7 AV VEREFIEROT T 7 = 7HREC XL RSN 5130, YHomRREAREHR (FEREo
BEEZGHET, ) (HEARER] ) ROMBERICIV#HHEENE T, TR, BtEoEARERK OB E
KOREDOHEZRANTZ b DO THY £, HiEDHATE RN OMHREKICBI T D 52 EN D IEMERTEHRIZ OV T
T, AFOBMEHL LTRH SN, EAERL OB EREZ Z2RO 2T T EFLET,

BREARIZHONT

BUiRRIE, BITEND KTV — XOKRAS, Bkt (EHIBR, HIMRAM &3 U <IT@BIRMERL) | SONCY
%y ) = XRRUTR D FREHE, B, ROZIICEE T 22N, BRIRMEZ OMOFERIOWER], 7= DB
¥ HIFRE L ITHNEED D Z LIZ2\ T, B RIAMEREE L TOET,

Ui OEMERASIE. 1 RS 72 Y OFEEAMRS0. 001K KL @EkEEC100, 000, 0008K K& T8 1 k24 72 W o %E Al
¥0. 01K KL DB SEREES, 000, 000K T W £, 20184F6 H 30 H BAE, &k SR LA 5 RITH &8
R HT41, 879, 073 TH V. FATHELHRIZH D /A,

EERR
BFRATHE LR, B OBF NIRRT I, SEELAFA R CBEAGEETH Y £,

LB OB TIILL T OMER 2 A L TR Y £, ZOAICEIT 2 RITHEESRERICE T S D EREIC
WIS Z Lz £,

OBl
YHOFATHE B ADOKREL, BHiRSOMEFOREICL D EEOZITTETD Z ENEEE

FREREPEN DR Y& T MO HEREZH LE T, H L, HoRITHELEKORAEE OB LR Y
WZHE % LET,

(1) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958_wn_18462607_0101010_%5—#B01_osTAME AL AT 1 ¥/ /XA v 7 45 2 PO HM#RA E. doex



QiR

Tl ADO KT, REIC L 2BWREITEON R TH L2 TORE WFHEDOBELEHET, ) I
L. TORATLEEMKA I RICOS TEOBIMELZA LET, SHEOEAEHITIE, Bk OBREC
BT 2 BEREOREITRITIONTEY A, DFEV .| 1T SNBRHEOE LR AR T2 EDN 4%
RIS T D HTHGR R 2 EEBETE 5 2 LT £,

@SR HME, otk OME S

B BHRAUTITEBHIIMNE SN TE LT, REMEERIITE LA,

@i 5L B OV i

HE IR D, FEsRkoEE, AL OEERKOBEENSEMEICE Sz TR L
BOKAEOETORREED Y%, TORET 2HRAOLUTHHI L TEET DM EZA L TR £

AFav

20184E6 H 30 HHI/E, AT FR/R20044EA b7 « f BT 47« 770 ((20044E7F ) ) k12013
ExIAT 4 AT T T T (FOBRDODEREEHLET, ) (T2013FETT ) ) I[TEISEHFEH
6,609, BATHE DB R A AT H AT v a URKRITHEOEETT, ZhooF T a i, &4 7 arn
ffEEnNTEA Ny 7 A BT 4T - TTo0uy T v AT HEEBEIHENE T,

20134E6 7 14 A B DO EREERAICHB W T, 201377 B3R EIC L VKB &, 2017456 H 8 A &£ 102018
tE6 A THBIE O EREERBITBWT, 201MET T U ZBWTHRITATRER MR A I E® 572D D20134E S
FUOEBRPREICIVAREINE LTz, 20134ET T v OEAKIX, 20044577 N2 XD AT 2 g v O 513
RENFER A, 0IMET T BV T, HBkid, ()5, 200, 0008k K TN(i1) 20044E 7T D & TR G SR
ITEOHIM ORI GIFRTH - T, 2013577 > OFBNHLE, ] H ORI X 0 ATEERTE L < X
i T & 7227035 U< T L, SRR O S HERIEE S 2 SNTITHIT L, BRIl TRVWR S,
X% O 3N BE S 2 PR U L < IXIE MRS IC6R 2 BB 2 BATT 2 - D ICHEBHS )UIH R S LD
MROGEEEMNET 52 LN TEET, 20184E6 H30HFEAIZIBWT, 20134EF T oD & THE5T5 2 &
NTE RO AFHEIL, 1,494, 5928k T L 7=,

201377 3, BRI SOBMEBRIC L > TEE S, (1) FERREZWAT AT v a v, (i) @
BRADRIRARERA,  Gi) BREHfzEHE, (VB = b (v) ERDEBTRREHEN . (vi) EEDEB T W
B, ROGi) FOMmORKEMOF 5E2NEE L TWET, /1By T 47« Aby 7 - F 7V a it WE#E
BlIcOoMETHZ N TEET, HFBEKRA YT - 7 a3 UV EOMMORRRICES @I, #EEEa. it
BZEHIBE L TORWERIEZRE NP LZ o MLOBMET L2 ENRTEET, Kla=y ML, HBRMET
HYFEEA, 20137 T O PTG SN =y MaE, EXITRST LR, BMEBESOHEIC
BT, MYFHED ZM 535 Z ERARETY, a=y MI, KXo =y FORNELRET DA
=y MEROFHEIZ LR o7, BHOBEEITT bRIED W YHDOEBERL L ET,

20137 T %, U OBRESNEIICK T S ERWIRY . YOS RANCERH L e 22610
FRIZR L ET,

WISFET T NESEMNEEINTEZA Ny T « AT aid, &I, YA YT AT v a w2575
ARy 7 A7V a VEROFRBEIOHRE SN RHA R OB CIHERREE 720 9 (20X 5 RKHEICE,
HENLRAEBEORMETHOITHERHEOEENET, ) . 014ETS T VS EENTA TV a Vi,
LD EH10FLL EfRET 2 LITHETE <20 9,

B =iL, FOHFET20IMET T U A WET TEE TN, YHUGTICL Y, BHoF T a v o512k D
EANOHEFZ RE <RI ZEIFTEETA (UHBEAOKFEOHLGHEEREET, ) .

EEHRK

YOG R 2ITIE, 77 0 =7 A fREHEICES SHIRIZHED, 1 533D Y — X OESkA

(2) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ 05958 wn_18462607_0101010_%5—&B01_osTAME Rt AT 1 ¥/ XA v 7 45 2 PO . doex



3,000, 0008k z 54T L, BERES S Y —XCBEN DDA ERE L, FERETTHLH Y U —X0HAUZ>
W, TOMER], BESEHE R OVRHE, I ONT, ZORIR, IRE R OHIKI 2 IRET DHERP TS S TERY £9,
£, YHOBRIRRIE, UAEOKRETIC K DBMOBERMETHEIIITH R LIS, H5D V) —XORAE %
BT £, (AL, TOHTHHRFRICE T 284 ) —XORITHERASE Thl-> T3k bihnd shT
BV ET,

YA OB RIE, M HEO MBI T ORERHE L DAt O MERIIZ BB 2 K T33P ME AT SO TR R (5 5 Sk
AORITEZRETE ET, BEKRAORITIZ, 58I S D WREMEO & 2 HIL, BeFHEL OOt HAY
B L CRRMEZE G52 5 DD, D30 DFITIC L o CREMEDE E 2 BRI, SEH IIFHIET 2R 13H 0 |
F I Y@ O TGRS O T ¥ IR L OBk EOEN 2 5 BThndH Y £,

KERE
OBR 5T

MREMEIT, MBERICLVIEESNIE LIIMBERNED 2 FIEIE> THESN T I v =
TINPNFEAE U < 3SR OAT, XU DIREN 72 SN2 0o T2 3A TS o B &35 iy L < 1344t
DEREHHETCHET N TEET,

@Rk ERE

FERM TR, BRI F—7 - 2787 T 47 - A7 49— (TCE0] ) DSHERFFREE L. #4E
WENCFLH S 7z BIRpIC AR S E 4, MRER, RIS, YRRV TERS R T2 720
it & A D Bt 22 3BT 5130y, MRERSITEUTRIT S22 OO FEOREZI TV ET,

ORSRR TR =

BRIk BT, B2 b3, EA UTEARERKITHEDED R H 2 a ke . Bffkak,
CEODFE K SUT B = DB O ERIC L W BWRUTKRB SN RBICESE, 7 L F Y —RNIhxi
T2 LR TEET, EROERICBWTE, RESNIZBERK RSO BAER SR T TR Y
FHA, IR THE SN2 FHIT, HEEICRE S BICREET 52 FHRICRESNET,

@ tEim

EHRICHBEOED B b DB aRE . ShERE (ERCUIRERZMVWERA, ) OF®IC L 2@HIC
OWT, BESET (b LT | B, EREETFE (b LT, 22 2EfRiEEFBIC K VK
EROEERRAEAANDGERERSICHF L TRE L DO L AR ERET, ) | IO (BRI
KOHEITT) WESNDHERREO MR Sz BT, YRR D10 A LLE60 HATE T Y%
KRERZICTBWTGERIMEZ AT 28R EICEMF ShET,

RERESBMOLIT. ARHIER L R GE ThoTh, SN ERESOS AN, ERBHEANC
WBEISNIZH2B30H 2 AT, o SRS OBEEFT. AR, EEOWE SN ERRIT
BWTHEAM SN T L HEIE, B SNERERSICTOWTEME R T 2 4ETH Y £ A,

O

RIS OEAREZR DN ED DIGEERE | BITHEBRMEMNFEX OB O RAEH ORI
HAZLLZHEEZL - T, KERBICBT S ERKE LET,

O
HRERST, HEREOEEHOBRIZLY (BREE FR-> THLHEWERTA, ) . £z, WThokk
THEARAAIIRIANC L o THE L TOWARWESITIE, YR TEREDERE T L2 —L LTiITA
THHEREFETHHEICLD, HERBITBIT AR O@MET 5 Z L BBERICHE> THE
_3_

(3) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958 wn_18462607_0101010_%5—#B01_osTAME AL AT 1 2/ XA v 7 45 2 PO, doex



MBS LDTED ARERCEFT (0305 R CLEFNISZRRICBWTARINET, ) I,
ERBAHET 2% T, MREH SD Z ENTEET, EREAHE LIZERITBWNTE, SHokE
RENZBW TR SND AREMED & > - —UIOFHNFRINE T, E2M0H 22 256, TES
BRITIEH SR ERE O T DITHT e RYE R SBUE SN2 H A, B S h e O@ms, &
HENT UM ERRICB O GRIMEZ AT 2K AT LOSREICE NS SN ET,

OF: /8

UHEOREAREHIHBEDED R D D50 2 RE . FHRET, FRERZCBOTHRREDNRA T 5%
PAERA L RICOE 1 HOBIMELZ A LET,

MREREITEREDMHRE LG E, ML A L, ANSUIREABHE T 218 EOMRKORAE O
B R D | HERERRICRNSNEEBEZR L ET, HL. MZREN. S XUTE DA E RS
L < IMBERDOHILOMEI LV RRDHERBIC LD Z EBBEL RDEETH L5013, Yi%kd0
REBIPPDALDOEEIHE D bDE LET, UHOBERIFEFREERSICB O TERIREND Z &M
RIFFFAIENTND VD725 R#ED . MRERIZHETICHRIRT 2 2 23T, o ERIZRTIC
i CRBORIUCFE T 2 EOHERIT N EHAMICEELET,

OFk T K& O D FEHE R

MREREHE L IXZ DS OHPEBEHZ 21T 2K E, UMK ERSE L IFESICBIT 2#@ikiEEH 7
HHEE. BN EOMOES DI L IR OFIY CTE22T 25 E, IR0 L T, s L < IR
BUZRA L THERMTIE CX AR A IRE L, XITEOMOBEEITAEFT 5720, BiESIE, Fanci
WHEZRET DI ENTEET, ML EHERIT. YEREOHADI0H Ll E60H IO A TRIFER 6
P, HHAMER TR A OMOITA D0 I CRITIIER Y A, HERSOBEBRME 2T B
EXZEFERBICB T DBIMEL AT R ELTE EOBEOREIC OV T, UEEERESOIESIC i
Hanxd,

i
OANE, B, R OER
Hfi i R 2 HE R T 2 B o N, BIfES4 T, B L. Wik &2 5 Bk o A
(3, BB RO B ERIR L7281 L0 BERFEE SR, Bk 2R e iipld 5 Ik o 7
7 A, HHEOEAERISED SN ET,
teld, MBEKICB O THNCED bNLLEZRE, FRRIERICBVWTEES DI LD L L,
BE S N AL, 3SFMA DU DBREE DBMESNZOBEK AR E SRS E T, itEh
IRMZSET, BHER L I3MES RS £ T, L £,
QMR
LHEOHEEIT, B OERIC LY JOIESEEE Sh, B E, EE UL O AT L
IEFMHBEFRKITIBVD T, BREIC K AT SUTFEMT 2 2 & MR JUTER SN TV DT A R OSHLS O,
YO —GIOMERZATHE L, 20, —YIOBETHROFHEZERT L LN TEET,

Ui DB T

Bitezit, 77 7 = 7T HNESUIAHBONT NI T, ERFLOHRRFICSHLZHET 2 2 L3 T
TET

(4) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958_wn_18462607_0101010_%5—#B01_osTAME AL AT 1 2/ XA v 7 45 2 PO, doex



@ERF IR =

TERF R 2T, B 2 SRR E T 2 R L OGP ClEmMm A2 Ikl T2 Z e TE £9, HL,
DA D RTEDT AV R L TV IGHERIS6 LTy YRAREIZ OV TR BH 21T R bR iTh
720 £EA,

ORI =

FERFBURi A =1, B R, CEo, YL UT v MELLIEEZ LA ) — 24 L EORGHEOEHIC
L AENR, IELET 2EMEN 1 L OHEEITIT 1 4 OBHRICE > T, ZhEBRET DI ENTEET,
BRI B A S B O B R OSRET (b L) I oW o, KB ~0FE LE L < 138,
SULEBETHANE S - T, F—FREME, pPHEREY—t X, 7727330 BEFA—LZOMOETHF
BT X0 Utho4#E LICEUE S YRERRE O B ETT UIEITNICE G IN D Z LItk oThanE T,
YEBADEE SN DHEE, YUziBA, BRSO 2 < &b 4 ARNCKREOBE IR S
RITIUTR Y ER A, MRS TR LE L <IFER. JUIEENREY—Ev R 7727V HLL
B AN ZOMOBELFNFEICLY 2EN D56, SikdinBRFIGES OO D72 < &b 24k
MRTZ e SN 72 v £8 A, BRSO BASUTBEIOEMEIZIL, YEIEOBNETLET 24
BHiIb EFHA,

@R H, W TOITH

FTARTORREREE, YRR TEE L TO D EGEER OB (HL, Wi 256 bR ERICHE
A% 78 e B\ E L 7 U D N D 353D 1 K Tdo» T/ 8 A, ) OHFIZEY | BROW
D ERBDN T S, RSSO EAE RPN ED D56 2R E . ERED I LB
HIE U 72 B O R OAT R 0SB R 2 DT8R L 720 £7,

DR EREIRMTH

D FEATEFSUIMEEFIT L 0 BICHE S 2 58 2 RE . Bk T Z DEBRITE W TE
T 2 ENERUTFAES N TV DHITHIE, Bk EXIEIEAESR BRIISCT) OfMKBE2E2, Fim
XIFEFHBEIC LY FE L, Ha%Ew SUTEFAB(E 2 IR 2 IR B2 DO TR OV TOFEIC
RSN HEITIE, SHEERTICEMT 22 LN TEET,

YD FEATEH I EE KIS L 0 HNCHH S h 2 56 2RE . BRI T OEB 2 ORI,
HEHEBPHAISET D 2 ENTE D L) REFERE LD bW L EREOBEKRIC LY | Sa%I
BTENFEESR BEIISLT) ORHIIBMT 22 LN TE, 20D AL 22H~0SINE, 4%
DHBSOANT I D & 720 7,

OFS=E2

>

DT, DRSS ORI I VIS NIRRT LY. 12 EnZES (BREERITYH
DR 1A RICE VRSN ET, ) ZRETL LN TEET, YEEZARIT, Bk EDOREIC
BOTEDONLHPHNT, YHOFER OGO E (ZH L TR0 AT 2 —UIOMEREZA Lo
TS 2 Z ENTE, D OUEDOHEAIOMEINMLIE L 72 5 —UIOEFUN YA ZMHIT 2 2 L 27+
HZENTEET, AL, WRZEESS, ()T 7V =T REHENMKEOERREZT D &%
BRICEOR Lo U FREHOKRE, BRI L IBRREA~ORR, U3 (1) MR EROEIR, E1EF
L <IFBEILICBRET DHEREZA L EH A,

(5) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958_wn_18462607_0101010_%5—#B01_osTAME AL AT 1 ¥/ /XA v 7 45 2 PO . doex



Ot ke

it g, B & L COMALICEBERIZBIES 2 HIO2oIs, SthoREA#E, HSthokEo 5
REZOMOIRE R OFLEERAET DM EZ A LET,

WHHOZEIT, BFESICIVBESH, CEo0 (14) . LY 5F b (14) . B7L& 10— (1
£) ROTF—7 « T4 F vyl A7 49— (CFO) I b vy 77— (14) »oERInEd, &
oo B SX, 77 ANV =T 47 - F 74— (14) . UrAR-TLITFUh (14L
) ROT7YAEZ N v L FV—=XITVRAZ s FLP¥ T— (14L0E) ZBETAHZLERNT
EET, YHOERTHIUIHBERICHEDOT DN D L5 2ERE ., F— ADNEROK B O Hif % 37T
THZENTEET,

OfH

WHOFEEIT, YA 2 BE UIENT BB TRRDZEHBEESHARWIRY . ZO%ik
AR SN EOHNICBET 2 £ T, ITYUFEABPMEIRNIET, BT, T UTERENE LD F
T, ERRLET, BRI A XIECEON T LB B, B S TR 2 BB E S h 2B S
DEEBOERIC LY, BEAOHEIC 1D LT NOTH INEAMBET S Z LN TXET, HL. CEOR
A L7 BIZ DWW TIE, CEORZNE WD THIEET 52 LN TEET, DR BEOHNIL DK HIL,
BRRAENEOHRBICEIY CnNEMHETIENTEDI LD L LET, HEIT, Ytto - 28 ¥z,
SAFCEOE LT 7 LU =126 L TEmIC L DEHEOBMZZMTHZ LICEVEET HZ LN TE
F9, DNDEHER, YRR HMOZHEFHC N EECE T, B L, UEEHEO NI FRAERDRBIRTE D B
% E. I OMOFHDORAENRZEDOMNFAEDOSELGE LTHEEINTEGAEIXIZORY TlEdH v £ A,

OHER D T35
B, BHBERDOEDITHND 6T, & E ORISR O E X IIRBANICEET S

TENTEET,

2 [(MEABEEFE]

YA EFHRIC RN T, KEICRT DAME R R E B EICHE AT IIH Y FEATL,

(6)  2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958_wn_18462607_0101010_%5—#B01_osTAME AL AT 1 ¥/ /XA v 7 45 2 PO . doex



3 [EHLDEKLN]

DS HPIE ISV T, KEICB T 238 EOBIRVNCEERE T I TH Y A TLE,

(1) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958_wn_18462607_0101010_%5—#B01_osTAME AL AT 1 2/ XA v 7 45 2 PR, doex



F2 [EXD#R]

1 [FEGRERREFO#HB]
ER3
-

LUF O B R E RS ORI, YAt d B ER (WIS S W TR ) 70 b Sk U 7o BiE 34
CESWTHHENZEMETH Y, FEROREMBERTT L0 TIIH Y F¥ A, BTOTERRE

FREEOHERIT, YHEOBFEVEEEL N OELIENCES THEDOWRNR) 3 [WBURRE, REREELIF v~
Ya s Tr—0REOHHT] DEICEH SN TV DHERE & HITBHA S, Y, LUFORZ R E R
FEOBIEDIC & 70 o TOEFE B EEN . AMRERWEFITE 05 BA GRS 5 EH & FRE IRk D JEHEC
FoTEkENTERY,, RSN DWHTICE T 2B ERZEIEICR TR T 22 DICLEZRREN S Tnd L

DRMEZALTHET, W72 IFICE T 2R b FERICB O TR L O 2R EMEEZ R T HOTIEH Y %

il B

Hh, UTOBRFORMIT, FERNCHALZLEH LD ERE, TR A TT,

(8) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958_wn_18462607_0102010_%5—#B02_osTAME AL AT 1 2/ XA v 7 45 2 PIHM#RAE. doex



AR R CBEEHEEDT — 4

20U GIEALE S 20U HIEALES
G SR R E ] fuy g ] 20174

(B 20184F1A1H (B 20174E1A1H (B 20184F4H1H (B 201744 H 1R
201846 H30H) E 20174E6H30H) FE 201846 30H) = 201746 H30H)

HR - HAM - H@AM - @AM - HAM - HAM
o A\8, 067 A5, 829 A3, 400 A2, 805 A13, 027

) 896 7 H A6ATEH T A378H T A312E M AL 447TE 5 H
" s A7, 687 A5, 805 A3, 144 N2, 789 All, 163
PR (S0 MHRK N84T H A645 M A3491 5 M ASIOE A Al 24055 H
FEAR R OV b A% S Ak ik 2 A0. 193K KL N0, 17K KL N0. 08k KL A0. 08K KL A0. 32K F/L
720 A21. 1014 A18. 881 A\8. 881 A\8. 881 A35. 541

PO G AR (D
(1) THRA72 0 U D) MERAORHITER O T RS20 ORMEOFFICH T2 > THEH L7 o
2oV, T w155 MEEORDL) T1 DU-HERs g 8 FERST [ 1R 720 iR
Kl 2IBRIEZE,

EEEERREROT — 4

20184E6 30 HBIAE  20174E6 130 HERAE  20174E12)] 31 H BiAE

] . 79,077 38, 456 43,419
% PANES ’ ) ’
BEAF 8, 7821 5 [ 4,271H5 M 4,822H 7 H
} . 75, 589 33, 386 38, 642

P , , ,
HERFEH 8, 3957 /7 3, 7087 /7 4, 2927 77 1
EHixXryvia - 7e—3EEOT—4:

EEIE S| BT 200 - 14

JHE R G LK B IR 20174

(B 2018%#1H1H (B 2017#1H1H
£ 20184F630H) F 201746 30H)

s . A5, 735 A3, 959 6,924
PUANY z -y . Ja—
HRECL T Yy Y= - T0 A63TE 5 AA40T 11 AT69TT F
; 626 - _
L2y > "y < . —
BEEBHCLDFy vy a7 1055 e —
41,278 2,730 10, 797
3 - >3 . _ ) , ,
MERBICL Xy yva - 7n 4,584 5 1 3035 75 1 1,199 /5
B4 K OBl [R5 o U - 1K 64, 163 22, 890 27,992
(R) #%m 7,126 5 M 2, 5421 5 1 3, 1095 5 M
— 9 J—

(9) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ €05958_wn_18462607_0102010_%5—#B02_osTAME 4L AT 1 ¥/ XA v 7 45 2 PO E. doex



2 [FXDOAR]

B

WX, KETSRICEENRESZE S, 1 SICEYRIBRIEN R WEE R BIZHT 5 B OKS TEE
DOEAF K OBAFIC R LT AW EIR LS CT, BHOBAEOM L, EITRZIRMEMILE MS) | AR
fbdiE (ALS) . Z VAT T A h—~ (MRBIFME) KOEWEKE - hE (R Z 7 ¥ IUVIKFE. 841 RkE
FE & ONT L 3 — VARTFRESS) S ORI BIE I DMN-166 (1 72T A b)) WONZIET /b 2 — LR T 2%
(NASH) B OVERS&ME R RRKESRE  (IPF) 28 DRMEETIEEIEDOMN-001 (Z A~ H A ) ICEAEZBONTWET, Yo
SA T T A AT, MR AMERIEREIEOMN-221 (X KT RV V) ROEFBIEREOWN-029 (F=7V) b&E%x
nET,

W-166 (f 7952 b) 1, BUE, FROLBY ., EHORAR 5 HEREIC OV TR T,

« ETTHZTEVEREEIE - G803, BRMES R VIEIRRIEOMN-166 (7T A k) O = — R2bFKIESRZ 5% T
L. Bl ORI I HOW T RIFRBIEA S E Lz, FERBROT —ZI1L, WN-166 (77 A ) ORI
ZIMERTAIE DIGIEIE L L COFREM A2 RT DT LI,

WAL, NeuroNEXTIZ X V0 FEf & v, KEENLAAMERT (NIH) O FE AR BRI EAT (NINDS) 225 &4
A EZ T, —RETR R O TR ES TR S AR LI IC BT DMN-166 (o 7T A k) DT =— RX2blEKIERICD
WCTRBR LR & 4840 U U7z, 20164F 1, dEFTRU R MERE(LIE OO B AR SR 1T BE L C 255 N D #ERE O IE1E A L2
SETLE L, ZOWHRERIT. 2METEL CWIZHED2550N%E EB2D 60 TY, 20174FE10H 12, M4hiE, #1T
L S MEAVIE 2 i & T HMN-166 (f 725 Z F) DSPRINT-MS 7 = — R2blGIRIGBRICEAL CRIF R by I 4
OFERZER/I-Z L E2REFLE L, FABRICEN T, 2MEMRETIH &R Ot & REEICET 5200 ZHF
HHEWTNOERLE L, MIN-166 (4 7T & N) 1&, IMFEESE (BPF) k& W EMRIFRA IS L 2 RHmIC B0
T, BMEMEITEICE L T 7 'R Ll LHRICHEE 248% DI N 51 (p=0.04), £7-7 7 B REEL
TMN-166 (A 77 A b) BEOEERFEIERMNG, BWERORAEREIENVTAONERAT L, £72201842H
(ZiE, YR, FTRBRICH T 2 BB RAVFEIE B T Dkt 2 HIRMEEE ORI T ) 2 7 2B LT BRAF 2R EERAY
BIMENRB SN2 EE2FRRLE LI, WN-166 (75 R ) TiE, EDSS (RAFEEREFMRNEE) 12X 53fIcs
W, Mkt A BRI EDOHEITY X 7 I L TT 7R & L26%ME T (Hazard Ratio=0.74) L7=Z & 3580
LIVE LT,

Wrkik, AT SR AIERE S OMN-166 (f 7T 2 1) OBAFICH L, KEARMEEKLF (FDA) 57 7 A
MNT v IHREEZTIEI L ERERLE L,

© EREMEREEAE (ALS) - MphiE, 20144 N, AR ZSME IR LAE (ALS) Z i & 9 5MN-166 (1 7
T AN) ORISR ZBIA L, 20174 FREICFIRBRA 52 T LE L, 2017T4E12A812, Sid, FVRRRICE L TR
ANy T I7A v ORERERKRLUE LTz, FIRRIZEBWT, M BAMICET 2 FEMIEA 2 ZR LE LT,
HIZ, MN-166 (f 7Y T A N) BEZBWT, 778 RBEL B LIZE 2 A, ALSFRS-RIEAB A 2 7 ~DIRHE)SE DL
TRWEIMUE LT, SR ZERENER R LIERSREREAN R (ALSFRS-R) AR 271X, ALSIEE OHERERITE B % FFAMm
T5HHLDOTY,

YL, A A~ — D —ICLk o TE=HF Y VT ENDALSEFICBIT LMD I 7 a 7' ) TIEMEDEBIEIC DU T DOMN-
166 (A 7VT A N) OMBEIET BEEEKERE <~V F 22— v VAR MGH) L TiT-> CWEd, HFE
HEATH ORIERRIRER (ALS,/ A F~—D—igBRE VN ET, ) bEEOEBKREREZFMT 20T,

WHIE, ALSZ )G E T DMN-166 (A 7T A R) I LT, FDAWSL 77 A M M T v 7HEROA—T7 7 FT v
TOEEZITE LTz, MUHEIEEICL>T, MIN-166 (£ 7T T Z ) PBALSICOWTHERBEN5E. THEROM 5K
EHENMESND Z LIV ET, £ RNEZESD b ALSE G E T DMN-166 (7Y T A K) IZH LT
F—7 7 CERMDIEEERZITE L,

< FEWTE - 1 E ARTFO B TR, ENCEWELAFZEET (NIDA) (X, A X T =¥ I UEE IR E L7MN-166
(A 7VF2F) OFEMAICET S 7 = — R2WRIGFRICKT LE AR ATV E Lz, UCLAL DRI XL v | Y%K

(10) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#F03_osTAMERIE_A T 1 &/ /A v 7 55 2 TS, docx



TEBRIT 20134 12 BAMA S L. 20179 ICEBRE OBENE T LE Lz, BUihiE, 20183 H IC EHEFHMHE B & /- S 7
Mol RBEREREFLE Lz, 2017T4R11AITIE, M4k, AV AV RERZRFEHRFETA T 7 =¥ I i HE
T HMN-166 (f TVTF A ) ODNBRETMT D700, F~—h—iRZib+T 522 8FLELE,

a7 KERO= o— 3 — 7 JREHEZSEET (NYSPD) ORBUETERIX, A4 A N & 555 & 9 HMN-

166 (f 7T A L) OF =—X1b/2aFERREE T LE Lz, YZERERIZ, NIDA»SEEBIEZIF i L
Too MNTa B ET RFRONSPIOTEBREAEEMIZ, A EAA NI~ A AARAAERE OIEHE D72 DMN-166
A TTVTAN) OBRETMT 5720, NIDAWOLESENE 1T e 7 = — X2alifiRKIGHR & 3/ L £ L7z, 201643
H. A4 A NMRFEICET 22T LIZEERO B 745823, Behavior, Biology and Chemistry: Translational
Research in Addicition®EIZBWNWTARINTZZ E&2REK L E Lz, UICLAOWIZEE L, T /b 32— WRIFAE & it
L L72MN-166 (7T A R) &R 2 72 0 ORRRIGERICK LT, KET7 Vv a— -7 v o — R SEET
(NTAAA) S ERRIRBR O AR VG 1B 215 U £ LT, Yk IRIERRIT5E T & T20154E 12 H (21, WFFehs 5
DN HAELK E MG I LD FERRDIICB W TARINE Lz, 7z, Bk, 2018457, 7 a— RS
K OWLBEAE 2 5 & L72MN-166 (o 7T A b)) OEEFRAAF D TR % 519~ A UCLA & O ILFEERIAER % Bish 5
HEHMLEELE L,

VG T IR = ML, VAT TR M=~ EHSE LTEMNN-166 (f 7V T A N) ERHMET 5 72 OREKIE
ERBHARIC I T M 2 D TUWE T, 20174E6 H, Hthid, 7 VAT T A b—~ & & L7ZMN-166 (f 7T X K)
DEERIIA D I REME % 51l L 72 BT T VAR IE DS RIFefE R ERR U E Lz, T ORI, 201THEOXKE
BRI 72 (ASCO) FER RS IZ B W TIRE SN E L=, 20184E5H, FDAL YW VU A7 5 2 h—~ & & L7-MN-166
ATV T7AN) OEKRIIAENED ATEENEZ 3N 3 2 BRIRTEERIC XT3 2 IND  (Br3kER R InBRBRIa HEE) ORRE =T
By FE Lz,

MN-001 (& A ~L A b)) &, BE, LTFOERY . TV a— LEEIRIMERT . (NASH) e OVRE 61 fifi M e
(IPF) ZORHERBIZ OV THREERIZH D £7,

« FET 2 — LEENIERFSR  (VASH) R ONFE T /b 22— L fEREIRFSA  (VAFLD) - S4E, 201448, 25D B 72 HNASH
7 T AET VI AIN-001 (XA -~V B A N) OBRFREREAF L. 20154 IZNASHA )G & 3 AMN-001 (& A
JVII A R) IZDUVTFDAIZIND (HrEREFIRIBERBALAHIGE) 2 P LA SN E L7z, £Dtk, NASHEE L ONAFLDEFE
(BT D EPPEIEN ME DRI E L COMN-001 (XA ~Lh A L) Z3Hlid 2720 ORGSR Z G L, 20184F4
A. REEKIERO R RIEITIZIH VT, PHIEHEE B EICHD S AENHERINE LT-DO T, KR BH%T
THZEERELE LD, £7o. EEEITIRSRE/ 553N HE A ITIRUF 7 S 4R 2 T, MN-0010>NASH/NAFLD % 1# its
LT DT =2 — RUERIBRO P SHAERICETERY T 4 72T — X DREEEITVE L, 20154F47 , Mk
PE o T-NASHERE DIEHEHE & L TOMN-001 (XA~ B A B) IR LT, FDAID 77 A b T v 7 OREAREZIT
F L7

© FERIEMERAERE (IPF) NS EE O IPF 21 & 9 HMN-001 (¥ A~V B A L) D7 = — X2 R IEHRIZ B
LT, BIEREORFEEIT> TOET, Bk, 2014412, FRHEED~ 7 2E T UZE T HMN-001 (¥ A ~LA A
N OBMRFERZAFRLE L, Z0#%, MUtHE, IPFZEIGE T HMN-001 (XA~ A B) 122V TFDAD B
F—T 7 RSy VO EEZTE Lz, MiZEEIC L > T, MN-001 (Z A~V A K) RIPFIZ DWW THER I 417
e, TEMOMERFEEST G IND Z LIz £9, Bk, 201642912, IPFAREFE OIREIK L L TOMN-001
(FAIVHAR) TR LT, FOADSL 7 7 AN NT v 7 OREARRBEZITE L,

W, BAMERICHIT A EAMERIELZHEIS & LIEWN-2210 7 = — X2 RIER 452 T L, 201245108 12, FDA &
DEUR e FT e Tx2—R2I—TFT 4 U7 HFEMLUE LT, %I —T 4 7128V T, FDAIL, IN-221D Y 27/~
X7 4y hOTaT7 7 A NESHZORIBEOERE L, ABEEOBADEORKME R FIRRO FEFMER & T & 2
EAMIITEE UE Lz, Mrhid, WN-221 088 e BERBITIZIZ, EIRBROBAIZIES D ATER O AR IED
RBRT A V(LRI LETH D EEBEXTWET, YUrkik, S 62K Z AT 201, BeEB DD
OYEERERFET D Z IR MATHET,

Wi, 2SR EMOBFE D7 DT, MN-166. MN-001, MN-221 % TNWMN-020125 X . T4 v A EEEW L

F U7, Mid, 7RISR (LA, ALS, B4 Z24RFFAE, NASH, IPF, WS RS ER OB 72 & DRk & 7ei)is
JEIZDOWT, 2o ORBBEMORMEZED T E L,

(11) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 T3S, docx



ER )i

LAEE EE T DICHERRIBEIED L O EE BRI D mAT ML 7 IR R B S d 1T B 2R E S T L O B
FEDOEINNT Lo T, FHE P Re R/ EMBERFELE T H L2 AEL LT £9, 295 LRI T, EIZLL
TOMEITEY MTe Z & 2 UMK L L TR 7,

- HFHHEDRCHES FRE TS, HEEHDEENTEIHBIZ T SUN-166 (1727 X ) DFFIEDOHE

WL, IBBRE(LERSHE T 5 BRIER, BUFOBAEG XX OMoBke %@ 0 CEEE &% 1715
BR B UG SRS DIRBRIC LY . SRERMN-166 (f TV T X ) FusIaEkiiESE5o06 0 T,
Wik, EESOME R OHH Lo BORMICI 2 T, ZRFEAERD S EEEM 22T 2RO 5 L
GEERETIEAENDY E, HlE, YA, NIH D EICE &G 250 72, EITR LI e AR
DMN-166 (1 7T A b)) OEZFMEMALIEIZ OV T O ZIRIEFTR R —RIETEIA 72T 2 kNeuroNEXTIEHR
(SPRINT-MS) 7 = — R2blFRIGERICH LESMHZITVE L, Siid E 72, ALSTREEE & L COMN-166
(A7 VT A D) OBEEBREOCFERMB OALS,/ NA F~—0—BF2IC LEEIE 21TV E Lz, S,
WN-166 (f 72T 2 b)) OEEERFELZ S SICKIET 5720, & 5722 RS ERIR &2 HiE+ 5 FETY,

« NASHE CNIPFEEDFRHENE IZ T ZMN-001 (54~ X |) DBFFEDHEHE

B, IFREMEMESORR e FELZMVWER A, ) ROUHENOESRII K IBERED S
ESERRREBEEMAGDE, MN-001 (Z AV HA L) ORFEEZED L TETT,

« BHIB DRI T DT TR OG- DR DRFaa (b DI Z)IC 7117 7 K FRIEL 1 & DEMEHI#EHE D% 7/

Whik, KRS LR RE, R L TEE L, YthiZ, ATOREME AL HRIET 5
7 = — R RIGBR DFE T . MN-166, MN-001, MN-221J}% UNMN-029%% 0> 4% 1] B [ o> i i il 2 5K oh T B R TRl
WS L O/T, R LBKRERE IS OFEMEOT Z L0 5 AMIRHIEEREZH#ET S TETEHY
jﬁﬂ_‘o

YioREBEHERTTr T T A

VOB T v 7T ME, EEDICHENRIBREPHLS N TE LT, RER/REVRA « Fx U 2A%2fD T
WD &R BT RBICHLT 2 b O TE, Aikid, Ao RE A BUEOTRIRIAICIE N TR E R E—IELZ b
2B LIS HHMIBRIEZRIETE 5 LB X TR £,

WO, 0. T A B —AURESMT I THERE L7 BRI R & O B R VAR T — &% &
B A8EEMAZTLE LTBY £9, Uik, RKEUIZOMDOEICKIT L T 0 7T LAOHED - DD, Hiik
WRRIRBRBAEA ( TIND) ) HIGEUTZ OMMOENCIS T 2 RO BEEOHEROBS, £ 721800 il AR 8 U R 1R 5
R, FET DRI, P LEET — X 2R L £,

DIFE, Yo EEER T 0 7T LAOFEMTT,
MN-166 (1 7F % F)

MWN-166 (£ 7T AR) &, FHTT 7 —R2 b « A2« 7T 2O O HIARERIEME M QR R AR MK H T4, MN-
166 (A7 YT AN 1T, ~7nu77—UlEEHIERF MIF) RO EDKR AR AT T —F (PDE) ORERKT
T, MN-166 (4 7T A M) 3T, HAFEOMBIERICB W CREAAEX 523527 ) THAOIEE(L A HE S & F
T, A 7VTA ML, AALEEICBWT, B L UMM ZERESR ORER OB E L C20EM B S CnET
2, B, AT R OV R T R S RAEAEALSE . ALS, 7 U AT T R b—~< R OSEWIK AT ORI & L TUN-
166 (£ 77 A M) ORFEEIT> TWET, Hhik, 2004412, MN-166 (7T A ) HFa—V MK
(TFa—Vr)) »oIA4 2 RAEALELE,

Wk, TR RMELIE, ALSRONA Z 0 7 = 2 I UARTEIE &\ 9 3D DRIE OIER 2 s & 9 AMN-166 (A

(12) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_%5 —#F03_osTAMERIE_A T 1 &/ /A v 7 55 2 P, docx



TVTABR) IZHLT, DAL 7 7 A M M7 v 7 IREARREZ T E LI, 77 A MMT v VBT &I, BAER
L & U7 STW e WER = — X2 7= T RN & 2 EIRM OB 2 e L, ARBEEZ 5D 5 720 O
TY, FDAODZ 7 AR NT w7 - 7l o AOEBERERIT, WRHABOHFEEE SO L0, BRI UKREED
AIRFRIT IV TEDA & SR 3 b O TR DB RV D NMThd 2 & T, (6o T, Z7AMMTI IO
BEEZIT DL, RENRERSHOKBOIZOICET LR 28 & 2WHEERDH D £9,

WAL, ALSETEIG & T HMN-166 (f 7T A ) IZH LT, FDADGA—7 7 RTv TOREELZITE LT,
WMHHFEICL ST, MN-166 (£ 72T 2 N) AKRETALSIZOWTER IN-EE . TEBOM SIRGEHENR 5 S5
Tl ET, YT E, ALSE IS & T AMN-166 (7T A R) I LT, BINEESN LA —T7 7 VIESK
MO EEZITE Lic, BEBEICL-T, MN-166 (1 7T T A b)) DB TALSIZ DWW AR S iz hHE. 104:H
DM EBR N 5 SN D EDOEIEN R BEEZ TN TEET,

L, MRERIREIGRDTZO DMN-166 (7T 2 1) OBEEHFIHIC OV TORFFOHRFEZITVE Lz, —
HORFFMEL, RKERCHEAE BN TKREZBHF L TRY £, flaE, Hitid, ETHERMEMEE, ALSK
O H - KIFOIRBED T2 DMN-166 (o 72T A 1) OB T 2 BIME O KERFF 2 TG L T ET,

—KUEETTHIJG OF - KT T Z 5P A - 3 ML, JRRNZIERHOEMERRR TH v . KE LRIl
JEW S (WSS) 12k D&, SHFICK2. 3H FADSREMEBLIERENNET, 72, WSSICX 5 &, SRt {biE
BE ORI %L, R EMALRHEIEF(LIE (RRMS) & HANCM S u, RRMS & AN I S 7= BB O KI5y A ek
FIZ RT3 AR L E  (SPMS) ~EAT L E 3, S H MR LAE B DFI15% 23— RHEA T L R ML SE  (PPMS)
LW S IE T, PPMSIZX T 2 7KERE OIRIRIKIL, SR E SN D IFEEORTT, BHIHE DR OSPMSIZXTT 5,
SRICBZETHEYDTHD LEZ LN TWDLEBEDIREERILH Y £ A, PPMSKUSPMSD BB %4 5 224 TR,
D3O TR G AT RE /R TRIRIE IS D R E REZNFBENH Y £, MN-166 (f 7V T A N) 1ZIE, 2O LX) %
BTN TEDLARERDH Y 7,

2008458 T LI REMES RV LAEIC T2 7 = — R2GBRICH 1T DA s RIC O & | REESIA AT

NOBEERENEZT D7 = — R2FRIBHR T v 8 U —27 TH DHNeuroNEXTH Rl 7' v ¥ = 7 F OIRBRE(EERIL, KED
PPMS S ONSPMS D JBF 123 DMN-166 (o 72T A ~) OfFliZ FEMe L E L7z, SPRINT-MSiE, PPMSK UNSPMSO BT
BT DHMWN-166 (7T A K) (K TIH100mg) OLZEMEROBAEEZFTNT 27 7 B AR EEL —EEMHR
7 o — R2IRBR DA F T, KE D280 FT O EREFEEXIZ IS 1T D HBE DOFE K OB ERA 2013451 -2 BRTA X du, 20154F
6 A 12255 N DR DIE/EALNFET LE L-, 2017T4E10 1T, Mihi, AT LI LAE 2 i & 3 HMN-166
(A 7TVF A ) OSPRINT-MS 7 = — R2blGHRIBBRICE L TR by 7T A L ORREB-Z L ERELE L,
FEEBRIZIN T, DMSEREMEAT NG K 2k & 3RAMEIC BT 2200 FEFME R 2V b Lk Lz, MN-
166 (77 AR I&, MEESHE (BPF) EEHWTMRIREIZ X 2RH0ICI VT, SNEMRETEICE LT T
TR & U CHEEIC A B 72 48% DINHIN 2 H I (p=0. 04) . /=T T B REEL L TUN-166 (f 7T A ) BED
EEZBWERRG., BHERORAEMEDE NI LN EFA T L, £72, 201842712k, Sthix, FERICKT
BHETE e TIRIEHIE B CTh Aikki T 5 AN EDOHEIT Y A 7 1B L TR RERMNEMENR S ONT- Z & 25K
LE L7, WN-166 (7T A K) TiE, EDSS (RAREEEFMNE) 12X 28McWT, kT 2 JErkEE O
WITUZZICELTF TR & B L26%IE T (Hazard Ratio=0.74) L7=Z &3O HIVE Lz, Mk, 78
LI MR VAETE S DMN-166 (A 7T A K) Ik L. 20164FIZFDANS 7 7 A M b T v 7 OFEEZZITE LT,

BEEREFEREEIE (ALS) = v— « =1 v 7F L LTHM BN DALSIE, K& O HEO MR B8 2 KIE9
HETTPE DR MEIR BT, MRS TEOHE~OESEEET D ENTERL R, HEBRHE->TCHEET,
FORER, PEEIARERE 20, IRREICIT S OEBFEICE Y £, ALSEE OAIEBIRIT@HE 25
T, KEALSHIT LB & KEITITHI20, 000 N DALSEE NIV | A4EK96, 000 AASALS & ZH S TWET,

BRI e T AT ANVARTT VAT AOMREEGEETTO B v T A T HRGALS- MDA X — L L AR
X —|Z X D ALSTJE DMN-166 (£ 72T A N) ORIKIGBRAER I E Lz, FAERRIZ, 64 AR oMmFEHM Ik =
6 AMOIEFERBIMEZET 27 7 B AN MENEL " EEMOIEHRT Lz, FIEBIL, ALSBEEZ Gz, Vv —L
LA LEBED, 772 RICxd2MN-166 (1 7T A L) (1HY72960mg) DEENER OCREMOERIZINZ T,
OB ZHMEFME B 257 U E Lz, #HE OB EZ2014F 10 A ISPt S v Lz,

Wrbig, 20154E128 12, FDADD . ALSHREZE DIRIEIZ OV TIN-166 (A 7V F A R) It L7 7 A M NF v 7 OIRE

(13) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_%F —#03_osTAMERIE_A T 1 &/ /A v 7 _55 2 T3S, docx



WEZTIZ L ERELE Lz, 201643812, MR MELE (ALS) A IS & 9 DMN-166 (f 77 A 1)
BT 2 AR R L. RESFFEIET (PTO) 22OARBOBMEZHE LI L 2K LE Lz, 20165E4H (2,
FEOSEIK E MR R ERR BN T, ALSE RN E T HMN-166 (72T A ) DOREKIEERO BT RIC L D
FRIENT — 2 DRARINZEE2RELE LT,

201TAR12 81T, MtiE, v T A FHEAHALS- MDA > & —IZ BT ZALSIEBRICEA L CRIF2R by 7T A V OfER %
FEELE Lz, FIRBRICBWT, B8t ERAMEICET 2 TEFHMIEE 2R LE Lz, IHIZ, WN-166 (1 7V
ARN) BETIET 7 2ARREL R L, ALSFRS-RIRE A 2 7 ~OIRESHE OEITHEM U E Uiz, SGT 2R M 53 a8
(LIEMSRERTAT B (ALSFRS-R) #R& A 277 1d, ALSIBE OMREANEENZ I 2 b DT, F/z, MN-166 (7T 7
A R) BT T ERBEL B L, ALSAQ-5A 2 7 ~DOIEEMIGE DR BN UE Uz, FhZSfiiE 0 2258 L 37
BM#E (ALSAQ-5) A a7 1E, ALSEBFEOHIRRrIELE, B FEIGO BN AEEIME, kR, aIa=F—T a3 V05
78 E &I 5 6 O TT,

201641012, ALSZ RS & T DMN-166 (f 7T A K) IZR LT, FDANSA—T 7 RT7 v 7 OREEZIT 2
LERELE L, YBETEIZL T, MWN-166 (£ 7V T A R) DBALSIZOWTARINIZHA . THERM O S IREHE
DA ESNDZ Lm0 £9, 20164F12812, ALSE L &3 DMN-166 (f 72T A R) TR LT, BRMEZEERND
A—T 7 VEELBOBEEZ T2 2RI LE L, IHIT, 20174F4H, KEMRZERIZB W T, MN-1660DALSH#H
I DERRTRER O HRIBEHTRE R AR ORI E L,

ik, 20162 HIZ, PEINRA A~ — N —Ilk o TE=H ) VT ENBALSEFIZBIT AWM 7 a7 ) 7iEED
BIIZDOWTOMN-166 (f 7T A R) OMPEEIRT D700, v~ Fa—t v VRERHPBE MGH) EHEHEEORD R
OERE LE Lz, BUEETTORERIBR (ALS/ A dw—T—iE L W ET, ) 1%, BeERORAER O
\ZALSKEREREAM A 77— L (ALSFRS-R) . Mfii&#& (SVC) K ONFEIOE AHIEE (HHD) IZX > THIESINDFHIIEHED S
F S E KRR O S FEM T 5 TETT,

HE T2 Z I AZ T2 Z IR, T 72X I ERRROREE AT A, PR R RN T, A
Z 7B 0%, PEENEL . BEOEMMEN, 27 Y2 — VT ORK T, KERWELH - A T O
i T 2 2016EDREFEICL L L, KEDAZ T =& I M ABERYE (KIEEUIELABE 2SR E
9, ) 1EH9684,000 8 (12LL L) Ic ko TnET, U K a—FRL—vaickd e, T—% & AFTrhELRil
OKRENCBITDAX 7 22 I AL DBBENABITHMER FLVEHEINTWET, BUED LA, AX
VT 2 B I AMRIHEOARBFIEFRIID 0 E A, AZ T 2 X I ARGFEOFEICET 28T T ICEB T BIN-166
A7V TADN) ODBRIZOWTOIEERERIZHEDE | UCLAOTRBRIF(LERMIL, MN-166 (£ 7T R N) O
KOTHOREFET 2720, ABREBEIRRICBIT 2IRMEMNORA X 07 = 4 I ARIFIEBE ZRIH & Lz,

NIDAD & B AAEB %% 7o 7 = — X1bERIASR &2 320 L E L7z, FRBRIF20124EIZ58 T LE Lz, £D#%, UCLADTR
BREEEMIT. A X728 I UVKTFIEDINRBEEZ5G L Lz, WN-166 (1 7V T A ) FHIlOD 72 D20134E (2 B]
WBENTE 7 = — R2ERIEBRIZ OV TC, NIDAD L BRI 285 L E L, RVEBROBEREIL. 201TFIAIZET L,
2018ME3 A IS EEFHIE H A7 S 2o TR R AR R L E Lz, 201TF1LAIE, YrhidA b a3 o REERER
FLEHFETAL V7 2 X I A AREICT 2MN-166 (£ 7T T A N) OREFMT 272D DA A ~—h—F5E
FRMT DI EBREELE L, Ythid, 20134EIC, A X 7 =¥ I ARTFEA IS & LTEMN-166 (f 7T A )

WZDOWT, FDARB 7 7 A N NI v VHEAREZITE LT,

FET A FEEB R OV - KR IRELR KSR A T O SR E A R OMEERE IS B9 5 20 164E 0 2 FERR A IC L B
L KEOSRAME RS RE (KEEUIEMHEZE G ET, ) I0L8EHTA (12K L) BV, 205 b
oA EARERE (REEUTELARE A S E T, ) 135626,000 8 (125%LL ) I ko TWET, A4 A K
WHIIZHT DT 7 BAZ, A FORFITETHBORN LV L Ro7c 2 & 22T, mFEL Y REICRY
F LT, DBEORIZEY, ~aAf fEROEME W BEREDFHERA b SNE LT, ~u2 A 0E, LVZMT
AFLRT WO F A A FOAFHR L 0T, ~a A i3, HIVEOCRTA RS, MR R N T D U A
7 E VS ERARBEREEZ -5 LET (Z 2 v 7, 20124F) | 20064 (F— & W AFRREARBCHAEE) O kEIC
B DEELSO BHOF A A FLFHEME A ORFIEEL (Nt 20114F) 1%, FERIS00EK RV & H#E
ENTVET, EEEORT RO GESRFENERERDIA%E HEOTWET, A FOUGTIEE N1 A ARIFHETR
RO D DLZETHRMTIEPERLE, OIS EA A ROIREIEICKT 2 BADEZMFEEIIRITH - S nEE
ho B ET REKRONYSPIORBR A TERIL, LRI, B MIBIT D4 B4 A FEEBAER OFZ I3 2 MN-166
(A T7VFAR) OMREFET D7D DONIDAN S E T 42T 7 T B A EES _EEMD 7 =— X1b/2a

(14) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ A v 7 55 2 TS, docx



BRIEBR AT LE LT, Z0%., 20 BT RELONSPIOEREAREMIZ. A4 A FXiT~0 A Ak E
Jine L7z, NIDAD OB S A ZIFT2MN-166 (£ 75 A N) O = — R2ERIEBR A EM L E Lz, 20164E37 . +
VA A NKFEECET 525 T LIZRERO BI725E RA . Behavior, Biology and Chemistry: Translational
Research in AddicitionDEBITB N TAREINT-Z L E2FELE L,

T2 — K TAAE - KESEWELA - R AR BT O S R OMERE IS B9~ 22016 F O 2 EFREIC L 2 & K
Eo7rva—FHESEESE (KEEXTELHBE LS ET, ) 3016 155N (12 ) I EoTWET, K
ESIERIE T 2 —0HEIc LB L, 20104 (52477 —# BN AFRIREARRFHERE) OXEICEBT 5@FI 7V
a— VR X D RFAIT, ER2, 490K L& SN TWET, BIE, FDAOKREETZ T /L a2 — WRIFIEIR I
121X, Antabuse®, Vivitrol®, Campral®} ("Revia®ZENEGFENET, LMNLARNL, 2D OFDADER L&
VIORRRIFER TH Y . RETHNRIBFEORKIIEKIR L L TARMEE TS (Witkiewitzfll, 20124F) o FERRIRIR
BRICEWT (~Ubih, 20134F) | T v MR~ T RIZBITDBMNN-166 (7T A M) OBENFHESH, Tra—iu
BIREDOPT v R OPEEBEOT L a—AEBRO T v MBI 27 a2 — A EBERB50%ED L, T a—/UgFEO~ Y
ZIZHOWTIE, HFETFEO~ T AT RN R AR T T L a— BB ED T2 Z ENERESNE Lz,
UCLADTRBREATIE/MiIX, MN-166 (4 7T A h) OREM, BAMK OISO MIxtT 2 HEE MW 5729,
RIFE I WT L a— VELA UK TFE B FE 24N EZ MR E LT, 77 bR RIEESL “HERIEHRENY v 24—
N=T A O E FERET D720, NIAMMAD D ESEEZ ST F Uiz, FIEBIT201450)DIZBAM S 4L, 2015456
AIC2A NDOWEBRFE OBERNTET LE LTz, 73— URIEEDOWFIEFERIT, 20164E12 7 12 5 5ARDK [E RS 3E#E 5
SERBREICBWTRERSNE L, FEHMAEZEL T, WN-166 (f 7T AN) ZAADOT7 )V a— BB E 2 HE
WD S E LT (p<0.05) 23, 7B RNEDDDHERERLERFATLE, IN-166 (7T A KN) 1E, fl%H
RMEIEA bV RAFEREDO T Va2 — WBE IR L CUIE L ABO EHATLIER, FEA~DOIER A b L 2 A faf
WX L CLERRIEZ R T 4 TIRELE Lz, MN-166 (£ 7T A N) OZEERORBAEMEIIRIF CTLIE, 20184
5H . AT, T — UEEEE K OBEEE 286 L LIZMN-166 (f 725 2 N ORERAIA MO FTRENE % 374
T HUCLA & O ILFIEFRIGR A AT 28 bE 2 LE LT,

Y47 TR RREEEEMIEL L. NRICBT BT E BT OREIFRE T, KERMEAREES
WZE2e, ZUVAT IR M=~ (BN 1%, BMifa (RRBAMIEOZ S MMAL) CTRAT M Tl TIRELCHE
DEVIIEG Ch Y . AURICHEE L, FFAOKMHEMCEERT 5262 <H 0 £3, B, HARRERES (WHO) o
EDDMIEE; 7 L — RV AT A TRbEWZ L— RVHCABEEN T ET, KEREGHESOMREIC X D & GBI,
SRR D15% K 7 U —< (FRIBIE) D55%% &, EEMEE O TR BIEFIERA L <. 201T4ED
FBEBIEIIHERE 12, 390/ & SN TWET, Z O HEROMREGMRA, #MRIEZE, (bRE R ORSBIETR O
AR S P, BV WEIERENTEL T, BUEBI SN -BEOTRITHESNL T ERA, CBIERE
DFEHAAFHIRIE14. 67 H TH, 201746 12, BtLiT, MN-166 (72T & ) OGBS 5 ERK AR I 6E
PEZFHE L7 B T T AARTE D DS BIF SR A2 R E LE Lz, ZORBRIE, 201740 K EH K S22 (ASCO) 4
WRBTBWTREINE Lz, GBI~ ZETLRFGEIZL Y, MN-166 (A TV T AR) LTFEyu~wA K (IMZ2) ©
FAAE OTRIRRE O AEF R S TMZO B O TRERED EXEFHM E R TR W E W I RIS E L7z, 201845
A, FDAL Y 7 VAT T A h—~ %t & LIZMN-166 (7T A K) OERIAEZINED nTRENE 2 579 2 ERR IR
WX 5 IND (Fr3REEPRIGBRBRZAHFE) OAREZZITID £ L1,

MW-221 (RFZFJ)

MN-221 (X KZ KU V) &, WESMEREGREE LTHE SR, FHOEERIRNA 27 FLF U EEik
SARRIEREE T, Mrhix, 200442712, F oA ARt (v A) ) NOMN-22LCEAT L7 MR
ERUFV2 LE L, BIEOMBAMERIEIRREORA B EBIEIT, SME &K OVRGE OBRAEIT X D KB I LA +5
T 7a—=Z &Y ERRSTIRN RN 2D BIRBROATWET, AT, Dl 257 2 I
A (DO o-BNWRH D720, BENMZ O 2BRAEOBIIR LN THET,

MN-2211F, $EIC K B85 HEE Lo THVETR, ZHUIBEIC L > TR DN KGEERE L7220, A%
BT 2 Z ENTEET, AR TIE, WN-2211%, WD B27 KLUy - LETZ—IZXVBAERSH Y |
DB O B17 FLF Uy« LETZ— L3, EAMITEBFMERMENZ LR I E Lz, WN-221Dffi~DIEH|
BEAG O BEE L ORI XE ™ 2 BIFER ORIE, Wi E SR IEREOMREAFSIC L, BENEHER A E RN D F)
FETHIEICEST, WS NTWRNWEELH-TIENTEENE LLERTA,

(15) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#F03_osTAMERIE_AT 1 &/ /A v 7 _55 2 TS, docx



W R 2 MEIAE  REENARER R L X — DR OTF — 21Tk B &, KEITBW T, 20104E121E, MEIC XA HA
PR A~DOAREE TN T5E TN ABREREEIT439, 000N TH Y | FEEEILS, 404 AT Lz, KEE SO ik 72
FrC &k B &L 20104R121%, KETREEIZ X B ABRIBHED 72 DI ER0 S TZ EEE N 1 365(EK RV LHEl STV E
1;_‘0

WL, BARRICIIT DR A RERE 5 RIC, WN-221 23 li+ 5 2 & 2 BI L LI-EELA T T BRI~
B Y = — R2biEHEIEER (N=175) Z5E TW= LE L7z, WN-2211%, EEFMEH CH 5 77 B RICHTBHFEVL (1
ORI LIS &) OWEICBW T, MEHAEBEEZER CEETHATLRE, LLARBR L, WN-2217R X, MK
IR ERE B D R B ISR U CHERF EA B RS E 2 R LE L, MN-221983R Tik, 0~3FRIE I35 D Mk IR i
IEDON—Z2F A U NEDOEANT TR EL_TE LI @) L (AUC [0-3hr] 2H-3<, p=0.0405) | 2
W2 S B DIERINEHEIE DO R—A T A VB DEAN T TR EL_RTELIEML CEY2a7Ic&3<, p
=0.0042) . F2BFMRICB O TR REEEEOIRA > P 2B OEERRONTZBEOEIGN T 7R E T
FZLL#EMLELE (p=0.0323) ., TR (BWHIEBfEOE TP IC AR L XIIREMR ~R > 7= BE 0% %
AT % 72 0 DA Ef SN E Lz, BRSO3/ EAicarFaxTo s ROREE2Z T -EFHIC
BWTIE, 79 b REOBBEARRINE (14%) 1%, W-221BEDIRIEARR IR (43%) 2#ZL< EHEVWE L (p=
0.0489) ., ERRMICERRZEMN RAEOMBITRD O EFATLE,

Wik, 20124R10 412, YL ERMORROBREZ M 2 72DAL = K - 4T « 72— X233 —FT 4 VT %
ITWE L7z, FDAIZ, MN-221D Y 27 /XX T 4w hOT R T 7 A VESZORFOELRE L, ABEROHA %D
KGR A FIRBRO EHFHEE & T _&E 22 UHICBE LE L, Uik, FDARDEZIT 727 4 — Ry 728D
ZMN-221DA5 B DOBIREFRFF T HZ &, RO EICET AIN-221045 % OIRKIEREIR Z . BE&REOB S DT
TE@BL It 2R RELE L,

MN-001 (&4~ X P)

MN-001 (# A~V B A N) &, FHHOROBREGERESG FEEMTHY . W DDA T =X LK > THIERK
TTF B TR EEZMZ DR RIELZ WA DR EREL TOET, TOPE, s/ =2 b=y (LT) %R
IRESHUVEM. PDE (FEIC3KOM) DOFHER OG-V RFT 7 —¥ (5-L0) OHENE TN E T, 5-LO/LTREK T, Bk
{LOIFEK T THD EENTEY, 5-LOFK O5-LO/LTRIEIZ KT BMN-001 (X A~ B A ) OFLEERISRIETE
BOFI R TETH D EZ 26N THET, IN-001 (¥4 ~LHAR) %, LOXL2, Collagen Type 1K UNTIMP-1%5®D
ML 2R 25 ORELZ T HHET 2 2 E BB TWET, MWN-001 (XA~ B A D) (TFE, CCRREW
MCP-1Z D RIE 2T 21T ORBE T HHET L Z ENmonTWET, 512, REMMARREICBV T, WN-
001 (XA SNHAL) BEEROBYET MIBOTRIMEZRINT 5 2 LRSI TWET, B, 2002412,
MN-001 (XA~ HBAR) ZFa—UorhbIABrA8ALE L, Hrhid, B a9 NASHZ )i & L 7=MN-
001 (FASNHAN) WZXHTHT77AMNT v THERBEFDAD BZIT 722 SITMA T, B EMRRHERE (IPF)
EREME LTZMN-001 (XA~ B A R) I LTHDANLA—T 7 KT v TORER YT 7 A b T v 7 REK
WEZITE L,

Wbk, LIRTICIE. RS T BRI IMEIZ OV TMN-001 (Z A =B A R) OFEEE47v. BEICEET %
7o — REMETET L. BIFREREZETHE LT, MN-001 (X A~V A ) 1E. 600 ALL EO#EE o s S,
BREUOOWZETRIFRBEAMEZRL TWDH EEZ LN TWET,

FET 2 — A PERERTPERFAR  (NASH) K TNFE 77 = — L PERG R F & (NAFLD)  : JE T v = — WV YERR I MR %
(NASH) 1, FFBRICRBA ST E 0 . PR O RAE K OSSR & TWDREZ VW E T, NASHIZ, 70 3 — L fiFkE
VL U AR PR TN, T a— L a2TE AL I KERO NS IIE L 4, ESLERE - Hk
R BEIRBFEATIC L B L, KREOR AT ANASHOE R RITI~12% TH Y . 22 TEREDORA D30~
40%HFIET L 3 — LPERE T . (NAFLD) Z A L9, NASHOARAFRIZARE T4, A O PRI AR R E <
7o TWET, NASHEFH DL X, MIERERED G <. BRI SUIIEIRE PIHE T, NASHIZFEZEICHET 577
RN SV £, HFARRZ M EITHERFEEORBIEIIFRBEREO A TH Y . BIED & Z ANASHOERFETH VD 8
oo

Litkid, NASHIEMEHE & L COBRRAA M2 3-E9- 2 72 9DMN-001 (Z A ~v 1 A 1) ORTEERRBRAZ 72 T LE Lz,
NASHOSTAMM (NASH-HCC) D~ 7 ZFEF/VICMN-001 (A ~L A R) ZIALEREO#ES L (SHEBICHEZY 10, 30,

(16)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 T3S, docx



100mg/kg) . WFHAEAL 2 OVFIER FLARRR . NAFLDOOJEEN A 2 7 72 5 NS L O EI S R OB FRBIC L > T, *
OREAEFM L E LIz, MN-001 (XA~ B AN X, IFgoe Faxvrael) V&R ons &80, 75
TR &l U CH SRR LRI 2 KE 2 S8 F Lz (p<0.01) . T4, MN-001 (Z A ~L A R)
DAL D TBE DO REM %2 X35 £ DO TT, MN-001 (XA ~L A A R) X, NSERIRICHHZESIEE L (p<
0.01) , MN-001 (XA ~ULhA ) IE, ¥EEET VITE VT, FlEiEE (p<0.01) K Uballooning (JFEE
M)  (p<0.01) ZFHFE L, NASHORIKR ZekESEE Lz, WN-001 (ZA~ULh A N) 1, RS, IFigCE
5 —EDBGEFRRALED ST Z BRI, MWN-001 (ZA~ULH A K) MBNASHE T BV TRHEL DTE AL
EROSEDENREINE L, Hihi3, ETEINASHEEIE & LU COBRKMAE M Z TN T 5 72 OMN-001 (& A 2
NHAN) O2FHORGRRBRZE T LE L, RRBRIL, NASHO~ T AET V2R E LTZMN-001 (¥ A ~vh
A R) OEAIOFTERFERICKT L, NASHO X #EITH O~ U 22 HWThET, MN-001 (¥4~ 2 ~) &, 1T
HINASHD = &7 A E T /AZEW T, NASHZ I X DR L2 B 2 20 R &R L E Liz, WN-001 (¥ A~V A b)
DIBEREC I DNAFLDIEEY 2 =27 (NAS) 13X, FEVRRBEICHT LRIEIZIA LE L (p<0.001) . JHFHIIE O B HETE
KAaT (p<0.001) , FFEERIER A 2T (p<0.01) ROEM LA 2T (p<0.05) DT TONASHREFRIZE
WT, —BLTEDPBEOLNE Lz, F72. MIN-001 (XA ~ULh A k) OIEERICBW T, FFgOMRMEL 2B L
F L7 (p<0.01) , EHIT, MN-001 (X A~V A N) OIFEFEHZIEBNT, a-SMAD GRS ARIBIZED LE L
7= (p<0.001) . MU T, TNHORRICLY . B NONASHOEIEIZIIMN-001 (X A~V B A R) DX 5725158 -
FHIAMLETH D LWV BRI RR S E Lz, kX, FDAICX LINDA#2H L, FDAD . KENZEIT S
NASHZ )5 & L7=MN-001 (Z A ~vH A R) 12T 520DRAL % 7 = — XGRIEERO 7 1 b 2 L2\ TKE A2 I
f3UE LTz, Mthid, NASHERE X ONAFLDEE 1T 351 2 i R PERE A ME OV S & L TOMN-001 (F# A~ A )
ZRMET 572007 = — R2BGRIEBR A LA L, 20184FR4 A ARERRIGFRO FRIMGATIZ VT, FHIETME 2 7 B2
DEELNREPMEREINTE LD T, KEREFMK T T L 2RELE L, 72, EERIFIEESE/ F53 0B
A FFISAT e S E RIS T, MN-001 DONASH/NAFLD % i jis & 35 7 = — K2 RIER O P AT HE RIS DR YT o
TRF—HZDREEITVE Lz, 20164E4 7 . Mtkid, FDADND . #HE(b & £F > 7-NASHERE D IRIRIK & L T OMN-001
(FASXNVHAR) IZKHLTZ7 AN T v OREAREZITE L,

FEFEIERTRRAETE (IPF) - WARHEE L. WOBHELIZ L » THIENEL 20 | Rk iEE s X - 43
ITHERIR AR T, MRMEE OJRRIIER 2 TT A, PR AANREREIL W E~ORZE TR IV £9°, FRRMEISRHEE
I, SRR O RTRMERE O —FE T3, MifRHHERLAIC L 2 & KEIZE T 5 IPFO B3 13132, 000 A 2> 5200, 000 A T
H Y HEETH0, 000 NBEFEFIAZIPFE B SN TWET, IPFIETERARTHY . EHEAFHMITZER LT )2
ENLIETH - T, BEDIDOLL EMNELRNICEL 2 £,

WL, WBRHEEIE IR & U C ORI ZMEZ -3 2 72 DMN-001 (X A ~UL B A b)) ORIEEKRARBREZET LE
LT TLA=w AT Lo THERENTMMBHEED~ 7 ZAEF AMN-001 (A~ H A R) Z1AIEROFEES L
(2HfAIZ7=1 30, 100, 300mg/kg) . CTAF ¥ N L DHEOFAM, HEFARZNGREIZE ST vyasm 7 b
A A TN KD HRRHERE OFREE M OV L U IRIC BT 5 a2 7 — 7 U EBORE L 2514 FutfvFul rog
ko> T, ZOREEFMMLE L7z, MN-001 (XA LB A R) OIBERICBITLTar7m7 F2a7id, 281
DIRFERIT, FFIRFERHIC LRIRICHEAD L (p<0.05) . F&EEIIIRTARAE ISR LI L E Lc, & 612, MN-001
(AL A R) OIRREBECBIT A A Fatxv ol oL, FERBERICH LREICED LELE (<
0.01) , TNHDOFEFRIZED ., MN-001 (XA ~ULHAR) ICKDIEFENT LA ~A 2T L o Tl ST MsHEE
D~ T RK URHA L Z M2 DERH D 2 E RSN E Lz, Yk, FDAICK LINDZSRH L, FDA S, K[E
BT D HNEENSEEDIPFA2 MM & LIZMN-001 (A~ B A ) 1T 257 = — X2HRIBBRO 7 1 k2 uzo
WTARRZRALE L, Ythid, PEENLBEEOIPFEZEISE LIEWN-001 (XA~ H A ) IZET5E7 =—
R2MERIBER 2 X TR =T WS RFICEB W CTEBESE R T3, FDAIX. TPFIEHEICZEI L TMN-001 (& A ~L A R
N 2F—77 0 NI TIHEELE L, —7 7 7 v 7 ORBEICEL > T, WN-001 (¥ A ~vHAK) BIPF
WCOWTHERBENTEHAE, TEMOMEBGEEN S SND Z 220 £9, YthidE, IPPREOREERELTo
MN-001 (& A ~LHA L) IZKL, FDADNL 77 A N T v 7 DREAREZZITE LT,

MN-029 (==Y 2)
MN-029 (F=7"V ) (&, ERERROT-DICHBEPOFBROT 2—7 ) UHEEGWETT, IN-0291%, F2—7V
CEHADOHELYIET S I LICE o THIRBKO R ZFISEI L, £O/R, Blllae LR S8, K& EE

DRI P LB A L SEET, ST, 20024810, TY VA V=Y - Ty —v v a—T g ARG ([T U
V=] ) DOMN-029D T A AEFBSFLE LT,

(17) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#F03_osTAMERIE_A T 1 &/ /A v 7 _55 2 TS, docx



R ORTEARIEAIC T, A, RIBE., I & OKHTREO R X X O FEBRE 7 L OEENIZ BT HUN-0290
VEFIRS R K OSFUEEER NS NLE Lz, 2D 0RBRICHV T, MN-0291%., RS ~DEEMER Iz T, +
IPTIERR STV W BB MAE O MAEREAZBET 5 2 LIk - TRHSCEBB A 2 U, /S RAICIER N O i 2 R
LE L, Zb0RERIT, W-029D(ERNHCHTH Y | EIRFH THRNLOHEH SN Z L2 RIELTEBY, Zh
WL o ALBRIEICIEE L CA LN DRERNER SN D /iR S 0 4, IEENOMROMERIX, 41
JIERMRIOMAIC L > CHeER SN E Lz, 207 = — XGRS ClE, B0 MELZRET L L~ L0 ARICE
WTH, MIN-029DBAEMEIXRIF T LT,

BAIO 7 = — X URBIE, HEATERE B 34N & 3 RICE M F & ITMN-029% Hi[al# 5 L, MN-020DZ2 4, RAME &
U KMMEEZFAE L F Lz, KM EIZ180mg/m & S, 25604 7 VO O3BEMEB & OHEFHER 51322 THD
XOCRZbNE L, ARHZRERTHE, A XY A o IECCEERIZ I W CRERIICE R 22T A b
FHATL, HbEHESNTEEFGIL, oL FHaE L FEk, R, R, MHREROWETLEZ, &3
TIFDOEELREEFLIRES N, AEFREZHBICYZBEORBITPIEESNE L, SUEER O TiIIEHE <
1T, BREMRUTIMOEMICELCERFIINVETATLE, LALARL, RADOBEZEOERIZZEL TWE LT,
MN-0291%. >120mg/mDHBEZH G5 ENZIIADEED > BTADOBREIZOWTEE LWNEIEHZRLE L, 9A
OBEIX, SIEHRMEIBHEOIEREY A I Va2 E LT,

2REDOT7 = — XUEBRIX, 1T RO B B & X RICT B 38 Z 1A F 3R OM-0290 Bl 5 2170 (1
HH. SHELWCISAA) . £OKISAMOBIEHMZ%T (168 B2 5288 H) . W-0290% 4k, RANE&K O
R EZFHE L E Lz, MN-02012 & BI15BICERAM AR LIZBEIL, BNy« 27 V2% 0 F Lz, 20 N0HHRESS
D, IBBREICET 2AEFRE DR EBIRME LE Lz, IBREICERNT BN IAEFLOI bikb—
W72 b oL, MR, HEER, BIfE R OFE C Lz, BRI ZBRIGHE, /A Z T o ULECGEERIZ B\ T
BRI ER BT AONEFA T L, IRREICEERIE B NI EBERAFEFEN MERESNE L,
AEID 7 = — X 1RBRE — B LT, KA TI80mg/mD L ADHENLZETHY | REMNBRGFTH D LI ICRZT
ONE LT, INOBENEDEMEL, T4AMME L E Lz, TAOBEOIERITZE L CWE Lz, RIEROE
BT, W-029MFEICERT D2 E AR LE LR, HREARE LIV ZTDHZENLETT,

BrIE, 20141, MN-029 (T =7V ) HERSEICBET 2 8 e R Reir 4 K ERF R T 0 DAt B S E L,
20324FT A LIBRIC RN 95 Z LIS D UEkaFIiE, T =7 U > TS S LAY, B R & O E O
HEMER R (EIEEEERET, ) ORFIEENSE L TOET, Yihid, 2302 KEORFFICE S EHENMEIZE N
TREFOHFEEATV, 2O HDIFLEAEEZTAGLE Lz, HthiE, BEREIREIE L L TOMN-0290 X 572 55A% %
HDDLTETEY £,

BRI R O e 75 A—MN-166 (A 7Y F A K)

I ERIRTRER FEA IR E RN, B, E R
FEALEER
—IRELTR N OV R MEST AT R MR (L AE RS & %] Robert J. Fox., M.D. . M.S.. ST
T 2 3 AT L AE B2 75 2~ (MN-166)  FAAN
DR, BEELEMERE 2V—TF0 R -7 V=v7
FMT 27207 T 2RI E AP BN R FIE T
EIES _EERIGHR AT 4 )N
77 ZEAE A SR A A i i ZEHEPE SR LJE (ALS) #  Benjamin R. Brooks, M.D. =T

(ALS)

FHERBIIATVT AN (MN-

TaTAF « ~NVAFT VAT A

166) DZzatt, BEMKLOR R 7eHT
REFHMET 272006, AMD AT 43N

HMis:, 77 aRx i,
% “EHERIGR (Z0&IC
HEMRMMEET D, )

(18) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 _55 2 MU, docx



ALS /R A Fr~—T1— FhZEMEIEI R {LAE (ALS) HR Nazem Atassi, M.D.. MMSc AT
FERBIA TSI AL IN- =FFa2—% v I RETF
166) ZFFHT D7D A4 AT 4 )N
~— 71— e

HKkAE - P

AB T2 B IUVIRIFIE  AX T 2 ¥ UARFIEICE  Keith Heinzerling, M.D.. MPH =T
THAT VT A NOEESE UCLA
R K [ [ L IR L A R SE T

AR T B IUVARIFIE A X7 o I HEREOM  William Hoffman, M.D.. Ph.D. AT

SRS Fre— T — BEIEICT DA TPTF A F LA ARER7 R
DEFR

FEAA NRIFIE v A A RELHAHZE DA ¥ 2 Sandra D. Comer, Ph.D. 52T
FrBEBEHRGICHTH 27U T o e 7 KENSPI
EMALOBEATH 540 7Y KEESLERYFE AT
Z A~ (MN-166) DzhHE AT 4> )N

TV 3 — ARIESE TV 3 — UARTEE O # L IEHE  Lara Ray, Ph.D. 52T
HLELTHOALT7YT AL (MN- UCLA
166) DBH3E Ta—)VELRA T a— VK TE

SEMFFERT

BER N —FT 1 v TEE

BAE, Ythid~—r 7 4 VTRALOIRFERENZA LT £ A, Ythid, BthofM%2EibT21cdiz-T
I, ERMSROIREESEICI S Z L 2 RIAATE Y £,

&

Wi, AFZE. BAZE. RURRIRARER N ORRARIEBRICH WV 2 K0 EE GG MRS ( TAPT) ) ROVRBH RS D 5ERk
i DREZSMBEFEL TR Y 97, Athid, LHhORRIBER S 2 VIR RGED 72012, APTR OSERh O BGE
T, SR UIMTRUERZICERET D MM ETH D L RIAATEY £, Hihid, UHOBKIRROEH 5\ 3
PRI R IRFEDBAFIZ A, DO L Y e 1T, MO E OAPT R OER I i O RGE 2 ZFE T & 5 iiE
EEDEBGET D2 LEXTBY £T,

rkik, MN-166 (A 7T A ) IR0/ 7 AZB LT, HACTPinatos*: LTI SN TWAERKHED A
TOTA DN TN EREMIEMRSHE ( TRE] ) »BFEL, @ALE LR,

MN-221ICBAT D% v A L DT A B ABITHESE | oA 1E, IN-221DAPTO IR 5e HfitHE % Sl 3 2 0 51
MR ZH L TR 7, Ytid vba SRR ERE LSS, Ytk YaZ8l s oW TRDAZ Ofth R
YRORFTARNELND Z & B 5MIC, WN-2210MHIC KB T RTDOAPIZ F v A NHIEAT S TETT,

MM EER T A & A5

200049 H OAIZELISE, YL, BUER T 2BEMICOE, T4 B AP ARSI LMRHBL TR ¥, 4
g E s, WEMHICBET 2 BMOMAIMFEIC D&, RFEETA B ARNERE L TR £9, @, Ytz W
FENRIAEN D OWCIIFFFZ UG L CTRET 20, XX T A BV —0F T 2 BEERFFC L 0 FEOREL
BFDEHICLTEY £, Uikt KECET 2 1O A A R OCKESMC BT D 19 D23 AR DV
TOITA B AHEREZREEALTOVET, ZH5DT A B ZMEFNTINZ T, YHITKRE T, 24D F T 2
LCRY., 6fFE0REFRGEZHT-ICIRE UE L, EKEMCBO T, ERROKERFF R ORF RIS YS9 5,
361ED A MBI e QUAtE D BEP OSMNEFRFFFRFEZ A L TR Y 9, Ui, YHEBRRAE LU T 'R
G LTZRRCET 5, BEHEOWDRLERELEML TR A, SthidEz, BE=FH00, T OMMMPEHE
EEHMRE LT IERNLHEREZZITTBY H A, UTFE, B0 REMIZE L TYERET 2870 7

(19) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 _55 2 T3S, docx



A & 2 ZBK) K O PEHE D FEAE T,

MN-166 (1 72" Z X })

Yfhid, 20044210220, MN-166 (7T A B) OBRFEROBEMICBEL T, Fa—V r2MENT A 2R
Mafirs Wz LE LTz, Fa—U 3, BAROREBERLEET, HAE— EHatt T, Hthid, ZRMEILER
JEIMN-166 (7T 2 b)) ICBET DRFFHER Y U TICOEMER >R (AAR, hE, BEEROEE LR
EET, ) THIFHTERTIA 2 (RIREORANZRE T, ) ZEEW/ZLELL, WN-166 (7T A )
IZOWT, AT 2RFFIRF SN TR Y A, 730D T A o ZADHM & 70 2 ZIEVERAVIETR IR ZE DMN-
166 (727 A ) OXRENZBT MM GTEORFFL, 2018FE8H10HICKMT D2 LichoTWEY, —HoZxD
OETS, AU ST 2 AERERFAN 20188 H 10 R IR T 5 Z LIl > TV E T, HKIDORMFITHE, kT,
MN-166 (o 72T 2 ) AbE# a2 LZIRBHRG 2 R T O H 5w 25TV T, 2, IN-166 (7T 2
N AbEWa i U7 IRBHT IR LR O Bih 2 Mt O IR FEKIIAMT IS W TR T 2 72910, HtEORIRKR, K& O
Hll7 =2 N= 22T LD OB O LN OBIFE AR T A B A eF a—Y I ENZ LE LK,

FZ A& AN, — T OBEENATIKCR LERREL 1TV, Y& MRl S WIEEIciE, iy
FHEMNERT D ZENTEET, F/o, SUHIExa— U T 290HRTE COEBMICL 2@ E H > TWONRDHHL
HICE > THRIZBRAMBET DN TE, BE=FNUN-166 (£ 7T 2N B8 =FDOMMEHERZE
HERTELZSEAICIT. 30HRTE TORBICL2@HE b > TRERNEZMET L2 ENTEET,

RZKOHMIL, FEIEOEEZ LV RE SN, RN EOTILEENMW T2 H, Xk, AENICEY1ES
D74 AN, EhoRE, HHXIREGEDR. X a—V UBNET AT L—L0REICEST
HZ L MORKE, HLTEAS AT S ORKHE E TREESNE T, FFEDEIZB W T, A7k
B L—2 RO o 3V v 7 8 E OBSHPFELRWEA, RZOE, SN RICEEOBGEEIT 7= A0 D
Bz ToEH, T, 2hAEIZBNTY =3 U v 78 L OBENRAE U THLENPEIROWF RO EICKT
LEJ,

FlZ Ay ZAZCESE, YT, BAEETICFa =) oL, .TE K RLZ - THEY £9, /-,
B RTRER M OB N C—E DRI BIZE LI GBI R TOE T K RV E RS ZBHELH Y £9°, HihiT
Fo, TA B AREOMFE EEICHT BT A o AFEAEE XA ) BENIHY £,

Bhid, MN-166 (72T A b)) ROZOBEIIZ DN T, THEO AT 5 Z K E RFFF K OB 0 HRE 1 o0 K [E R H
i W 220 D AT FE B ERFFF S O TR O B O A ERFFF RIS DN T O T A & A2 0/A LIUTERRA L
TEYVET, ZNOORFRUFTRGEIL. YHORER— 7+ U FICHET 26D THY . EIZ, MN-166 (7
I AN) ROZOEU Z A LT 22 RIS T DI Z R L LTWET,

W, AT R LIEIREER & L TOMN-166 (f 725 % ) O HICET 5 RKERTFLZBUSW - LE L,
MERFTFIL, 20294F 1A DIBRIZ RN T2 Z &1/ > CWET (R oI IZBE T 2 AN S-S &R S wlHE
WOHLEEEEHRETA, ) o UZFFFFIE. W-166 (f 7Y T A N) ZEETHZ LICL 5D, PPUSULSPMSO AR
BZKT 2 b DO TT, DRSNS T 2 HEENREEDOHNEICB W AR SN TER Y £, Bk, MHZEmk
MIZRFALIE (ALS) JRIEIE L L TOMN-166 (f 7T A b)) OMAIZET 2 KERFEBEW- L Ui, Masfsr
I, 2029fF 1A LIRRIZ RN 95 2 LT > CWET, Hhid, MRS - P73 IS BEBUEREREIE L L TOMN-
166 (£ 7YF A N) OFAIICHET 2 KERFERSWZLE Lz, SHETHE, 203041 DEICRD T2 L1
7o CWET, HERFFRFHRFHICHS T 2RI O —EDOE A B W KB SN TWET, Sk, s EEEE
TREHE L LTOMN-166 (77 2 ) OERICBET 2 KERFF A TSV 2 UE Lo, MR, 20254212 A LIk
IR+ 52 LR > TWET,

MN-221 (NFZ Y 2)

Wik, 20042 H 250, MN-221DBASE L O FESABIZEI L CF v A EMER T A o 28 2 fiEWNT- LE L,
FotA1E, BAORAERMLMEIET, KiE LGS TT, S, YEZESTFHICRB O TBR SN, &FENUTsts
L 72 BMN-221 e N2 DAL BN BE T DA% e EFER O U N2 & TRTOBEGKRBDIZH O, &itfio
(AARZRXET, ) MENDPOTHHEAELRTA B AERENZLE L, FI4 22 Ak, o XERZ

(20)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ A v 7 55 2 MU, docx



I Z Y T DA EIC BT D EDOREFFIC RS, MENRTIA B 2E2EATEBYET, A7 A1 AL,
XA DEBCLDFABREZRET LI LICEVBEFHHAIRTT, 2205074 B A0 L 7 5 KEICBIT DK
YRR, 20004E10 A 17T HICAS A & du, 2017T4E2 18 HIZRZI L E Lz, fMOKE TS, 23U 3 2 Sk issr
DIFE A ED201THF2AIBHIZKRE L E Lz,

FRRE T RFFFICINZ T ki3, MN-221 0B INEfE K OB B4 2 et H1 56 2 K E R OVKIEISMIC B W TR L
THRY ET, Bk, MEAMEREEEE L L COMN-2210 AT 2 KERFFIC OV T, AREZIfF = LEL
7o MFHRFFIE. 2030F 11 A DIBRICRIN T2 2 LI o THB Y 9, UkrFE, IN-221 (RXFT FU ) ZAFEER
HEEPH LTI 2HMEZE AT Y . Bk, BARPRAFEDRRDFEEIEHOWTOBEMAELE AL THVET,
LhE, EEPEIEGEAARIE L LT OMN-221O B 2 KERFFIC OV T, ABZZIT £ L, Hikrarid,
20314E4  ABRIZ RN T2 Z L1272 > TRV £7,

M7 A%y AZME, —FHFOLEENARZIx LERREREZITV, SiGERBEER I WEEaIcE, )
BRERENFERT DN TEET, Eo, Bk, B SUIREENIER A H 255121, BRIV TIE100
HRTE COEMCL 2@ %, P LBEBICB W TIZISOR A E COEMC LI WME X v B AITEMNTH LI
LoT, RBREMRT D LN TEET,

FZHIOWMIT, FETLDOEBIZLVIESN, T A LDF v A DETFHED I b, KEOEIE (X
FZENEFEEDO L D) BRMNTHHET, XL, BHRFFF U—ABRTFELROIGEE L UTENRFFF 7 L— 24
DI ORI DRRGE H 2> 5 10 L 0 BRICKRT 53568 121E. BAOREOBGE HZ10F% E T, LEINET, 220
LZERMENY, EROVWTNOHAIZH, WTROEIZBNTH Y 2R v 78R EOFEFNGE DL HE B2 TR
ENHHLOTIEDLY EEA,

FTA 7 ARICHESE, Yihid, BAEETICXF v IS L, 1ETK L EZ X ->TEY 9, £72, BE
TRBR M OSSR EHIHNC I DT E DB EE LI IGAITITIR K TITE K RV E L) BHERH D £, BrhidEi,
TA B AR OMGE EEICKT DT A B AEABE L) JBERH Y 9, 2011FIAITF v A L ORI THER
ENFEIZRIOSMTHE, BHE, BEZER LG R O T A & AEREBIOBREOKEIZONT, vt A LFEIC
HRWTDHZ LBV ZLELR,

MN-001 (54~ % )

20024F3H 140, HthiE, MN-001 (XA~ B A RN) OBRBEOMEMEIZELT, Fa—VrtmENo 1%
RIERGRE N2 UE Le, Md, YERFTHEICB W TR S, B ENUTIR E 2R DMN-001 (Z A ~LT & B)
KO OIEHEREBIEY Cd HMIN-00212 BT 2 FFFHEA Y U AT 0E | TRCOMIGER (RIREOMA 2R £
T ) OFHO, MERLORMR (AR, PE, @E, ROEBEZREET, ) THIFHARRT A B 2205
W2 LE Lz, AT A2 RAE, 2EOKERTFE NS EIUSH S 3 27 EIC BT A RE ORI S <SR-
HHFHEARERTA B AEEALTEBYET, T4 RO LR DMN-001 (XA~ B A R) KOMN-0020 K [EIZ
BT BHLEMERFIL, N2 20094E2 H 23 H R OR0114512 A 30 H 2K = LE Lz, MN-001 (Z A~ h A )
K OMN-002DAMENZ 51 DREIETF S 7ok L Lz, M4k, MN-001 (Z A~ A k) KOMN-002(Z f+F
B9 2 RFE O/, Fd &k O RRE 2 %15 & 3 2 14 O KEFFFFICOW T, ABRERBWZLELEZ, ZThbo
FEFORIR & 72 A, JE7 v a—AERRIAPERFR (NASH) | #RHE(LZ £ 5 HEFTRINASH, FE7 /L = — VARG
PR (NAFLD) | JENAJE. B PEIENAIIE, ma L AT u—/ViE, @V ARZ V87 MfE, M, EBTEREIEZK .
M MEEIE 2 M BB G ERE N S E N E T, T 6 OKRERICHE YT 2EFFHFEIL. HEOANEICB W TR
INTHY, EHONERFRZMA I TEY £,

FHIOGMITHEN, BhiE, MIN-001 (X A~ B A ™) A LERBGZHERBOH 50 257N T, F
7o. MN-001 (& A~ A N) ZfER U7 IRBHC BRI (R 0 5 A A4 D IRGERKIBAMZ B W TS T 5 7o iz, Stk
HIEGIR ., BRI OHRE T — 2 _R—2 2 AT 2 72O O MEOM 5 SHFHE A RER T A B A% F 3 — U VIThH 5
W LE LT, R4 B 2A8IE, —HOHHEERAZRIK LERRER ZTV, SZERBTBE I NR2WEE
I, Y FE DR T D Z N TEET, F2, B, WRSEBAOHATH, Fa—U LI T 590 H A
FECOE@MLHBEME S > CRBNEMRT HZ ENTE, FEEFDNTA BV AINTFFFE LI oo i)

(21) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ A v 7 55 2 P SE. docx



MOEZFEDOMOTAHEEZRETIBEE TR LAEGAICIE. 30RTETOREEMIC L 2@ME L > CRZENEMRT 2
ZENTEET,

RO, FET L OEHEIZ LV PRE SN, RO EOXIRZENH T2 0, UIFEERKIZE Y 52N
LA ARRTIIUE, Mo FAXIIIGERS, Fa—V RN ET A5 L— ADREFEICEYT D
Tl rWMoRKRE, HLATEMAD 2 HEM SR ORKE ECEESND Z EIZhY ET, HEOEIZEW
T, A7 L— o KOV =3 U v 7 85 L OFSNFE LRWES, REAIE, SN RICRSHDORTEE
Tol2 BB THER, XIe»r2EICBNTY o3 v 78 L OBSNE L T E22UEHEROWTNE
WHIZKETLET,

FZ A& 22K
RIG R K O
7=, A o R,

o, YT, BEEFTICFa— U v icxt L, 4aFE TRk R EZ K- T £4, £72.
BT EDBEMICRE L BEIIIR N T E AKX NV EHH ) BENHY £, Ytz E
FI5E ERICK T D T A o AMEREE XD BENRH Y 5,

Snn

MN-029 (Z==7"1V>")

WYL, 200246 H19H . ANG-6003 U —X{LEWDOBHZE KOG LICB L CT v oAy —r EMEN T 22
BRIFFAENZLE L, 7o VA Y— 03, EEICBT AR AMOAISEMEZE T, Y, YEEFEICR W
THR S, FEN TG & 72 HANG-600 V) — X(LEMICET RSO UATICo X TXTOMIGHEE
DFedO, R OMEADOHIFE AR T A B A G2 LE Lz, W-0291%, 23035 7 A B AL D%
HEINDHANG-600 ) — XA D —2>TY, Hfhid, MIN-029 (F=7"V ) THEBEICBET 2 kERT M5 SN
F U2, MREEEFIT. 2032ETH IBRIC RN T2 Z il oTWET, ABENFEFFL. T=7V o THEEEICE
SALEY. AWK OREOMIEEMRE SR (BREELESAE T, ) ORKREEZHRE L THWET, 2 OXKERT
AR 3 B R SRR E OAMNENZ B W TR S, 0 9 OB ORI 5 X IIERB SN TWET,

FZ A& 28T, — O FHEDPARLZKNS LERRERL 2TV, GROEN TR S 2 WIEEITiE, )iy
FENERT D LN TEET, £z, Hthid, T UF TS T D30 ETOEFEIC L D@ E D > T, WOT
HRRKZHRT 5 ENTEET,

FZKWOHEIL, FEILDREEZLVREZN, FAEVADOHRTHDLI T IF V=N T D5 (X
ZNERFEOL D) O LAY U — e AT DREORTHE CUITHERIFEO L D) BRT 2 A XK
MO DIRTE A B IBERDOWT AN RVWE ETIER SN ET,

B4y AKX, YT, BEEF T T v IoF Y —izkt L, LAE TR AL E R ->TBY 4., F
7oy BEIRTEER M OSSR HIHNC IW T —E DB R L2 AT R KR TI6. 5H Tk RV 2 3 9 BENRH Y £,
YT, T4 B AR OME EEICHT S T4 B AEREE XD BELAH Y £1,

—RFH

WA B EEEENL, AR, RERO UTZOMITH LB E SN TW A U5 SN 57
BEMED & D EFHCIEAT 2B 2NN H 0 £, £, BEEBNEFHEEL TEL TOY4E, Yo T4 v —iY
TIA IR L CENIEE 2T, BEREAFER LY, UIREL - 2o E K OIGE, FH LT
WA OB AL L FEEORA 22 U0 T 5 aREMRH Y £, 20X 9 RITARRO LNEHA. YHhiE,
W, RERE LG L Y F#ELEMO XL OELEA D TR T, B> =R oRGE, AT
IRFEEMRET DD, TA B AORENRME L RN H D, DD T A 2 AIEE LY Rk
BASTEROD, NFFE-LKBETERVBZENLHV 7, T, ALY, BEEMEIIMERFFICERL A
BRI 2 080 & 0 b HIC e > THER R R Z L 3D 0 . ZOEA . YiiE., FiFraeZi) COARWEAERTS
FIRAWZLET, UL, thoFENEREICIFR—OFAG FH#@ L O 2 BI2B% L UL 2 A HINE AT LE
L EFBRT28ERH Y £, Uthid, 20k 2 287220 2 VWEAEMNICR T 2 Y4 EoERIZ OV, 2
NEENAETE VBENRH Y 9, i, BHEAHFEEZTT O MO ERILAEYCHTICOWT, H=F D HEF
FRAELTWHWED, LI E ZFEORFHEICIRL W0 33 R ML H D £3, 2L, YEEICES
<DL S NTGAITIE. 2 OBEIEIEBIDRFRFE OMOMER Z12E L, U XD BEn30350 2 553572 Do
TA VL AEBIG LT UER B0 8B 0 9, BHhiE, SHENMEE LXULT A ' A& LEHTFICOW
T, FBEFHICE D05 RELREBRLTEBY FHA, YHidEz, FE=E00, TOHMBOMFEHEZ SEMRE L
LT DEANRFHEREZTTEY 8 A,

(22) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 T3S, docx



BHBT VA =— T4 V—XIBIENRTA B — L LTI E /T2 X9 RFFRE 2. 40T
DEBRFHET D LICE Y, HEENE VI RIEHTH Y A, o, P0DRFAHES L LTH, HEo
FN T A2 G T OHA SR L CLHERET DD LD, HDWIIRFEFORE L [ S Bgs
LY THNTED T2 I LRRONDITOVTIEIAHEETY, FI2IE, L, WN-166 (727 X b)) 12K 5ETRE
FEMERBALIE DIRIRIE, WIN-166 (f 7T A 1) 12X DALSOIREE, WN-166 (f 7V T A M) ([ L DMK - v
DIRFIEROMN-166 (f 72T A ) 12 K DR EMEEIR OIEEIEIC DWW CORERFFZIEG L TR Y £33, MN-166
A TVTAR) ICOWTOMBEIFRFFFDO 7 L— IR L2720 A L TR Y $¥ A, 16T, EEROFE =5,
MN-166 (f 7T A ) (BT DERFIEORT. YN T A 2o —% U CMEHEL T 2 OMOREF LY
HRRE LED EOBFLRELRAVDOTHNIE, IN-166 (7T A b)) LRBEOAPIZH M L-h%2%T5
BEARHY ET,

MZ T, BHEOBRZE LRE N NTINORFOMGE LR L RWEA, Uik, Yo, KEIZBWTIX
Ny T Ty I A AEOH AL EWE EA BT D EE R O SUIHINC B W T T — 7 HA BT 2 REIC &S
BB OBRIRILT 5 2 L1272 3, M43, Y ROAGRIBER IS AR OV TR e A HEDO IR
EEEDZENTERVWES, BASHII., BEMICOE2BREREERIND Z & 72 < YR & oA Ei RS
MENFET D Z & WA RER S TR ORI LV YFOEKREIGT D Z LIk > T, BANRY =3 ) v 7 8L 2R
FET A ENTEDLIICRDIAEENDHY 9, UHOBEDT A U ABNTIE, V=3V v 78/ RICLD5E
NAEUTIGEICE, 74 B AERAR AT 50, IHEETA2ERED LN TEY £,

BE

FEEOBRR L OPEMLITE G L <. JRfe RS N R OB 2 HiliE s 2 fr s LE 3, ERICB T 2541
Kz I Bpic bz > TR Y | itk L 0 il 2R L OURGET 5 2 & L 0 IRl CREFRLGL & Fl—odhtex &
FTHHRMAERBET A&, WIS FRBE XV ENSREE2 A T2 EAR T 2 BT o ET, Yk,
KE R O DMDE 2 1281 HERGEER AL 3T 7 7 00— ONT S < OEMTHET . FFEE & OB
BLOBAICERLTWET, 2ok 5 RBEAaMEFEoMcIL, Yo/ BBRRE T 07T ANES LT DEBKOER
LRI—DHOEMNRE LEEREBEZFELTND, NEIZFOX ) REEBKZAR L TV AEELELIIHMBELH Y 7,
MIOBEFHTOL 1T, ARFLL L IIBHBEBEHMEBICH /M Z2H L CBY, YttofME v b, 2IRMTR
EHENRE L TR FBMERWEELSH D WVIIRG IR ETH N T A EERLOMBICKIITHREERH £3, F
7o BHoOBEHEFIE. o X BMICREFHERES L IS LA RBET RSN SV 9, BHhoBE
MPTFEL, SRS T2RREIGT A2 ENTE R ELTYH, YOS I 512k 5 2 REEE
BT DRSNS T,

YDA S TR EF DL <AZHOWT, R DEREFFE IR IMER R Tn 7 4 — a5 58
1AL B OBFEIC I Y MR A FRFE L E . BHOBAMFOL A, FHEMTYHEL Y bELZ
s, WRERREIR (NERR OB 2 EAE T, ) | BRIBRORR, $6&, e~ =77 4 > Z7HENIED
SRR A L TR Y £ MBS F7o, A OERERLRFERMEER O AT 7 /) no—pFEE
OIFEBRIC LD | EERFEAMHF LR TEESRSH Y 7,

HEFTHZ TR EIETEVEFE (Progressive MS) DUN-166 (1 777 X })

BrEDOMN-166 (7T A b)) OGN, EITRZ R EDOIRRIE L L CHRIERMFEh T, ZRitf78
ZIMEMAEIRRRE LTE, I MRV bRy OAEKREINTBY ET, LoaLlaeins, I bt hruit,
DEEOEREOCT-DEMMOICHEN T2 R TEEHA, —RETRZREME(LIERFIK E LTI, Ocrevus (F
VLY R2T) OHENEREINTEY 9, #ETHNERMEE(WEICRET 2RARICBT 2Z0MO 7 7 7T MM,
J2N)LT 4 ADBAF3L2 (VAR=FF) . T 3DNerventra (TF=F F) RUMABY A = 2D F=TRnEENFE
7T

BRI FERE(EAE (ALS) JERHEDUN-166 («F 7> Z X F)
WHDOMN-166 (4 7 VT A N) OBRLGERMIL, ALSOIEEIE L U CHAERRBE T TJ, ALSTREER L L Tix, U

V=NV RRT ATy (ZHXTHRY) BDAERBINTOET, Bk, ALSOIREEKE LT, VA bR T 4 v 7 A,
TVAVAP—Lb L BT EP2—-FT 4T A AT BYASf R Vo Tuay b, X"AF Tz,

(23) / 2018/09/07 10:12 (2018/09/06 17:23) , €05958_wn_18462607_0102020_% —#F03_osTAMERIE_A T 1 &/ /A v 7 55 2 TS, docx



Neuraltus Pharmaceuticalsfl, Amylyx Pharmaceuticalsfh%:d # DD BISESHIZ W T, F DM OIS D ERIK
BRI H D Z & #FF L TV ET,

HEYEST - PAIRIEFEDIN-166 (1 72 F X |)

HHEDOMN-166 (f 72 F A ) ORGEMIX. A A NMEEFE. AF 272 I ARFIET T T L 3 — Lk A7
SEOTEFRIE L U THAERBE P T, BIEOF A A FEEDIEROTEFEICIT, Y=Y v Z7RA X RO RRIEIE O
WA T 4 BT — « A 7 DSuboxone® Film (F 7V VT 4 v+ 444 Gty ) NEaEhE+, 4
B A RIKIFIEIC O W TERBE DO Z OO 1T, 7 A8 I —XDVivitrole (FL kL&Y 1y AGHRHE
) . AL T Y DZubsolve (FFVL IV T 4R Fuaxyy) ANAFFTIYUNRY — .« 4> XDBunavaile
(TFVv N7 4ok Fuaxyy) | TrANR—=2 « T7p—<RA—T 4 H)b+ A7 DProbuphine (77 L /v
T4) AT T NROA T 4 B —DSublocade (7 F L V7 ¢ UIRIBIPEERAD NEENET, TLA
N e Ty =S A—=T 4 HVE, A FKEEOIRKIEE LTHEFAY v v 7 ¢ VR ZBRFER T, 4
VA A REEBER IS 2 B O ERMEMIR O TWET, 7=V r k. o,7 R U U2 B IRES)
HEThHy, EVERMEOHIBNKE S DR WAIEERS LT VX =T « 77— A—FT 4 UIT v RO
BritLofex® (Lofexidine) (X, A &4 A FEEBLIERDIGHIEL L TCOXRETORBEDOEDIZ2—T R « T—/L K X
KooV o —IZR LTI A ESNE L, BITED LA, A XU T 24 I URIFREDTRRIE L L CTKR
ENTWBEKDTIHY £HA, T = METFIEDHREDEREEIZIT, T Fa—Re (VALT 4T L) |
Vivitrole (F/LhLF V) ROV =z w7 hrFat— b R3HY £9, Ytit, 1T ET7—%FDZD
il DEEEATIZ I T, ZDOMDILEN T V3 — MEIHERRE DT DI BRI CH 2 Z L 23 L TV ET,

FET I = —AEIERGHERTS (NASH) T8 DUN-001 (54~ X |)

WHEDMN-001 (# A~V H A F) ORGLEEAMIEL, NASHOIRFEK E LT ST L, BEDO L Z A, NASHDIR
PRICOWTHERRBENTZEEREIH D A, UHIF, A F =BT N Tr7—<A—=T 4 INA, VT4 b,
HVIFv -G Ea—F 497 A, FUTR-H A2 R TI5Hy (FRET - kF2a—F v 7 A%EI) |
TIWVAR« Ty—=va—T A ALK TVARM ALY =R ZATALT, ¥ AT —KOParFz . 7y—=<
Va—T 4 ANREOZOMOBIESATITIN T, (LAY DINASHIRIR O 72 DIZERIRBIR BRI H D 2 & 27 LT
e

FEFEPENRAENE  (IPE) JEIEHEDUN-001 (£ 4~ X 1)

BHEDMN-001 (F A~ A A N) OREGEMIZ, IPPOTREE L L CHHIERRIEH T, [PFaEHKRE L TKET
KBENTWARLTIZIX, v 2 ([HA X —3 2—2) DEsbriet® (pirfenidone) KON—VU o H— . 1 )L
A LDOFEVe (nintedanib) 2380 £, IPFIRIEERO - O ORI 7 1 7T ACEY e JISEASHI1T, mya,
SUAV = ROT 7 AT 0V = VR EERET,

i B AR (TSR DIN-221 (N T FY )

BAEOMN-221 DR L, BRAIREEICR T 2 ER2MERIEOIREIKE U CBUEREF ¢, BlfEO—&N72
MR AVER MG IR L LTIE, MAT AT T u—b (a B,7 FLF U UZRIRERIEK) | WAL 7T hobE DA
Bz U AEEER) ROREAFE L BEAaLVFaxTuef KRBV ET, IHIZ, TATHV Y (a B,7 KL
U U RREEIEE) DR TG PNRHNUBE KT HIRRE S LTS Z &R £,

BT TESEFEDMN-029 (=" >)

LA DOMN-029 D BB 1T, B ORHIE E U CHARRBE D, HERFIET = —7 ) VEAEFEAIE AR T
HDHa T 2D R A Zeh, LENE b T AY X<~ T KO/ I ¥ X4 12 X DR %51 F T 7= HER2BS R M 3L
JEREIC T DIREIEE L TEARBINE Lz, BBEEGEREIZ DWW AR EINZXFF—BHEATH D31 =L
DAFN—Hep | AT, GIRTEE GMBETIREZITS 2 LN TEEH A, ) IEBEOELEMEEEDBE
WZOWTHEARINE LTz, BEREIZOWTERBINZZOMOERMLICIL, 22D T XAF U EOEr—F 7
LAYz DXgeva, 77 AP —DA—=FT U NI NVT 4 ADT 7 4= h—ANEENET, BiF, A —TFA -

(24) / 2018/09/07 10:12 (2018/09/06 17:23) , €05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 _55 2 P, docx



YU—, B¥a, JRNALT LA TrAPF— TAD 2V FOEA V=V SORESHIZB T, ZOMo/LaHn
EHEIRIR O T= DICBFE IS 5 Z L 2B L TV ET,

BURF D #H

KE K ONEOMEE OB IR, M0NHFET 2 L 0 RERM K OAEDRIFNCEET 20858, B, WER, fE,
For, W, JRE, GE, TV T =T o v 7O K O I D W ARSI L TR Y &
9, KENCRW T, FDANL, EHIIA MIESK S LS YE (Federal Food, Drug and Cosmetic Act, D& DUIE %5 -
F9, ) WICZDOMOBEIIER OHHNIC S X, EBELICOW AT OB R 2T TBY 3, %47
DRI 2T S e WIGA, KROFTE ZMDT, Yk, SNTREESR . FA¥ER . RER L ORI, #lx
X, KR OBLE, T O RFEOARIES . Sid. TBIEEEE (varning letters) | WD U 3 —n B EMZ
B - R ORF T 1L, ZEimS RO/ XIIHFE EOFESEOITE EXITERE LORIEE# LI Z EnH 0 &
7

BNy el

#E CKENZR W TR, B & EHRE S OIRBRIT, MoHIR o BUF BB N 2 T, R b 5 (L BE i ik
( TFDCAJ ) @F, FDAIC X 2Mfl &5 £3, TN TORFE T ORI, MEinfbalic, BOFREBIDKRR 21572
TR0 A, B, A DHIRGDOER LG L1202, FiT, ZEMEROCADMEZRTT —Z BN
DEGELHER L T E SN TV D FRICHET DM R 2R E L3 $tiA, Yo/ EEIXIEBRO )
HOBBEICH Y RROARBEZZITZb0RH ) T, EEBIERSND ETORNLFIRIUTAE ENE
D

R, BT & OBAIF D5 T,

IND CKETONMMKERIGBBGERTIC D ET D2 UNERH Y 7, ) O,

R D X AGRHFEORM R L 2 DG T & OREE R OEIEEFENLT B0 0, WEH» O+
HE N/ MEERIRIGBR D5ET .

FDAIZ%Hd 5 Z4ED HEEE 2 s 2 COFHFAGEHEE ( INDAJ ) O,

FDAD ¥ % P3RS R PR OV BALE ( TeGMP) ) IZB B Lo EREOBRFE, WIS, GMP
DS R OVEBREALERNC & 2 EI G ORGRIEER O (2 B9 2 HUE (Good Clinical Practice) DESF
\ZBH9 DFDADEEZDNEF /2 5E T,

FDAIZ X DNDADIE R OVKER (GERIZE B 2) HFDA~DE R N 72 B FERIGER L ONEIE D U A 7 8
DOI=ODOIPGEHIRIZBE T 2ABEO Iy FAV MG ER’BHVET, ) |

BB, F— XN, KB BRFEOUE L OEGRO T, R, SR OEEFENLEL 2 £, i
T, ES. AL HH R OBORNEE I, Fii-2lfnsa InsaiEtndbn £9, 0 ko254, YthoE
SR OEGENEN D A[REMEN H Y £, FDAIL, Bl TSI EFNC SO HEZRRT 5 S 1R 8 A, Y
FhiE, FDAIC K2 7KGRZ S DRI, FLOVREECHW K 2BEHICEmT2Z & 03H 0, ZOREHEE L TH o R g
DOIRFEDEN D XU b D ATREMEN H 0 £4,

ARG AR, WA, o Pap s, Bk, B R OREMEO FEREFE & . Mzl o
BEN R 2 RV R OB % 5Tl 2 720 OB SRR SR Y 3, AR ORI, REEH, T —4 &
QLRI L CAFEND ZDMOER E T, INDO—E & L CFDAICIEH SNE ¥, iR RER & 07
FETECIEEORAZETLIZENHY, RBREOIZENE T LzE LT, FDANREERIRBRORIAZFFAl L
LD ET,

IND7 2t X IRBREBEEDEE L 2 NRIZHET 57 OIIZINDA S A £ U T ZRidiuEe v %A, INDIZ, FDA
NINEZIHLTHO30HZICHBIIE IR AE U ETH, ZO30HIZIBWT, FDARINDDERKRIEHZ LD & U
FHAICIIZ OB TIEH Y ¥ A, F-FDAIL. 225300 M ONE T#I2, INDOEFHIHEN D SN TV AHIER
DOERIZOWTIHRAUIERMEET D2 08B0 | FIAREY TH D L A2 THAE, BWIRIEHROZEILD EZRHIT 5 2
LuHET, ZOEE. INDEIT - 2B EA KL OFDAIL, FERIGERDBRLE « Mk S B RNC D) 5 Ma 2 i L7
T2 A, INDITBD CTEEEOEREZETHZ L03H D, Yt B EM OB EZ KIBICELE D BEN
HYFEF, I, AEKRRBULBED MRIBERICB T 2EEREEN TH-7-E LTH, 4T LLZORDOEREK

(25)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#F03_osTAMERIE_A T 1 &/ /A v 7 55 2 MU, docx



TBRORNHEEN L 2D L TFHSNDBEOTIEDH Y FHA,

MALIX, BRIBBROFE F 2 388 U 7o s &2 MAFEFDAICIRH L2 nuid e 53, BN SBENOFESE
G0, ERHVTRROFER THIRE ~DOHERRY X7 279 b DIZOWTIL, INDZE VS H 2 FDA N AR FT1E
R L TR iR I L2 ide v 28 A,

BT NE~OBRRIGERIT, @H, BET D TRErEO H 530 L 7B 2 % TITbh e ide vy £
/Vo

W (7 =—X1) SN AR OEFE B B E I L CERMEM 2 5 L, e, 3R
B, WU, . BEHEORBHIZ O W TOREZITOE T, RS EZEF/RR T VT« TICERH
ELTEETAZEDARENCHETHD LEXONDHA. RUDONEIERE % — 7~ b OEBFRICS
LCETHIZELEL B ET,

FUAH (7 =2—X2) : DEOBRFICK L CTEERMEMZ RS L, BRE2R o I REEOmESEERIZH L TO
Bk, ARG R R Ol ARZ M L, EBEMRIERITENICE Y 27 OF %28 LET,
BIAE (7 =—RX3) : BEERDER L2 E S O IEHET 5 72 O ICkk 2 72 Ml O B R IEBRiEa% 12 B\
LV IRFBERICH L CERMEME RS LET, 72— XWERO BIE, ERLEHOY R /S R3
74 MO EITWD, BELFRIRICH SRR E 525 Z LichH v £, FDAIZ X DNDAD KR &S S LT, 2
[l DG 2>+ EB ST 7 = — R3RBREATH Z & BT

FEARTRBR ORI AT LT, FEhia B LH ARSI LT, BZoRBREAZBRS (IRB) 23 EKIRERO
MREFIEZ T O O A THGR L2 e b3, E7ogE e LT, IFE~OS3MTdd 544 74 —L K - =
ey EMTORRITIIERY £H A,

L, BREMICOWVWT T 2 — X1, 2IBORERIERZTZ T T DI ENTEDEN, BITHIENTER L
LCH, FEDOHENIZIETICTE T TEX 20OV TCUIMEEZ 152 Z &R TE A, BRIRERIL. FIADEIRES D
FEPRIRBR O Eh Ut BEM: ( [6CPJ ) 1Tt » CTEME SN2 IER Y £8 A, FDAIL, BERIRERA 10> HFDAD B
> TE BT, UTEHRIBBROWRE IS L THRBTERWY 27 %2 RIET L L2 8A i, (T b IRRIS
BRI R0, —REAOHE L < IIKRBERICHIE L, T 0MoSRIZ 3T Z &35 0 £, IRBIL. HEARIEERSIRBO E
FRIZHE - TR T2 BEITIE, 2 DB D ERRIRER &2 — R & D W3R BRI P IE L, 3U3Z oftho &8
T ZENH Y ET, YIS HIT, WREUIEENRERTEARWVEELDOY A7 2858 NTWAZ ENHL
MI o TG B &k 2 7B RIC LV | RERE, EEERIRERZ — BRI PIT 3 2 0 U B B RIREMER H 0 37,

WL, BB OB T, INDDOHRHRT, = R« 47« 72— X2 —F ¢ > 7 O K ONDAD Y RiT5E (2 FDA
DI =T 4 T HRERTHENDLVETH, FAALDI—T 4 I b DB EOHEICBONETA, =
ReFd 7« 72—X2I—T 4 U 71%, 7 =— R2ERIBMOFBERICOW TR L, FEEOEBITENL D & Y1hnE x
57 2 —R3EEBROFHBE IR THZEZHMET L0 TT, EITHOERKRIEER & WITLC, BN dhe s
PERFSE, BRI R ORI ZOF e bR S E T, /o, FEROME, MEROIMENEERH-T b0 & AT
NBGE, cOMPOEMIZHES T, FEEZEEMABR CRET 272007 n v A2 RELET, ERMLBEBES T, FF
Bl7a FaAAE (SPA) 2ERTDHZLELTEETN, 2T 7 = — R3ERIBBRO 7 1 b a Vg M OHEMED
RO L 7 D 5TIZ OV TFAD G B 2G5 Z L2 BN ETHH DT,

T XN FT o2 EE FDAIY, —EORUEE - LB A E R R ORI O AGEER DV n v A 2R L
IFMBIET 222 BARE L7 7 AN T v - Tl T AEFITTOET, BARAICIE, #-REERL R OVE
WEIE, TNONEEUIMICEDAIREDIRFELZHNETI2HOTHY, D)1 DIRREICH T D HHR OB R IRE
EERDARRMEE AT 225G, 77 AN NI v JEORMRERVET, 77 A MMNT v 7HEEIT, B, TOM
Fet R LT TV D IFEDEIS E DAL EICH L THEASNET, 77 AN N7 v 7 HERGLOEA. FDAIL,
EHILBRELE DBNAD K 7 > a v DR A V2 — Va7 L, FDABNDAZ E 7 ¥ a v EICS BT 5 2 L ICHE
L., FEYUBATF Y a— A RKRAETH D LWL, M oERLBEREET DL E 2T AL TEE %2, NDAD &7
Va Y EROICIEIRT ABRICKI S %G, ZERHENIEH SNAHIC, NDADK Y v a VEIRREET L2 L%
MedsZenTEEd,

Ty ANNT 7 e T ur T ARG E GO IRFEZANT TRDAIZHR H S 7o Bdni, BAFE K& UVKGEHE A OHuH
b2 B E S HADMD 7 v 7T & (BHFA, REHGRE) OMRLLD I LbHY £4, BEFAT, Mmic+
S IRIRIRIEDNFAE LR W B R RO 30 it iiE % b 72 b TR XUIRBOIRHE, 2l L <X FhhicisnT

(26)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 MU, docx



MR R TE LS MET 22 A T2 RMNAXISRERY £7, DAL, KRBELZMBLT 720, #BE
FTEOMNGIIRE SNINDADOFTHIIEMA 2 ER 2R U A L 2B 4, &6, BT REAREOIRIZHL R D
BENDHY 9, HEEIMICEDLEKBOERICBY 2 LEEMEROEIERIIES N TE Y, M OBFEOEREY
LRI EEAREFESRE L O THEAIN, REUKREZ TS 2 N TE LT, HEUKER L X, A, @+
ICEB S NRRIBERICE D . BERMADMENEEICHRAEN DR AL MZBE L THREET I, X
WTATE LR HIREZRIBRMN T RARA U MCBE L THREET D LIEHEINT-Z & 2RI E LT
INDZEEBNNET, KBOEME LT, FDAIL, MR Z ST 2 3A O EIRMBEFBEF TR L, @2+
WCEHE SN BGER RGO L2 FRT2 280 £, X512, FDAMFIHAE, BEAROSMEE LT, ]iE
BRI OBERIAREREMT TEBY, 2 B OHE CORGEREORFERICERZ BN R SATREERH D £7,
7 ANNT v IHRE, BEEERORFEAGIZLY, AROLERNLE DL Z L1dd D FHAN, AR IKFE T o
AR L SN D AR H D T,

K[EIZ 517 3 F57F R IE] 8 R O Ak e/ FDMZ X % R3S ER O AR OB, R R ORrEIC R U T, B
T 2 K ERFFO—EBY, 198U4EEH G O HES & FEFrREEE Oy T - Uy 7 A< VIOEE) 1I23E-5<
FRER BT OLRE DM R ERDGEVRHVET, "Ny F « Uy 7 A bk, MK OFAZ X 55
il EOFE OB TR LR M oME & LT, RREMOBFREHNMEZRD COET, HL, FFFHMoO
BIEICRBW T, B oA 2 /S0 ARB AL AFIMEM AR L THET 2 Z SIXTE £ A, B EELMIL,
W@, INDODOFERN H 2> SNDAOFEH B £ TOHARI O 45 IZNDADIRH H 2> S HEE OKZE H £ TOWMAZ M- & &
NET, EEOXRLEARZ0E, ARSNERMCEA SNAFFO > H—2o0KR T, HEEFFEZ, R oK
THIZRSNDARERSH O E7, R OILE ILEIE O P OFA K OVKZIEL, KERFFEERA. FDAL O
HOTTITWVET, YA, BUEFRA LTV AT T A & A% TV B RFFO—2 UFEHIC W T,
R AR VRER O TR RSO B ENDA DR I B0 5 Z DO EFRIZHE UC, BATORFFIME T B £ CRTFHM A IEE
J 57O ORFFFHIMEE REE AT 2 WREER H VY £,

F 7z, FDCAOM HERFEHEICBIT 2T L 0, A X2 EDHRFETH - THORLONAZ S L LS L5
b OOREM XIITKRNP BN D AIEEMERH U £ 9, FHUL W EIT3T T DNDAO KR A RS L 7 i fl O HEE#H 1X. FDCA
WD E | KREINIZBWCHER, B e SMEMICIRTEZIT O MM Z 5 2 b E T, EIKMIT, FDADERR DTG
o (Thebb, FEOERICEET 207 XIIA ) 25HT 52 0M—8OF Ik L TREITKEAE 5 L
ZENRWEE . FEEME L ShvE T, S F, DA, Mt SERZ OO NN—T 3 VI L TT S
il BT EE ( TANDA) ) XUZ505(b) (2)NDADFEEE R Th > T, HEENARICHKLERTXTOTFT—F 2RI 5
ERHERIZ A LN DEZHT L 2 LIXTEEHA, BL., A ) _—% —NDARAFHIZ X > TFDAIZ B ER S L7 K5
D— DOV TRFFF O BSHME UIIR FMEDOFEH 2 SRS ThuE, MERUMIEHT 2 2 LA TE £9, FDCAIX
F7o. HEEEDNERIHE LTERER (AT T7_A T T a2 RE £9, ) BHEFOERBIZENT
RAIRTHD &R LIRS, BFEOERHOFHOMISER, 588 L ITREEIZ O W THHHAE L < I
(272 SNTENDAD AGRIZ O W TCEM OM EIRFTGHEZ AT 5 L E3, Z OMERIOM EHET, FHREGERERICEE T 5 &
HOHENRETDHHEDOTHY, FIMCE D, Jol 22 HIEMEEAF 2 & LRI T 2 ANDAD AEGRE 2L L35 L DT
1ZH 0 R A, SEMBEOMFEMOMEMEICL Y, BRRNDADIRE IKBE N BELETHZLI1THY FHA, HL, H
FEIX, ERRNAERRHTDICHIE 0 BRI OFINEE RTI DI W e T CORTERR A ZE R O8>+
INCEFSNTZRRIER 2 LT 50, LTINS E2BBT2HANZE52LEmERH Y 9, NEMEHED, KEICE
2 EoM SIRGEHEDO RO — > T, /NIRRT S SN2 5E . BEfE oM S IR & ORI 6 0 A 28
BINENET, 2060 AMOMERHIL, oM SR SUIREF M oK THRICE AR Sh. FDAIC LY AFK
INTNEIEBRICET 2 THsRkE) IS NRBRO B EMRE TIOE LT S E T,

RS F07 SHR KRIENITI T 2FHNTIN A Mk UG A OIS ARSI I3, BRRTEERIE ONC 25 5L DR
SR HRTE e ONRIE S IZ B3 2 DVEIIZ I8 1 DBk 2 IR DR SR L 72 0 £,

Wtkhix, BLEITE L CFDADKR A E B 0 ENI b S, SMENCI T B BEE TR 5R 0O B E-o8L 5, o iR 72 B AA I 5L
SEo T, D EOHEIRY R b MLE R AEESRIT IR0 £ A, KESO—EOETIE. AKEGRIEERBA AT
WZINDD & 9 R ERRIEBR PG 2 M7 5 2 L2 \BEMNT 5, KELREO o ARRIT SN TOET, #lx i, B
MEA T, SEOEBRY R RO MEEZRES (ZNZENMMAKIRBIZH Y 32 b 0) 1Tkt L CHKIER A
(CTA) ZHRH L7220 ud7e ) S8 A, FEOBEHIZHE > TCIANKR I NIZIC, BRIGBRIEZED S Z LN TX
9,

HRRIBBR DN, B DT A £ A Ml RER OEMICET 2 Z RO T m 2%, FEEBICRRD £, W
NOZEIT S, BKIGERIT, GCP, JEH & 2 B LR O~ Lo o FEFITED  MERIFERNCRE > TIT b E

(27) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#F03_osTAMERIE_A T 1 &/ /A v 7 55 2 TS, docx



R

WM B A D SEFEBIFE O T CHBRIKIC T 2 BHIRY R OARER D - 0IiE, YU TS A OBIS RIS, T
BITR DA OHEEITHILERH Y 9, FEBICHEREESEZIRE, KECNDAZIRH T DO HEGET, B
HATEREMTOND O LHEU L TWET,

PRIEASLSADE GERR, ST o7 AV I RIIT T HDOE L) I2oOWTIE, BRBBROER, WE0F 18 R,
kSR E R ONRAHC BT 2 B, SEEICRZY 3, WThofaicb, EReEFEIC, BRE®RIZ. 6CP,
A H 2 HE EOEM R B~V R EEICES REMFERNCHE > TITbhET,

LAESUT L ORISR EE ST, B & 2 SMERRI A 28T T E RV Ele, B R O AGR O PR 3L
[, WY 22— WEEM L EEOBE &K OHE EOFBHEOMR L2 D WREERH Y £,

(28)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 TS, docx



E3 [EFXDKR]
1 [EXFDVRY]

AEICHREINDZOMOBERE T, ABICSET S Z EICL VMAAZTNH201THEIZASIBICK T LI FE
FEIZOWTCOAMRERREEICRIT D [FEEDY R | TiRdNiz, YthoFE, MERNSULEROEEICE
RIGFHEE G R O DEx RERZEEICERT 2 Z L2 MRV LET, YHPERT DY 271X, FlGERRES
WCRRHEHSINDV A7 0TS Y £ A, BHBPBIERHR L TORWIUIBIEREKRIS LB TWRWHT22 Y 27 &
UMD, YthoFdE, BRI L OERICERREZEL 52 5RMENRH Y £77, 2017412A31HITKT L
THEFEICOWTOAMEFREEICRM L FESEDOY AT ] IO T, HERERIEH Y THA,

2 [RELOEELEZHF]

FEE LOREERBKFCONTIE, He [EEOWDIL 2 [HEONE] O THHMENL DT A £ 28K kO
A3 THEEORDL O3 THEREE, BERELOF v v o - 7r—0REODHT] 2 ZTEZRITES 0,

3 [MBUREE., BREFRBERUF vy a - J0—DREDTH]

TRONFIZOWTIL, #H5 RN WONTARFIZE F 2 TS SR OB 2 i & R Tt
HNTZIZL ZE MR W LET, FRICEHET2NEITT. VA7 RORHEEFHE WV > T2 fERICOW TORRIRA
BENTEBY £, 1 [FEEFO) X7 | TRRSNIERARBERIZELY, YHOEROERN, T 6 DOREO i#
LB 2 50k THAARA LI RIS R SN b O LT RIBIC R DFER L e D TREMER H Y £57,

B

Bk, KETHICERZES . R H2ICHEDRIBREN 2 WEEZREBICKHT 2 IR O DI OKS 715
AL ORISR BRI LT B AEMER LR T, SHIIERE, SRR E MS) | MR R LT
(ALS) | (LFHEFA VPRI IRRE E R OSEMRAFIE - il (A ¥ 7 = ¥ I URIEIE, A4 A MRFEER DT
I — ARAFIESS) HOIPEIRBIZE T 2MN-166 (f 7T A ) | WNZIET v o — AVERRRAPEFS (NASH) | 4%
FEVEIRAHERE  (IPF) S OMKEREICE 4 2MN-001 (X A ~ULh A b)) OBFREFEHMCEAEZES ZEE2BIEE LT0E
T Flo, ¥t T T A CE, HESMEREIREIEOMN-221 (RXRT RU V) ROEBEICBET 2MN-029 (5
=7V Y) BNEENET, S, 20000298127 7 U = T TR SN E Lz,

WHIE, RISLLCESHOME LA LB > TEE Li-, 201846 H30H B, M40 BAERTIL349. 1E K RATLT=,
Wrix, BT OBGFORMLER T 0 7T AOBREMET D Z LIk D SBRBEMMY ML EH LT 2 L %
HiAATEY, Fio, WK T 077 LA0MEE, KOS RE, HlE L I3FEEMET D X o 2 Bl
FELLIRFEOREGE LT A B AEANRER S NZHAICH, BHMICHZ 0 Y 2 4iia k25 L 2 EtER &
nET,

WHkix, FE A RRIERIEN R W EE R BICKT S E I 2R R BB T a2k S v AL o
AR DRI L > T, i TREZR A A T 2 2 L2 AL LTEBY £, M40 F 82233130
TorEhTY,

« HETGTEEDEBIRL) 25217 T D, HHDEERIEIS T BT BUN-166 (1 77 F X B) DRI DHEEE
Mk, RBRETERM D D BB % 5 0 o BRIRER. BUF OB Alie XId% Ot O BIRe %8 U CES3EE)
BT IR A OSEOE S G I LA RBOMAEDEIZE Y, ZFERMN-166 ([ 7TV T A L) TurldT A
ZHESE L5860 T, B, ERHOMEROEE LOSARORBUITINA T, LRFEEE» LG

(29)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 TS, docx



BT IR O I LES M L CET, FlxE, ki, KEESLFELENZEET (NIH) 25 EICE 4
Peh 2 20T 7o ZREEITR - —REAT I R M LE VR SE & L COMN-166 (1 725 X ) DNeuroNEXTIHER
(SPRINT-MS) 7 = — R2blERIARICK LESME 21T\ E Uiz, £72. ALSIREHE L L CTOMN-166 (7T
A N) DOERRRER L CALS /A A~ — T — T 2EITH ORISR L TESI ATV E Lz, Bk,
MN-166 (f 7T A b)) DOERKRBIZEZRIZHED D720, Hi- IR 2 HEET 5 2 L 2R LT ET,

« NASH N IPFZEDRRFEIE I BT~ BMN-001 (54~ % b)) DR DHEHE
B, BIEIc LA EEWEOFEALM DT, IMRFLEM OB SENE = T 2R A OY 1o & 4 it
HIZ XD RBE G RFBICE Y MIN-001 (XA ~ULH A N) OFIEZAESESLZ L 2EK L TWET,

o BEHIBEED FUR BHFE D55 T e T8 D Bds DA DI [B] 17 72 K FREFEZL i & DS IR D 7T
W, KFREEAH LR EE . ZNEHFFL TS E L, Yk, ATOREM LG EHRiET 5
7 = — R2WERIRBRO5E T %, MN-166, MN-001, MN-221% UMN-029%: D # #E:p o B it i 2 sk 0 T o KRR
et L OFT, SORLEREEOCRGOREMEDOT X LR 5 HERIKHIIRERR A M#HET I T ETEY
3

WK 2k e TN FE R b S

20114E10H . %tkid, BREAED2. 557K KA ERIHANTZET b 0 Ic, W-221ZB9 D AFZER R %45 2 E
Wi DI E v v A WS (o k A ) EOMTRBENZLE Lz, 2058k E Yk,
DD HEBOEMIBNTAEL L U EZAM L ET, Sk, UikEH 4 REERICE > Tl L. R
D& FEME SN D2 DA 2 DO LT JBITHRBEICH Y T2 b 0 EfbdmtHT £ Lic, BEHlikIL, 220 L7
JBATIHS & AT SN D2 OMFRICHR L, HFRGICEH L TRIAEN 2 BERIZE S THEI S S E Lz, IR, 5
WMC o TRAET S, FBRITRBICE L THIAEN 28 ARSI LGRS E T, BP0, 20134
KOR0I2MFIZSET L, B BB OMIZEIL, 201846 H 30 H BIERHAA SN TR Y £/ A, UhiX, DD 5E T A
0I8FELVHIZHRD LD ELERIALTEYET, FvEADOZELEID Y TONIEE (INRIZEH Ean =402k
TFET, ) . BYRIEIZEE LTART AV — MIEEN, B0 OBITEENBIT SN & LTRSS
FJ, 2018 K U2017T4E4A6 H 30 HITH T L7z U R O EIC DWW, [tk & OFICBE T 2 IS IFE8# SN TE
D FEHA,

WHHBR T B

LUHOWEHFE KL OT o MEE, BICEHORBERMICET 574 B 28, 5 AOBEEREERFY, Ytho
WELBAR Y v 7T KOk KR & ORI I B3~ 2 8 . W QNS B 35 % O IR RIS B & O b2 SE D fdis
BAZSIEENC 2302 D B D DAL SN TR0 97, Bk, ERARTEERIE ONC 2 oo 8 5 {54l o R R AR B OV AR BA 7% 12 B
L TATOI D EBORKEIBFICB TR S 2 Yok AW O MEZ | SN EBREER ISR L TV £7, %
BAZE R OVST o MR, Stk S BA 9 D VAR . R K ORI BB A 5 AR i B OV & 5 e, T
M, ZREAFoeiBE. ZRtlliEEE = DM EBIRIEZER [T X O DN & EvE 3, NI O ZERH T E I,
RFFEBRZE AN BIZSCHL 5 = o B . 0. SRIGE AL O ERNE S S EE T, FREEEOT MR,
FAOHE, HMEF LS TEBY ., BtIIEEORE T 0 7T AOERITEV, 2018FE /D E AT 5 =
LERIAALTHET,

TRIT, YOI T 0 7T MBI DZEHE R ORT o Mz TRV TEE Db DT, A
g, FEORMERE T v 7T MK L TONRWEMIL, [TOMONERER ) OHBIZEENET,

(BAL : BB/ FAR RNV TFEB/ETH)

6 30 HITH T L7 DY -3 6H30 B ITH T L2
20184F 20174F 20184F 20174F
NERBHFEE -
MN-221 16 2 24 4
(2) 0.2) (3) 0. 4)
MN-166 715 287 1, 065 384
(79) (32) (118) (43)

(30) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ A v 7 5 2 TS, docx



MN-001 66 31 216 104

) (3) (24) (12)

MN-029 1 1 1 2
0.1) 0.1) (0.1) (0.2)

INERBR S A R 798 321 1, 306 494
(89) (36) (145) (55)

WrEEBE R A B O E H 461 454 1, 469 1,050
(51) (50) (163) (117

WHFEB R E R - UmE A 12 14 24 29
(1) (2) (3) (3)

AVANEN - ¢ 65 89 139 149
(7 (10) (15) (17

T OO T E 43 19 103 76
(5) (2) (11) (®)

WFFEBRZE R O T v N EAEF 1, 379 897 3,041 1, 798
(153) (100) (338) (200)

(31) / 2018/09/07 10:12 (2018/09/06 17:23) , €05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 TS, docx



—AREPEH

Vo —MREREIT. EICHG . RERME N, kB N Yok, ME. N R, 55, FR
AT NTp EOHR— MEREICBI U CRR K OSREPIREIC SEL © B BB A R ORBRER 2 DR S TR D £, —
g BT, AEOHE, BMICEH LShET,

[_‘_.

VOB T 0 7T AR LG A T T AT I F v —2LRT 24 ERHTE 6, WNTY£
OB T 0 7T £ ZART DI OICE@ZET DI, JUTLHEOREE, 74 & 2EHE L I35
HLUTHINT 2 FEHRIEEICBIE LT, S0 —REERE RN T 2 /IRetEnd v £7,

HELRSHTEHECRAEY

WAL O EREE L O E AR O W X G OIS EEICE SV TR Y . 2 BIKEICB W T RICATEZY &
RO HITNDRFHFAI (GAAP) IZiE> TR SN TERY £9, MBEEBHOMERICHZY | BT RETY RO &
TORTNERGT. NSO RRY ROHENL, Frhah=EE, Ak OE N ORI CNCBEET LRI Er
b2 Ed, Ythid, OEBRFER O NT o b SREHE ., NSO AR OB ECEE, U — A BETEE),
BEROEEEECBEET 26 Db 5D, MEAICEHEORFEY 2 REL TV £9, BHORFVIZ, ZhETD
TRER, BB =F 2 DG LI O A28 RIS C TR TH 2 LIl 2 Z OMOEEIZESNTEY . 2
DIALOFEBIR B 1T G R T & W EPE K AR OB 2 ¥ o2& & 72 0 E9° R D 0ESUIERMAD
T, EEOE[PINODORMY LIZRRL5ENH Y £3, EERAY LWz 25 2B EFHOEA T
UFDEEY TY,

IR N7 > N EE

WHIERASE OV T > I, FEhE SN TAERED BATY . B S 7z BAR, B ORERKL ORIROZFRER 2 &R
M EOHERESE, BAEOHE, BMICFEShEd, RBLUEIL, EEROEMNGH LSRR THESLET,
AEOAMNBHE, BHEORILOOHIFERFE R O RT » b L FEORME M & ORICKIEZRZR IR ONEE A,

H=CHRINE /1]

WMHIL, 2013 FEA MY T s A 0BT 4T « TTAHKSE BHOWEB KL OEFHEZIC L, Ytomiksa
WATLZAT v a a5 LTEY E9, BITYtE, OB EROWETH20044FRA My 7 « A BT 4T
FUNHEASWTHE LERITEDOA Ny 7 - A7 a b HLTWET, YiEO200TH:0 BRI T T i
X, TAEA LDOREEIT. FEEWLIRI OB EFELE O N EMIE D85% Xix6 4 A D4 FEE MR O THFBRAED AN IE
HED85% DWTIMENWEF T, G R ZICL D BBEERXEZWAT L ENTEET, ZNHTRTOT T U
HEOHEOIIBITB TR, A My 7 - ATV a v, HEEBMRABARESEONERIIRITINIZZ I AT 15
KWAEL L COKRREME A2, BEUEEE LR L LTERET 2 ZENBEBMTIONET, M2 EMOEM
1Z. M EBIZBIT DATEMEIC L 0 HIESH., HEEER 05 WIS RS D85 2424 L2 g2 b 22 W iR
(—RBIIHER e E AR IS EFRIC TR SN E §, SRR, EEEEMEHRA Ny Y - AT a v
ERATL, TOHERBEIX, BIC—EOREBEOERICET 2 YIRS OB RS ThnE 4, ks
DD HWE T LB, 2205858 L7220 £4, (58 £ TORMIZREWNT, 2305 S8l B4 5 2 H
1, AWE A RO EMMEICESEIE S E T, RN B3 2 00E v RE 72 TR MR DN TEE LR WEEA,
15 RICBT 2 MM, MBI OITHMES ., WMo FHE ., BEKRRXOR, BEKRXOMiE O TR I L2 A H)
FOBEFRKOTREY, KR RT « 7Y — - L— "NEOHKEL RERZEBICANTFHME B ESEREHIE
T

VDA Ny 7« ATV a A EOREFRET, REEBHRLOTFEREME, —HOLBIO VW TOREEZ, 4
K L CERBAT 2 50T, RISUAD BB ITEAENE CTBE . D2 6N, U338k 2 sk 2
MBI ERIREEAE KT T AR H 0 £7,

DA K OIRFFHETC A E B

DA, BIPUTE LTS b 26 ilias, HufS L 7o 33612 B U TRl S 7oA T [ 4 P M OSSR I il i
PEDRIEANEZ BRI D555 LS vEd, BIUCR Y DA OF LIRSV TE, IAMKZ, T ENORIE
B HE DU T R & A 2 B T2 ] 1 PE K QNS I T [ 3 PEA DN 5 IR AUEISEN Y 2 T % 7o DI IR 2 =5t
LR RO a2 WD Z ENBRINES, MAT, EEFHEIBN T, BAMIEEO—FIToNAIZDHRENY

(32) / 2018/09/07 10:12 (2018/09/06 17:23) , €05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 MU, docx



WMCTHZENTEDLID, Uihid, B L2 FERE2FE L LD, MBEEOES LA DN OVTIRE LT T
R0 ERA, ONAKLOMAERNIIR & A0 SN D IR EEE (e E (IPRD) %) EHISNEE
MBS, FLBIOWHET A S OXE L7 0 £9, M HEED A IR O8I E W 2E O O A ES ORI, A
D O R OHIB OFTHERAMIE L 220 4, 25BN, Yo RS () (CEELARELZRITLET,
201846 A 30 H BITE, DIVA K OIPREDIZ, I ENY. 6F 7K R/ K UM, 8F ik KL LTz,

YL FE 2, YO R IR O #EAlh & OSLREN FF5A €D 5 £ TRWIZ SR ORI & ORHL 2 & W0 1 FRE
V2 LET, 25 LiziHlioEEICix, BESIERICEERR R OR YT 47 - Xy v o » 7a—%EL T
MG Z2BE . W ONT YA E BAEIC 3T 2 I [E B OIS A B ZE I BT 2 IR EPHIC L 2 A B E EnE
T, BEOWENE U AR INDIHE, RSB HRIE, DD EEOHM & 02 BEEDONEMIE & O
LRy ET,

e
20184 CR201 TEEA6H 30 HIZFE T L 7= PUFEHY D it

(BF7EBa g L O v M)
20184F J U201 T4E4-6 A 30 B IZHE T L7 T IO FER T R OV T > M EIF, TNENLLAE T RV K095 5K
RATULTZ, 200 50. 555K RAO#EIL, FITMN-16612E83 2 BRI oM X 5 0T,

(—mE )
20184 J U201 TR A6 H 30 HIZHE T L7zl — B Bl X, 2 Eh2. 05 Kk RV RO 95 K KT LTz,

20184 TR201 7446 H 30 HIZHE T L 72 FH] D H#%

(FFEBHRE R OV T v )

20184 J U201 T 46 A 30 HIZHE T L7 P OAFSEBHFE ROV T o ML, EZE13. 0E 72k KAV KON, 85 ik
RVT UL, D1 257K RAAOHEMNE, MN-166 OMN-0011Z B9 2 BRRIFZEE FH O8O IE 2>, 2018456 A30H
T LT OBV R b > 7« 770 3 BT DRI 23, 201T4R A &l T in L 7= 2 &2 &
5H DT,

(— M E )

20184 K 201 THA6 H30 B I T L7 o— BB X, ZNEN5. 08 K RV KO4. 0K RV TLT,
MWD 1. 0E 5Kk RAVOBEAINE, 201856 H30H I T L= WO ERGHENR AR kv 7 - 72 3 BT 2R
RN, 01TERB & XTI L2 LIck Db DT,

TREhE Rk CEAEIR

201846 H 30 HIZH T L2 HIC B W TE RIS S - eI, 2017TFRIBI 04 05 52K RS L,
5.TEIK RAT LT, EHEEBICMHEM SN B EMAIL, FI YIRS 2 MR 0 QNS B R G PE R O AE O
BB 2L TOETR, Zaud, FEB@OBRKUTES S I & v Eoriciik s nE L,

201846 1 30 A IZ & T L= F- 10 35U TR BIC L 0 T2 S - BLASIARIE. 0.67 5k FAT LI, BATHEIC
L0 IES BT, AR FEOMBIL T OREOWHEIC L 0 BE L FHRAIC LD bo T, 20174
630 FITH T L7 B id, BEEMICE 2% v via - 7a—3bh 0 EHATLE,

201846 H30 HIZHE T L7 HNC I W TSR ENC X R SN - BLaMiAEIT. 201TERBI 2. TH K Rauizst L.,
41. 3 K KT LTz, 20184E6 H30H IR T L2 8BV CTIIEIHENC XV il S /2 e AT, o, il
P4, 545, 928K DA EIC XV 38. 5 K RVOFIEMAZ TG L2 2 & KO lk=750, 000k 2 AT 5
Ty MOIFEIZE V2. 48K RVOBESFREZIG L2 LI2L 560 TT, MWBEHRIICL VREINHE
FHEIT, EIRES RO —RRE O DA S ET,

(33) / 2018/09/07 10:12 (2018/09/06 17:23) , €05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ A v 7 55 2 TS, docx



WHiE, 20154E5 A 22 H AT Ty MLV & Co. LLC ( TMLV] ) & ORI TAt-The-Market HREARFZAAEREA ( TATMEE
1) BRI LE Lz, ki, RZEICESE MLVAE U CRITISIRERS0 H 72k Rva BIR & 95 Yk i@
KEERFEHIT 2 2 N TEET, MVEZE C7o S thF@mkoEH (b LHiL) (3. 1933FEMFEIRE (2D
OWIEEEHRET, ) ICESEAMENHHAMBICERESND [l KRAFEETHL AR INDIH LD D FikL
WX ViThbnET, TOFIIE, NASDAQIZ R HEBEDTEH, @k Z DM OBEFIRS BT 5 EEDTEA
XiF~w—r > MA—=—IZxT 2 b0 L ITENEZB U ZEHEOFRBENEG ENET, MLVITEZ, Hthr o Fai
AR ESIZGE . ANV CEERAZEHT 5 2 ENTEET, Yhid, RN SERHIN S LB
FERUC & B FRERFEDL. 0% % EIRE LI FEBIAMLVICKHA ) Z LICAE LE Lz, HEkkaRose I L 5 I8,
MLVICFEH S 2 Bk N O O BB | D 1R Y 72 V) ORI A SvE T, Sk, R REREMIC RS & %
BHROBHAIT O BELADT, BEICLZEHIC L - TIRBRHZHN A VOTHERT S Z eNTE £, Ytk
1X. 20164F9H 16 H AT T, YiZATMRAIZZH L, FBR Capital Markets & Co. ZIRFEREEAICIN A E LT=,

FIZFNCFE D&, 20186 H30 R ITH T L PN se A S 7o dmpk =i dh v THATLZ, 201786 H30R KT
L72 B HNTIE, SRR 3D & Ykl ik 20482, 187k & 1K X 7 0 INEE S mAk5. 782k RV CTHRHA L, KA
2.8H K RVOFEREEZEL, 0. 15K FVORITEMZXHWE L,

WEkik, 20184F2 A 12 HAHF T, 18R 72 0 BEAfI#%9. 052Kk Rz T, EEGI5Z HRUT L 2 Empkid, 419, 890Kk
NEWEZSTET L, ZHUCKOREETL0. 06 K Rv, #igH BIZT 4 2B U b - FEBROAEEAZERLE
) THRIBTAE K RLVOFRELE G CZELE Lz, 1T, BrhiFsIZ Abicxi L, 662,9838k% LIRE T2
@R A S CBEMAICIEAT B30 A OA 7> a &5 L, 20185 E2H 21 HIZiE, 51 ABIC X 58
BG4 T a COERIIRITREIC L D, EEkk126, 038R A IBIMAYICHEI L, WAL 1T K FLO R4 %% 5E L
F L7,

20184E6 H 30 A BIfE, St BLA: M OB A FSEMIL, 64. 21T 5K F/b, JEERE 41363, 05 72K RV T L7z, ik,

AREOBAMNBESHENET HEEE SN, D7 & b2019FE12A31l E TOFRELEDELEBEEARETHLEEXLT
WET, LOLARBL, TEINTODHEOTXCOMERK T v 7T L% EhiT 5720005 EAREFRN 57
ThHDHERIETDHZ EITTEERA,

FT NS URL— NOERYIRD

201846 H30 A BIFE, MthiE, ATV RT U ABBIOERERFIZTHDITHESLEND, AT IF¥—FR 77
A F 2 ADOEER Sy FIEE U AT B F AR & LRI D IBE OFEATEM LD~ -y v T L
DOREBREALTEY 8, BICEHIE, FERSIFTRSNRDTMENERI T > T A, o> T, HHiIFD X
IMBARER L TCWEHEICAL D 28E&HREY R 7 WEWEY 27 G Y 27 AIEHY A71I2ids b st
DEFA, Bt ET, AEBCBOTHART 202 KRE . Y LS o BEFEER & OIS Z2 BRI L 0 F
WERD LD REASITFERLE, BREKVCERSIZHLTRY £8A,

M5 ) 27 2B7 5 B R OVE BT

BHOERTHY A7 1E, @FOLEBHICL 20O THY , ZHUTEICL, YHPRER— N7+ VA 06EETLZ
LR TE DFITH ORI T 2 b DT, UHhoREEBOELD HINL, IARER#ETHZLTHY ET,
L, EROEEBPYUIIZE 5 TY A7 L2201, YU, HICEORELZZITOT VRl ~E LI BEAIC
RONET, Ythid. EFOEECL DY R ZERET 5720, &FF U AT 4 Tiahel-o T 8 A, S,
BEEROEWEMERICRET 2 LICXY, T4 UAZZFEMLTEY £, RIZ, FlEDY i (f—
VR —=T) TRTUTBWTI0R— R « RAV FOFERH-TH, YHORAET 28R EBEERE M OA
EAMAEIT, OO EIRMEIC L 0, ERREEEZITDZ LI A,

20184FE6 7 30 H HIEE D HA KR OB AFSEMIZ64. 2H K FAATH Y . S IXTICEM AR TS ORI 0T~
F— =y b 77U NIZEEINE LT, I, Y084 K OELE R EY O RN 20 T10% D ARF] 72
EERH->Th, 20186 H30 B IZHK T Lz R OCEINC T 2 Y4 OMBB RN ERREELZ T2 Lidb Y
FHA,

(34) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 P SE. docx



F4 [RESHDIKIR]
1 [BEHXFDOKIR]
(1) RO

O oM (201846 7 30 H BiAE)

FEHERR S FITHR R RIATIE S
gk 100, 000, 000Kk 41, 879, 073Fk 58, 120, 927#F (3%)
SRR 3, 000, 000Kk Ok 3, 000, 000Fk

(F) A7 a rOIFEIC LV RITSND TEOKAOE, MEHFIC S L TE, Bl REICKT 54
Hl% O] 1 T2REEOHZE] ) MEHSMHEOERFCHET DHE] Fo FFar) o
WOz 2R TZE N,

@ FATHERRIC (20184F6 H 30 H B{E)

FLd - MELA O 5 A L T %
B O - 5 . ekl :
RIROHE R\ FOB ) RO s s b 5 24
i OB
B GEARES | AT JASDAQT 3 (A & (JE)
- v H—R)
LA - BHIH A
. . DREHATE
(BUASH0. 001\ BB | ) o0 073tk | 3247 & 70— s ififh
%k Kv)
(Nasdaq Global Market)
2t 41, 879, 073%K — —

(7F) @R DONE

(i)kd
YO FATHEBEHRAOKRTIE, BEFRE O OREIC LY | BLYSOSIAITTD 2 &2k LRERE
PEIN GRS & Z TR OMERZA LES, L, UoRITHELERNORAE OB L HICHER L E T,

(ii ) ke
Tmk A DA TIE, KRBT L DHBRITEOH R TH L2 TOFH (MMEORMELEHET, ) ITHL.
ZORET L HBEHN LRICOE L EOFEIHELZE LET, YHEOERERITT, B ORMEICET 5 B
BEORETRTONTEY EH A, DF 0, TESNHERMEOR B2 AT DRI YL RIS T 28
ITIiRZ EEBMETE L 2 LRV £,

(il ) SEE M, Hiaffe e OMEE
YD @RI BTN G SN TEL T LRI TE £8A,

(iv) ¥ 5 K OMig
TR UM 2B, TE ok, AR OERKOB LRSI S a2 TR LEROS
HOETOERREED Y%, TORATOHRAOEIZIHI L TZET 2HMEALTBY £7,

(35) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#F03_osTAMERIE_A T 1 &/ /A v 7 55 2 P SE. docx




(2) ATHEffFEE E S

BUEHITIH Y A,

(3) FATHMRARE S WEAROHER

TR TR P ROMEAS AR IR 55 DA TR DL 55

k=
A FATHURRABRE | TATHRBRIIR | PG ER T
201843 A 31 A - 41,129, 073fK ) (i,l 55973171721];;?
N2200118£44ﬁ)1q 11!3 ] okk 41,129, 073 Oﬂi(;g é?éiig?;%?
fgé?ﬁ?ﬂlgf A 750, 0004k 41,879, 073Kk (;202327';0;;? é}i?é:’;;@?

(E) Hthix v 7 v MKk L TOE@EZT50, 0008k 2 I T\ LE LTz,

(36)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_5—#F03_osTHNERF_A T 1 >/ /A > 7 5 2 W5 . docx




) = AMESEHRGL ()

FHH FATERR R B IR | FATH RS B A AR BARETEE
0. 00k KL
201843 A 31H Ofk (0. 00F)
20184F4 A 1H 0. 004 K1 0. 004 K1
~6H30H 0Pk 0Pk (0.00M) (0. 001)

() YT R TH DV U — AMBIEERZRIT L TR Y £ L2h, FiEsABICE Y, 2005452 H 4
HEES CHERIRITHE T o 72 v U — XMESH U B Bl g mk s L lisfe S v E LT,

) — ZBESEHRK

£ HH FEAT RS Ik | FAT R R = AR A A BARETR S
0. 00k KL
20184E3H 31H Ok (0. 00[)
20184F4H 1H 0. 00K F/L 0. 00K F/L
~6H30H Ok Ok (0. 00M) (0. 0019)

(%)
#shFE L,

) — XCfE R ()

R AR, 200542 H 4 B B s CHERIRITIE CTH - 722 U — ABESEE T B Bip I @k =~ L g

FHH FEATIE RGO E IR | FAT RS = B A AR BARETEE
0.00% Kv
201843 H31H (\}/3 (0. 00f)
201844 A 1H 0. 004 K1 0. 004 K1
~6H30H 0%k o (0. 0019) (0. 001)

(1) YT R TH D 2 U — RO RIT L TR Y £ L2, FiEsABIZEV Y, 2005452 H 4
HBES CHERIARITHE T o 72 v U — ROk 20T B Bl g mk s L lisffe S v E LT,

F T a o OBEE, ITHEMEEIC O X E LT, B TRENCE T IERIS OS] 1 T2dH % ofs )
(2) TIEHEHOEREIHETDHE] Fo [F7var )] OEEZZERIIZEN,

Fo, T4V OO E LT, 441329, 445, 824. 82K RV st A 54T L E L7223, 20114F6

H18 AT TORSHALAE D IZDIT N KA OEIAE O ST AR O RENEE S E L,

(37) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 55 2 TS, docx



(4) KR E DRI

(a)  PTARRAEG

Tmpka (2018447 12 A BIAED L2104 O KK T)

FATH R EUT X

4 X4 7 fERT AT R (31D LA OB S
(%) (1)
HAR IR TRUAR R 1, 467, 000%% 3.57%
e E s\ ——=HHY

%A B TR AL iﬁthmﬁ%w% 1, 400, 000%% 3. 40%
94301 BV 7 V=7

T YT ATy RTUR e~ | N N—m Tk 3 o

Foe X Tr R Ve e R 1, 170, 3708k 2.85%
N U — 435
92037 H YV 7 =7

" - I O SR .

P A 4 N300x ¥ 865, 594%k 2.10%
F 4T« AT T 4275
02171~V Fa2—t v

AF—h e ARY—=h Uy TR b [ Y= A .

S f e SRR 677, T62Fk 1.65%
Z A 71776
752547 X9 A #

JPEAHY « Fx—R + N7 (1A) 2 KGR = 636, 2501k 1.55%
7 A 14201 12F%

HAGER SRk At ;f’%wy%'z HAA 583, 800Kk 1. 42%
AHT1-2-10

HA N T AT ¢ —E AFFERIT (UBFEM PE | BRUHR P o X I 1-8- o

0B 0 540, 0004k 1.31%

MAHFERR A AL T’?‘%ﬁﬁ FH BT 1= 536, 500k 1. 30%
0731l = = — ¥ % —

- o . VT — Y .

D) R ey Ve o m s AFa 526, 0631k 1.28%
Ve LA R34

it 8, 403, 339kk 20. 43%

(D ERETIE,

AR, AT AU 2 T A 0EIE & bz,

B AIUE SN TR L

TRYFEF, LR, FEkRE FEMIRA T 5 & YRR L TWDREIC & 0 IR S 2 Bmkkic
B oW Ty, SRAEICET2HRIL. SRAEDRELIERICESCbOTY, Ez, BITHHRk
Bkt T 2T A R OB GIE, 20185441 12 A BUEICB W THRITHE A O Y Eimk oA FH41, 129, 0738k

ESWTRAESRTEY £7,

(38) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#03_osTAMERIE_A T 1 &/ /A v 7 _55 2 MU, docx




(b)  FEURAEDENR

Eatka (20184E4H 12 A BI(ED L7104 O KRHRTE)

Y
[

TR AMERU T 2

B4 X34 FERT HIMEDOE (1) HEA
(%) (E1)
HE 5 AR 1, 467, 000{# 3.57%
< [H. 7\ S Y

¥ vt o R T MRS i%;“*‘jﬁﬁﬁ%ﬂg% 1, 400, 0001 3. 40%
94301 ) 7+ =T

TH YT ATy RTU R e~ A RN N—m - Tk 3

Fr—R e TrUR V- AT B TIAT VbR 1,170, 370{ 2.85%
b — 1435
92037 H Y 7 =T

e M7 - hatv =

H 94— R 300w 7 865, 594 2.10%
T AT AT T 4275
02171~V F a—t v

AT —=bF AR —=h N7 TR YW= T A o

S Ak e o Ay e 677, 762/ 1. 65%
54 71776
752547 ¥ 4 2 ¥

JPEAHY « Fx—R + N7 (1A) 2 HT R Sy 636, 2501 1. 55%
v (14201 120

HATES M A S PR R 583, 800{ 1. 42%
ST 1-2-10

HARNZ AT 4 P — B RGFEIRIT GFEMPE | BURHS R YL X 5V 1-8- o

0 e o 540, 00018 1.31%

IFEIER R R A T’?‘%Hﬁ FH BT 1~ 536, 500{E 1.30%
07311 = = — ¥ % —

N o MU=V

ST —R e AT MO 526, 06318 1. 28%
v LA R34

=t 8, 403, 339Kk 20. 43%

(JE1) 201844 H 12 HHI/E, MHHIZokD B BN A2 A L TEBY . MR TEOBEIMHE T 2 A B IER OB &1,
20184F4 A 12 B HILTE OFIEE OREIAMESA1, 129, 07T3EIZE SV CEAE I TV ET,

(39) / 2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_5—#F03_osTHNERF_A T 1 >/ /A 7 5 2 W5 #. docx




2 [RBOKHA]
AT B O A RE R ORI H (20186 A 11 H) . HIEHIRFMMICH O TREICRBIIH Y ¥ A

TLE (BHEoITHR., ZREROBGER O : 14, KEoBITHR, HEROERE O : 24 (Eo#dT#k,
% B K OEHRDEE  22.2%)) .

(40)  2018/09/07 10:12 (2018/09/06 17:23) , e05958_wn_18462607_0102020_% —#F03_osTAMERIE_A T 1 &/ /A v 7 55 2 MU, docx



5 [REOWRH]

a AFELBOAT 48 A7 ORGPt (DUT DU &9, ) OF 0o MU -HEE 8 EAIE
KENZFB T 2 FET KO RICAIER Y L3 5 5 2FHRRNCHERL U THER S N 7o AERLHR OIS o0 DY -1
FEM B EE CRERESBS Z B4 (SEC) IZHEHH S 7220 ISFE 20U O W5 E4£2010-Q)  (BLF TESLoo i
RSB EE] S ), ) ZRIRRLZ b0 THY 4, Yo UEHEREME EH O A AR T 2BRIZON
Tk, TE BRSO R, S OERFIEICET 2801 (BFI9ENBTS  #5635) 855 H1H
DHEZBEMA L THY 7,

k. AARLKEE ORFHLE O KR OFhell N RRGFIEO EERFERIZOWTIE, HH50 13 ALK
& ORFRAIOME] ICREfL TR0 £,

b FCSCO N EEEE MG BRI, MRS FEEITON L B — 2210 TR ¥ A,

c RSO N EAE S B S EEICIE, RSO W ER M B B Ok FAVERROEFD H HLEHER L DIZONT
MEEE I L CBY 9, BARMA~OHEZIE, 2018484 31 H BIE DER A4 = ZEUF I8 T O XK B IE
WMFEABOME, K RA=111.06MHDAFL— b 2EA LB £9, 2B, MAFREIT. BT LEoR

ROTZHODHEDOTHY . KFEVEN EEOL— P CTHIZKBREINDZ EE2BERTAILOTIEH Y FHA,

d  HARMEOESO2MK O3OHEIH|IFUCO V= EA S ERICITFRHE I TR Y 8 A,

(41) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHE LM AT 4 > ) 34 v 7 45 2 T 5. docx



1 (VU= g 55 4
(1) DUt B e AR %

TAIMET S OB FEAE 5

(387, 353 FM)

PSS
HE S F IR AL AR
(2018426 H30H) (2017512431 H)
()
X5y &8 Ck R & Ck R
(& E)

IENEPE :
B K OB [R5 W) 64, 162, 778 27,991, 743
AL A J OV O O Ji B & E 443, 022 336, 580
BN E AT 64, 605, 800 28, 328, 323
DA 9, 600, 240 9, 600, 240
M2 B 56 2 (IPR&D) 4, 800, 000 4, 800, 000
Jvig — 616, 657
B[ & e (iE) 59, 689 62, 886
Z D& FE 10, 958 10, 958
- 79, 076, 687 43, 419, 064
(8,782, 257T) (4,822, 121F7)

(AR OB EBEAR)

TEh A
B HMESS 351, 866 1, 520, 225
RILEHS 1,216, 279 1, 360, 744
mEAE AT 1, 568, 145 2, 880, 969
R IR Rt 23, 684 —
HRSERL 4 A 1 201, 792 201, 792
BRI STRIEAY 1, 694, 163 1,694, 163
Py 3, 487, 784 4, 776, 924

(530, 525T-M)

BREER
WiEpkl FEm0. 001k Kb
(FHEE AR
(AT B R0
ARG E
Z OO EFEER R R EHE
BRIk

KEBEAGR

AR R O EEAGE

41,879
(100, 000, 000%£)
(41, 879, 073#%)

36, 453
(100, 000, 000%£)
(36, 452, 893#%)

424, 783, 220 380, 156, 510
A 92, 806 A 94,623
A 349, 143, 390 A 341, 456, 200
75, 588, 903 38, 642, 140
(8, 394, 904TH9) (4, 291, 596 T F9)
79, 076, 687 43,419, 064

(8, 782, 257 1)

(4,822, 121°F M)

I O W HBERE M B E T D TR e 2O 2 &

(42) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT ¢ > ) 34 v 7 45 2 T 5. docx




(2) DU K OVERERIR R A ()

<200 - A R A4 ) >

2450 P M-
HRE R R
(H 201841H1H
X 201846 H30H)

T 55 20 = 1)

I R IR
(B 2017T4F1A1H
I 201746 H30H)

X5 &8 Ck) &8 CkRL)
e Ve — -
EHEER
WHEBRE R O o N 3, 041, 300 1, 797, 869
— A B 5, 025, 563 4, 030, 641
B RAR 8, 066, 863 5,828, 510
(2 <EES A 8,066, 863 A 5,828,510
SRR 381, 576 39,913
Z DD XITE A (A) 4 A 10,474
BB | i O 2 A8 O A 17,685,283 A 5,799,071
EANFERINGE (AXEA) A 1,907 A 6,090
» o . A 7,687,190 A 5,805,161
LR EITIR IR T 2 D0 (A 853, 739FH) (A 644 721 M)
S . s A 0.19 A 0.17
FEAR e O A% 1R 72 0 D0 BIEHE 2 (A 21. 10M) (A 18, 88F)

FA e O A% 1 BRE 72 0 DDA R O
FHRLICEEN L7k

40, 351, 585FF

34, 587, 2168%

SRy s =i YIRS UEUEISES
ZOfMOUEHRK (Bi51#&)
R R

IS UIEGRIEPS

A 7,687,190

1,817
A 7,685,373
(A 853, 538FH)

A 5,805,161

1,215
A 5,803,946
(A 644, 586 )

WOV EEEE M S ERICH T 2R ES RO Z &

(43) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT ¢ > ) 54 v 7 45 2 T 5. docx



(3) DUHLEREF v v 2 - 7o —EHEE (EEA)

2445 0 U - 4]
AL A
(B 201841H1H
£ 20184E6H30H)

BT A 2P0 2 1)

R R
(H 2017T4E1H1H
£ 201746 H30H)

X5y &8 Ck R &8 Ck R
IR
RSP EPS A 7,687,190 A 5,805,161
DU e HMIAR 25 20 & B TR BN L 0 ARk S v (EA
Ihiz) Ble (MR ~oi .
FEBLA ORRUTEED < I E H 3, 353, 637 1,928,039
TR H 2 S OME R 13, 479 14, 454
JVESE R A 19,867 1,673
R ER CABOES)
ATAE H K OV Ot B A 104, 307 117, 260
BHMEE . RIMEH K O oo Al A 1,290,513 A 214,784
A 5,734,761 A 3,958,519

HEEMICE A Y vy - T r— (Fi%H)

(A 636, 903T1)

(A 439, 633TM)

PRBEEE) :
IV E P O B A 10,207 -
JVORERIZ X B IXA 636, 524 —
BEHERIC L D% v v a7 o (HUD o N
(69, 559TFH) (=TM)
AHSTEE)
A DIITL R ko 7 o F T g .
E%E*ﬂiiﬁﬂﬁl7 T NCES A EHRAORITICL D 27,902 65, 025
MBSTETC LB % v v om - 7 m— (400 . 278,499 % 730, 250
(4, 584, 390FM) (303, 222°T-F)
Bla Kk OELE RIS R D H B 724 980 279
Hla K O EL4 R 54 O AR 36, 171, 035 A 1,227,990
Bl K OB RS O E 5% & 27,991, 743 24, 118, 037
Bl e OB [R % 00 DU R R 5 64, 162, 778 22, 890, 047
Xy via - 7a—fRB5ENER
BB SN 2, 725 5, 080

I O M ERE M B E I D IER 2 2RO Z &

(44) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT 4 > ) 34 v 7 45 2 T 5. docx




(4) DY I RS DR (I A

IRIVE S )P
ik R

Wik, 200097125 7 ¥ = 7ML SNBEIRAREE T, Yok kELRORAT RS Sh,
AF 7 T — VG R OREGEREE OV ¥ A Xy 7 BB W TRE SN TWET, S, KETS
ICHEENRESAZEE BR=— AR SN TOWRWEERERIERE x5 & L0 & 21855 T155RED
BEELOBFICE L LA TERFD T, YHITRAE, TR TR AE MS) 75 ZE e M 2R A Lo
AL RNZ A X 7 =& IV (RERAD . A EFA R ORI BT V3 — UHRIFIE & W o 7o R TFIE « H B M
SRR BIRIRZ WG & T HMWN-166 (A 72T A b)), WISIET L = — /LRGBG8 (NASH) S0 5 38 P it R e
(IPF) 213 U8 & § DBHEE DR E 2 G & T DMN-001 (# A ~b B A B OFIRIZEA L TCWET, Biko g7
T A AT, ZOMIZHRE I EAMERIEOTRE Z IS & 9 AMN-221 (X KT KU >) K OEIEHE O IR & ) &
FTHWIN-029(F =7V DR EENET,

B 7R D AT

LYHUTKENZ B W TR MBS ERD 720 D —fRICAIEZY & B b1 5 2FHR A (GAAP) K R FARE10-QIT %F
T 5 KEFEER S| ZE B4 (SEC) iR E I NTRegulation S—XDRule 10-01(ZHEHL U T, FRAT L 7= diks i 15 205
() ZER L TRV 3, Lo TUMBEEHICIE, GAPICBW TREERMBEEICRD b TV D EH
EOBREHOTRTREENTNIDITTIEL Y FH-A, REFIL, TR IR RFRIC OV T ERRE,
REMBEE X Y v o » 70 —ORWEZ#EEICRRT A7TDIC0NER, @ ORENES I 52 Toadt
FOFHERBZENTVWDIHDEBXTNET, BTOERUEERE (BEE) ([, YA TZEOEETEAOM
BEENEEN TR £,

I O ESEIISECICIRH L2 44020174512 H 31 AR T AEE O AL ERE 10K EoFERREEICE £
NOEEFEEMEEHRLORRFELE EDY CRENDIRELOTT, ZOREE LM ORE pE
T L b 2 OO HSFEIH T HEEFEREROREEZ RET 5O TIEH Y £ A, 2017412731 HBRIED
IR ILE B REOERFEMBEE L RITER S NZ O TT, GAPICE W TEERMBEREICRD LT
WAL TR TOERKOATEEREENTWDH DT TIEH Y 8 A,

FEZERRZE K OV ST~ b

FFEBAR B3R A LR C & A LS, EICEEBoMERZ oMo Ak, #0mk O E A2, #F7ER %
HOMHHE, 748 AEAROIMNEEE ~OEBLFCR R ENEGENE T, S5 200 1845 2 5 M & OWi4E
RO FEBI R E ORFAIL, FHEN2. 987K FA KRR THE K R TLZ,

FEF O HBE R O R b2 B 3720 0 A, B ATREME N AR 2 - DR ARICREE A ELTnE 3, 4
tiE, T2 FOHBEICEIE T D 2T ONERE HZZERE R OVT > P BRICED TV E T, G2 EEss R
FHHAM R ORIAE R I 1T 587 > MBI HoOREEIL, H£120. 15Kk LT L,

ALY oA
GAAPIZYEL U 7 M B EHH A VBT D 71T, BT, @ B M ONERSIC B T 2 iy @RI e e &
A% &9 AREY ROMRE Z1ThR i e £t A, EEROMRNSZ ) LR EETLZE6HVFET,

Bt EAEONE

20184F6 H | KEMGoEH RS (LUT TFASB ) &, TN —#A#@ (Fvw 2 718) | (ASU No.
2018-07) #AF L FE Lz, ARASUL, WEEBIDT CTRIFFEERN D OME Y — B X O RFIZBE L7 #kRIc &
SLZIBWOIY b HASCTIBIZE 5 H < T OXM R L ILIET 2 DT, AETIX, 2018412 16 H LUFEIC
BT 2 FEFEROYFFEFEOMNPRFHM LV EH SN E T2, BEMEALRO LN TWET, Ythis
£, ARUET O A2 ML OERE G E R ICH 2 D BT OV TR ¢,

20164F2H, FASBIZ, TU—2=x) (ASU No. 2016-02) ZAFK L FE Liz, AELMEIZ L HFETIL, EATOELHEIZW
THNL—F 47« =R LTRSENTELY —XZOoNWT, V—XEHELN) —2 AL TH &I
R0 ET, ZOHEREIT LY N S EAME RO BT UZ VT, EREY —AHMBI2, HEBXD Y —R

(45) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT 4 > ) 34 v 7 45 2 T 5. docx



FTATIZOWT, EMAEEE L ) — 2 AEEZRENREICE L1252 LREBEMT O ET, ZOFEHREIT, 2018
F12H 16 H LIRRICPRAA T 2 FEEE RO YHFEFEEOH P FHIM L v EH S ET2, REEH RO 6N T
WET, UAIEAE, AREYEOWE A S ORI B RIS 2 DI OV CRHIiTh T,

PR EAT
WAk Dt I YE

INASIT E TR & DRI » TBIT SN AWFRBRRITR A BB L > TR SN TV E T, SHITHBRICE
WTHSE L2 JBATIRE 230l L. SRR 5 C o \W T R - 72 STRGEAMIRS & %5 58 L > B3 kK % 45 B 1T 3875 12D
L. TOEIRBEHEP—TOHMITHZ0 b LT —BETHRESNEHE T, 2 OROESDO VT &7
L7eaic, WasEdt EL g,

(1) BER, HEEFOBITICE > TRESNARENHEIEZ, FRRHCZIT RS THET 5,

(2) HHEERN, EENXET2EEZAINT 20 E IS5,

(3) MtiaEEOBITH., HHEEETMMICER CEX 2 EELZAINET. o, MEEETNBEE CILE T LEBIT
V2R  3H B 0T B sRi FTRE A HERI &2 47 L T B,

X v A B TEBRASH

20114E10 . MHhiE, 2.5H HK FAOERERFHOV—KE%2 5l & LT, FvbainmTEKRSSHE (0L
T, Ty ARER] ) & OMTIN-221Z B U CHFERSE & FEi 3~ D4R BN A fifs VW o LE Lz, AENOS
THIZHEV, SHid, AMFZERBR OEMIZBIE L TEL A —UoEAEZAH L7, S AMIEREICEb L &S
T REMER I S TR L. ARZKNTIT2 OO LIEBITRE R H D b D & LTI £ Lo, BGUliRIL, X4
Z2ODIMSL LT JBITERE & B2 SNADWFRHFITH LT, FEBHFITHEL TAEL L3 A MIESER S LE L,
NS, SBITHRGIR L EERIEMM P ICRENTFHRIN IR A MIXTHRHRIECTEFFELTHWET, B
—[EBE AR FRBR 1T201242 36 L U015 T LE L7, 2 IR REBRIZ201896 A0 H e i CE LA E > TNV E
Hho B W UE L TE, SERRBRIL, 2019 EIZETT 5600 TRHLTHWET, Bx v A KL
DOHE LT — R IS FT AR 2 PERR L 7o &8RIE, B iR E TRIIBEN I & LT EEn TR, 4%
D OBITEBOFTRITIE U TRENFH ESNTW& £9, YEE20U ks 2 3 W L ORiERSIICB VW T
XA B & ORI BT U CGRRIR S NI T B 0 FH A,

3. AIEMMHEORIE
NTEANE & 1%, T SMEM OS5 BEIZRB W T, BEDFRANC LY ZITED Th A 5 flits LAl % B
FTHEDITKL D) THA ik, ThbbHOMikEELET, o TAEMEIL, TESIENEEITA[D
MERAT T 2T OBV D THAIREICTKE SV CRES NI HGEZ B L LZHIEE T, 20X hREEE
B4 2L LT, AEMMEE =S A F—2 FTiLD3 DD L~YLICHET L Z LIk ANEMEZBET DB
HAWa A 07y NOBEIENST 2{T> TVWET,
LoLls IR TSR0 DGR O & 5 7B TRE/ A 7 v b
LoyL2: IEFRTTHEICIT 2B OEE - AEOMHGME, S0 OITHE B AT TSR CRWTTHIZIEIT DR
— ML OEE - AOMRBMKICE DA 7 v b
LoyL3: Wi T — 2 DN EH D WDITEE A ERWTEDBEARETRWVA Ty FTH Y HEMREIC L A MA
DIRENEREND,

e K OBARSIL, 20184E6 4300 K U20174E12 4 31 A BI/E CATEMERIE SN~ — - ~v—F v |k - T

HUr b (ENENET0, 988K RV K TN666, 265K F/L) ZEATEYD, AFEMEE =F 1% —D L~ 1 & LTh
HENTWET,

(46)  2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH AT 4 > ) 54 v 7 45 2 T 5. docx



4. BFREE

BiEiE, 20114R9 2T 24 H & LT, WHLEL R ARAF Zhe jiang Medicine Co., Ltd. & ALINEEIHEZ
B B % 4 A BR 2% 7] Beijing Medfron Medical Technologies Co., Ltd. (IHBeijing Make-Friend Medicine
Technology Co., Ltd.) &DMIT, BFIHERILT LML LE Lz, 201488812, PEBUFIIHNL
EA R ATRATI OGFREIENS OB & AU A RFERNOET L AR LE Lz, BRFELNOOLETIC
L oT, A TH HZhejiang Sunmy Bio—-Medical Co., Ltd. (PAF [Zhejiang Sunmy] ) 2%, dbEREIEHEZ
B A IRAT & B2 EN60%6T SHET 5 6att e 2y . HEICKIT HMN-221DBAFE K O s kil Y
IR DALEMOBREITH Z ENAEEE 2 LTz,

Zhejiang Sunmy|IEEHFF HERODHT LN, YHIITOEL D ZHEFITITZLY LETA, ¥R 5E, Y4
tEiXZhe jiang Sunmy DEGERZICE W TRYHRE HOTE BT, FEOTE 2R T 5 UIHEERBE %2 KT
HEBRZH L TR0 025 T3, YthidZhejiang SunmyA3dt L9 28454 FFLICKHT 2R HEIG 1T U Ttk o
FEM B EEICR D ATLRNIEIC X > TRFHAE LTV ET,

2017T4ETH24 8, Ytk & AL EEHELGREEBARATIL, #FNT2TEOBRGIYROERERD Z & 250
[ZZhejiang SunmyZ S5 Z L THEL. YROAREZ20ITHI2AIIHICHE Lz, 2017T412A31HBEDY
Fho ML SR R FIZIX, Zhejiang SunmylZxfd 2 BB EHICHE O R HI G S B0 A2 M L 2B RIIERE L L
TEFESNTWET, 201848 . YHIIAREFRFEOMEES L OB OEFEIZE, 0.6H K RLVOFREL %
HLELL,

5. BRRUTES < 3
A v T4 7 - I

201346 AT 41T, 2013 FERA v BT 47« T UUT 0137 F ) V2R TEL, ZOFF0D
T, BTS2 ORRIZB T 21EEE, %A, FEEBTIR IXa P Z o S Th LA L
T, Abw7 «FFvar, AWM, SRR, SRR = > F RSU) B L OZ OO @E % 5
THZENTEET, 20134ET T T SHDOBEIER 20044 A BT 47 « FZ 2 (BLF 12004475 ) ) D
Bk 77 LTI, 201347 T N EE S K FAT O T2 OITH R STV 2 kUL A FFT5, 200, 000K TH D E 97,
ZHUTIN AT, FERERIHATRE & 702 DRGERKRA] 2, RI7 7 VIR LEINTWET, ok DREKRRA] &3,
20044E 77 N K0 A S b O OFTESUIRF RN R TR T LIk, MAMEICE DR o727
KU, BWRSNHA, 510132 9 LRI S JUR BUN RO S5 4 BT 5 72 0Iic K
BILEE S 7oA L £3, Sk, 20044E 7T > O F CTOHRBIBOM H5134T > TWERANR, RF 7D
TTEINREITEIN TN RN B DIZOWTIE, BIEEEFET 7 U TED DNIATHESRMIENEH I ET,
20184E6 H 30 H BAAE, 1,494, 592D A7 a 8, 2013587 T N EEDS < fF RO B DO 7= O IZH AT RE 22 R AB I &
nET,

WHIXRERE, WEEBERFEEHUA Ny 7 - AT a ERITL, FOHEAMBEL, EEFMPME TRIZBWT
LHEFRER RN T, —EORZEBEOERIZET 2RI ESZIThbivES, BEESN 105 Hl% FLZH
N, BHHM OS5 H L7220 £3, 5HFE TOHMITBW T, YR a8 i, &8s B BIEO A EME
WICESERESNET,

Abv T A Fvav

20134ET T v RO004ET T AN L V5 ENT-AT Y a V3T ER XV IERADITHY . ZDIEE A ENA
5 H X0 3ER LAERICHER D MEE LE T, 201THEK V201846 A30H £ TG SN X ToO4 T aro
MR, FH5 B BRAED Y HEEE R O T & —B L CWET,

201846 H30 HERAEICH T D U hD A by 7 « A7V 3 v O OBEFEHROEIILL T D &L B Y T,

JNE )

REAER ITEATRE

(BR) CKkF)

20174212 A 31 H BITERI TR & 5,514, 038 4.03
154 1, 222, 000 7.11
1% A 125,391 3.25
JiNQIEEXS A 1,000 4,52

(47) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT ¢ > ) 34 v 7 45 2 T 5. docx



20184F-6 A 30 B HLIERITHE 7R & 6, 609, 647 4.61
201846 A 30 H BLLEF T/ Al GEFR 1) 5, 325, 813 4. 05

WU MW RS A IIC R W T, 125, 391D A 7> g U MTE S, FREOREETO. 48 H2k RV Z2 54
LE L7z, 2B, AfERPICS WISt T v a viddb ) /A TLE,

EEEMEATZ v

WA D200TEFENEE BN 7 Z o (LLF TESPP) ) D F T, @300, 000K R FEAIT DO Y WIRBHR ST
WE L, BRShaH%uTEola, 1150000k | TRISFHAFE O B BIEORITHE F@K B D1%] X
AR RICE DV IRESNTZ N D XD D WIS T 28k 05 B, &b A7 WERERER S B4 B 8
WINE S vEJ, ESPPIL, WEIMEE B U@z THAIB OB BIZB T 5 A IETT 5 D85%) ik
(%6 HOBEABIBOK T BICBIT 5 AIETRMED85% ] DOWFIMEW T OIZ T, 5K X VA
THZELERDTOWET (L, EREBOBREDIL%EBZ D LT TEEREA) . 728, ESPPITHMIHIE &
HIRINETOT, BT A2 B EHECH ELThwET,

A DU - B S B I 8V T ESPPIZ & 0 51 T4, S6IRIEAT Sk L7z, 20184E6 H 30 HELAE, ESPPIC
L DR DIATO T OITHFIH ATRE 2R 194, 11IE T,

e A

ARy 7« AT a v KR OESPPICBIE 2 BRI D < S IS FEFE OB EEAAFHCEENTVET,
W2 DU M WS B IR R ORHERISICB T 5 A by 7« 47V 3 v K OESPPIC B3 2 BRI 23 < Sl
L, FNENS AT T K RAVKRLIF T K RV TLIL,

Wik, HRCE S HEB ~ORITITE T 5 A0 A EMEL ORI E SO EIL, 77 v 7 =
va— VATEET AVEMERN L CWET, BLFORE, L2 R I R ORiE RISV T 5 &
7oA T 3 v ONITEE R 2018472 5 NI 201 746 A 30 H BIAEDEEEIM R kv 7 « A7 a VO EMIEE
RELT=OIHNONTEA Ny 7 « 7Y g v DN SR D INEEYORHRSEM 2R L TV ET,

6H30H I T L7=6~» A

20184F 20174F

R b7 - AT arDRiREMH:

Y 2 7R3 2.73-2.77% 1. 75-1. 89%
@R O TR A B 2R 59. 76-66. 70% 66. 33-70. 93%
B 2= 9 0. 0% 0. 0%
TAEHAH () 5.0-5.3 5.1-5.3
ESPPODBTIR S

Y 2 7 14 1. 92% 0. 92%
WO P AR A B =R 76. 8% 34. 9%
(VI ER) 0. 0% 0. 0%
TARHAM () 0.5 0.5

20184F6 A 30 HETE, MEFIRMEDA kv 7 « A7V a VEBHCEET 2 RMEEOWE = 2 S 333 25 52K Fvd
DETH ZAUIINE L ORHERNTEEIH TH 20. 541007 o TEMEIC TRFS D RIARL T,

6. BEEAR
At-The-Market FTEEME AZLHK

Wk, 20154E5 22 H AF1F T, MLV & Co. LLC (BLF TMLV] ) & D[ TAt-The-Market FikkiR7B(CERZLK) (DL
TATMEERD] ) ZfiE UE Lm, FERIC LD . BARIIMLVA @ U, e mpk 22 84T MA% 84830, 08 72K RL %
LR E UCRERTRAIT 2 Z LN TEFE T, MLVAE U CElkalE AT 285 A4101F, 19334EFERIGE (20
DWEEGETe) IZEIENMEINTRule 415ICB T2 EHR LT IMTiGFz@E U] MBITERRIN DI HDDH
HBICEDFHRFEEL 20 4, 25 DHFEEICIE. NASDAQZE DA DL DOk 05 B /il CHEERHIT 57
H, N, ~—F v PA—H—~DFFH RN~ —F v N A =D —%@UIRAFERNEGENET, 2. Yo
HaTAGR A BRIC . MUVIZEEEA2 MRS CoEAIT A2 2 &b T 9, Hthid, MLVicx3 2Tkt L, [H

(48) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT ¢ > ) 34 v 7 45 2 T 5. docx



B S BHEN R L 2 FRERDL. 0% % LIRE LTHH ) ZLICAELELE, Yo FH
1E, MLVIZFEH S 5 Y8 @ik o B O B 12 ﬁéuﬁﬁtbmﬁﬂm%uEﬁéni#o

YHE, FENE X2 RHT 200 REBEBLADT, 2, WO THLEREMIZE Y FZNEMEHNTE E
9, Yrkik, 20164E9 A 16 HAFIT T, MTV & S L 72 ARATMERK) 2 fE1E L. FBR Capital Markets & Co. & JRFE(VEEA
Iz ¥ L=,

WD IR R EHIRIC B WL RENCESW GERI SN =B BT H Y TH A, BIERBICBWTY
FiE, FEKNICHES & IR 7= 0 INEEY MR 5. 782K RL @ik 482, 1ISTHEDTEAIZ 58 T L, MREET2.8H kK
RAVOFREEZHELUE L2, AU TH K FVORITERANEAELE LT,

Emgkov 7k

U 2 DU e HEL S B R IS U C G ARl Rk 750, 0008k 2 AT 5 U T o R MTE S, REETL4E KR
NOFREEZELE L, 7BXM54750, 000DV 7 > MTEEZ S - T, @k a RITHEOV 7 |k
F72< 720 E Lz, AIfERIICBWTITHE SN T 7 MEH D 8 A,

NIV
Wk, 201842 12H T, BEEBIZFRUT LD . KRGS 7210 9. 05K RV T Y 4@ k4, 419, 890Kk DA B
WEAFET L. ZAUTK VRREETL0. 0F ok ML, MIBATHRIBT. A K RLVOFREEZE L TWET, B, F
BaoMEEL, FEREORENOGEIZT A AT TV b« FEBEOABREAZERLZETT, Zhichimx, %1t
i]%#mw9%%® R A AT CBIEATE 230HMOA—"—T 1y AV b« FF vz zq
DA E LT E L7y, 2018F2A21HIC, BlZatth oot 7 va v — T L2 Licky, BT
éﬁ LBk =126, 038Kk A2 BRI L, @ﬁflrﬁﬁkbw®$ﬁA%§%Libto

7. 18R¥7- 0 MRk

BYIUTIEAR T RES 7 D MidELE . B O E RO T2 RBAT B o I OIS A CR L CRIAE L TR Y
F9, ArEE RS0 MR, B O ARV BT E I ER AR ETERNIC A IR 2B T L5 (%
WS O INE RS TR LU TER L TEY £, Ao RIC L 0 e &N 5 BT mkl
FEMIL, YHIZBT2A My 7 - A7 a VOBRDRRT 7 MIESERITIND WREMED & AL 0 #%
RENFET, HEEXFESDIIV A EIEL D D720, YoM BHRICEREIN T2 TOHMIT OV CHAH L
% 1S 72 D MBROF RN BRI STV ET,

PUF OETERNC A LR A2 F/ T D5b1%. UAE bRz »H 5720, AE bk 1 Y472 0 MEROFED 55
LT ET,

630 0 BLfE ()
20184 20174
Abv s e FTvar 6, 609, 647 5,587, 017
AV — 869, 047
&t 6, 609, 647 6, 456, 064
49 —

(49) / 2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT ¢ > ) 534 v 7 45 2 T 5. docx



2 [Zo#]
HYFEHEIIH D THEA,

3 [AAREKE L OFHIFEH OEE]

LI B 2 PR B IR EIC B W T RICATER Y LD b 2 MM B E R o=
FHRRI CREIZFHEE) [CHEIL L TERL S VTV ET, 18- TRIBPEEERM BRI, AR T—RICAIER
YLD BN D RFHRA (B AR FHYE) [THEL U CTIERR S 7o DU I3 5 & beie L CL 2EHEI, S5HE
TR OFRIFIER R > TOE T, KRERFHERE L BARFHEEO BAME R, B0 201745 O A MiFES: s
HFO T, 4. AL KE & ORFHFIOME ] (ICREH S NIAERN O EERLTTH Y £HA,

N

(50)  2018/09/07 10:12 (2018/09/04 11:37)  e05958_wn_18462607_0105010_%5—#04_osTHEEH_ AT 4 > ) 54 v 7 55 2 T 5. docx



%6 [HEAZHREDHRS]

K RV E M OZBMEG T HARENIZES W TR 2 3 H 2 B9 2 2800 oo B FIHTREDRIZ M4 5% 0 -1
ICBWTHE#HIN T A ZOEBN L E T,

(51) / 2018/09/07 10:12 (2018/09/03 11:17) ,/ e05958_wn_18462607_0106010_5;—#F05_osTHMERF_A T ¢ >/ /A > 7 5 2 5. docx



FE28 [(RESHORIESHFOIFR]

%1 [REERHIFER]
BRUFEHIIH Y EHA,

F2 [REESHLUSN O DOIFHR]
BRUFEHIIH Y EHA,

%3 (ERF0iFH]

HMUEHITIH Y EEA,

(52)  2018/09/07 10:12 (2018/09/03 11:17) ,/ e05958_wn_18462607_0201010_5 —#_osTHESF_A T ¢ >/ /34 > 7 5 2 I 5. docx



