A FKEIE 1223 5/ 5 =&
A Ff 4 4 12 B 23 H

FAERREATE (7)) & OB

B E R - AR TR R S L A A B A
(2 B B W)

[ R FER D — % FEST ] DUIEIZ DWW T

VAR BN R 3K O RFFERE 38 2 M ER IR O L, R~ c ik
5720, KRFBEEEOEBH MO REEZ XD Z L OMEMER R ST
WET, ZTOXIREFHEINZ DO, EERLEHIFRTERSZE (LLF TICH]
LV D) DRk, E. BEMEEEIMEOR ST, AKREAE RO
BRAZ2FARN OHERE A X D T2 D DIEEN DTN TN D & 2 AT,

O TEERRBR O —fixfadt) (UUT TRTA T4 LwoH,) &, ICH
IZBITHERICESE, %w%hé@ﬁw%%ﬁ%w?%%y&? B ) — R
ZEE LoD, HRRERIC ®&ﬁ%aﬂ BERBAFE D Z A 7% A 7 v
’%?6ﬁ4&/2%%ﬁ?6t Z ICH E8 (ffifR ﬁ%@ h%@#%)®&
EZITo72H DT, Kﬁ4k74/fi fife R kR |2 'E % B~ D

At L xR O'E 235 35 FHE E L O TFE uT‘U'/f/‘?‘%) Lk,
AR DE @ﬁﬁ%@ﬁi%%% ITHZEEBET AV T 4 - XA - THA
iR, BICBET 5 EEARERK (critical to quality factors ; CTQ %K) (2 A%
WTCHZERRN) RN U T 7o —F TENULERICKHT DV A7 EHE
ITHOTEDREEND T LEEZRLTVET,

RKITA KT A4 TiE, THKEER] EWo HEZHWTEY . R EHE LA
FICHONONLRBRITESRNY THNTWE TR, EFR S CRLEIR T KGR
DHIZED & b P H KR TEM SN D5k~ 705l - eI T TE 5 &
IHERR ENT-H O TY, D& F LTk, EBENBMRE I LE MG BREV L
£7,

2B, RBHOE LIZOWT, BIRROMEREGRSE Tl 20T, &0k



DR LIRA £



IR

H ARG M (A A 2

H ARG T 36 =
KEWFFEREE TR B E RS
— AL A A BRI SRR (A 5 2

INASFERTEN
INASFERTEN
—MRFERIEA
NASAEHETEN
—fRALEHITEN

H A SMO 4

NASAEHETEN
—fRAEEE AN
NASAEHETEN
—fRAEEE AN
INASAEHETEN

ERNEHIES

H AR = R
H AP Bt S A il 2
HAG#E S
HA CRO %

2 B inRbcigs
A A=

& A AR =
HARERIE A=

H AR B 2=

R ENATTBUR 0 B I
SCHVRRF TS5 T R 7 B

Vit NFEE

A B AT

H B ER AU A3 SEET P e BT
BERERB A A=
EFRABELFHAESS

— RSB A
INAEAEETE N

AN AN

fin B PRBR =

e [ [ R e PR RS IR Mt i i

EFEEARERFMAESS

H AR5 4L
MSATBHEN
MSATBHEN
MSATBHEN
HARESER

Ir B B2 R
ES RV 7o
M = R REHE R PR A

MRSTAT B N I b PR e b g e S P

&5 IR AR

bl



ICH E8(R1)
ERIR R BR D — Rk FE$t

ER/N

LB e = R N E < 3 N 3
A 2 3] = I OO 3
2.1 FRBRODIINITE OIIRRE ettt s s s s 3
22 BRRGIROT YA | FHEL, FEh, BT R ORE ORI T 70 =T vsssssssesssssssssesssnnns 4
2.3 EEKEBATE D DNE DFEERD B ..o ssss s sssssssssssss s ssss s ssss s ssss s s ssssenan 4
RI A7 SN b S LAY = XD T <=2 o 4
3.1 BRERFRBRIZISIT DT T U T A ¢+ 73 ¢ T A et seesssssssssss s ssssssss s ssssssssssssssssssssssssssones 4
KT 8 (0 11N oo 5
33CTQ B R A IE T D T 7 T T oo ss s ss s sssssssssssssssssss s ssssssssssssssssssssssssssssssssssssssasssssns 6
KT NG PRy Wb O =i o Y | A1005 13 A 6

RIR Iy A N A g 1) RN =X 6
3.3.3 FEBMRE DFRBERT VA L DI e s ssss s 6
334 CTQ EIRITD L B oL = oot ssessssssssssssss s ssssses s e 6
335 TEFH F0D CTQ EE[ R sssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssasssssssssssssssssssssssansssssssnees 7

B, B T BHZE DD T oovvvooooee oo seseeee s eessess s esess e e e sttt sttt s s 7
A1 TBIBRIEDIITIET .ot ettt 7
A2 FEREIRTRIER ... eeeeeeeseee e eeesess s seses s sesess e 22 e et s e 7
E I S OO 8
T 7 S TN 8
VR Nt 1 sP S R O Sl S N5 o e MR 2 S 3 ) O i Tl 0 . . OO 9

E NI = 7 ==X oo oo oo 9
R /¥ 10
1 1) L 10
A7 S S e A GVRY 45 = O i S 10
5.1 FRIBRODTIGEEEIT] coooooooeeeeeeeeeeeeeeeeeeesesssssseese e sesesssssssss e e 5 s et 2 28Rt 0e 1
A aey - 3oL < oSN 12
RISy = S N N 12
5 FUEZEES cooovvoeeoeeeeeeeeeveeeeesseeesessee e sses e sses ettt 12
IR R (2 5 g B T = O N 13
YRR o % TSSO 13
V=V S SN 14
(=S I e e Lo e ) BN OSSOSO 15
L a1 = TN 15
LI =Y i T =07 R L 15
B.12 N Lol e e ettt 15
LI A g S S NS 15
6.1.4 THEIT B NI T 7 T oo eveeesssseesssese s s s ssssss s s s s sssss s sesssseens 15
6.2 FRBRFENE T D BMIFE DD ZEZENE oot s e eens oo 15
LN R oo e ) N/ A OO OO 15



622 T IE LT ettt ee e ee e e e et e e e e e e e et e ee e Re et ee e ee e st ee e e et ee e e e e es e et et e eeseeereeeeaee e eeneeeseeeeeeeeen 16

(AR I Al e e ) I = = OO 16

LRI Ak N 16
7. CTQ B & [RITE T D T2 D DR TETETE oo sssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssns 16
T @ FRIRODTEE ....oeovoveeeeeeeeeeeeeeeee e e sesesesse s ssssss e s e e et s o2t e e s s e 18



1. &E#OEH
ORI, RROSIE WS 2RE L0 b, BEMIZIE, BEICH L TEROH L
W2 FE DL RNREIR L A~DT 7 & A 2 ) b S8 D IER AR 5720 %Ménéo;@IE
SRR T WA 07— & V—ZADNHWLND Z LB EE Lo, BRHRIC KT S ®mﬁ%aﬂ\
BSERBER D 5 A 70 A 7 BT A 168 212435,
ICH XETH D THRRBRO—FG8t) 13, LT HNE LTW5,
1. BIEEGGEL, 2 OBRGRYRIC L 5T — % EREROZ ANEZ TBIZED D, BRREBROT A L5
Ml 2B 2 ERSANIC AR S LR & BARR 225 0 H AT 5
2. EIEGHDTA THA I NEELT, BRRBRORGRCEMICIBW TEERFTT 57O DFEHEZ IR 5,
Z OfEFHIIE, RBROFHHEEMI I 23 BROE TR X 708 % 5.2 ZHEROFFE & FEREEFH 1T
HENHERIZT DY A7 EENEGEIND,
3. EHEMDTA TV A VAL TEh S DHEE ﬁ%@@@@ﬁg%ﬁﬁb ZI D DERRFERIZ OV
T, R COSMEDRHE, T—2DA T 7 VT4 GEEM) | BROGEELOEWNZERT 572
D OHREROH ﬁ%%&f%tbﬁﬁ%&\EK%&%%I@%&%%%?%A&r%%/@%ﬁgf%
B I )
4. HEIZBET D ICH A RTA4 o ~OFIHEDOT 72 A% HET 5720, FoI& 2135

—RAFANIASCED 2 ETHIA S, 3 BOBKRBRICBIT 57 VA > O-EICEET oIk <, EIE
SHBRFEEHEI OB & | [EIHRELD T A 7Y A 7 VA8 L TR D D T2 DIZ LB bk & 7R ORER 12 K-
TSN A ERICOWVTIL, 4 BICFEEIND, 5 BTIE, EEMLBARTHER NG T A > LRI ATHE
7eT—H ) — ZADOFEPHO LR ST LT ERRER T A OFEEREENTH IS, 6 BT, RO

Fhte, SNEOLEMEDOMR K OB DR E IOV TiaT 5, mBROBEICEERBERZRFET DT OOEE
FIHN T ETRIND,

ICH ODRMETA BT 4 R, BRARREBROF I, 7Y A > FEha, 28V, T OG22 5 —#o
fE#TH 5, ICHES 1%, ERIRBHIE, BARRERICEZRETT 22 &, MBROBEICHEHERER~AEL LY TH D

e AR Y SN g iy L R _ﬂ%@*afjri — OO XUTZEDO—FHDOAERERDOEDLDT
372 <, BE SIVEFERFIE TR L, N R&ETH L,

ALEZBWT, AR L 13, BERGEARORIZIZB W T, EIRMDT A 73 A 7D b 5 HIREA
THESND, B MIBIT D205 5 WIFEEBOEIGICOWTORBRZ T, B, il boE Rk
Ea XETHTOOERFABRIZY ToNTEBY ., 2o ORBRITEEEBORORE, FRKZ 7%?774' FZ4 2,
AFZE DO A S ENLORIREMEN B D LB X B, [Drug) (EFAL) &5 HEEE, 1H%. TBh.

MIFZWH OESES  (medicinal product) E[RIFETH 5, [EIGLOEGR) &5 HEEIE. E%un@i@zﬁﬁﬁju
HERERUGT 5 Z L2 EMT 5,

2. —iRA9IRAI
2.1 BRBROSINE DOIR#E

ERAGRBR DA ERA 70 F2h & FPRER &2 B0 ORGEOEERFHIL, ~ Y X ESZERSE LT
0. b FaxtRETIHIETOERGLOBERRERDOEMIZB N CGETFEINDLIRETHD, ZNHOFEANE, it
DICH A4 K74 >, ¥R Eﬁann@ﬁﬁmﬁﬁ@%ﬁm%ﬁf%é ICH E6 |ZRE ST 5,

E6 WA R7A L THIZIHH S TWD L 91T, TRBRHH Y AL & TEBROKIER 1%, 1AL BN fm
HEBSL L LI, RBRSINE A2 RET L E Eﬂ%é
ﬂm%®ﬁm#7%@%%®%&ri\ﬁ%éﬂéﬁ%&@%%%ﬁmﬁofﬁﬁénﬁﬁn@ﬁ%ﬁwo
EEARFRBROBRAAATICIL, FHET 2 & M 23 BRICE W CIEEM DR AR R REICZEThH Z L %
%&#ét 5 @Fﬁﬂﬂ%éh{wé«%f%é BT AT SN DIERRIR, BRR R OVESR L O SE

ZiE, FNHRAFEND Z LI, BINE OLEVECRTT DIFTER /R B % Tl 5 720, B2 55 -

ﬂﬁ%ﬁ?é%%% L OBEIEN, FHIiSNDRETH D, FTIlCAFLIEMAEZEBE L, SE 2R
TAHI-DIC, BEICS U THERT, ROERORBRIEE 2 THEE1T ) R Th 5, ERLBRSEEEL
T, 2TCOFIA « FHEARFFRBLANOLETH L LHWTE L L ITHEEEAL I REITHY . SIFITIE

3



DA E NN L ) ICEETRE Th D,

"

22 BRERRBROT VA o, Bl EiE, TRORE~ORZENRT Fu—F

NZERIRETHMROARE T, BEERMEARE L, BORFHRICE--TEUE 2L ETHhD, WT
NORBRIZIBNTEH, FEARHIEL, VY —F 7 =2 F g VRS, IS, IS SN RETH
5. BERARER L, F O R ERT 572010, BUCHE - TR R GBIt > T, TV A &, FEha S,
AT S, MESNDHRETH D,

ASLETE, WERRICBT2E L2, BI~OMEEMEE B2 5, WERBRO HIX, N 2 5#%E L)
5, UHh—FJ T 2F 3 KR DI, [BHETEDIEREERL, BERELZXETLZETHD, L
2o T, AREINDIEROEGILHEY) 2B EIREE BT 2D+ ThHRETH D,

ERRERD 7 AV T 4« A« THA 2, BBROEARBRIEHEZER ONFIECT VA T2 L1
L0, BBROE ORI EE2MEFICTHZEEBIETLOTH D, Jiudid, BRI HEE & OFE
DTV A L DER, FAETHY AZIZEVED LHICm EITEAZDD, FifE TEL OHEPSEICHI-5
T7a—FOMRAEENNED L IICERINDNOPE/ A a=r—a Y REEND,

EIRGLEDT A 7 A 7 VEIE LT, Bia REHORBRN R D HHE TV A v CESIN, £l2T7—4 Y
—Aba TH VS, REECIE, BREHEIXERLOT A 7 A 7V EERER S bDOLET5 4F), fli
T, EIRGBR O 4 2B HIBINC, RBRORHO L& a2 /R LD, RBriE, RBRoOxgE
FCRIGEE ORI, FEROMRY Zh/MbT 2 HEOHAELE W o ToT A OBERITERZ AN RN,
HERDOBINIEZ D L) ITHEBICT A T _&ETHD (5F),

NEFF- ST CCHME SN DRBROE AT H 2 AN EIT, AT 2B RO R 2 E 2. %o
FHESNDRETHDHENI ZETH D, FIlCAFTLET —XIE LI LIZBIREIEO LT 22T TH A 9,
B ZIE, BAREARBROFERIT, BMO R IKEEBR O LB 2 7’32 AIHEMEN B 5,

ICH A KT A »Offfnc kv, ERGERE T 0 7T AOEBMEAEA TG, ST — % H35F|H
AIRE & 720 | L7 2 Hiak CE RN OFRER & ST 2 MEME R NRIZH 2 BTV 5, alBihs Rl 3o sk
OB G ~D BT END 2 EN%L  BEBOTYA %, FEhid 2 Hls LI O #1351 2 Bk
BB ATREN G ZETRE TH D, WD TA X AT, BEREAERICET % ICH ES. ICH E6 M OVEES
HFEVEERICEE9 5 ICHEL7 I L v iRt & 5,

KM F 1 B BERFIE A HAR T 57212, DB ORGSR OB 52455 Z EAHER X, ZiuE,
REBRICE A BV AT Z L 2T,

2.3 EELEAR~DBEN D DIFRDOB

FEHTBTEICEE LT, BECREIRICE R A RD D 2 L1E, BEORS AR D 2 L 2T, &
FH CUTZONHEEHB) OB, ERLEBROETOERMELZE L CHFEZRIZRVES, RBreT V17
5 BWEMECHRENSET S 2 Lid, BB~ ED, HANEZRGIC L, RBRGHE O™ 2T 5
TTREMEIN B 5, E1-. BEIT. RHEL L AEX B L TORLE LIRS . BEICL - TEEDH LT PR
A > P OBGE, WYL RI GO OBR| TR TE 2 HESHROM 72 £ 2RET DB FIT &
RABEE LB A, TIUIEKIIC, BEO=—XIC X EA L EREGLOBRRE R A,

3. BRERRBRIZ I T 5 EDORET

FEARRBRIC A2 7 AV T o« A« THA L OFE 3.1 ) 1%, BINE OHER, 222 R OYER ] OIRE,
EHEMEOBEVERD H HERZ1G5 72D OEIC BT 5 EE /2 A (critical to quality factors ; LA TCTQ A )
WCEREZYTHZ L, VAZION LT 7o —FC LD FNOERICHT DV AV EHAEITH) Z L 25T
(B2H), ZoT77a—FL, RBROT VA L ROGHEEEN S, EOEM, T, ®E2K%@E LT, CTQ
R OFFE & T D 7 D DY) 7oA DRESLIC L W fERr S b 33 1),

3.1 BRRRBRICB T D74V T 4 - - T
FRARBRRE Y 1 7T AiT 2 BIE, BRRRROT YA v B Hil, RN RO OWE TR I BT
NEFETHY | BRET 17T MUERERTH 5, BHRRRICE T, ERRBRY ZHILE LA

4



BHHTEX B HETY Y —F 7 2 AF 3 NIE 2 5 alRethi, BB EhHmE, FIE, B 2 & H 5 HE &
N == T ORTOWMEZDOT VA NTHIAE IEEZL Y Z & CREICm B35, SR HE
SINDHZLERT —H DL E2—F=H U U 7EOIRENL, EORIED 7 at AOEE/LEH S THDH, L
LR S, AR LHAEDETEAICBNTT L, 20 OIEENIRRRBROE 234 512134 Tl
VY,
5 BIZBWTCHHEN D, LT X ) REKRABROT VA VERICEET S 2 b, @R HESCE I
BND,
o  EHEARIFAERNCE ZHT-DD, BFEICHANIER S NT-ilBRro H O L3
o HREBATHHLET D, B, WE, DBl a7 7 A VERT 57 SINE OER
o  TUXMERL, ERILH D NI AT U T ROV TG DHIEEGEDR Y (N T R) Zi/Mbd 2 Tk
DA
o HIfRICERII, WEWRETHY ., WRMICERLZHD ., M oBREIZE > CEblr=y RakA > b

AR oD S fi FTREME D PIE 2R B YN 2R SR EIRERBA D BT, FERRR AT R OMRAERERE & FIHOE, KO
T—EDA LTIV T 4 B HGET DT ae R LW ol EHEEL F-HETH D,

32CTQ ERN

REROE DIFFEC BRI 5 AR AR ERIT, BRI E SN _RE ThD, RBROEIZE > T T
EEABERIIEFHSNDHGRETHDH, 2D CTQ ERIL, BIEOLGE, REREE R OEHENE & AR O FTHE
PR OB A DS BRIREDRA L R 5 BROBIETH D, ZNHOEIZETHERIZ, FDA T
7 VT 4 SRERT A T FE EORR Y I X b A, BEEREOEES D WVITEERED
REMES £ Z D, O THEELEZEZ LD, CTQ ENIL, HRMDOURAFN 72 R % e T
X589, MHBICHGTT & Th D, ALED 7 FiL, 3 BRO CTQ EXDRFEIANL OB E T XX FIH
EIRT,

FEARRBR DT A L, 1B - BRUT TSN D REIFRE, TN HDOERICH D (REL ONRIRO 7
BT %) Ay, K ONERELOXGRE L TERENNTWDER E W72, ZOEIEIZEET 2 5056
RN EN D RE Th D, WIZERRFRENETIZ N T, FENAER L, FHEM. 22k OBEIMEC
B9 D RRESEMEITD T 5, BEIRGMICBET 28, BRI OV ORERIZIHENTYH, CTQ ER DOFFE
&N ZHET D 7 a2 Tk L CHERIIC S A 52 D,

FRAGRERIZ BT DB AEVIAL 5 & T 53RO EEHE L OBIRE 1L, CTQ ER AT 52 X& ThHh D, Ui
PR ZHT TR, ZNoDA T 7 VT 4 2F 0T VA7 ZRE L, UAZ P4 U S ATREM:. M nHE
PR OO RE SITHSE, VA BZANLNS NI SN A REDZHWT 5 Z ENEETH 5,
VR Z@RT D0EN S5 &l LT-5A1, MERHEO 7 v A28 L AL, U A 7O
DI TENV G L HR&ETHD, VA7 LW L. 2 2Tk, BIRRBRO S 5w 2 BRI x LT
ATREZR, RO U AV EHO iR K L TER STV 5,

CTQ ERNZHOW T OHER DM/ I 2= — g v & U A7 =D 0iFENT, SBROKIEE K Y
FRPEHRFERIIC & > TOBIBNENAT TV V —ADE% EDO X DT I REDEFHFE LT THTH
%9, ARERIEMEEE, FNEK OBLE 5 1E A EHE & 7 0 AR ORI I8, B2 e (Bl
W, BUGAY v 7 ~OFKENS Uz b L—=2 7 SRBREHHEEIC BT DB OER LB Y A 7 B
WOFH) NEETHD,

EEOH O DDHHZTEEIZT S L1, BEEARARETHI), BONIBEICAEDRNY VY —2 %
AL S e, BICBET 23 RIE, a7 A 3 2R T, BEEA L OERFET 72012,
BENENL 2D H_RETH Y | FEBRTIETHBRICNET 2 Y A7 RO LN D THEROBEME L0 AV OE
N DICTRETH D, CTQ HIKIL, HIHETHH & THY, ol (B, e kMHE
B9, U7 B NNE O KL OV SUTEER O E3 e HHIZELE L a7 v A /5 — X IUE) ([ZEbsh b &
TIE7e0,



33CTQERER/ESTHT Frn—F

T VA L EEOEN ORI AERICEERZ L1, TORBRMNEZ LD L LTWD AR BIRE CHLE
FIRE L TWDED, DFD, ZORBEAR Y M _RX Y —F 7 2 XF g V&2 T LT A s T
WA, TNEDY P —FF T AF g UIRBRFICE > TEEND DL, F LT, REBROEIN BRI R
FHNCHE THLNEM D 2L ThD, CTQ BERZFFET HBRTIL, BRLIT A L T =&V —AN,
I HDHBE 3O bIIFRIITER CE A0 ERGTTRETh b, AL T A T 5 RVEREICE
WCHRE LT Z 8T, o7 7 —F2%h L, &KHICIE CTQ EROKFEZIT 5, BT A
X, FEHATRER b D LT RETH Y, LB RITHMECT 2 Z L ITET 2 & TH 5, RIFNHEHEE &
SEFRS /T — & OIET AL, BN T A o EBVICETED LT RETHY , MELLEOT—
HINEEBET H_RETH D,

UToEZLEGT 7 7a—FI2k 0, BBRO CTQ ERN LY LS HEENHTHA I,

3.3.1 B ToxtEEE X 2 5 SULDFERL

V= ARF =y 7 U A RNIFITEHD DO TIH R FHEORBRCTIE 7 1 77 AOEIZ L o TN EHEETH
2NN, JLERO B ORE THIM X 25552 B L, TAUCHRO D YLD T 5 Z L B3R S5,
RE2RFET, E a2 D 2D OHF 72 RO 2Rt 5,

FARMEZ R S B—RY72 7 7 e —F I IHEE S e, B OmWERRERER 2 T 21013, b S s iEA
FIENSETH VAR TH DN, RBROE 2R ORRANC IR T 5121, FilBRICEA OFG & 158
HULETH D,

HRT A ATHH LR DT AT, RRBLAFT R OSBRI CEANVED 8 2 HIETIER L B 2 —
TRETHY, ZOBEIZ, T—XOTREECF G T DT — X PFET HDHAIITENERD D LIz, 20X
I IRTEBE NI FTEDBAEL 9 HZ 2 TOLSIHIZEI X TH D,

3.3.2 RBRICARFIR R IEB) ~DEH

ARBREE RA BB L ARBEICE > TEETEIERDNL D HD L L, 1OBINE OBk % 204 T B
WINZEERET 572 I2, ANEWRIEENC S T T R&Th D, MBROEZ ML, SEsrdEEL, &=
FMEIIZ ) V= A ES T LI L > THEEZ R ESE 572012, KERTIEARVESE) & 7 — & IEE 2 577>
LIRS Z L ERETTRETH D, VY — AL, EERED ZRE L CHIEXTHIET 2 72 dIcEhih b &
Thb,

3.33 FIEBREORBRT VA ~DEbY

FBESOEIRE 2 G UEIAOFIERBHRE O OEHIE, BERBROT VA kb AHTH D, REROEKHE
FAH OO BT, INTOHEFAZOFMFERRE O OB R G REIHERT & Th D,

TR AT, 1RBR o —F ¢ F— X — R OMMOBIGA 2 » 7 BEBEMERSE, BBRO I EREE D
D NA& DML, WBRICEZED AL 7 v A #RE 5 2 5, IR Y AR OSINE & 720 9 D EEIE.
PR SRS B 272 T BN & Bk T & D alRetESe, BRI A 7Y 2 — Ve FE I BE A L
700 RIS B TRk, kLT BB EMICBIT 2RO iR A v MORBROREICET5—
R 72 B G PRI SOW T OB S Dk A BT 5, M SITE7-. MERE, b, #us, BESEROZED
ORI K DRIBR & 70 D BEEMNOEDENICBIT 5, IBROA A SN TOIERL 52 T b a]
BEMER B B,

HVEBENSHRFIYL RO G255 Z L 2B ETRETHY, FRCRBVEICE L TEEEE X N8
RoEH FlzE, BEER. FIEIT RSV FOER) 2o bhaITEETH D,

334CTQER DLV B2 —

FRBRDSBHAE SV T D FIT 22 RESS T L 722 WO RIREDS I AE T 5 FTREME S B D 7200, B STk &
iz, CTQ R A EMMNCRE S Z 212k 0, VR ZHIfHd 5 FIEOTEEN LI E S 2 il ~ &
Th D,

B OFRF HE DT K OV UTH RIE 70 B ERe S 2 B sl ., Al & 705 HE & CTQ ZER Dflkie

6



72 L E 2 — KON 27 EFRIZRBWTC, B ENLETH S (ICH B9 R BRIZ 1T % EH0)E Al .

335 A Lo CTQ ER

RO OIEE 725 HOIX, BHFHNCIEYS T, Mol I AT ie /2 s i iHiE Ch 5, FhtinThe
PEOFHmZIL, EA LB DR ORI B L KT REEMOH 5, RERT 1 L OVEfE Lo
FROBRFNE EiD,

FERFTHEMEIZR U CHB BT N E FHICIT, EREREE & BE M 2 a0, BB O it %
FE MRS 22 IRBR IR Y AT/ SRR A & 7 (ICHE6) Ol BeA SR 2 M8 e < FEhid 2 720123
IR M ORI O, KI5 & 70 D IBRE O, R OSRERD B2l 7= 7o DI+ e o S hna % %%
BT DRENNEENDD, ZNHIRESND DO THR, BIENERBRICSIN LT 5 Z Lo mED
Txu—7 v 7H, CTQ EHNTHD, BrOFENAlGerEICBET 5 = ZICh T - E R A2 ED CTQ HN %%
BT 5L, MBRTYA ERE LTS L, BoFEAR T2 L 2AREL T 5,

4. ERSLRFEOFE

ZOITIE, EHEMLBAREEIZB W TEE TN R ZHT 5, EIEGBRGHEIE, fEROEEME
RO FTREME 2 FALE T D RMEHIAFTE & . BT3B T A OFANIHE 5, BRI ESRABZ X, B
DB DA & DIEGVEZ R L, 7R SIVCRNEITH LT 5 7o O OAGE% OF R & i, WAE X TREBITKS
T AEHEOTEOT- DD, BFAIEEZE L COMYNEHE SN HEIY G & oSN G ENS, o7 ok
AR EE LT, SIEOHR], ZeEMR ORI OREIIR D BEEREERTH D,

PEIEAHBRE OGN T, FERIDORFED DIEFRIR, FRRFHm~ & BAT L7203 O A FEMEZ IR 2 K o1z, B
FOT Y AZ@ UM IE SO TSR LT, 20 X ) Z2skEiciE, b2k, fEROEH (CMC) %
EUERELOME & JEHRR L KRR GERRBRTR OERE%R) NEaEnd, 7Y 0 7&yIal—vg
ik, EEGREOT mE A EE LU TERE DT RREES S 5, FHENCIE, EREEMNFEGE, i~
EHELEANE LT, FHIRICBW CEBEIT RS FEHLEENI AR H D,

TA T A7 NVAEEREBELT, EELOBRRCIHMnIZE L 2R FEIRE ORER, i, =—X, EJIAL
ZREFHCHRE L, IR OFEICA BRI ST L Z ENHETH D,

EERBEHAE ClL, NUT— FENToAS F~——X0, BWOT2D DR, EIRL O TR 72 R
A Z R T DRSS 2 P TR T2 Z E R B L R DGR H 5.

P L BHSE A 5 2 WREME DO & 2 RBROFEE L 42 TH L 43 HICFTH S, MEICERN S5,

4.1 IRBREOLE

TRBREE DY) 72 0B OFfER & WML FRR M EORIL, EIE PRGN ET 25 ECHERELETHY |
ICH K O U D SV Z BT D A R T4 o THibi T 5, AEWilE| 2 & O 72 8L Tk, kv IRk
R RIS LEC /2 5 TH A 9, BANL, FTRERG RIS AT XA Z 8V 7 IZBT A 1EREE D, &
AP FH I CTH RS T DTN A RETH Y | [EIRABAIF OB & xige & 72 5 LRI LT
WHRETH D, /NEOEM CTOREKRERZ FHET 285A120E, FEE U= AR R B FE E 72D 2
ED3d % (ICHEN-BUA /NEERZET 2 EHELOEARRBRIZES T2 A X X)),

IO E OFHIIL, Z OGN ERBEIR O GUEM 2 R E T D72 D 3 X =F 2 EiEEEICE T
K SAREMED B 5,

BRI 31T HRFIOLE T 1L, B 7 1 7T AR 2 kB RO MR aTENME A2 PRI 5 72012,
BHHZ DOREN AIRE/RT — X I X > TEMT DD REH D, UL, AW FRRE BRI T
Bl U CHRIFIMOBIRZ N5 Z E R E D,

4.2 FERRPRABR

FEERR Z2 e MERBRIC BT A A & > AL, ICH M3 EgFRFER D 72 O O IERGAR SR D LR, ICH Z24tk
HA RTA >, BT 5 Q&A CE, LUKHBRO A &2 A TRAL ST D, FEERROFEMIZIL, 8%,
RRARRRER A SR 5, B, DS AURME, S RE, KB SEENRE, KOV OfoRHl G £ D (F-,
invivo XN invitro TNV, BTV 7& VI 2l —r g ANl Lo TAERESNT - BT VARG ENIHE

7



N D), Fhtid 2ERRRERIT T LT & S5 FEIRFER OHIPH & FERaREL, 572 2 BRI IEHE 5
ZOEA RBERNC L > TEE D, ZOHERE LTCL, HlIE, EROLF XI5 TR, 72252058
B9 D 3B PAURAE (TEFIRET) . B GRE, WX - 040 - ARG - Bt (ADME) | #lidigs R ~D AR5
B HEARE-ROCRER, (G, DR OFFGHIRE, W ERENe 5, FEER (., =3lm, /NS
TOEELOFERIZIL, BIMOIERER TCOFMMZLEL T80 H 5, FEERIZEIT 5t N OREKRER
DENi % LR 57200, R EMFERO T A X2 A g8 & Th D, (ICH S5 AEFHF A T ERRER,
S11 /N ESE BT O IR L O M3 FEE2 S H) ,

B S D A PR M Ot 20 72 VB 2 & T FERE IR CORFEDOFHEIX. BRRBRDOT A > KT hTO
TEEINDHENTORFWENC /25, & N CTOREBRZBGET HRICIX, & N CTOXMIHE & e 7elgkiz ik

DFEEDT=DD, +53 72 IERROEREHFTNDHRETH D,

4.3 FRRAER

PRI ORKRBARIT, & MCBWTEERMZFATHZ L EERIN, TNEHORRE CIoHEE S
FERRR BRSO R AR DG DAV A BT, EF7ZCTT T 5, BRR T v 77 Ao K836k <
RIRFHZ L > TAELND DT, flilx OiBRIZ, Bieo7-HEY, Biro7oT7 VoA v BFEOHORE2 IS
Ul Bp o252 L0 5, ALEOHE T, tka 2 BTG U BROF 2512 LT\ D, E3,
DEFRBRFIE 4 SO BB 15 4 0) TRV IO E Wb D25, ST Lo b0 TH - T, B
TIERWZ & HEBMEIC T D2 ENTERWGERH D Z &, HEOMICETN 8 RmPH 0155 L
ZHRTHZENEETHD,

BIEEANERANCBAFE T D72 01iE, BRI OWIHIE R CEORHEA I LI L, £D T v 7 7 A VZHS N
CEEIZRBRFE T 1 7T L&FHET 5 2 LSRRI R Th D, FIIOMARRERCIL, B et & Attt
FINZFHMIT 2728, & D WITHEZIMED proofof concept 27~ § 72912, B HCREIRINHIR S5 Z
LD D, ZHOBERIL, ZICFE S DRI ) RO G A Y 2 — VB RET
DIy ) SEREEOERIE 720 5 5, EEGHOFANEEINTWIZ LIRS,
RRBROIEFIEA R E L D 2 &0, HIINEL D2 &, L0 SERERP AN OGNS Z & B2
OFEEFHUMEEIZMZTEY Z< OFRIRIFHMEEE NS END Z ERH 5, BREEZE L THIELNET
— 1%, BIERBROLENEA RS 5 Z LD 5,

A F~—H—OFHE, EFELO LV ELETIONRARERZRE L, HERRIciE 252, EK
DR T 4y he VA7 DTuT7 7 A Ve L) BT 506N H Y (ICHEL6 7/ LB A S | EAE
B OHF TRET SV D D, BREBRIZEWT, "X 7 1 v ML N E AEFS LA L 5 ARtk
PMEWNEE A Z 0 EUNSERIRT 5720, & 5 WIFERRIGE Z TRIL 5 2R RARA > k& U TR
THEOI, A A= —OFHANPFHE SIS Z EDRHH0E LiLZeuy,

LRI TIE, & N TOHEMOERD B % WIBAR M OVKFE% £ Tloblz DERRBAFS IV T, #RIpgIc 92
it S 42 RREROFEEUZ DV TR 5,

4.3.1 FRIRZKE

%)Jﬂ;ﬁ@ﬁﬁrﬁﬁ%ﬁm%ﬂ ETDHES. FHIE hAOIEBREEOYEE S GREILE 1 FHE MR SLD) DR

2. BINEOHEEE FICREE T AMERD S, b ORBIL. FAIORMER OBR T /T LD H
El’] (I U CL RN T T 4 7 XITIRRE D D \WNIIRB A AT 5 BE ) O IEIN SN EM 2 1R E G S
éo

INHORBRTILEE. LLTICHIT2ZNTNOBEE,. H 25 WIFEEOBS A MAG Y TR S5,

4.3.1.1 FIHiD R L BREOHE
b h~DOEEGLOYE K NEOR OB, #E, ZOEKRER TR S & RiAEh s HE#RFEHOZ
RVE% FReD ., THI S 5 BIWER OR8] Lﬁ*ﬂ”é ZEERHIE L TWD, I ORERITEY ., HEkS
T OB 5- 0 )5 & & e,



4.3.1.2 FEyEiRE

SRS DI « 237+ ARG - BRI OREM:OFHMIZBA Gl 238 L CRlie 3 525, T2 RE ORI XK
ZEDTERVWRHOBRETH S, Wik i, EHIo 27 V7 70 A%t L, RE(LARUTAH
WOEFREDOTRENE, (CHBEEE KON kT o AR— & — L OMBESEA., W OSSR AAER O FTREM: 2 4%
ZLEDFICEETH D, K VFFRIIWICE 2 D201, EpEeRBR B AR TN D Z & b ik
Thd, BOEGINDERLT, BFICEHE LI-RER ROV TONERE 52 572012, N FT A
FTEUT T D RFEORBIET RN EETH D, FEUIPEI R 5 AIREM: D & % BEHEM]
Bz X, BHRERE RS IS RERE R, mlE . NEROREOE BT 5 B REF0) 7ot
WMOANTFTEMFTRETHS (ICHE4 HE-RJSHREER, B7 @i 1S S 2 EERG O ARFMEICRE T 5
HA KZ A4, Ell, ES5),

4.3.1.3 3KJ)% L BHIOIWRIEEORIE

IO L OB DT KA MREE T, 350 ORI OFRFE & SO BT 250 (PK/PD 5t
BR) A, RERERR T T 4 T UTRRED D WITRBAE AT L BEE MG E LT s, WY EERH 5
e, EFT — 2 0 DR L OE MO R OHENZS ATRETH 0 . R ORERICE T 5 HE - FiEOfEE
s,

43.2 REMER X OEEICEE T 2 RRE R ORRAERIRER

BRFSATIN DOEGIRERBR Tk, BRI, 58T 5 RGN E b %Ic, ERGLOLeM
EANED I % BAZFHNT™ 2 72 DI BRER Y B ORGEAIRIR GER 1345 % 85 2 FH K OV 3 4 L MERR S L D)
NEMSND, ZOBRE, ERG L BEEMAORHMIIN T, B3IV S0 CHASDED Z
EINTE D, PRI ORRERER ClX, RO HISE U T, e BT s v 2 T& 5,

RBNRABRIY, T OERLOR L 125 BENORIRSNEMCBT 2 L2 OE M E FHET 5 X
INZTHA v END, SHIZ, INHORBRIT, AN HEL LV A LV ERBERLOLETHIEAHME L,
KIGHEMOERZWIMEIC L, EHEMITKT D L0 RERZ2MET v 7 7 A VERAEL | ZOFBROT-H DT
VRRA U NERETT AL EELTHA D, BRIEEIT, 1RERICHEEE 5 2 R OB 2 2507,
IETDIODFREARMAE L, R L > TUITT VY U 7&V I 2 b—y g v EBEDE T, %O
WEBROT WA L ORMITERDZERHD,

FRAEATERIRI, B SN NS R COEEL DN Z R THN TH D &) | IOk
KB CERE SN PR BT U AR RKEET 272010 T A VS b, 2 HORERIL, ERDZHD
ORI L U IR OFEH O 7= D O fir L AR ERMEREZ T T A Z L2 RICH &
T 5, MREATREBRIL, AGRLICIEIS G- SN A EMZRET 5, WESREEZ AT 5 UPREHEED
VAT /T DHBNMEICBTLERLOFMZ B E 35, ZHUTid, SEEBICRA X IEEMICBERET 56
OHE (BIAIE, OMERER, FERP, HEELOEEE) 287 288 CORETHRERGLOMH %2R
AT 272000, YRGBT T 2RENE EN D,

FRREATRRER Clt, EEOHESC, IKEBOAT — UG UREREOFE ., — 2> XIIEE OO ESK G & FH
HEDOETHRICBT 28R O ETHET 5 Z E03d 5, ERRLZEMICh G925 2 L vEE
ENDHHEAITT, RIYMOBREZ 5 A3 e Eii T & Thd (ICH El 1EH@mpyTRVWERICK LEMM O
B G DHRE S5 BrE SRS OTEBRE I Z B T M2 Sl 5 72 OIS B ZERI & B 5 1), ARE &
NHEGHFIC L 6T, EERMODEOFFRUCET 21ERIL. 7+ —7 v 7O OSEBIERE 725,

FRREATRRBR O T OISR SN RARA ML BRRICEROH 5 O T, HEEOHODH I & KL T
WAHD, XITRBOD L ILBORKEE THIT 5700 2REThHETh D,

4.3.3 KeEREER

—IOEMIT, —fROEME TR/ DV AT RET 4 v b EOEE SN G D550, EIRG O 58 L
BA D a— VOEBENLEIZR 5556005 Z LG [EERMLOBROF TIBEMOKRTINRO 5115, ICH
ES &N E17 1%, ERIEAERPERLODERIZE 2 8% THEIT 5 720 OMSHAZ R4 L T\ D, 9572
EHCKT DA T4 —L K a2y MZOWTL, MERNREE D RICEEZHA ) & THDH (ICH

9



E6 L OVELD, FEREHITORBRIL, Zh 6 DR TOERMONR LIS D202, BREOWT IO
PECHIMT D Z LNTE D, FERERICE L TEET X RONOFHEZRITHET 2,

4.3.3.1 8T TR

SRR ] S5 TREMED & 2 EIE S ORRFH ii%if% %o WHRPOLER T T ¢ 7 D3RR~/
HRANSNDEE, XIIBINE DB ORI R L2354, R E 2 OREROBHREE, I ONEZ Ozl
DOFEIIMETH 5,

43.3.2 ZIRTORB
E%&Rﬁ%@ﬁ%%@ﬂ%«@%ﬁa é?é%ﬁ&@%m ARER G A IR T RE TH D, i
DRI HHAAI HILTWADIGE., WBH. BT D EIGL OB O T HEIEET 5,

4.3.3.3 /NRETORRET
ICH E11 1%, /NEHEZEKMLOBFICHIT 2 EEARFEOME L | /NNEERIZEIT 5 B D2 THRY
ORI 72 EBR~D T 7 0 —F Z R4 5,

43.3.4 E#nE COMRET
ICHE7 IX. mlng MOt 3 5 EIRLOBRICIIT 52 EEARREOME & | 228 TR MR 72
HEEA~DT T —F T 5,

4.3.4 AGRBROHER

RIS OEGE% . AGR SIS T D [EIERMOLE M L HEE BICEFET 572912, BIN0RER
MTONDGENH S GEE. F 4 *B&ﬂ?ﬁéﬂé)o ZNHIFAGRICRETH D LITBE X b TR
7=, EFESOMGEHOEFE O DI LI UITEERRAR E D, Zbld, Enk o 7L£$§*E@%)@’C%E§)
URE YN ’éiﬁﬂ%ﬁ’]ﬁﬂ’]%ﬁbf%é/\%f%é GBI ORERIL, YR D OERITRHLT 5728
Eh S NDLEEN DD,

% OFERIL, BLERRGTAGRANC FEME S -ilBR K 0 O 2RI A EIEMOF N, etk
MEWHIZBET 218MOE#RZ 2T 2 7o OICE i SN L256 03 5, BHOBEHA 1Y 9 3R SUIMOTRR
DOIBRFSCEEUEIRIE & DL A 2 3BT, et L AMEICE T 2 EERER AT 2/ 5er 5 5,
— AN E S S D BRI, IBINOFEME AR, HEOSSUTZEMORERL, AR S NCHEIED T
TOMHEIIET D LT VA v EnizilBr (Bl 2IX, ERMRERORER, EFE) BNEEnd, 2
O OFRERIT, FEEROEIRBIG COEIELOMENG ZPRET D HetEN & 0 | R 7 M ORI
ZHIHHRA TR D TREE & 5,

4.4 BMOBEZ

RO, Fri- 7 BEEMNTS T DEIEDBMIIAE T, FoRG 7k, Frx5RE 0RBRIC &
V. EIESOBRFELFT ONDGERH 5, FHE, AL HAE., il G 2B HBE. B IERIR
B O NGRS AR NSV L 72 D Z & 03D B, %hif@.ﬁhﬁﬁ%ﬂﬂi% CEROFFRAREER NS DT — X 1E, 2
NOOHBEIEREZ G726 T 2 ERH D,

5. BRABROT VA v OBRERR VT —F J—2R

HERD HEE, BBRT VA LT — X ) — AR E RIE L, RSB EoERvE & EROBR
a XET DS EE B2 5, 4 ETIh_7- X 912, EHRLBRICITIEA 2380 BB 5 5, [FEkC
T H O BINCHIT B T2 D OWRIAVGRERT A > b T — 2 V) —ZRNFET D, 5.1 THIND 5.6 THTIL, ft%ﬁ
FHE A ED D IO SN D EEARBERICOWTRR L, 5.7 HTHE, BBRICHWO N8 kx 27— % V) —
ANZOWTEET S,

W7 BEEERT A U ZHFET D Z L 2T, W2, T A U EFEET 2ifE THRN EICIREIC A
HZEbBD, THAOBEBEICBWT, FE i EORFIFRIOIRS,. XL CTQ EREIZxT Ao U 2 73

10



B Sn=5E. RO BROEENVIERGELH D, RERO HIIL, estimand Z5FET 5 Z & THIZH
272 %, ICHEIRI)ffE : ERRFREROFE HFH] TR 41TV 5 estimand 13, 3B BIJIZ X - Tk
SN TV D EERAI 7RG 2 SR U=, 1BV OFEMZR2 L T D, estimand 13X, HEE STV DR DTG
PRIRDL T TR CBEICED L 5 RN B 720 SND N EEM L~V TERT 5,

ARBRDOFHMI BT 2 HE AR XKAE, BROFIEE L TEEA~DIEFRIEDOEUS I STV B h, X
HHN~OEIHBHI S TP, FERI~ORBEI R TR SN TV D NE I N TH D, ALETBN
Tl A& ZI AR &P, %8 2 BIETSE & MRS,

NRBR, HRCT o F MMERBRIT, K VEUICIRY ZHE & 5720, ERBFEICBOCHLA A 5E
ERET, TUZ DMERBROT A E, HMZ TR T A VD, KM b O E T TH D,
BlZIE, THETT 4 7TV A CRBRIE, BREESN T F =TSN T, BB REROEEL, RO
R CHRRT SN D EAIOHEOE RS, FANCEHE SNRBRT VA LV OLFEfEE T 5, ~AX—T 1
ko VERBRIE, AT BRSO T T, OIS UIEEOFRIEORG E AIEICT 5, 7T v b7 4 —A
RERIT. FRNCHE SNBSS T, BB EFEMDER DR THERIZIND Y | F72Em 5
LD E NS TZIE T, HEEOERL ZGINIHRST T2 2 LR TE 5,

T Z IMEEATORVERER (AR, BT 13, T 0 & MU ERINEE R ORE DR
DT H RN O RIREMED B 5, BIEITIIAGRRIITOND 2 EMB VD, ERGLOBREE D, 74
THA I NVERICDIE > T T VAR T DIERRE L THEHATH L RN & 5,

TV A DL & 2T, BEBRAHWDET—2 DY — 2L LT 5, 1Ek, BTl
fbL7eT —ZWET mEARHANLNTE 2, EFREERCT VXNV~ AT T ) ao—En b5 Lz
T—H 1%, BEBRORCFEERAE RO — AL FTRENEZ SO 5 T2 OIIEH S A "lRetEd & 5,

ZOIETIX, *HGHEM, SRBRIAIE, TIREE, BUNEEL WY 2T 2 51k, Watigir, 7—4% v — 2%,
ERRBROT A V2 ERTHEERER L /RT, Ziud, RBROBIZERT 5720003 e CTQ K
DFFEZ T D DI L [FIRFC, BEROT A AF#MEE 726 L, BBREROZFA LiF 52 L4 H
e LTCWD, ZZTIINMARBRICESZ Y TTWDEN, I ANRER L BIEMZEOm 5 T 2t 2 &
ML TW5, 2T A ERIL, BERKRBR A SN TWS, ROYERBIR SN D REED 5 5 |
REROFH T — & V—R BT A L EZ BND,

5.1 RBROXISEM

RO SBEM L, RO BEZEMNT D L OISGBREN DI RETH Y, REROBIR ORI EEC L
EFRIND, BRICEE LGN Z EORERGRT 5 Z &N TEX 5%, OB ZERL TE 5 E
D NN E T T,

RO GEMIL, BINE~DV 27 ZRHT D720, 5D WOITREDORE A2 R ORE 2 R K
ET 272012, ERTHLEDRH D, W2, EFRGHOFEHOMRL 7252672 EFICLVENbE D LT
L1200, IR ERSNDGELHDH, I, BT 17T LOYHIBRE TR 23R T, EEMLO
BRI OWTOHITOTNTH Y | MBROMGEFOERIZB T LIV IETHLAEMAH D, EZHS
BAFE DA IAGE% OREBR T, RO RENN L O AL —THHEO1RH D, 2D X H 72 BT,
EIRBIG CREBITIBIFEDM TN 5 2R EM 2 RETD2SMENE ENDLRE TH D, FEEOERF XIS A
DONRZETRT D RO H D, BINE ORFSIZEET 2RI FTREZ2 I RIZ L 0 | REROXIGLERM % F I IR
\CEFT D EMAREE 725,

HREBROBMER (o TN A R) 1L, FRENEREICEHEOB T 25252 5D X907 kK&
SThHHRETHD (ICHE9 #&H), dBRICHELRSNMFELT, @F, FJBROTELREMICL VRO B
Do BIMEBNEOMOERBE N HRE I NDLEIZIE, TOHEAZHAMKICL, EXELTREIRETH D,
Bz 1T, MR A R X EE 2RI B SO TEIEEN R E SN AR Clx, B G40
DRI EASWTESIEEPIRE SN HARE D L OSNEREVE LT 5 THA S (ICHEL 22 H),
ARERD HWNZFFE O ERICET 2 MOA TN E TN L2551, b O EMEZEYINRERT S
IMEPERESND LI BN12H ) R&EThH D,

11



5.2 RBRIDEDOHH

HRECBIT DR A2 G TREBRIARIL. WS BAICREENDIRETH D, Zbid, ERoRE (R
ROABRNIIL YA U EETD) . IRROMAE DY, IERETHILGA LDV, BEERROKEEED D
ZEbh D, RBRIBEOERIT, HBEBOBEMIZIH > TWDHRETHS (ICHEIRI)), FlzIL, EEHLGICE
T DIRPEIR R 5 Z ENHITHIUL, EEEREN S 256, SN & ERE OBREICENRD EHUE
THZELHD, FREDOHKMHEFIEM LG8 DR ONEEZIET 5 Z ERHTH L2566, £ DX
TBRIE, SR Z 02 TOIRBERHCHOW TR S BRI ER SN D& TH 5,

5.3 xtRREEDZRIR

RFERED E7- 2 HIX, RBRIGHEOI R A REOBIRRIE, MOERITE, ITEHEE S L <IZBED
HFEOMOBERIC L R EXBT 52 L THD (B10 FRRRERICI T HRHRREOZIR & ZUcBiE %
FERE) , BILO® DBRIGIFEOEIT, REBRORIR L 72> T B EEKFL OB 2521 TWOanEE, B0
IFMDTEIRZ 2T TV DIGE LR L2 Th A 5, HIOXIGIT, 77 'R, e, FERGHUTE
DEFGORIDIAEL 2D THA D,

KFEREDT — 42 V) — A X, BEBRONE UM TH V155, WEBRIIRZFIH4 2 Ba0X, 1BFREEHOEN
DT TARBEORTIN L, BIE ORI, TV MHLDOX A 22 TROREHFEEDOENERT S H 0
TN Z L DRGEA SHRT 5 2 & Th b, WNESKTIREEDORIR /27— ATl BSINEDFEH & kfSE 2 F
TR BRERTTRE SN Z EI2L Y, BHOWNEHXIRE 725, SNHBRERTIL, ZOXRITING Y — A7) 5N
SN, FEiFOREBROBINE L0 BV (b 2 R U AL BREE) . SURFRE Tl 2 235722 DR TIaE
BTG bH D,

HERRIRE 22 N D A O BB RRUC OV T, ICH E10 Tt ST\ 5, 8o 7= HER D ATREM: & /)N
FRIZINZ 272012, FFRlREENMETH D, INBRHRE AW 25E121E, FEROREN L <A BTV T
FRTTRE T D MEN B D, SRR Z VDA ORI IT. N ORI R ORY SRS (5] 213, IR,
OHFT 2IRE) R BROSINE SIXR R 580855, S5, IMNBRIIRE BV 5EOx%0E, S
HIREE, T N LMD T — ZEZOMEN, RROSBINE L TR D580 5, NETIRIL. Frc
T oA ML EMAEDETHERTS & MR E Y & —RITH D Z24E U D AR BRSNS Z b,
INERRIFRZ AN 8 D vk | AN BRI T 2 O 2 20k L, EEICHR LEY (LT _R&ETH D, 5.5
HCIE, B CRET D AMBEMENH 0 . AR OME I BI#E T 2R OJFRIZOW TR L 5,

NERRIRRE 2RI 2 A1, AL~V DOT =2 BN FIHTERWEENH D, — T, BREINE
D, FHNONEDOHEE & F DRNEDEGROBREDT-OD , 1BFREZ T 1= & OHROIEREL 720 5 H7]
BEMER B D, 7272 L, ZND DA T2 ) 2 L0 il 2 DT — X EROE LN ARG 212 H 7= - T,
AN HEE & BRIRERBROSNNE ORI DR EDENWZHIHT 2 Z DL < 78 b, S BIT, #HEH OB,
ISESZZRBRCTHO LN LD L —HT 25X )ICERTT L ENTERWGERH D,

54 ROSEH

FOSZESIE, EEMCZVEELZ T HTHAIBELOXNG LD EETH D, RIGERIT, EHELDOHE
WEREY:, )T AT LR, HDHWIE, FIAITEKRED U A7 S IMEROIEST Lo 7o EH
OFEAIFEICEES 5 THA 5, REBROFBE R 1L, ERRMONREFHES 572018 IR S D SUSEET
b5,

FEFHmE B L, BBROFE R HISHEO 2, BRRINCERDR H V3 I0H 5 =87 v A %174 T
EHRETHD (ICHE9), RIEHMEEE X, 32272 H A BEE L 7= B a2 E E SRR B 6912 BaE L
NRDOREEDONT N T D, REMLRFHMIER L, SRS ROE 2 55 2T 5720, ik
DFRER THWDHT LUWMIGRARE T D72 DI S D, (R E 725 BEEFORIRT L > TEWRYH H5F
MEEPERSNDHRETHY , ZORFUTEBEFORADBBEIND Z L bbb D, FRROTHMER OEE
E. BIREISED L, 22 OSINE OEIESLOTEE L BB O EORF R TED X D ITEN MR I LD D
EHEOHRNETHD,

EE3ESLIZ BRI D Fn AL, BRI s L OV OFBRD HH92S, D 19 7o SO EE A IR T R EDET D,
Bl Z X, i) o proof-of-concept 7R Tld, FERBELOH LT U7 A LTIE/R L, EHFDOT T

12



I LERHAT 2550385 (ICHEY), Z0%IZ, L0 EWHIRIO XV KB ER 2 AT, EERBLo
B DERITHK L COMRMNCERO B 2R EMEGRTHENMTEHTHAH, BERLOZEMT a7 7 A
DA RS T AL TO DRI T TIT O 23 BRE DAL, ZetETr —Z WEOHIFHZ , 3o B
NCAEDOECIIEST 5 2 LN TE D,

5.5 f® Y &R T 5 FiE

T VA %, FEROGEEMEZ B O ATREMEN S DR 0V OEHERI 72 RIS R & Th D, RBROFE
BN FRILAUIR Y OJRK S H72 575, Z O TIE—RAORIFEEIZ OV TEIT 5, ICHE9 TiE, FEIZ/ AR
BB\, WY Z2HHEE O 2 72O OJFRNCOWTEEB L T 5,

WERHIREEZ A 53R ClE, 7 o & 2B DRREE O ATREME A LR L, EAUT K > TIREOHI
IZEVAET DY OFREMEZR/NRICHZ 2 72DV B D,

RERBALEIF D 7 v & MU, T 2 X 2R S COREB OB ANIHLT 528, RBP4 U 52 X D1
DESZEIEITERY, T X MUEOFSR FRIFMFS (ICHEIR)) 1%, TRFEREH O Mo 22
RIS % B2 D ARetEnN & 5, TRIROHFIERL L AF o —3OFEHNZOH L LTHET 6D, £z,
BrED 7 N—TF DBENED., B 2N TA EFLLA LMD RANE DB TR DEIG TR Z I L2 Z LT
XV, BRI TBIRO Y = AGE AL D AREENRH 5, RBRPICHFRIERNBENICELY D L Ly
Z OB ERERICHRGT 5 2 Lk, BRI IEoMIE, BT IR OT — X IEEOK, LB U7 B
IEBOT =2 BFF%ED, CTQ BERIDRFEITHENL D, 1HFNE (estimand) % EFE T HERTIX, HRHIFLOR
EREBETHIENEETHD,

BROETZMbN2NE I T52E (BRb) (2L, BRREROFEHECAIRICIW T, 1EHRE,
=X U7, FHMEE O & OSINE O SOGZEEZ RIET RO & 5 Bkt XX 7ok v
DOFAEDIHI S D, HERARBR T, JRRFMERIIIAEZ > TV D28, BINE TS STV,
SINFE OIRE XGRS B 5 L O B IRBRIEMEM & 78R OEIT 2 b 7o nGE . BBE _EER
EFREN D, FEERARBRCIL, BE, JBROEIN, INEOFHE, ZaME, MSEROMEREDRRFE
JEDMHE BN T, FRNCEDTHIWHEEL WD Z LIk > T, BRIEOXRINT X0 42 U 2 28 A (K &
HHZENTEDLTHAH, FAIRERGEICIEL, BEBRFEMMR DA ¥ v 7 & 2 \WITEBROKEE 123 5 BR
bz FEhET & ThD,

HRIFRATAE S (EAN L -LDNBIRFEL L& [T 25 Z &0, W #4E 08720, B3
SRS R ORI BE 52720 T 50 REMERH D, LIzi-> T, FROFI L BRI LT,
BIRBENRVETH D,

BIZAFZ2I3, R 0 O & BN A OREEA 72 BT, 2SI, 1RRIEOEIR | B 5 T4 K 1
BOSEEOHHRE, HONR—R T A L OMNET 2 BEZREE W O BUR T, SIIEDRERIG ORRRE & £
HLTWAHZ L L, IBEIHOETREM 2RI 2 2 ERNEEND, DO, M ARER THERRT
BEHWAEAICHFET DI THA D, ZNHDOMEDOWNW DT 5 2 LN TE 2 HENMHILTE
0. THA UEETHRNTRETH D,

5.6 WEEHERNT

HEROFEHINTIE, B EH P Z AT D7 OB BB/ TR A M LT D, FERHRT O & S0
fbid, BBFEROA T 7 VT 4 RS HT2DICEE CTh S, Hatir O FER L, RERT A oD
BUCHHBI SN D RETH Y, RBRBIARTIZIER S 5 kBRI ftiFHEE IRt S bp & Th5 (ICH E9),
FHE] S VT HERHRAT O SE TR REIX, SEAIONRZ I DN T 2 ATREME O & 2B R 25 X 0 BRI
ELLEAT RETHLHD, UL, HERER SN D MEHRTRHEE SRS 2 2 &b C& 5, ABREm
EEZIE, ICHEYR]) THESL SN2 7 L—L T — 7 124> T estimand # EFHT & TH 5,

ik & 2O 7B 23 BRO £ 2 BICHRE Lz, EE R ORIKGHEE B OFFHRITIZ W
I ERBREM B GER SN D RETH Y | ZIUTITETO RN R OV SUTEFE ST A v DEFEN
BEND, RERIHFHEEICFR S D R EFBROMOFE ML, FEAIONRICBET HFHE < - HE
TE S OMGGIARTE DT O DT ik & . o T A ZOZMEHER G D,

FERHEATIZI, PR IRIC IS T D BT M VB B2 R L6 L Cf TV e R OB 2 T Hil 4 5 72

13



DO, FHNTHE SNIEEMTEE D L& THS (BIRIL)), FlZE, TR KHET—% OB 2
FEEDREIMRLT LTV DA, BUESHr 23 L T, ZOIRENTERFERIC G 2 DB LT Th
Do BIEMROGEIL. BlIZIX, IBINOELERI 72 2SHE R 1 OREI DR oHT & LT T 5008 LitZen,

CTHERABROYE . IBEOBI I S NI D RN EHENTR B A E T RETH D, LiznoT, &
%K—Oui®¢%%ﬁﬁﬁim1mé%é\t@%%%&o¢ﬁ%ﬁ@& T, A S AU AR 2 A
FTARE TR, @&@i R OGS, FE K OBEE LRI BT 255, RpOSIEH
Z X MEXU ﬁ% FIHT DRNCHEEST D ENEFE LU,

%ﬁ%&%%m;ﬁmﬁé;ki\% I—RT—HAIEE (5.7 1) 2T TIBEHFEOT —% Y — A& A5
HROYE . RERO 7= OIZEHE SN TMEHRT O A7 3, BIFOT —2 P T& 50 % ﬂﬁﬁét@@
FEhATRENMEDAIHTICHT L CHHHCEHEETH D, FlziE, AN IRE W= BN NGB TIE, BN
DO FNA%E Fhi 3 DRI INRRTBROFEMZ HE T R&E TH 5, RBROFHEFTOPEFOT — & V) — X@Vﬁﬁé
LEa—b, BBOA T 7T 4 28N TZEDRNE DI, BITEENCRETREITH D,

RRHRATIZ, BRI CER SN IE > TEITTRETH Y |, 3l S osbliie T, B
FRTRETHS (ICH E3 {REROMBIEHREZ O E NEIZET 504 74 ),

5.7 RgT—%

g7 — 213, BT —4% YV — xﬁ%ﬁ%lﬁ@ﬁﬁh%éﬁﬁiﬁ\ﬁ%mﬁﬁbféﬁ\Wﬁ\X
IFEH SN DL TOERTHEER IS, RBRT — 2121, BRI E & ORIl E CHE S vz
WERHIRNT 2 SEhE T 5 & 3RS, SMFE O, RBRERFHEEDEFR T —Z DA T T VT 4 HE=H
— T DI ERERREENTNDERETH D,

AT —Z IREL 200X A FIZHFETED : (1) ZORBROT-DITHREBREAIZERSNZT—% (—
ﬁ?~&ﬁ%>t\Q)%@ﬁ%@%%7~&/~xb6%%nt?~&(*ﬁ?w&aﬁWQ RO
AR E N7 — 21, EREREGEE, RAEECOWE, EFNREERET D M A UTE ALV A
WV — U & @Wﬁéﬂé%/\ﬂ%é INERT — 2 ) —ADFNZIE, WEDRRIFIE., EERRE T T —X X
— A, RERKOIEA LA MY | EREERRERT — 4, WONT %%@Eﬁﬁ%b%@@%&@%ﬁ@ﬁﬁ
NEEND, —DOOREBRT, INOMBFOFEEOT —22H 255055,

ETOT—H Y —RZONT, BREEOKEE DENT — & O RGET - OO FIRE T REXTH
%o BERERFEE, KOHWONAIBEARIIFIA v 7+ —Lb R arty FTE, AT —Z DIF#IZHON
THRE/ N A R RETH D, AT — &@%u ZEHET D HHNC U S MERH D, N —ANDHOD
TR BT D50, AROBR IR HITED XL ST — 2 &2 HWD Z & 2 BHRY Rz T AR
HNE D MEMERT HZENEELRD,

T — % \ﬁ%@am IXAT B = OICHE TRIT ISR DT, AR TS InE 0O et %
%:&Uyﬁﬁét WZH T E TR bR, T—2 OEIL, *Ai(ﬁa®@ﬁmﬁﬂ ) .
IEfErE (UE, R OWEEO EMES) | ffEE (BB REL TV RN &) FHIZLVFHIEND, b
OEX, 7 —% YV —ADRE, 7 —% OPEKOWEIZEET 25, RO CTQ ERAZRET D Z &Ik
0. REROFHEEPEI B THEANRFTT & ThH 5,

T =X OIEHEMEE X 2, FEROIE LWNT SRR 2RI L, T — X OIFEEET 5121F, T —FX 08
kb a— NMb CUIF=— FMb) OO OEEEZFERTHZ ENEETH D, ERENICSRO DT — 2 i
L, BB CTHWONA L DT —& V=R X L THFELTRY @A T 23551 ‘iﬁﬁﬁ@“f\%‘f&;é

— KT —HWETIL, T —F DES L Z D% ORI THE T 572010, fer Sz ik L HEgE i
0. T—XOEERIMEILRAET DN HT-6 S,

:ﬁ?—&@@%fﬁ\ﬂ%ﬂ%@?~&@ﬁ@$%ﬁﬁb BRI EFHEFEICHRE T RETH D, Bk
£, —IRT—ZDINEIZ L DD TIERL . BFEOE 2R GekT — % 2 H LTJ&%@EO)I/ RARA > %W
BTG A. 7T U M ACETAREREROE R Y, RBROT Y AR A o MIE#RT 5 2 L BRRERGEN
HD, WAL - TIE. ZIkT—F O HITERBR D2 T OB LTI TR WATREMER H U . —Ik
T—R2WEIC L VT TAMENETHZ ENRD D, EhT HRBRICIHBW T, B0 BB TIEINT =T —
A BRI 2 & EITE, T—FDEIZHOWTGHITRETH D, EOT —F OEUFRHZIL, FHEFRVED
FEHOT BB ARMHA I TWIEAREERH L1, £ ThoTh, €9 L7 v RiX, EiEd 5D

14



AEZ 49 LS EHICENTT 1 SR TWzbiT TiEZRu,
CRT A AT L5E, BINTEBET RS FEHNDH D, FIZIE, ST —2nbOT =2 23R 5
PR0, T2 D RNCIE, IBIRNAEZRRT IR RE T RS TH L, BlOpIE LT, FREDIRRESUIA ~
IMRBH D LWV TERERS Z8iE, £ 9 LIREBNFEL RV L2 BT 2 LIFRS20, A ~ FO¥
e, BAFDT =5 Y — 2N L OFERMP R S 115 £ TORIZ, BIENE T LR H 5, NEFMEL
{0 OEAERIZRFERIT, REROT VA VB, T — T OB, M OSABRGER ORIz I TRl EERBR D 5t
WD ~EThHD,

6. i, BEMET=FY T LHE
6.1 RERDIEN

IAVT 4« XA« THA U E2ED, RESHIGEH SN T DRRIE 7 7 a—F13, RO &
HIZET 27 e —FITEYRER E 0D, CTQ BRI AL D Z NN K ST, VAZOREZ IS
BBRZ AT & Th D,

6.1.1 FRBR N HEE DOREST

ABREE SR BT M OV OO BT SCEOBESFIIAR AR TH Y . #ERO CTQ ERDHF T, BEFITHONTD
Bex pEBBE SN2TUTR 6700, 74V T 4 - A - THA COFRIZRIEISE T 5 Z Lid, &
BRI 5 B O DB &/ NRICH 2., #BRZ 18 L TORT 2 LY WERbD LT 5ThH S, R
SEftis T E DR BB 2 > T2 35581E, A H OB 25BN R B E OB IEICI W TSR~ ZEH)
R D FENI - 2 DB HREIIRGTT & TH 5,

612 FhL—=7
HEBROEMIZ#ED 2 F L, HBBRICB T 2K 2 DEENIG LI Nb—=0 T 5225 _R&ETHY, ZO L
—=270F, EOFENRBRIHEDDRNATON D RETH D, MBROFEH T4 U7z CTQ EKICE#ET 5
RIS T B 728, ROV TRBR MG B EOE 2T 572010, TSN M L—= 7 I b
— = T RBEILIR DA D D,

613 FT—FZ<XY AV |

RERT — & OUVEE R VEBRD 1 & F DAY 2 —) T, B R T — % OB % M F T EE
NTCThHo, BiiFELEOTF =y, T—2OFRE=H ) 7 ROKFHFHOTEE BRI, Z&E
HEDNNERT — X O-ICBET 2 EERMEARET D2 Enb D, T—4 <3P Ay FOFIAIL, ERR
BRCHWOND T —4 Y —ADEEMEEETRETHD (5.7, IMAMLREEERRICOWTIE, T—4
IR AW D A X AN ICHEG RSN TV D,

6.1.4 FET—F~D7T 7R

RIS OT — F ~DAREG 2T 7 A%, BEBROA T 7V T 4 BER D AREMENRH D (5.5 TH, 5.6
TE OVNICH E9), #Hili S 7= REIfRNT 2 O =R BRClE, HERNT — & LRERA~DT 7 2 2 24T D 0IHHC
EEEZH YR Th D, il SNI-PEMTORVEEBRTH->TH, NEURT 72 A%RHT 72012, &
BRESET A TON D BEREIR LT — 2 DOH L HE=F ) U JIZRRIREREZHL ) RETH D,

6.2 REREHT OBINE DL
PR ARER 2 35 1T B M BER 72 340 M OB NS ORFED BB/ HE T 2.1 THICREEH I LTV D, ZOETI,
FRBR S T OB L CE BT & AT

621 Zete=4Y 7

ZEME=2 ) ORME, ZNEZREL, EELOZENET 07 7 A VERFEMSITHZ 2 Th D,
AR P O EOBEORE, =X ) 7 EOTROOTINEE AT MIHBEICHESNDIRETH
%, ZOT7 7Ta—FL, WBOMEHLOBER, SIEO Y A7 WO EREG & OGRER O REMIZBET

15



HEEFOM A Z KT & Th b, Hl4 R~Om ez et T — % OWE M OVZEEREONEE Z 1 2
VAL TUL, AAF U ADREN TS (ICHE2A-E2F 7 7 —~ a7 U A KON, B/ AijBriz o
WTIX ICH E6).,

622 Wk
BN ISERERB I AkigE L > ST TR BB & 1 ET 5 7 b OB/ S, B0 OfRet
EREFICT BIDICUETHH A, BEART — 5 OBE bR NI 5% Th5,

623 F—HE=F ) VIEES

%2 < DEFRFEBRICIBNT, ZRME=F Y VT OEEREFR L LT, M7 —FE=4 ) VI ZEZDHK
BENHD, ZOREBRT, RBROMESCEEH 5 WIIHIEOBERZEET 5 BT, i icEfsn
HT—R TR T D,

BRR 7 1 7T AEGHIT HERCIE, BT e 7T MIEENAERORBRAE LT et T — 2 =X
Vo 7357200, ML LTEZEMEE=42 Y V7 BEESZONEVE LT X&E Th 5, filx OB IS
70T T LEEONTNNNT —FE=F Y T BEEEPRERGEITIE, ZESOEM ST 5 FIE,
BRI ARBRICBIT 2 B b SN W WT—2 23R B 7 7 V7« (ICHE9) ZE&H7203 L4 5
FhaZ, HERBHLARTICHESL L TR RETH D,

6.3 REBRDOHE

AR & 2 OfE S, BBROFEEE (S ARBR O IEIEE) & s S o iceE LB Aa i LT,
OIS T & TH D, ICHE3 1, FRIAMARRERRRBROMEERNUTERE Y T TN DD, AN
AN OFEOEEARBRIC b A S5 2 E03H % (ICHE3Q&A), BROMHEELE E D L 5 ITHEKT 50
. 24 VT 4 A - THA DT ADO—2ThH D, ®EEIT, RO CTQ ER N FGEH I TV D
RETH D, RBEROFREIT, GAFENT, EfETHY ., B ot Thn s & Th b,

SAEICKT L, FHIAIT, NT U ARERL, D OIRGEEEICIRD B2V HIE T, Bl 5 2o
BROIRF 25D, DR BREROFIEOENZIRUET 2 2 L 2B ETRETh D, b, fHx DS
FNX L CEOSIFE ORBROFEEDOFER (B2, 1R, MERER) 1T 2R ARIET 2 2 L 4K
MTHZEHTED, TOL D lFWIT. ZMEOREOEBUCE G358 (BIxIX, RS ER) 12X
STRABNDLRETHD, BINEITIE, EDO LI RIFRENOZITIDNIOWNWT, £ T4 —AL K- 2
vy N ERMET DRI REThH D,

SBT3 T DR O BIANMEIZ 1L, AL T 7 B AATRED ORI SN T2 T — 2 _R— 2~ FKR
BROBLART OGRS ORI RO NN N5, BIEFRICEBWTH, 20X 5 2BV HEAEITH Z
ERFERMEA M EEE D, BETRY ORWEREANCFAAHEICT 2 2 &%, BERABROMEE &,
AVBIL AR 2D U, ERBIGICBT) 2B AR E IRt T2 2 L 2@ LT, #iS & 722 5 BEEH
& RRRIC R DAL L CHOHREHATH S,

7.CTQ BERZRIET - ODEE

CTQ ERXRDOFFEIL, 3 B TR LIZL 21T, FRBROFHARER TR & TR 7236 & BRI EIC L > T

EINDHRETHD, 4 END 6 ETRANSNTWAEED LB | FREROFEHIC X > CEEZR BRI

7

REROT WA AATEEL T, CTQ ERDAFED IR AT D 72T, LU D X 5 7l 23 F v REZ2 4iFH <

BETRETHD,

o BEZEDAETORES 2FERRE OG- 2RO L T VA OBICEET 5 Z L,

o HRNCSEMET I IEEARRER, KOS T LA TR E T L, FHETR OREBR OIS & LT
DFTHHZ L,

o [EHMEAL TEBEINZMAEZZE L LT, BT 77T AR TOYFEABOEE IS S DLW
Bl 7e ez, BB E L CGRIET D Z &,

16



BRREER DT A L3, R U TR EE & OHERICER LT, E3EORIZEET 5 BFRD & 5 Higl2 ik
NEOBD LR STV &y

BINE OMER], 2R OGRS D - Ol e E A2 WS 2 (74 —L K avtwy
FOTEE R IRREAZBRIMEE B S OFE, 1R Y M &K OERRREER O s L—=7 ) B
2

SINE AR SN D TERDPECHME TEZ 2D THH Z L.

AERDARFEE S IR A X » 72X ARk LD, TR ENOEENIIS U E FL—=
TIFFESID Z &,

ABRDOFSE FTREME A T L, SREBRNERRETH D LHENDHRETHDH Z &,

SEGEL, AREBRHIECREBR T O BN, RO HIEZE T A0+ ThH Z &,

TR IEED, RERO B E KL=t DO TH Y | BRBREMEFHEEIC I L SN TV ERETH D
Nl

BRI EIC BT, RBR BRI DER, EELDORET v MY 27 DR, K OBINE DM
DE=H—IHBEL R DT =X OWEEZFEL TND I L,

SOSZEELDEIN & 2 6 23l 5 5ER, BEICER S, ERLOMEOFHNZBIT 5 Z &,
ERABROFIEIC, WY Z2E/MET 27200 REE Bl2iE, 7% 2. B NEEndZ
L,

HEHITRH I 2 T ME L, BILO®H DEME T RARA > MO LT B2 EHT5 2 &,
HERPRT X2 DA T 7 VT 4 BT D201, RBROEiz ZETHU AT LAE T A%
HTsZ L,

RBROET=2 Y 7O E R ERIOREBROT A KO BBY, WONCBINE D22t 28
LA DT RS2 L,

T—HE=L Y I REEOVLENE LY B AT A 2 L

AREEROWEN, FHE S, SN TERTH Y . WU S, ORI ATARETH D 2
L,

I ORI SITHEREN 2 L 0TI ETORBRIZY TIE DL O TR, fl 2 ORERZ L 12, CTQ

TR ZRET D720, BIOERNDBET 20BN HH0E LIV,

17



g - RBROEE

P BAT L, BRARAIC I XERERA TR 22— OIBFE TH 0 . FIHIOFRERD D OIFHN, % ORERZ X
FF LAt ?ét WSS, L L7enin, HAEERMBRE T 17T A THE S D FEEREO—EHORER
%, B2 D IFEIRTH 2560, BROMENERET 56 b5, RRIIX, 77T 7T A v (B

T 5 X 2 et e 23R OFEEZ S0 <, ITHAGDEDL L D) 0, BHO IR UIHEEOBEISSE,
HOHWIZOm GO EZHIE LTV A > fBlziE, ~2AZ—71 b aLo FeEMSNLR85) 13vE
FNHIHEALHD, IFTOETEH, BMINSRBROFIEZ DL T\ 5, R T 500%, M@ TR,
Fo. TNHICRESNSGHDTHRV, HAFEORBOHE LTCRHEINTWA DL, BOREED
REROBICH 0 9 D,

B O FEEE HERO HEY IR D15
FEARSEERER | o AN L LEMOFHN o ZENEIEFESM T D BAYBE R
o PK!EONPD?DEEFLR o HEAEMER
o IEMIEH & IEME AAER OYRSE o HRFEE R OREREGD PK LOYiT
o FEPIEME N O EME ORI PD 5
o EEITHEIZ BE 3 D AR o IEWMAA/ERICEIT 2R
o LFEMEOFHE o QT/QTc iR ER
o HWMEET A AIBITDLE 2—~v
77 7 2 —iRBR
PRARIH R o IERY LT DMEIE TOMHOBER o MBI RARA AL
o VDIKORBOT-OOHE/ILD A LD VIEEPRIFEIE 2 A=, BHREICE S
HEE SN R DN BEHEMTHEMmT D
o HERJSMEESUSEIFROLRER BRI AR D Z L & AL LR i R R

o WREFHIRBRO T VA L OIEREORRML | o FHEIREEARR
(B 20X, SBREM, BRI R | o NS F~—h — R
RA L MBFRET D MHLOFEEE, | » BERET Y MO TFT— 3
TR SN % I T IR 1) RER
o RFMBMEHEEYHNEZEAR DY
T ETT A TTHA
FRRIEIRAER o HRWEDFERAMGE o HIMEOHENIZ BRI E Uiz L0 KB
o X0 RHUMED D L BEEMN A RS o X BEEME B LB IR
HEMICBIT 2 EEET a7 7 A LD 57 & Mkt
fifesT o HERGHER
o HEHEMGREIIETDHIOORET v | o EEMIZET D EERRAR
MY A7 OBMRZFHIT 572005 | o FHEFRMEBRET U M LALE LR

Y70 g DAL B
o HESUGMEER SO R OFfENT o KREREEMZ G L LT-ilBR

o RREREEH (BIAIE. NRL SEE) (2] o B ORBRIR HEE THEEOHAID
BIZEET 0T 7 A IVOMELEH AIMEA RS Z L2 ARy &3 5Bk

I DIRGE
EORER | o —BASUTRIR AR UIERIRICIT | o 2R HHFSE (Comparative effectiveness
B X7 4w MU A7 OEUROPRE studies)
PIRODH L o RHLBHRAER
o RV RBUBEEOIRWVEWER OFFE o ERIBARIZOMOBMO T
o HESEHROREL ¥ RBRA v b ORBR

o KDY TN T L F MR
o AERIRRF RO
o ERAIESZAINISE

18



RGBT D ORI %
BIERISE
RESUIFEAIL VA Y

IPK FEpEhRe

pD HT)

3BA studies /XA 4T XA T U T ¢ AR
“BE studies A4y r[R1 MR

19




