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ThHNE, HRERZBLBICRESTEALSHHELTIEMNEELY, BE. B
HICEBETOL 2R TRE~ORSRICBRBRERN BT B8, ZO5:REXE -
BAXEICEHL. FTOREORBERBTICELICEETIRENH D, Tt Fan
BEIN-BA0REREICHTIHNEERESH LA LORELTE ENEETH D,
BRUSHARICEERBRICSVTRERORR TS5 BEE, BERARNBFEIZE
TAFIEEEERLLT, BREROANETSFITHT S FL—= 25 % ABRBIAETIC
BT HCENEETHD. £, AHEOKRSESLRBRIEL LE-BERBRRUT A
ATSAYERRBEREL. REROEBUSERBTEENEELL, BEROE
HEEORIOERIOVTHLRDBEAOHARVABORE, HUIzHBEDRE
OHRRISEDDH T &, hH, BERFTABERHEEICIT. BESRBIBEICETIFIERY
BEEEORBE T ERBRESEAVT. BEEHLAFEOZLEORBAMNRSD S
ZCLIZBETAIRENRDS.
2.4.2. WMERR

Eh (B2 BRI THBBICBANSICEIABEINIBEIE. TORGKEICS
FTOREBECHEESICET A\ F—2avEREL. BAERSICENT IRBET
SBEICHAT, EORERRMEEEANMETT 20ELAMMMIETIC, RETDH LM
RObhd, REBREQETARH OIS, WEIBRTOLAEEEER28HTH
ETELUTOREMOEREZAELGRYBRITICENEETHS, HIRIE. DR
MOEEEE. BRUGORSHEEEAVT, THLBY SCORKERRIZHTIZD
FRERKL. BRESOBANLNC LEERTICEERTTICLL—ETH S,
HEOREREMISRRICETIHMIHBLAHZBE1E. BEE~OBREETCIIHES
h2BEM3ERELEZLT, AERERBRIOEMAERTL, TEARY REMETIZRE
BREB/DICLAZELL, FOB. AFHEOBENIMEHET - DICHT RO
BT HNEHEDOBRYICH S LBEE= S YL ITHIEMIYEELL,
BRUSORDY IR EHRBIREET 28813, RBRBAEELTENDRKE
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RETORETRICBTAMENFLOTERMEETET S LNROoNE. BEBIZIE.
HESEOBYE. BERESO—ROERBOEHE. BETHRESCEMEL o OME
YER) RO NEETEL LDV TEYVAEHBAZTI CLICBETHILENH D,
2.4.3. TAATSATEERE

FEOF Y FERAVTIAATSAIEERREENRTSBE8THoTH, HBRTHER
TAHRBORKEENT, BERTREBEOEREICOVTRERET S EARDLND,
HEAZIZOVNTIK, BE1THREAXERASERER (1A TFV/0P—REXR £
MEERHXEZROME AV HBERIZNT I3 TSAYEERR) (UT. &
EZER]) EBEICL, ERTHENADETHS, 1=2L. B {ERMIRZ AL - DNA £
&% B &) OAFAVTHRZTOIEE. B EXABEORENHLITRENHLZ L
AS., tOBYLRBRLIMAHASHEDETHRRETICEMNEELL, 4B, BEYLGA
JF— 3 U ETo- LT, TCZBEEIEZ (C3%)1 # TABEE (A1 XIEBZEIIK
AZATRAWSZELTES,

CHEITBVLWTHRTIRETAITSITRIIOVTIR., BEEBESEICL. TREDT
43 FSITEN 10CFU/ML DREBETRETERTHIZLERT EICEENLETH
3, E1I6REARERASERBICRBESINATNEI TS/ I—2AVTVSESIX, H&X
FSAT—TIX A laidlawii BRBRETERWNT E RV M pneumoniae DB EENT+57T
HHEOWMERTLINTNATD TR . Tho 2BOTA TS5 ATEIIHT HHER
ARIZHEIZE LTRSS H L EICEENBETH S,

2.5, RYyIT 45— 3220 T

REFRIZEVT., ARMARUVTRES SIS, TOERANNYT—2aRIEANY T
A= aVEEHTEELERETHD, THRAESOREEBERUVREEECERIIE L
Tik. BRI LT, FOERAYF—La vORBHABEREESAhTINS., LALENS,
ELEERZHRTOERICELT, Bite b (AS) BXERKTIE. BEHEFROHMRE - A
GEREECBVWSEOHRELOBEAANSEMICAFTRGBRALGHBE A, Bohi-8E
BERHDHSEAED DN BIBECEMHBRN L 7Ot R/\Y F— 3 v ORRHIEEE
HEANEEINDEH. RYIT45r—2a V&Y REERRTLIFELHRESATY
%,

FOERAYF—Laveild, BBTIAETOEROBBMRERUSEICEETLE
ETENASA—4ZOEHERLRICRBEYRIERELLZLET. ThoD/SA—=320
B UIENEERRSICLVRE IO ADFHEEL. EENICRERIEEZELL
ALNTERTAIZHTHY ., . BEL-EBRBREZBNICHRIIT2FETHS. —A.
RYI o h—=Savéit, KETHNIE, TOERRN)F=avicky, EEMIZED
ETAREICERTARANMETELLSEFICRIELTEL S ENEENDI DD,
HE M=K TORMEROCRTTNLBRICKVEDEROERS TS IEATHEGN

11



KROFTH-TH, HELRKHEVRIIRDAL MBI REOEBEKRERTET S
CElCKY, ROChHELLEZUERICERTLIIEN, TOXRETHD. THbBE,
R)Tar—vavid, BLLRERROBROBRICLEEETIIOTIELE, BEER
RURHEEOFEIZLYH/BEINIBRENBONTLIHIOEETHY . RHEORHE.
IENSA—FRUVIBNEERRRL SO LN LRBLEBRIEITHS, &5,
RNJTa5—2a vtk REEERTIRE. TOFEOHELE, TO0EANYTF—2
IVERGYNTREBEHBICSVDTIRMEMITR) 05— a VHEICEI(REZTS
DENHAZEIZLEENBETHS. TOROEBOERIZELNTIE, (BEEESESR
DHREFEERVSECEOREZICETIERTCESR (08 I2DL1VT (Z0 2)) (FRK 27
F£TH2EMTERERK T8 FE4E) MeELLD,
ARESOBSIZEVTITDORER] T4 45— 3 02210\ TH, FERROBANS
EFRWEBEAAEITRBERERELEDDIEOTIEAVS, ARUAOEEICH IV TILERS
BRETHYREFECHABAENREERSINTIWVENWIEEHSICEELIZLET, 20
HATHLMATLWIHGREVCHUETOLROBERERER. REVRIIRDA VT
EOCRBOEEBRBREARELIZLTR) I445—2a VBT 5 LS I S,

3. AT EMEHER

E MERMTIHSOFERERZLEIZOVNTE, Te b (BT) BRMEE - BENIEESR
FORBERUVREUOERIZET 581 2807 D0EM UK 2~8) ITEFXMLE
AFBREINTEY., ERBICAIENAOHFNEEROHIEHICEVTHYRBRLNLE
ThdHC &, Fh, FHBERSRUVEETRHETMMIC OV TIIAEELZR Y BILFHA
SMEICIYEEST S LEShTWS, LEAR->T, £ MERMIRRAIZET 5 EERRE
REMEFEZALHLTE, E MERMIRNGKOWREEEA T, BN LT 2ila - @G E
O THARRES ). B & T 400 - BB O H RIERRER. ¥ v T4 —)L KE)
FED TIEMBREMS | RISBERHRICKEET HIFHRI G ED TEETRBETHY) 1<
SEL. REMZHET SN EUTHS.

EEMCERMBLLEEARTHAEEICE. BRTELLBEEFTRT LI RIFED
OIS, FTEFEATECY 32T LOBEELTNY—F (58 #HEL. £
ERTOERNMBERHT—F (RIR. 2. KB, i) ZHRL-LT, BERICIEER
RE2EAFEShE. LALEAS, £ MBI IEHAIZOWTIR, BYMERICH T
RERERGHERSNIBEAHDH &L T MHEAMIKR TR, EXFERSSE
TREThD LS UBRBHEL G CELRVILLEN D, EMEYRIFHEZRETHY.
EBRRREUHBRTHEONITEHRHRIAMEN L EZ NS, LA 2T, SO&I7%
BATEBLLLT, £ MIRNIRGSOFERREMESHREZRHAT I ENEETH S,

3.1 —EEEsER
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b FERENIASO—BSHREBRICONTIE. BEATE TEXROE EA) &R
BECNELSERBOAA FSAVIcD2WTI(EX 22452 B 19 BIFITEEEES 0219
E48) ONE TEESEMRBREANA FSI2) 28BIZURTHENEUTHS.
LALERDS, 2OHARSAUiE, EXEGOSHRRICET IRENLTEZAFZT L
LDTHBHEMD, £ FIBEMIMREZRL-—BSHERBRERET HHEISE, BRI
UTORICBET HSVENHS.

1.1, EHiEDER

E MEENIHNIOEERTLURB T, HFICUTORAN SHMEELRIRT 5.
11,1, EBRERERGOERE

EMARBRIcHTI2EERERGEZERET 5012, RETLEY (X—F. SCID.
NOD/SCID/ ¥ C™'' %) MFANEZ Shb. BREARE TO—REMERRS. RETEDH
M (THRRXIES Y b) TERRBELERICEK. RENFFBRETTOGMORALER
Shah, RRBYENERT—F ORENMHFICKLSFHE~OREEFLEMIIEET S
CENEETHD.

F£1-. REGARKZE#T 5012, BYBREORSHREZFATEI7I0—F3E
ZAohAN, B, 8EhHE. DHVOEESOE FEEMIZETAENEEN T, £0O5H
BOgeEIc D WTHRBTH LR LN D,
3.1.1.2.  InvivoehhEBRTREeHZEHLETEHEZESICOWT

hAOMREEETITS (Proof of Concept:POC) EXB&& LT. ETFIIEMZ AL VEHER
AEEICEREh, USHREREUTMFATHBEICIE. EFLEMETIERT
—ADFRBVOETIEHBIZETZAEBNEEREONSYFIZLIFEIEIONS
Enn, FAOTEEIC VT, —REEFE/SEDICRETELN. RURLMEETEICH
W3 EATRAHRBRREOSHEENRR SN TV ILOEEN O TAITRET S &,
3.1.2. BHiEDK

B, EXRTIIEWE 2 BEAVE—REERBRARO LN SN, £ MERNIES
Tlt, EZEEEESR UT. TERRD OS5 URMHFOBPEENEZZ TN &L
F-WThOBYETHRERERGAEREILDIEENRHL &, —RIC, BPIET
BICKAEHMENTIEETH S,

3.1.3. RZERUHAE
3.1.3.1. BE

EMBERMINATE, REREREAERIhSIE, - tHERBNLEES
hAEEIEMME (HA FhA2RE) OEMERICLEMEENEZ Ao, EMTY
RAOEMIZRETHD D, NF—F (HEH) £HERBTHEHIC. AEINREL
BEEOLRCEL 2BTHETRTHS. T, TOROFEEHAERX. ZKRME (Maximum
Tolerated Dose:MTD). 25 wJEEA B AE (Maximum Feasible Dose:MFD) RUBIMEL %
EEL, TEEGBYESCOMBRERETIENEETHD.
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3.1.3.2. #&E5mE%

BEEMIT, THECBYBRTPIESATVAIRELERIST S EAEELL, =7
L. B¥cE MEBMMINS 2 RERS L THLERNTEREARD SAT. BRFEOD
BEAEZITCNMERIZE. BT LLRERSORBIIBES LA,
3.1.3.3. BER®

E EENIES0EFERERADRER., BN OEBFREOMMNESEIZL Y RE
ESIABREAHAC LS, BRERBRTERT S EMZEELL,

3.1. 4. SIERHARS

E MEBEMIMRICOVTE, £ ML RBOBMICES T 5%, REWTMEC
BAAHZ &b, BEHMIOVTIE., 2HEMRFTHATLLEZFBEOHMTH
514 BRBELTACLETHRTHD, LHALAND, BRODAOHEERTZEL
HEADBELNHESATHY . AOBMRBR THETLEL B SN BHSICIL. POCHBREZ
SEIC, BULRRPMERET I LE—KTH S,

3.1.5. . BN, BERUREEE

EEMMINETE. BEERSTHoTHERNII—EHREET A D, —
SHZIET 258121F, (EEXRSHRBESC FS( ) OAMSHTHEAML Lk
EEBSERRBTEL . RERSSHEROHF A NS VE82(2, 4. BN, B
ERUREEESERET S LNENTHS,

T, EERTIE. SEBECRT 2EE L AVENSHNERERHTAE0I2RS
HERBABARBESASA, £ MEBMIHETIE, £ h~OIMEEIZS L CBMEY X
SRENERTHAC L, £ TREMEBRBAH S KS42) (ER 1356 A 21 BT
ERERE 002 8) OEAGENEERTHI_LEEETHE. UHRABRHC KSA>
[CEBEhTULAHE GHll) BE%. 20Tt FMBNINRIERT 3 & IEY
TR, L, ABRBIAIIZIE., £ MM TESOREC— RS HRRE SIS
Z. IEGAENMEE (PESER, DOERARVTRER) IS8T SBEOBSHML
CEERBTACLICEETILEASHD,

3.2, EEBHEHRIIONT

E hRMTHRICIE. SETRICE T SMON . AAMGHETE, EHNE, Bk
FIFHREFOREICE Y. BEAMRAERRNTRAMEMASIKRCIESBHEEI 2
TRENHLH-O. EEBERRICEZH@ENRIESND. £ MEBRNIHNRIET 28
BEEEOBEISOVLTIE, MROSLRE. MIAE, BERNE. SUS0RESCL-
TRBHEEAONS, ML T, ES/iPS #fa. {RMEstilfn. HMEMOIEI-REVMIANEHY
RHEER (ERLGVVEBECREOELSE) OURYIZEL., S5IZES/iPS MBEED
HRTIE, SRERBROBFICLSTHEBRDO YRV I22VTLHEMT S ENEE
THH (B 1. X8 9, —F., BEESECETIEINESITENEEIShZEHEX

14




O ZERSMIEOAMBEBEEOHBIZOVTIE, BTLE /n vivo OEESHERBEALE
HWMBELEZ OIS, £ MEENIHNEOEESEHEE LTE. RESHHEBROCERE
XIO=—HEREBED /n vitroRBRY. RETSEBYM~OBIBIZLD in vivo RBREN
MonTWEN, BETIRKICETIEESEHEOBIOBEICSELT. 7—R /(-
=R TRETHCEICEENDETHD. BIC. invivoDEBEFERREIET HHE
i, UTORICEELTWWEEE=L,

el

22U EOBSR
WIN. RGN, AHROEARRELS 1T

CoIn

\@_J o .
qp(Rns >

-1

&ﬂwEHM! @!)"ﬂ’

HER L ()

T BRAC R

=

UM AT

1 NI SOEESE) RS

3.2.1. EMFEDEIR

EEEURBICSITIBYMEORRTE, STEERERLZEEMT 5 LAEEICY
35, BEREICETIRRINOEET 4. EAEESEREL. AEFTLIIR (X
— K. SCID. NOD/SCID/ yCnul | %) %#FIAT A &M—BHUTHES, REFTEI VAT
BERREERIC & AFHEN ERMICHBAIBEICE. RETES Y FERATHEE—
RLEZLND, BH. —REURBREEKIC. BYEL I BTHETEESERS,
3.2.2. #H

EESHRBROBMBIZONTIE, RBATEEERONSARERERO & 5 ICHEHFY
BEALBRETICLIIAMLEEZ NS, LizAoT, —BRESRRETERBRESL
21 BH-YOBYY SREMOBRKET 10 IL/8) 2ERICBETLEMNEBNTH

B
3.23. M%-RE
3.23.1. H=E
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ErlRNINIOEESHRBRTIE. SEMEHRARIIESMEGREROBE £
By a0z, RATMAE M), HETHERAXE WD) XiTBMEMEEEL. Tih
RYZOMBMERETLICENEETHD. £z, ERBEEORTF UYL E-RT
BT-Izld. ®EEH &) LIREHO 2 BOHETRTHD. £, TEE (B (=
DWTIK, EEEHICETIHMEEIE FERNINGEICERDEEXOND I EMD.,
REFRFORNULESALVRY., ARASh % Hela BZ) AT IES
(FIELY,
3.2.3.2.  $BEEH

RETEHYTESEHRSE 01, —EHUEDOASA MBI BIESREICEET
SHERHDEIND, EEBHEZETHHROBEENVLVES. BERMLICBTS
EBEMREOCREZ TEY., SEEEARMTLEEEHESHA, BYLTENEES
TRHEWBENH D, LEN->T, EEBERRTIL. BERTORE - BBICK 5T, WHE
HRYZOMHUUZHEABET 2 LXBUEEZ S,

3.23.3. HRESK

ErERNMIESOEESEREBRTE. EEEHZIEISEBICH LT, UTOBA

NoREERERIRTSELEEIEETHS.
ZHEMBRHROEFEY RS

ES/iPS M ROBMRIT OV TIE, £ FSEMBHEBOBRELZRET 5012, SHE
HHEEZFMET ARRE L TCEREOHIREFETIVANDERETA~OBIEANEE LLY,
thDBREZERIZL YUSHERERELZFET 2EEIZE. REF2IVAAOERETHIE
REDREBEABLNALSIZT A LICEENDLETHS,

EMREEGREROY XY

ERHUSOMFER (WE) BETELIFSOHIEMMEGRMAKIL. BESLO
WNBBICIVEELZIMENSHEIEH D, ERBEEREROY XY (X, BEK
ERAREICKYFET 2 LB THD. LHLEND, BERERABERICK SFME, R
WRICEHRTIBESICE, SHRTHES. HORSRBICLZFMEELEI OIS, Z0
BEICIE, BRERBEOEBICLIHEE (R 2+HICHBATEILNEETHS.
3.2.4 HEZHAM
EEBEEHBRORHBAMI. EESHOBRSOBEICISLT, ERBITRRFTHEN
BYTHD, HIZIE, SBBENELVES/iPS HBEEOSMRKICOLTIE, EMEIRIEH
BOVRO BT A0S, REBYICEVTBIERBIARRETEL(LIETOE
fl. RIZBRICBWAEMEICE T 2ERAREREPCRCENTMICHELEILVLER
HEZzRETHENBEYTHSL, —H. SHERHBROBEFICLIFHREBRDO Y XY
ZEMET 501, ChoD7 7A—FThdEd. DERBXECHEBYBMAREISh
TWAHBEIZIE., TORBRBMZRETILLTARRTHS, & VUEESEOBSHAEN
EEZDNDZHEMERBAROHRIZONTIE, BEEATIZWHO 4 K51 > TRSI78 (X
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it 10) THRIhZHBHM 1~16 B) £ERICEREL. REARFHREICT, Mk
R OMMIBREEN LW L ERETHIT In—FEEZI oD,

3.3. FEMRERS D& Lt

E BT ST, bR ONSOZE), NAAFH/ aS—ERAEESR (BT, TN
AAEER]). RIFRFv 74— FEQOEERBEPPERLTNA LN ZENH S,
MRS OREHICOVTIE. ERSOFHECEFRERTA, AKT—2 L Ml
MIBREO—WREERBISBONIERETSFEAL, ATRLGRYBERHFEICE
THfiT A EABUTHS., FOLT, FMERAITER LEBRRTEERRZ S
EHTAMENE LLBAICE., EEATHIIE TEESOBKFRBRRUELERTRAIZH
ED-ODEBRREEERBOEEIZODVWTOHAEVRIZDOWT] (EE22528198
FHEEBEFE0219F 45) (ICHMR2)., A(FERERKRTHIIEL (N1 F 7o/ 00—
SEEELOFEEERICBITARSEFMIC DV TI(ER24EIA 2BHTEEEEH0323
E18) (ICH-S6RN) ., RF¥ v I7+—/L FEDOHETHNIZ [EREFORERFTRAIHF
ZITHNELEYFHRSHFEORRMEZIFIZONT] (FR 24 E3 B 1 B TEEH
#0301 5 202) E0HARSAU%5EI1Z, FERLEHFRBEIET A LHNEYT
H5, ub, EELER GRPNAE) ZEREETSHEICE ICH-MR2) © TaEMEE
EEOIEEERIEMI<MET A4 KA VIZDOWTI(ER22E6 A 4BRITEREEH 0604
E18) (ICH-89) &%z, FERREMHHROABOEHHRLLAETHS.

3.4, HETRRARFHMYORLSIETE

S TIRBRFEYIONTIE, FHMICERT SR EHET HENC. ETIIEE
AEICET A1EH (RHEUHE., REEEHE. HETRE. ERESOKETES) Z
BEZ, TEREBYBRETEACENEETHD. TOLET. DRT—LAOEKRBERDIFER
RREMRBA LB LNERESL LIS, ARERYBLFHFEICL > TR ETME
TEENBEITHD, ART—RELTIE. AR, ERRPAIAEEGKOSETD
T4 (BENECRNEEERAEE). £ FAEMDEICBET 18R (MPRES).
EhAOERESE (EELKCHMNE L ORI, HEENRES) . FHMWIZET S ICH
HARSAY (EESOBEDBEAA FT4ISDT) (FE/K 10 £ 3 A 30 BFHTER
e 307 2) (ICH-03C). TEERDTHEFMMHA A FS 4 UIZD T (FRL2THEI A 30
BHIEEEEH 0930 F 4 5) (ICH-Q3D), TEEMHRENAURY ZERT 2-OOERER
ot DNA RS (ZEREM) THYOTERUVEEH A FS/4 V20T (FR21TE11TA
10 B EEEEZ 11105 3S) (ICHM) &), SHFHTES (SHENBEIORES)
HENSEND, ChoO77O—F2RHEBELTHLE FTOREUMNTETERLMEEIC
(%, SEMERARE S L EHRIC, THYICEE L-FBRRENFRBEZEET S LNEUTH
%,
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4. ERFRELER
4.1. EXWMEZH

ErMRNIEKE. ESREICFTEEERHIEVNIFORMDYRINHE LS
RTEESVERBHRLEL-THY. BRARZHET IBICEBELOAIOREEE
BTOLENH D, FIAIE, BEBRES MM - BROFRAVEL LIHR. ABrhicH
EHMESREETIHG, RUEMICOEYERNICBRET IO LABEINIERENRL Y.,
ChoORFBEATHRAOHBREKRRTIE. BERBT YA O OREMOE_ VLIS
CBWTEXRROBRRBRE IRLEIFAEORADPVEELE LD EAH S,

—AT, EERRUVERBSR L ABRZETIBLEERSERLAEEL. 20L548
RTEERRRUVERBBOHRKRBRICETIERANEIFZLUTIIHZ I EMNTES,
BRBERT Y 0. BEFE FOMRUREHOFESEICSVT. BUTIERRER
VERBBROEZAESEICL O OEAOBEERSUSOBREREZ CRARIEEE
ABCEDTARETHD,

EMHRINIARORRT v b YRV ERHTIBORFNEZFIT. EESIRY
ERBBLERE(RLILOTEGL, LEA-T, MRESEZEIIZEICIE. BRNR
ETHHEBICEBTAEERRUERBBORR I v - YRHIDEZFLESEIZ. BE
ERFHMAOHHCBEORR T4 v b YRV EMKLIZLT, AIOLEMEART
1Y b - YRAINSURAEZRET IVENBHS.

4.2. HNBREBARUVEBRTY 1>

EFERNIRASORREEZASICHIY . EFRNTRBEOEZFIL TEHREKHABRO—
BeiEgt) (CFRL10& 4 A 21 BFHITEEESE 380 8) (ICH-E8), KRB TY A VICET 3
EFNEAFE TBRRBROLOOMEMMRAL (FRE10E 11 B 30 BFRHITEFRESE 1047
5) (ICH-E9). xtEBEEDOEX AL TERERFARICH T 5 BBOREIR & FhicBd SRRIRE)

(FRE13E 2 A 27 BHITERSTEHRE 136 8) (ICH-E10) SRS TWVWRLONRBELL

%o Ffz. First in Human RRICEVWTBETAEZRAL [EXEKAKICHITSE FEE
EHBROREMERRT 2LODHA TR (FR24F 4B 2BHTREEEH 0402 E
18) ISRENTVEEZADOEZCITHBLTINS,
4.2.1. EMIEBRESRZECEMEOBRSERICOINT

E MERMIHSE TEREN S OHEBRDREVELTIERNHEZ LRURAD Y R
IRBETERVI LMD, FIIHBRE~ORERVIRVOBEAICEEROL S 1T
RHEBETE MIERERABREER TS EAERLGIBEAHS. F0OH. £ FER
EHBREIEREARELTVSREEZETTHIHRETERINDI I LAEL. ReHOAR
STENEICHETAFERNE FMIEREHERICTIRESNEZELHD. CORITHBINT
EXLORARBEOERFLERIRTIBANHS1-0. BEERSHULORHHOBKRER
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TlE. BAOUIOKUIEBRSWEBRERT VA D ERHTILENH D, BIT. X
FEREEEOBAN SHELKICE VD THKRARICTHMTESHRERNRonSESIC
F. AHEERLUOESOBAT 1| AOBBRENSF/OLIFEHRERKET S VIR
BT, BUMRUR2HICHETLIER BIZEE. NMT7REELS SREBROBZER
U7S5tRBR. FMERIZLIFE) 2ERLAREHOBRAREHET S LAE
ETHD. HH. BREHI SR FHNEFEA TG FERELCERABRNERTE LS
Bl EXRICBIIEZAFEBEIHBRHBEEZILI TSI EAEELL,
4.2.2. BRIERUS UFLEIZONT

E MERMIHETE, HREN S ORBEMNBEL IRV HL I ERVERM
LREYBEBRE~ADEBESEAEHRTHI I LEN L. FRILOERATREMAE < DR
ICEYKRECEL D, BBRENSOEBEBRATET. HIRNBSHERBLEAETRSE
AEELRRICOVTIE. BERIEDEHITTSEREEERET S ENARTH L. —F
T, BEIBLTEHELELTHIHRITOVTIE. v AFHOREER VHIEIEZH
£i, BERILEOERTHEEZREICRETIENEETHS, Vv LAFMICLSERIE
HERRHTIBSICE, FEETEREVERUEEEDI-OOMBOFRERFTHI LN
BEETHD. £, HRTFA VERRTAIRICE. BERIEDETOHEHBRT SO T
. HEROBREESHTI VA LLEBHROETISOVTHRT SLENH D,

L. FR2BEI[IBFTHEEESRER 1 /S5 RABRBROBREEFRS (T

SERNEHERICET 2EMHE)

4.2.3. REEAOERIZONT

FERRBA DA AN, ERE~NRESIDETOMICRESHBSNIBETIE.
EEREBEHET 5 L CHERMTMEBITICB T 2EEEREZERTHCLITHENRE
THb. £+ (BAS) AERKE T, HEPEPICHREOREBHSELT LAHENE
i%hé%étﬁ‘ﬁ&ﬁﬁ«@ﬁlh&Uﬂﬁ-ﬁﬁﬁﬂw%h?hwﬁﬁtﬁﬁéﬁ
BEETEICMA T, RRERETIRATANMRURSHIF@CBELBRETHLC
CEBERETIEOOBERUIEETI L ERNTICLICBRNLETHS.
4.2.4 NEEITONT

ERILOBEICAMDLLT, BRRRICEVL T YHENICEIRRUVR2EOERE
IRET B=0IZE, ABHBHOBELRHETIENERTHS. RROFHFNOA
BHBROBFEHNEHRTBEICIE, NERBREOLBEABHASINEIZ LB H I
ICH-E10 ITREhTWD &L 31T, AEBMBREDOLRITE, "M FREHRBTEGNENS
BAMGBEAHDIEh D, BENLELNDHEB/AIERANHS. LIHF>T! 5
B BB L QLI HBRENLORBRDATECTHIRNREZOERRGTETERSE
SNAHUSTREH, WERHIBINGABRDREE TS ELVHMBFSIIBEERVEROERD
BEN+DICFRAETHIBEEICRESNINSTHS.

Fio, SETELRHHSHBEARETEAWNESITENTH, BBLLAIBRKRT—

19



SHENEFEO - OBELEMRET 5ZOFRIZEY . TEARY OEHET
EHEERNT 50 LILEETHA,

E MEMAMTHETE, &2 HERERLA TADERUR IR MO I ERT
REBEBEMARONDBELHE, COLSHERTTH. EERTHALOATINDE
EMBREAEAEALELNSSLHY . BOERREERSTAL LA TV ZEEED
FRRABEIZL HIBENEH B,

ZOBBIE—EDIEF VA LALERET S-HOABERHTH I EMBEES
5, BEERSEAOREEREALLT—ROIEFVALALERRT 1021
CEERAERTBAICE VT HEEERERNT S, AEARY /(T OB
AUREBEREL, SUFAMERNT S, SHMTEEE CILERNES L BRLS
EEBTAENELSND,

4.2.5. BBTFA VIETHEOMOERER

EAERSUETE, MREECTHERLAHS &L SHEN 5> SERUMAICET 3
ERANBRRR T A VICHET 288055, Plxi, B ET 5REMGR AN
THAUMICHEERE5TIBENHEBA. £ (HE) HFEEASTHREDREIC
UREShANROBRUENRLSBE, BENKMLEC &L YBRE~ORROD
BEMTELCHRBAENH D, ShE~DMEIL. MEMRE T IREOHEE FEA
DHBEDHBIZKE KBTS EMD, 5—R » 134 + T—RTOREHBEL 5,

BEERSHR TR E— TRV L EAohald, HRECE LY
MR FRMECEET ZILIIDN T, BEOREN Ol ORI AHEIZ DL THRE
TEHMBEEETHY, TLETNLOELICOVTERMERNT 20445 THON
RED—BITO\TH, BHFONRESEIHETES LS HRRTFA L E LTHEL S
LHBETHD.

4.3 RAEZRURE

ErERMIMSTE, FHERVERLECHECSVTAERSERERETI2ES
FEEEIL SN TOGL, FHEICETIRAERVARORRICEVWTIE, 24 EEFH
DENMIF TELIRZRVEERENRRIINETHY . RERTRERET IBOHE
RURBE#EYICHBATE LS ERICOVTHRLAEBEL TIRET A LIZEET
Hb5. REMOBANCORERVREOBRFICONTIZ, ARBIKFEHL) R/ OEBKRY
REBREICHES REGESOESOBBICIE LY RV ERHNT A LICHETHIREN
Hb, £, FHAREAZEAVISEICKRSHFLACHEETIVRILHEMLTHC
CEFEETHS.

4.4 HHMEFMH=DOLT
ErERNIMNGOBL2OHLEIIEEARLZRRT VM o LHKOBBIZHEXT S

20




KRERIZB T AEMORREEEE L - L THOEOF@S EERHT ILENH D,

FRXMRET IEBLPREOBHICLY., BREFISEVTHRKERICTHETE 5%
BREMMNBLNZBEIE. BHEREBRAESOWERESE LT HET TR, BRER
BHOLEONIERERKETEZLSICHDROFMHEZERBT IS ENER LTS,
Bz, ABEOBKREMICTHYTIEOIY FRS U FRUADMERRMICHRATEDIE
BIZHBERBIY FRA Y b (FOF— IV FRA VR ZBUICERT S LR
RRBASBONIERERALT3-OICHERATHS. 51T, HBRIEBBEBET
BL5HBEERTHIHERISVT, HEOFUNELHET 5012, HEHFHFEIND
HEECERERBETETNS I &, BRIFMC/NNAI A T—h—ICLYRRBTESHEIC
X, ChoOBBREERATHSCELARATHD.

RERRETIEBPLHIOBRICLY . FERISRABRTAMNEZITET SBEIC
(. TRELIR Y BRMNATEEEEZRRT A EMNEFLL, REICL-TIE, EOTY
R Y b2 HETZ 20N ERMNAFMHEBICBESNSEEIHLD. TOL 574
BITBVWTHLRIREHMEER & L TERNGTEREE2RET S LT, AU BRRS
DOBEIZEYBLNEZLORBICRIDHERZNETHEVSIHFAIEETH S

UEDE3URHEREATH, AVERURLEOFMEZEH TR oW -FIZTEHE
L HRIES S RNBSISIE, B4 DEREICEPHICRENREERTE 5 & 5 IZ1ES
PEEZLTHECLLAATHS. Hio. BEAROZLVERICEVWTERESZESS
IZEMHEEFMET HBEICIE. EOT Y PRS2 MIEET SEFHEEHRMIRKINT
WBIERABEEL D,

E MEEMIERTIIERABFEAE—TRAENIELEZOND N, HEREICELC:
 EHEXFREMICEET SELICONT. MECHRELHOBROFTEMEIZOVNTE
HT22ERIEZETHY . FLThLOELITOVWTERRERHTSOALLT D
HMERED—HIIODVWTELRHFOHNRESEITHMMTEDLILSITL TR I LNEETHS.

4.5, TEMFMDOLT

EMEREMIS R, EXERKCEREELELGY., R - A8ERE WSPRIBLEIC
HAGEBAROEIOBHIEY, BERERICHERRTERFRNRLLICENEESH
5,
[B4ERSHUIAOBEKRABROEEOELICETHES) (FH264£7 A 30 BFTEE
FHESE L B) ISRIATVWD LS 1T, AEBRITABRE R X IFELERTREERHAERS
REMHEIN-BRREICELEETORRE L(EEEXE IALOBIETHSHA .
B - SRS S BRICE T EEERIE. BEERSFEROBKRRBROEEDOREE(C
BT AESOMTICDOWTI(ER26E8H 12 BFITERRE BI2F165)ITHdEBY.
ARAS R EHNERFGEHERABRMGOEED-HICEET S - ARORWMIZENT
HLERELLCALDIEERLEVERRIZERTTRICZORKBELELLOTHAZ &N

21



b, choZREMFRE L TRNETILENHS, BB, CCTOHFESERIZEK. v
EX—La vARICBET2BEBEOTRAICLPERTERLED.,

EFHERENISETE. BELE-HEBOEBREOVRINHEZHbE, REHEE=
40) 5T HHBARUIERINEDHEICO2LTIE, BL0E OB BEREITRATS
CLITBENBETHD, BESKI-BREOKANSHEEATIETCOHMMNALH,ATE
DWRETIE, 248D 1 FREIREUEREBRERICEET 2B TRELEZLT,
FYURBMNLGZ4A0=Fy FICOVWTHEHAOHUGOREIZGE L TRETICENEETH
%,

BIZIE, E~ (BAR) BHXEARSFOHE, #i0 - BHERE, S BRVAKBERMETIC
RELE-AEFERE, AREROBEICKVELEFEERTIERVWI LIZALATH D
A, BREGERY SRRICIEMERE - HEER, SAREGBEETH—EOLRBLLEEZ LA
B, RR74Y b VDRV ERHTHIIHRLYEBEELERZE OEREL D, HICHIE -
HBEERRSA-400, BEEICERT SEAXGERERICERET 2EZERTAHARER
WRETELGMN > HREICEHT S REMEBRIGHEENINKOHEERBT 1R E 4
SO e, BUICHBIETELL S ITEBRERBEHEECREL TS I ENEELLY,

46, ZTOMOBEER
4.6.1. BAATOEKT—%

EFEENIZKOBEICEVNTH, BHEREBRBEZSECT 558 CERXRE
BRIZEBBREETOBEICE. EXERELARKICEENEREZZEETSLENRH D, TSIET
REShEXROBERBRT—42 OREWMZOWT] (ERI10£8 A 11 BHITERRE
739 §) (ICH-E5) TRIATLAHAIHRAMRENERRUNAREERNERZSEIZ. BF
ARUVHFROERRBICET2AWMRUREHERBATELILS5IEETILENRH S,
4.6.2. FEHERUHARAERBHELREDOS A I7HA4o0

BEERFHBICEEGHRVHRGERBHESAHDI b, —EDOBRKBRENS 1 2
YL IOLDOPT, BRMUICHGNBEIZHLELTRARI v FEERL-LT. HREHY
DERNBERERTELNS—EREOEMEICRET 41ERE . WERTREBEHTE
TRONAFAMMERUREEOKILICEYT SEREBRHTHIIELNEETHS, THbBL,
EHRUHBMARETOLRIEZ. ZORICUMZTLIEFORAEE. BEE~LDD
CEEERBAR DS A ZHYM I MNDBLELIRABD I ENBHEVWIBERTH S, LI=A-T,
EUHERUHRMERRZESEFRBEETIE. LHROEEOEKBETICAG T, SERTHR
ARFEYFIMB T E2HVUUERVRLEOFMESEICOVT., REAEEOHSEHELTH
ERTERBRFEMIRFLTE(EPEETHDS. FHRTHBI T Sh-ETERRES
hiBE, ERRBICBVTEZRERTERATELIEF IR LERALLZW E~DERRE
FEGERUVHARARBILYBAETNIOIZHDIEFESAELO, BEREERALLENE
BIZET2ERTFERZICET HFHRONGIIMKMOEI LY LEHICLI2TEENDH S,

22



NOD—EDBEKBEDSA 7HA I NIZET2EMERVELEICET S1EHROIE
FHERUSEEAERIZOWTIE, SEFLLIBBRNEENLTLS,
SERFTERAESHTEO—BLE L TEARAESOLERNBEEZNAESICMBI S EN
THEERIHE, BRTELAMEFESZMNRESh, SHICHATESI VRV b
LRESNDIEITHD, FhLITkY ., BERMBEDELZHAT L EHEHLRRTY
AV ERSBE,. BEABEICHLOTART v bERBTEENTEL(LSE:
. BEORBREEIZAVT., HERTRBICAN>TEDH D EBFRNEHITETS.

5 X#

1) FE 24 £ TBAERFORBRZFICHAT 2HE HRBE HBEMICHTEHA
ATSXYETHRERO PR ZNVEELICET 28R (EERERBSBEL X215 M) —¥
4T X, Vol.45, No.b, 442-451, 2014)

kb b+ (BHE) AFMARCEABENT L-EERXIIERBFROFERUVEEEOHERIC
DT (FRk 2052 B 8 A ITEERE 0208003 5)

3) b+ (A1) BFEMECHSZNI LZEERXIEERFOSRERULTEEOHERIC
2T (FERL 2059 A 12 BRHFZERHE 0912006 =)

4 EF (B2 AHESERNIIEERSORERURLHORBRIZONT (ER 24 £ 9
BTHTERF 00752 5)

5 £+ (A AEREENIEESZFORERVREHOBERIZONT (FKR 24 £ 9
B7BEMTERER 007583 5)

6) £~ (BHZ) iPS () MRNIEESFORERUVREHOERIZOVNT (FRR24 £
9B TBEITITERFK 09075 45)

D b+ (R iPS () MENIEESFORERUVLREMORRIIOVNT (ER24F
9B THEFITERFR 0907555 5)

8) EFESHENMIEESENDRERUREEORERICOVT (FR24E9 A7 AFFIHEE
BH#0075%E68)

9) b FERAMIMRICET SEMERREMTHMEIC DT (BEER, Vol. 15, No. 1, 44-49,
2016)

10) World Health Organization. Recommendations for the evaluation of animal cell
cultures as substrates for the manufacture of biological medicinal products and
for the characterization of cell banks. WHO technical report series, No 978 Annex
3. 2013

23



