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Ay B R e (L B PR B BR ( International Alliance for Biological
Standardization, IABS ) » At F# 44045 ( World Health Organization, WHO ) F7
B A BRIt (5 R & & ( Expert Committee for Biological Standardization,
ECBS) Z#iflrEIF=EFIEEHS - BB EEHEEN - MR EE % 4 )4E
i ( Biologics ) 7 FZ & H|EEa= (National Control Laboratory, NCL ) » DL K7z -
B RRITER 57 By TABS FEEEK S » TABS T BT DURIE R T A 8 S
%~ BUE - e 2 REREEE L -

IABS G4 & 28 e i F AR VIS nh i B R o MHIRE < BP0 Ei
TR & TEF TR B - DURE) WHO T AHRE AR RL A o BPS e - TABS
Y102 54 H 18 ~ 19 HATEZEEE HE N w4ER T (Rockville, Maryland ) 2217
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N R e B R DUR R A S A A e R AR EE RURL » Feierss Ji\bs 2 2B
B o WSS G > RHMEE S B EE IS M R e (o RE MY SR AT Ae N SR I S AR
(immunogenicity ) AVZREEAIEE (rapidity and/or intensity of immune response )
(CFrAlEDURFRPEPRRF ) ~ B8N R S EHYAS X EME (cross-protective ) K&
7ZF& (breadth of immune response ) DA EES [#5f548 o S EAVEHFE (duration of
response and/or the ability to prime for later response ) » 3 [5]HF ## o0 JETEHA K EAY 2%
2k (reactogenicity ) » HI'N B EFEIE IV AR - SHRIBIERE -

HAlssm e AR R EHEEEAS N ER - 2 LUERE 2 S5 E
tHE 97T (recombinant molecules ) EVZCEERE (subunits ) 7 A F ST @ A8
M &M T B 2UE i & /D R 489 [ A8 & A B = & R M (the inherent
immunestimulatory properties of the original pathogens ) » B[l¥% i fEHe 22 2 A [E]
HF AN RERGE (potency ) o ZA(M @ B ELT B F VPR B — MR )T » alHE
S RIEEH 7 23 ( pattern recognition receptor, PRR )TE A 7 45K 72 4% %45 (innate
immune system ) FEHI5TE ¢ (AR (adjuvants ) 450K TS S BT B & T2
FERATIE Y S R ~ CREERCR BT & » ¥l RIS RCHrE i 2 fisd H Al
HHERRE -

Horr s (B E Y FH AR B iR 2 v A A e s PRt T Y BBl R oy > EATE Ryl
HR T Z 80 - FHRAINER ~ e e i iR~ B — e R ENYE - &
{EREE AR v T 2 ANBGES » B FR F e R MR FERY S 4 - RIIE » TR0
Bo o7 Foashner] - BA TIUIRTRER

B EANEHESEIUENY RSN -
B s RO UR AR XOREERE ST
W ARIERE REF R A R R ST
B AR DR e R E R E

WA NIRRT 2 4 - (BB TP S 22— AR HE - Al ] 3430
MBI B RS - e (e RS R BLUE PRV N TEF % (e BT 0
1920 FEHAZ AR DA _E i iy S8 bin-snBUReR] > H 2 80 %217 2000 4 -
A1 S SV AER] MFS9 Wz A RO i1 - B & E AR I s o7 o
LUK I AET 8% AV e Ve GBS AT o3 R B IR RL S

B EYVEEEEEE (Mineral Salts/Gels ) » (120155 % FH #Y $a B 7
( Aluminum Containing Adjuvants ) » E. 4%~ F N S fE AT e 5
T BINREH T SRR R ~ R AR SEE RS -

B H/KAAEEIOil-in-Water Emulsion ) {34152 #E @ figiH 2% > MF59 K2 GSK
BERITEE 2 AS03 55 5 (R R UR EZORER Z FLEERAN » .z AR
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A/HSNI1 R B i 2 557 » MF59 B AS03 By (%R FLIEERUIL B 2L A & b

(Squalene ) » HAEFEEIA TEI/E » NEIF Fy AS03 24568 - 55 EHMH
Y& (Saponin-Based Materials ) PRIEAE /KA F1 F JHRE 2 B T ZE AR F¢
SRR > IR MFS9 2 55058 - flan4ifb B St iy - ZIE#
Rt~ QS21 -

120-180 nm

ASD3
0.25 ml/dosa

Ingredient Function
Squakene il phase

wtocopherol (vitamin E) I--T-I-':l?:h-l

Polysorbate 80 Emukifying agent

Buffer systen Walter phase

AEYIETAY) (Microbial Derivatives ) > BIA01TAE EAS EE e MEV DI,
( Salmonella minnesota RC595 ) #ZffE i ~ EH i 5 A5 & A

( monophosphoryl lipid A, MPL ) » MPL 7 &5/ T [& > MPL A4 A
U2 ST LR A BB A R AT A TLRA S s -
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NEWNEME 8147 ( Endogenous Human Immunomodulators ) » {541
AR ZE (Cytokines ) K e 4l FE 2 258 {H% ( Toll-Like-Receptor
Agonists, TLP agonists ) 2 » CpG H[I & TLR9 45 {L\¥ -

RIS (140759 \B8% (Virosomal/particle approaches) -



® IE R FIREME A S

{ERIE L (Mode of Action, MOA ) » i {{ciB H. 2688 7 4H Bl A%
STAOHRIE - ERE R B S BAHAR (antigen presenting cells, APC) HY
RS EAERA © APC E 7R T SRIE S 4 PhRE ~ AL (cytokines and
chemokines ) » ZR[f] °» APC 7 K& GBS KM Z 4006 (innate immune
cells) » #E[MEEAHER TR EAEE 2 % R K IER BN E W E - a5
T/ D RAVRRERRET - B E S [ R EIs E R A% M (local
and systematic toxicities ) 7 H fg & 4P ( activate autoreactive immune cells,
AAT) » FERI R ey i s IR oK B« A2 ANBEIN S [ 38 DB R S
ZIFE—M RGN IE - e HIEIER -

HNFES RN S - BN HE SRR SRS - H4
YN — 8 vl A IR e BEER R RTRAE (R ZE - Se R MR s i 2518
H EYEE—M (species specificity ) » BL ASARIE S AMHELEL > A EIFEHE
Ry 2 e KM e i AR <7 28 RN BEAZEK (monocytes ) ~ ELIRATHAM

( macrophage ) ~ 151224/ ( dendritic cells ) ~ 2R [EFE YA A £ (subsets )
Ei:l o

S P AT B 5 TR 5y TS (AR - BT
SRR (O] B TBURATE - BN - G T - 4
A B S SR AR S By APC » ISR R -

Dendritic cell

Bacterial
DNA genetic material JM

cell wall
virus, bacteria {‘\‘}H Qt”_x“:' Gram Fostive
-'_ .-ll: - . / —_— | T -
Bk R e
03 A
ha® 7 INN
' '-m 3 ||| T
RNA geneticmaterial \ e
virus -l ‘,-.pl-
s E
LA

Bacterial flagella
% (Flagellin protein)
P eI /R P - (R Bl i A RO R < A EIT A B E - (BEAE

NN Z SRR - (DR R BB AR AR - HATE S B AL(E
P e Z Ve R DU e P B 2 fe i Ve ] - H mTRe {E PSR a4 - -

B RHEGE R 2 R4AHE (Antigen Presenting Cells, APC) UL Y



T s S b BRI -

057 5 | & AZ 4P ( Mononuclear Cells, MNC )~ 151224}l ( Dendritic Cells, DC )
JOFEYEEERZER (Peripheral Monocytes, PMN ) #Y)28 (infiltrate ) - fj5@af
ARpR R BEAZRER PR - (51400 MF59 {7 -

TEFIEAAER A - a0 QS21 R -

Toll-Like Receptor ML) + FA LARIANARR R 3 3% K IEATHMCE - Bk
BB PR T 4B IE - (140 GSK SERTIS.7 ASO3 BT ASO4 (7] -



Al EEEREHEER - BERiERs e

PRI » BT e B B R EETRRR T S > 1 A s Ve 1 R (s
A B TR i Y ARG & 2 R BRI Ay B 2 e EaR - (I » %
IR EHS ERIE Y574 - BEBrstle - AR S DURGE AN
B2 G E VIR A R B AT R Herh e A R o i = URy & AT Z e
ik BUHEG B BREAGS NBR LD - 2R R AR s AR
S IPE R B S T B 2 R (A W DU IR AU AR AL B TR A 2 B AH
I SNE 25 e e ARE A N R, - AP e B TR 2t M B L LA s
AL - (RSP ATE R RE oA S E B 1 H FERER B NRF N Y S R
Mgy SRR EERGEE » DIERRIROE ~ AR RIE RN EZ 4 > A2
FER ERERG ey I AR IR -

® EEERIZEERATHE— © S BRiE = R B,
B pREHSE SR (A0 N REE  JENEBEREE) B
Can PR~ FlieE) [FIRFETTRS -
B EEREYE > EME R A A A T A & aR

B ECNESE/NE (gene knock-in mouse ) ~ ZER /NG (gene knock-out
mous ) SRFEMRRAFINZEIR (conditional gene-expression) /N ZE] 1
BhiE S e RIE RSN 2 e R e ETE -

W RiE ZsREh ] R st (challenge model) ©
B HhEGRUMEEZ AN EIDE mERAT R (preclinical toxicity

studies ) °
o LR ZEERATRIE — ¢ (EHEREIYIHIIRE
B (R VESE—E0E (species specific adjuvant effects ) ©
Bl R g 2 2N BLER R o d & A AR
(cytokines ) ~ 2 ¥ & %] ( immune-modulators ) B Z B\ H FE'E

( pyrogenic materials ) » &S 2 En LAV JE o

NEHERT - HFE e dliffi~Zz 85 (innate immune receptors )
TARFER[E 28 E (different organs ) kA [E] U AE4HHE( different cell-types )»
BlA/NER(EA TLR 11/12 [ AJSH#E A TLR 8 T MRk 2 Es - B _Y)fd
[ R AR R TLR 9 HYEIRA[E -

T ASHEL/ N B S A EAY TLR 4> 58 7 RURRHER R Z 25T 1)



a5 f B —Me (primary sequence and specificity ) E5R[E] o
BEAh » NIRELDINEEAT R BRERE 4 4% (il ~ OFLiESs ) Wy
B R R AT IRAE]

/INER A UEE IR SHL R 2 DU i A 3% 3R 2 ( genomic responses in

mouse models poorly mimic human inflammatory disease )

NFEEUNE EERAHAE TLRs #2885 01 » 5l8 2 FRRFRA
[ﬁj o

& FAEER RN B BRI By INOS o

& B ARINY A JEE B ELA B IDO~CCL20~CXCL13~IL-7R -

P2RX7 ~ STAT4 ~ TLR 6 ~ TLR 8 K 2% EE#E#FEA T (multiple
transcription factor ) IRF4 % -

& HRNEE T2 A A R AiE TLR 4 B2 4518HY
FRNHRIFAES) R BT S -

B L T IRRE T EE R T AR R S AR/ N, -
Ry A [E 2 TLR R DWIRE A EBURIATRA -

o EHARIZEERATRHE= + USRS MR b AR B S e

S 1] FH DAASEE (e TR CE A\ BG P AIRRARE R 2 A\ SRR R » 0 F S L 4R (R
For BRI e R e e [ e Ra A NeH A R ER R R S e i T S b Rt
SaiE R = -

AL R AG S et B o A U7 T AR (R e e o B 7
FENBE N BEPER FE -

o EEARIZEERATRHEN - BT ARG E IR

Novartis S5 2 /N BRI AT IR RIS - JEST AL 5
BN

& IR ST AR B AR RS I A AR i R Ay R
PURAELHAR AN 2 U (antigen update ) Kz f2 4R A ( immune cell

recruitment ) °

& DEAE R 537 Norvatis IS YT R MFS9 153 543 YRR
FIL (ATTIE ) > AT LAE R AERZ S e 23 5 LA/ N BB SR AL ]
PEAb - 545 RN MFS9 JEEEEERIAMAR 2R (cytokines ) Bl
{B#Z (chemokines ) BL A - EUA A IS bR 2 FRAHAEAYTE ST -
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Cytoking Actiity - GO0:0008125
p=poasw'

o CoG (307)

POS  WFI0 Cpl  MPSSCROD Al
safzagnadzasnafzazasicavantzan

MFEE (B51)
Abum (317]

- "y

| «MF59 was the most potent activatar of
mouse transcnptome at injection site

* MF59 induced transcription of
chemokines and cytokines with the
potential to recruit and activate APCs 7

R — & R AN R A A AR HE & A (Synthetic Glucopyranosyl Lipid
A) /NGB BETT AR R ZE AR AR A R BT

& [t e A Ay BB RS HE B S ( glucopyranosyl lipid adjuvant,
GLA )~ MPL KA4ME N 260522 % (lipopolysaccharide, LPS)
Z&EE R TLR 4 BDWgr B > S PUE By N 2 B Ra TR 16!
ZEHRE > BRI FRER Rt - FIFER & R o e 8RR TLR 4
FARRREE S H MyD88 Eil TRIF ALRIFRIE 2 854 » 455401 N (& Fr
7~ » GLA gER 58/ N EPUR 2 ez ST - B E syl AR
K JIE (cell-mediated immunity ) EBAZE—RIE BN T 4HfE (Tul cells)
ZIHE

&  AIHES TR ERGE R  BE T 0 GLA (78IRS 25 E i 22 4T B B sty
b BR3¢ 3% SO MEAA#EE (pro-inflammatory cytokines ) Ei
L BRI R B E M 72 % (adaptive immune response )
[ JE -

MyD88 and/or TRIF dependent
Proinflammatory cytokines / chemokines

TNF Tumor necrosis factor

Tnfsf 1% Tumor necrosis lactor (higand) superf amily member 15

cXxCL1 G rowth-regulated alpha protein

LAD Interieukn 120

LE Interleukn §

cCL1 T-cell activation proten 3

CCLs Macroph age infUmmatory protein 1-beta

co14 e Monocyte differentiaton antigen CD14

CD4d Tumor necrosis factor receptor superfamily member §

CxXCL2 Macroph age inflmmatory protein 2 >¥
L-1b = Interieukin 1 beta &0
L-1a interleukn 1 2lpha &5
CcCL3 Macroph age inflmmatory protein 1-alpha 5
cCLS T-cell-specfic proten RANTES 4
cCL22 Activated B and dendritc cell-d ernved chemokine 3
15 interteukin 15 25
Tniaip2 Tumor necrosis factor apha nduced proten 2 b
CcCL17 Thymus and activation-regulated chemokine 15
coro Tumor necrosis factor (ligand) sup erf amily member 7 1.5
CCL2 Monocyte chemoattractant protesn 1 bl
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CXCL10 10 kD& interferon gamma indu ced prolein

FITA interferon induced protein vath letratricopeptde repeats 1
FivT2 Interferoninduced protein vath tetratricopeptde repeats 2
FIT Interferon induced protein vath tetratricopeptde repeats J
OA S 2°-8 oligoadenylate synthetase-like 1

OASL -2 2-8" oligoadenylate synthetase like 2

MOR/TAP Transporter 1 ATP-binding casselte sub family B

RF7 interferon reguiatory factor 7

Py hint [Interferon.inducible protein p209

MIDA Myeloid celinuclear dfferentiation antigen

oa P2 Guanyate nuclectde binding proten 2

15018 Interferon-stimulated protein 15

STAT.8A Signal ransducer and activator of ranscription 34

SOC Suppressor of oytokine sign alingd

inhba Inhibin beta- A

PR Protesn kinase interferon-inducible double siranded RHA d ep en dent
Mt [Myxoviru s (Influenta virus) resistance 1

¢ REMIINEIITERTERUR - GLA {8513/ N BRI S ARERI
FEAZREEL MPL (/ERIH AR E » H S (K LPS (5[5 2 g

JESRIE - (40T

Cytokine (ng/mL)

C Omesa mD22

e a1 1

Agonist (ng/mL)

- ™ CSTBUS BALB/e

L

3 = g 1
‘! o......o... o :
S ule aaw : iu
s |0 v

& 0 AF OO

< olp e ey oo
_ % 1 - GLA MPL LPS
bl

L

i

%

S

% - :

a

s A

gmn-

£ 73

3

-

; a8 o\-o

2 2

>

b .

1% W We 1 10 00 1600

Agonist (ng/mL)

& 2RI FEFEBARAE T > GLA {5 [58 N\ S 2e SHAay S RE AR AL
MPL {ZHEIRE 2 4557 (40°FE) -
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L-12p40 Ooh 1 mce.1
1500 Wah 000
3000 1
10004 | * 5
2000 4
0 : 1000 1
0 0-
2004 2004
- TNF CCLS
E
150 4 150 4
=) *
8
£ 1004 1004
2
L 8
é 504 50
o—ﬂlﬂm-lﬂlﬂlﬂlﬂl 0
2000 - 200+
L6 CXCL10
230 1
1500 4
2004
10004 1504
-
100 4
m-
<0 4
0 0
Al‘ltiel‘l:“"“*" * % % 4+ % % % 4 .
Adjuvant: GLA-SE MPL-SE SE - - GLA-SE WMPL-SE SE - .

& SUERGEREREUR B AR GLA TERIKA R 2 T i e 2

/

T e s 5 < MRS N FIR S b m] R RO 60.0% 77 A2 5l s AT PR st

#8885 (vaccine-induced blood gene signatures could be used to predict

il
hay

immunogenicity and other clinical endpoints )

KB EERFR R Emory FEESHTFE LY 2010 SEEERAY TR EH
EAYIEE (system biology ) (RE RIS ARG ZIZE AR E
IRERE I NN R E T - B RV TAH R S i
BN - & a s b A R e R M e e S e > DA i e
R Z NBGRIESIERL > PARSE E1R S e i s {F R B T RER A - 41
4 > NEFTREL R ERe E H E N E A YF-7D s BV s e e
EHER o AR & A AT B AIAEE T SRS NIRRT A
A4 (EAS 2 R IAERE > LR R 7 2SI ER ST v S
TR Z TR E AR iR -
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/YFTID ,fvrm:l
H— } { > cays " | { F—»cays
03 7 15 60-90 03 7 15 60-90
vi 3 % i M +v4 4 % i 4
EP <o G EP o k<G
Y Y
Innate cDs’ Antibody

genomic Tcell response
signatures response

_—

v Focused gene list
or predictive rules

Test predictive capacity
of rules on
independent trial 2

Early gene __toW o pomim o SRS S, L
signatures ;r-. Pr:qgl‘zon l - A .
that ESERS = = (e.g. DAMIP) : B 5 :
1
1
I

Antibody or T cell
response predictive rules

it T cel _ié!t ;
iehlnerod Ea
2SR ARG 2 S trsS B R DU N IE R T U2 o 4t
]S 5 IR E R S T R - BRI &E e i 2 F R
FIREL > seE AT 5 |58 S Re R s A BB g th 7 i o
1k -

Genes correlated to B cell (@) or T cell (@) immunity or other (@) correlates of immunity

Vaccine X D09 090 0 000 0 0 9000 000 ( 1 1 1 I
VaccineY @0 000090 0 00 0 00000

Vaccine Z o 0 000000 0000 9000 0000 9 00 000
Vaccine W : [ Il 1 1 1] o00® [ 1 el ]
B cell signatures T cell signatures Innate signatures
o 000000 #9909 000000 ©
— 000000 ®096® 000000 <
R — 000000 #8994 ® 000000 COOOOOOD @ C
— Total antibody High-affnity Th1 response Th2 response NK cell activation Antwal
- titers antibod
— O 900000 00000 900000 S990900SS® 000000 000000
— ), 000000 00000 000000 00900 ®S® 000000 000000
— ?p 900000 00000 000000 99909000F® 000000 000000
| —X] Complement Beell memory T cell ¥ Poly i Stress resp Reactive oxygen
== = fixation T cells = species
— T 0000900 00000 9900 00 PPN COPEREE® 0000OCGO
—_— 00009 00000 0900 99 PP CPEEEP 000000
== 200000 00000 999 #9 *PESEE® CERIIF® 000000
— Neutralization  Opsonization  Tregs Thi? T cells hurrlng Meutrhophil Macrophage
antibodies titers P P to | sites activation aclivation

ToF ZA AR VB2 e TS 2 e T e B SR T e < B PR AR AL > 2R
2 A E A\ A EE R e Ba s B~ V& T T’EJ%ETIE%? B (endpoint) BEERE K
%8G (surrogate endpoint ) FF {2 e Ge % J7 4 B R FH B 22 S MRl 2 AR
IITE - I SRR YIERABRANT 5E 77 2 A T AME G R i H
A RS RE R - M LR RHIEHG e K M B8 KR e S B — B RS et 2
B E > B HR RS i R

ZE[E] FDA A 98 ImEE L2200 (Center for Biologic Evaluation and
Research, CBER ) Y% i85 & it 5T ¥ /2 ZE Y Hana Golding {145 - BEIE A4
A5 ~ Mass-spectrometry ~ B Cell 2¢ T Cell FAH & 7 Friabasiiis - HAi
A HHTERIERS » TR I R D2ty E - BFREEZ A > 2t iR,
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fiTe & B A A AR e i 3515 - T R R PR AT B PR el 2 Y v 2 = B
BHE o AR o AR ESEIRVEONS4nE /5 (European Medicines Agency,
EMA) 'E & Pieter Neels -L7RBHMERIR » 5 Bk ia S B R il 28 A i
M am et > WANESESER AT A fE#E (L (analytical method standardization )
B AT 7 AR (analytical method validation) % TAF - HEER&ERA BA
REM: - RS BEEE T ERRINIANE » Sy B ot il 5 O
STHVEE M B SR E S e s B R il B T A R e
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2 - SEEEE EHERESZFSFE + 2B FDA Bl

® TEFEVEMZE EHETANESEE
B EYEESLOVER LS - SR R B -

B BUSEYES TR - B - B ANT S RE R IR B RE R A A
Rt ~ SRR AR
=g
==}

E PR e HZ AR > HEBOEH R — By - 2R
SEYEHE A s LR A -

o SR L BT EIRE

SRR SPchlE s ERE S eEE s 2 BRI EHEE - ERFEEZ
R > @y By TSRS (traditional approval ) Bl T HREAZ AR
(accelerated approval ) | —f&# o

SR

FR g /Bl RUEE T AR - BB KEE IS 2 A e ~ SiE
RUE( safety, purity and potency )FEFFEAHBE AR 1548 ~ B4R R A EL( Acts,
standards, requirements and guidance ) 7 F3K o

LN PRy e

Ehi s HEH BAF (well-controlled ) 7 BEREAERATIEE 2~ S5 1E
= H sl (C4LEE (surrogate endpoint ) FE& R FENNE & 2 BE IR 4
SOHH I R B 4 -

® SEEHHVEHEENIVEHEE

B A BN e 2 E MRS (adjuvants are not considered active
ingredients ) » FTEH &M > (active ingredient ) » {R¥5(Efo—7HE H DAL FEEY)
vEiME( pharmaceutical activity JAVEE i AY 55 B E2E7( diagnosis )~ )&% cure )
e (treatment) EAFH[; (prevention ) Wiy /51 A HLREE A RUR Z By » B
Al NS BATIRE 2 iy - (I

B (RIBSEBBEFHOAH 21 CER 610.15 #1E > JEMER ST ~ PRI preservatives ) ~
MiFER (diluents ) B 751 65 B8 7> A= W) 85 5 2 REER )& ( constituent

materials ) °

g

B0 >0
oo

W (RIESSEUHFLAR 21 CFR 610.15()Rie » (e A T/ SR BR A
BN LB RUE - A Al A K
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W EERTARIERN BRI S S B R Y — PR -
BRI )T DA R R S e B B B B PR P S B S B B

B AR SE HE o R E R RN R b s bR S 5
ZRIENE > NEEVERIRE T2 2at il R I 2 (“added benefit”) &
T7e ©

® S{ERELAR S EEE EEIT S R

e e R e SN S R EAKH T EFTR Z BRRATEHS -
FI=PE iR - At R Bl 2 > Hor s — P Bl R £ AT
L1 20-80 A R R 2t Ea il 2 e ) AR Rl B E 4 [E]( dose ranging )
%o B PR IR SR £ A LB AR RE s S = M R e
Al 55 = PE R PR BRI R R DA 3 it B A m s i B T AR el E
X (e L TR 2 M ~ SO B IR

A

IO (O TR M

e T mhnhﬁ i i f--mm il
L T e T

* Safety ¢ Safety * Safety
¢ Immunogenicity\ Immunogenicityr Effectiveness

* Doseranging * Hundredsof <« Immunogenicity
* 20-80 subjects j * Thousands of
subjects

Earlier Stage Late Stage

1}

® (ANFERZANAIEE AR T I %s

UG RERE S E FE s C T T (8 R E A Y - AR SRR EEE
AIPTARE NALBSE > DU ERERIE R EA REH &R -

W EEPRAINTIE - BIAIEES N3 (in vitro assays) BCCABPPIEAETT Z &

ZEHARTSE (proof-of-concept studies in animal models ) °

SR R R - A S R A S R e FE - DL
BEURERIRE S 50 0 e SO ~ B U (o0 P B LA (RS
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{50 FH B e USRS

Fo eI Bl Ry s PR oy > B M A E EE e A 2 5
= PEEREE R SR > Basg L I s o B EhaE T e EEE
SR B 4 TR EEEGTHE - NI CEE e R
o = P PR PR AR AR 4 1 B R SR BRI T M T ZR A 2 5 U -
B8 EEEAER 2B LU E R SR 2 (EREE Y -

® SR 2 LR

T e N EAE R PR AT BR PR B i I L = 1 > R R mEEy)E

HEIR M e L et REEEERSEZ e MEEERFIAM 21 CFR
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