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IR S0%LA L. > BAE RIS T SR AR ATTH ] HAT DTEEES P %
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HIND AR HINT FJEASRATEE 2010 47 3 H 13 HEIEAESEB 44T 59,979,608
] » HrpA 270,435 AEFE - EAFR 12,271 AZEL > 82 1990-1999 425
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Syndrome ; GBS) S fig BB MELE R UINAEEE B2 =) (4) {EREFT
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P o AT - (EAREAE R o LA 1976 FE A4 & HINT
T A 1976 FERARRIBEEERE A HA 4000 SRS,  (RRE S i & BAfmas
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UGS HINT SR BN 2 RASMRE Ao i e s &1 > 1k
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HeHETRE] UNAID 2008 AF& k4 BRIBLZ 3ai A 15T 3340 & > 2008 4757
TN 270 H > FECC 200 > BFRFT 7400 NS » 97% JEGE B RIAF -
IR EREE HIV/AIDS 2514 > 1984 4F HHS FhEREFRAE 2 FFN ATt
th HIV & > §E 1987 4255 {li HIV /&1 —epl60 i A NS » Y245
VAR 23 4F > {HhR— SR 3 SR R DA (AR A B S Ak s U
EENETIN VN G BT S R IE £ R sk L O S SN D
DRAE PR R 7 A PR ate bt » HIV i HNIAE] > s AIDS -RE TR A B
REE BRI > #2N.Z HIV JE it ie R HE FReciRiEs - G ME e SE
TERFE A > Tl HIV (2 i B I e B B e N R SBEGF 2A3AR
HIV/AIDS Y& o i ARNER R ERIEE HIV e B 28 2 DIAT U A
BRGNS - B SR T bALE - QT FH T 7 R R 4%
VBRI /5 o RN > S H S HARH B 75 2 e o B > BLS
AR HIV 585 A Glycan shield 7 =N B B4 N Ga9% 2475
HATEM R < HIV RO TE n] HEMR 52 2 A RAKATFIH Reverse
engineering 5 KEEETHRRIPURE GRS - DUZE 2B BESihE & AP TS AR E RS
B HIV 251 -

T — Y A AR i ] TP & B N 2, (Rift Valley Fever ) g

S BEIR T RS — R & 0l » — I AE R IE IR & B A
AR B IR R R R A B T B R R R
YL 2 RS Er R WS 2 FEL RS 80-100% » BAEHE & IEL K-
e 5-20% > NJEEIABC T > ST IR I B aan I S 2242
SUEARE SR > Hfg 1-2% 34N ~ IFREHEIR > IEEF L EIEC -
BT 10 BRI = 0% » 1997-1998 4R35z 264 200000 AJd » H
H 600 AERE > PEIT 2000 Sy s R el -h A 245 AMERE - HRTIGS
BTN ESE ] s - FLRE (T P - St s IR S R - 1940 4R
B E R RIS MR 0 1950 G BLEE R o (HAEME > Hil
HIFIA > FAEYE G EScE s (ERRFEYE ) (ERIEMIREE R
53 0 AR 28 RKIRANTT A RE ) » I — R B AL 2t - H—
IS EAARES) o BRI R RS L SRS > L i (I A B
PRSP EL -
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O /3B (Mucosal Nanoemulsion ; NE ) PA7IRE 2 020% S HE & /F FIREH 4

NG FLIBETR NE J& 5 350nm K/ INHIEARZLIBVER] > 52 n] A &ures
& (intranasal ) $R2 Emifem] - TR G ~ REIECLUR AN % s
J&E - HAGAFIH NE AR AR ~ B B2 ~ HIV ~ B85 %8 ~ il w5
B g8 BHER B S2 1y > NE G5 [ K e > HAE IR =i
WHEE AR L B ARG RS R AN U i e > W75 B /3R (cytokine)
IL-6 2 A > #8H TL-6 SRR e R MEMIUSZ3s (TLR2, TLR4 ) ~ 2K
CD40,CDS0 fifiph=z %% (Co-receptor) fz IL-12 24 » HEMHE S E S HE o

@ TR TR HANA REAEYISEE (Saponin) P/ I THERIE RIATRL

@

MR R G S 4

B TIRBARIRITUERE R » FREF R — AU S sty - FhlR
B URYE e T B RS I e AN TR R ST e R - 1y B ATE%
FERMNE S BRI RIS SN > a2 AR R RS R W E D
fifb s KHICHE (subunit) FEHT @ {EUE TR 5 £ 2P UT HA ~ NA 55
BN YRSy > BRI A VR A R RGEE R - Gl
WEEY) (Immunostimulating complex 5 ISCOM ) » E-ie HI G [ ) 2 S HHUR
ERERMC — » JREEAHPUR ~ 158 ~ =whd RS ESEAS P P EEIR
KN 40-60nm /N3 ISCOM » E 5 IR S PEREIE < Fay%IRs - I mdiis
Ty S B EAAREEYE > N 1eG subclass PrimsE ANy s of
[FN-r J 112 pE e S S S Y ISCOM) A 1B RE R E A R,
PR R BT i A

(6) FUETL ~ LR+ FOFHAE 2 (T 2 A 2

PR MRERE R R BT o

HATE 2% SOE i E g o e > (H PR e i 2 IS (1)
FE I Ty R TS e S - (2) Ay B R A v MERFI R 2 DUt SOE -

(3) AL RN E R SOEP R R A - (4) TR 2R naREY T it
TRIZINE © (4) FrSBABRE IS EL D CIRPUR R < (5) AP
T MG FE R S RREIREEI PR o (6) i F A2 ABEIREE > BLRGA th
B M RN o (7)) B LB QTS s B e N e AT 5 i 2 P B o
IRIEEBRAMTES AR IR = AT - SRR i) AFRF S BASENE 7 RISt
W AR AR > BT FEEOER AL HAR e S A P ie
FERE > B5R T Bl IR 2 s IR S FHBRACRIE AL - 2 BRI m]
A8 A DRI B I i A R 2 S RIE T > & S E FH v A R A G PR Sl 2l 5
B o BB AT e BT o] U =D TR SRS 2wl ks i B B R e A ]
IR EGES] B AHMAE T SaS A R RAIN/T ARt S tie A= iR 0 Germinal
Centers ) ZELEHMN (Plasma cell ) KAl B A o eAI5R 1 _ElefERIAF -
ELEMERRE L BRI ELEERIAERAA (1) 5 [REAEEEAI#E R E (2)
5 AN B R NE (3) EAIEPURF M RIETE U IE < T
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Frad AR RS feE I PE T Ml 75k Ceffector T cell activation ) SeaREfi
T A2 52 (regulator T cell tolerance ) Wi #THI ZAH.Z FET S Ty o 947
AR R E N - (1) TrlEL T Al LSRR EeE (2) Tl H
WP UR A RIS (3) B AR IR ey [ e 3 S SR - A8 H 17
[FIRREEE RIS A E T (1) A2 PR A B R A s e s S
(2) I REEAAE AT AR P R bl R R RS o s — A (1)
B7:CD28 / CTLA-4 (2) TNF:TNFR family - A= g5 5w B7:CD28 / CTLA-4 » B7
e FIREENE 731 CD28 &[RRI T A <2 > £ B7:CD28 W]
FC T AR > a3 o (EHERE AR A T MM b R ERTE T
Al 5 CTLA-4 HIE BT mpfiMIVEzde - nlERaE T A <21 - Bl SRy
BIwAHE > HRTRAY CTLA-4 FHRIW S 2 A\ HEEEAG AR E Trp -

TR HICR TLR agonists NIALURHERSEERE < P AUGED R RIENE 4

JEIR HAH e i [recombinant FimeriaAntigen GEA)/&—{19kD #E & HA
R DhRE » RIEBETLRI1AZ s  ARFHMyD88 A& IFNr KIL-12. 2 FE4E o
DR G HE » AR F R RL R R i e et DU R 5
ZPEH NN T AU R S 2 BETT o WS A S i - R oA
R TATNETE 1 S R At SE AT 2 e - SEE TS A 2R U R e A 1
(epitope ) & RSP UG SNME B LR IR R THHNE . DTRR S -

M VR E R R Z 2 AR &
PRI R R L VR & o SR HBIESE IAE (TABS) FrE:

> B e RS WHO PTG sk AL NGB RS N IR A B &1
R > RO 5 R B AR VBRI SR s 2 S AT RS M > A8
HEERHRL R e ~ B MG - DURHESLER 2 AT - BB A M) SOR T i e 2 b
SEARHRRT e HAATR + (1) [RIgEVERIE PSS < ek (2) A3
BRI E B IR BB DA R 2 2 Ve L TR (3) SR AR
R SRR B a e e L st © (4) DIERAE SHirst ~ TSR BT
ERIERFIE S 2 W Era R F A 5 2 - W VAR BRSO BT T

(1) FrE 1~ eI E IR o e

@

P Y ~ R LB L & A gt A A e e 5
PR D A NI L 2 T 508 S R S0 5 A FIeAe » DRIIE » 1P
L S e T eI S [ 2 A R B R E s ~ A
B ~ B R B AL R RIS 53 T » ST B R S
W2 A - 272 AN R B ST e A AR T L e 2l 7 0 146 53
BLAE 2 SRR TR T B A R 2SR 2% ( pattern recognition
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receptor ; PRRs) » 1 Toll-like Receptors ( TLRs) Htie iz HiAl . —Ff PRRs » ¥f
AT —E S - A IS B BE R i 2 1A CAS N Ge D B Al
FEAZ ~ BE ~ TRIEEHENT AR E R S5 2 R BT A e K )
e o PEHI &k TLR7/8 lichs (ligands) FZAHES TLR4/9/3 FoHs B tit s
Y& B B RS E L TLRs MG MEAVE 2 Jus: - (HBAZE R Ai(L TLRs FlHE
VEFRISIHE AT IS - 9 N O TR & 7 B R Jo A 7 DA i e 2 P2
B o

TIERAZK Coil-in-water ) 2LV AE R

TSRS MFS9 F1—EE5TE AT HA ~NA £5 652 TR CASHE A e
AN H SRR T R T EI R 2 Ll e - DA HANT %%
B i R S BRI A A K 2R (AS03 Kz MEFS9 ) RIS rh IS .
7R S SR e B > B E TR MFS9 (2SR K. TLRs HIR
i CpG FfE - MERIAT /KR CAS R A o 6 AR S22 A
FREEE > (I E I BH] U5 0 BHREE « MFS9 Wl (e LA ML DAY
PURZ ISR > SR DU IAER EIREAS 2 e T - WL e R M e
IRIZE A A 32 2 0 B TLER 2 80 = MFSO J2- iR S RV g R IR AL 7
Z— > CD11b+#ftlifesz MF59 sZZE M s g ANLA > Gk B Bl
TIPS AT SO IHRHRR M -

PLGETF (Saponin) FEEEREZ PR

19204 E CASHLE S H HAEHIMAE > 1930- 19400 E Bpns B £ nl 38 s
FEPUHERUE > IR 19504 AUE H el FH R BB e Y - MERGE A AFZ 2K
Uit o AEME—HAVERWE G 2 2K E Quillaia saponaria $1R7 « AHISE T aE MR -
BN L2 & B AR ER NBE SR - BS HAM S T sy
Hiflr.o 28 - HETLAGE T R2A e < 5 i IR N R ARG F5QS21, AS02,
AS15, GPI0100 52 ISCOMATRIX™ {1 » QS21 J& i dfquillaia #6FH HPLC Jjvk
A B2 M Sy ASO2 ke AS1S HIMUE QS21 K HAM R
GPI01005% % quillaia saponinZ ALEERTAY) » ISCOMATRIX™ {478 @ —FdiE &
ISCOPREP™ saponin ~ cholesterol ~ phospholipid & F i) o & E A B B
ISCOPREP™ZHJi4f quillaia il G H © ISCOMATRIX™ (el A1
saponin G FAENHE ST B T A S Pt s BT P TRS R TR S22 SORE - H i
ISCOMATRIX ™ R B 4 14 S A AR T 2L b » DAL RS Vel 3 2 eI AR
Bt s R 2 sy H ] B e N S SO -

TLLTLR S E F e o

HToll like receptors (TLRs)Z Tt nl fEth# a2 il 2K
RPURIRER AR FFEMEY)CBiclE (ligand) AR A TLRs ZHt% @ 18
LIS A4E < lipopeptides (#¢TLR1 » TLR2 » TLROH#AS ) > dsSRNA (TLR3), LPS (TLR4),
flagellin (TLRS), ssRNA (TLR7 and TLR8) and unmethylated CpG motifs (TLR9) &
TLRsHIFCHE < A TAEH] » 5|38 KRR S (1) R R E % SO
M (2) TEeHTE EBUIIE (antigen presenting cells 5 APC)  (3) FEEAMMIE =
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(cytokine) ° TLRs RFFHITER RPN R < AR - L TLRs HCHS
HIE R A S8 L Ry - RSB S SRR i RS > TLRs BCHG AN
AANFIEZ DU TR SRR T S > Serm D < s i RS (1] TLRs Bl
HE TR S SR S MR AN O] S PSR TLRs BUHS RIS R G o LGE
S FERESERUER » B4 dsRNA A1 CpG ODN HARZ Hl 2 A 2B
I AR HIV ek eytotoxic T MZSEHEE » TLRs 1 - 9
Wi R 2RI B EAS R ARE SRR - HIETfs1E - A FTLRs filHs (CpG
ODN and MPLA ) HJ[AJRFaA#2 58021 T helper, CTL KB iha de s S - b fepiled
DU ZR P L M ARRIREREE: - SV EMAE e R M SR
PEGY D A B A E— 2P ek FLMRTRT2 TLRs BCHERTRFIR
PEHARIE ~ B T -

(2) F 2 ~ FUFHRIER T ARG R AR L %

@

@

PARTRERF IR EURI I e B

P T Ik i Sk P e AR S B A e B E ] > ] ety i o R IME 7y
JE > I B R (3 H AR ISR R - IKE 2 S B PR AR
AHHAAMER T INARE - BB AGES 2858 R SE » BERIESCRTE BN
N EZ U A5 BRI 2 85 VB i R R A « BIRNFEER
HEPUR - 7] fRftiE{b B Ml pc s A T B - A28 Rt EH
JEr (A1 DT, HBA, HBV, Flu) 25538 PRI R < Piis » TR S5 S [H]EA
EEER- > AUt AIRUE" 7 1URTEESE (Pro-inflammatory ) o7 201 E=E 5l
WK RS » AR AR E A (epitope ) BELECEIREAS (strain
drift ) 240 > Ve FRENTE LA EROR B RERE DU AR AL Fr 2214
i HBEE SAREREIRRE (B ~ PR REA ) o i LB a5
N ARG R LGRS A 2 T ASE > R BaL emIRkES 2 e ke
VEBIE 2 53T 2 i > "I ER A R TR e 275 i — (el
SN AR R ~ S5 3 A A S B i o M AR EE Y BER L RS R
L R B N (HER S A EIE W (40 TBHIV) FHEH . %
T S\ B/ Y P e M e AN P R

TR I re P BRE RS AT

0 SO A B G SR 2 PR AN R I R TR AR KES 4 SRy
HABE S HEZ HI » AEREATR CD4+Thl » A & CDS+ERY S ME Fr s 4 K
T CD4+Th2 » ST AE Bl e R i S eI H 1Y = B e o i e X HL 8 Tk
L BERINE - HCEF TR P U R0 S e (ASE ) IRIEb b
R 2N T - 1S e KA Thl K CDS+@FEEAME » (HAErE—35 [#E
W2 IS AT FH BN R AT o8 I S e ) SR S s e e b
B AR AR iR - L R 1 DAL R A (A U SRR A o R 22
H > SR TR A S 2 BT SRR B TAE A% 2 Thl SHE - Bb4%
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THURSDAY 23 APRIL 2010

SESSION 1 - Update on the adjuvant mode of action

Chairpersons. Paul-Henri Lambert and f@an Gust

15:00  Keynats lecture 1
Tamgetng nnate immrunity with tradiional, ive afenuated, and aduvanted subund vaccines
Steve Reed Mfecnous DVsease Researh s, Seate

05:25 Discussion

05:30  Aluminium-based adjuvants: tha nole of inflammasoms
Mirjam Kool Erasmus Universiy, Rofmeraam
08:50 Discussion

09:00  Mode of action of oi-n-water adjuvants
Ennmio de Gregorio, Novams Vacomes & Diagnosncs, Siena
09:20  Discussion

09:30  Non-TLR mediated adjuvants [TDE, catoni liposames, alphagacer...)
Peter Andarsen, 3latens Tarum sle, Copenhagen
09:50 Discussion

10:00  Break

10:20  Saponin-tased adjuvants
Cabhie Drame, C5L LT, Malbaums
10:40  Disoussion

10:50  Owerview of TLR agonists - parficulardes of TLR 9 and TLR 5, 7 & § agonists
Denis Kiinman, Nanona Cancer insifue, Seihasda
11:10  Discussion

11:20 TLR4 agonisis
Nathaiie Gargon, GSK Biolgicais, Rivensar
11:40  Discussion
11:50  Mucosal agjuvants
Yasmine Selaid Natonal insmure of Adergy and infaciious Diseases, Bamesda
12:10 Discussion

12:20  Lumnch
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THURSDAY 23 APRIL 2010
AFTERNOON

SESSION £ - Correlating the adjuvant mode of action with
vaccine design for specific targets

Chairpersois: Kathrm Joon and Martn Friede

1330 Keynote lecture 2
Which 1anget disease vacdne may require an adjuvant?
Pau-Henri Lambert Univarsity of Genova

1355 Discussion

1400 Vaconation in eary lis:
Caire-Amne Siegrist, University of Goneva
1420 Discussion

14:30  What can we et from adjuvants for vaccinadion in e elderty?
Beairix Grubeck-Loshesiein, fstivte fior Biome doal Aging Researdh, fnsbrock
1450 Discussion

1500  Malana waccing : 3 joumey inkn e seleciion of the adjuvant
Marcalle Van-Mechelen, G5 Bioborals, Rirensart
1520  Disoussion

1530  Break

1550  Adjuvants for TS waccines — Whal will we nesd?
Stephan Kaufmann, ax Plank fstive Bedn
16:10  Discussion

16:20  Adjuvants for HIV waccines — Which profile in T post-STEP &ra?
Gary Nabel Nationa! fnstivte of AVagyand inbaioes DEegses, Bothesds
16:40  Discussion

1650  Rownd Table 1: First lessons from the HINT pandemic
Chairpersois: Martin Friede and Rebece a Sheels
- Role of adj
Albert Osterhaus, Erasmus Universty, Rotterdam
- Preliminary assessment of safety Esues
Philige Biyan Mediches and Healthcas poducts Segebony Agency, UK
- Bjuvants and breadth of response
Hana Goldling, Food and Drog Adminsiration. Bethesa
- Dscussants
Kathryn Edward's, Vandetilf Linirersity, Nashuilb
Pieter Neals, Fodora' Agency for Modicines and Health Prodocts of Bobom
Tom Verstrasten G5K Rinlogicals Hiensat

1820 End of session
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FRIDAY 30 APRIL 2010

SESSION 3 - Can understanding the adjuvant mode of action

help to assess vaccine safety?

Chairpersors: Morman Baplor and Fie ter Neels

0630

0855

0900

0920

09230

0950

10:00

10:20

10230

10:50

1140

11:40

Keynote lecture 3

Adjuvant safety. main E5ues?

Kz thryn Zoon, Metonal stivte of Alergy and nfedous Diseases Bothesds
Discussion

Safety issues with mucosal aduvants
Myron Levine, Univarsity of Marpkind. Baltimore
Discussion

Nor-clinical safety assessment of adjuvanied vaccines: are new appraaches nesded?
Hana Golding. Food and lrug Adninstration, Bethexds
Discussion

Can animal modets of autsimmaunity be used to assess the nisk of autoimmune respenses?
Robert Fujinem, Unversity of (Ral Salt Lake City
Discussion

Break

Coreiening essential steges for early assessment of aduvamsad vaccine safety” Presentation
of 3 waking document prepared by sciensts from industry

Sohail Ahmed Novatts Vacones & Dfagnostics, Siena

Robert Coffman. Dynawer Technoiogies Cop., Bodeloy

Ma thalie Gargon, G5K Bobgrals, Hrensart

Emarwelle Trannoy, sanof pastewr, Lyon

Disoussants

Hana Goiding, Food and Drug Adninstration, Bethex(a

Pieter Neals, Foderal Agency for Medicines and Health Prodbcts of Be byum

Sieve Read Infoctions (Fsegse Qeseath istivie, Soatk

Lunch
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FRIDAY 30 APRIL 2010
Afternoon

SESSION 3 (continued) - Can understanding the adjuvant mode

of action help to assess vaccine safety?

Chairpersors: Morman Baplor and Pieier Neels

1340

1400

1440

15040

Prevention of auimmunity and alengy by TOLL-ike receptor agonists
Jean-Frangois Bach A demie dos Sciences, Park
Discussion

Riound- Table

How should the mode-of-action shape the design of non-clinical studies and initial
climical trials of adjuvantad vaccines?

Point of wiewifrom reguisory autharbes

Pieter Neals, Fodaral Agency for Medicines and Health Products of Bedyum

Hane Golding, Food and Drug Adminiration, Bethesla

Marion Gruber, Food and Drug Adminsraion Bethe ia

Elizabeth Sutkowski Food and D Adminiaration, Bethesda

Poirt of viewfrom industry

Sotail Ahmed Novat's V&0 Siena
Nathalie Garpon. G5K Bobgras, Rironsart
Tamara [eshava, G5K Bobgcals, Rivensan
Emaruelie Trannay, 5anaf Pasteor, {yon

Robert Coffnan, Dynasar Techologies Cop, Basley

Poirt of view Fom #cademia

PaulHenri Lambert University of Geneva

Myron Levine, University of Marplnd Baltimore

Caire-Ame Siegrist, Universiy of Goneva

Steve Read infections (sease Reseanh istivie, Seate

Geart Vanden Bossche Bilf & Malinds Gates Foundaton. Seatte

Summary and concuding remarks
Willkam Egan. PharmaVel Friboton

1600 End of the mesting
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