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(vma teleconference) ‘

CINDY LYN PROVINCE RN MSN MA ;CONSUMER REPRESENTATIVE
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 P-R-0-C-E-E-D-I-N-G-S
(1:08 p.m; )
MS. WALSH:  Good aftemoon. I am

Christine Walsh, the Executive Secretary for today’s

~meeting offfthéﬂ*vaCCineé.~aﬁ§2f$éiétea Biological

Products‘Advisory;Committée;;ff'3 
]i’would 1ike‘t0vwelcaméfyquxall to‘this

w

Advisdryfdommitt“é&ﬁéétihgg, There is;é“speakerphone

for publlc part1c1patlon located here 1n Conference

~A&A of Bulldlng 29B on. the NIH campus

Thls afternoon s sessxon w111 ConSlSt of

presentati§n$~and;cbmmittée”@is  ignsfthat;are open
to thé’public Mlchele, éaﬁgyoﬁfﬁieaée xemove‘the’
“Llsten only so. I can do roll céll now : Thank'you;

| At thls txme I would.llke to 1ntroduce the

Committee1nmmbers and ask tbat ypn@ggknowledge by

saying Present

The Commlttee ActlngLChalr, Dr. Ruth A.

Karron Professory Department.of InternatlonaJ.Health

Johns_Hopkins‘Scthl;0£ Hyg;Qné;ap§QPub11c Health.
 ACTING CHAIR KARRON: Present.
‘_Msg fwﬁLSH: i Dr.» MOnica§~M.,_Farley;

NEALR. GROSS
COURT REPORTERS AND TRANSCR&BERS

www.nealrgross.com
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~ Department of Biostatisti q:s; :

 Professor b%f?’M‘édiéiney,j Depa::tment. of Medicine, Emory

Unlversa.ty School of Med1c1ne

DR FARLEY Presen";i

;MS.,;,,;:WALSH:' 5:;;  'th.ln.p S. LaRussa,,

Professor of Cllm.cal Pedlatrlcs_ | ﬁnﬂa;aUniversity.‘ '

‘DR;:;HL&RUSSA;: ; vasenc{ ek

a5 MSWALSH Our Consumer Representative,

,_r:ﬁ-'.N.';";M.S“.N.', Associate Director,
Bloethn.cs Center of St LOU.:LS v

MS. PROVINC‘E prse‘s_ef;%t;

MS.’*,WALSH: : St ven - Self Professor,

vers;ty Qf‘; Wa shifngton s

. DR. SELF: Present.
'MS. WALSH:  Dr. Walter ‘Royal III,

Associate i éréﬂ“(‘ssdr,@ fDepartment  of Neurology.

Un:.vers:.ty of Maryland School of Medlclne.-

DR. ROYAL Present.-’""? o
MS WALSH Our In&ustry Representatlve,

Dr Seth Hether::.ngton, Ch:c.ef Medlcal Offlcer and Vice

” Pre~s1denj;,, Cl;.-,n;cal ~ Development, e Inhlbltex,

Alpharetta, Georgia.

' DR. HETHERINGTON: Present.

NEAL R G SS

‘COURT REPORTERS / nmscmssns

~ . 1323 RHODE ISLA .
(202)234-4433 ' WASHINGTON, D.C
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Diseases, University

| (202)234-4433  WASHINGTON, DC. 20

. MS. WALSH: Dr. Bonnie M. Word, Assistant

Professor of Pediatrics, Baylor College of Medicine,

‘TexasfChildren?SgHQspital; Dr. Word, are you on the

 Dr. John Modlin, Professor of Pediatrics,

Dartmguth_ﬂipchééck‘Medica1 CéﬁtéfﬁggD:,jModlin,'are

_you on the line?

P PR

' ,'Sﬁ{Now];If~Wdu1d.,like to introduce our

1ccnsu1tants}and]$p§ak?r5:fO?ﬂﬁCdayfélmeeting;

;Dr}imancy»Cox,'Influéngglaﬁénch; Centers-

for DiseaSe Contrb1yand Erévéﬁ£i§}iff'

 DR. COX: Present.

. MS. WALSH:  Dr. Theodore Eickhoff,

Professor of Medicine, Division of Infectious

~ Colorado, Health Science

Center.

DR. BICKHOFF: Present.

| MS. WALSH: Dr. Bruce Gellin, Director,

' National Vacciinas.;’Prqgram;joiffi;éﬂe',_ ‘Department of Health

and Human Services.

"‘fDR? GELLIN:VJPreéenE;,““

fMSLJ;WALSszr. Lieutenan£¥:¢olonel' Wayne

NEALR.GROSS

" COURT REPORTERS AND TRAN
[ E 1323 RHODE ISLAN|

*" wivw.nealrgross.com
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Office of the ,Assis.t;ant  Secretary

Hach“_eyr," f Dlrector Cof Deployment : M'éd\icti’nev and

Surveillance Force, Health Protec»tlon and Readlness,

off?’jDe'fense _f,or o
Health Af fia'i:“r“s .

LT COL HACHEY Present

MS;,WALSH: Dr. Pa_elv;‘_ fi{‘nr;;esf, Director,

-C:eriteq: for Integratlve Biolo‘gy and I-nf‘ectious

Dlseases,-, Natlonal Instltutes of Dental and Cranlal, 1
Fac1a1 Research Nat10na1 Instltutes of Health 'Dr.
‘McInnes dld tell me that she may be a llttle blt late

in dlallng in today

“Dr. kMe‘llndaj ~ Actlng Deputy

Director of theNatlonalImmunlzatz.on Program, Center

‘for Diseas,e .'Coht‘roliand\ Prevention;;

DR WHARTON \Presentv.
MS W‘ALSH Dr Robert Couch Professor of

Med:.c:.ne, Mlcroblology and Imm logy, Department of

Mlcroblology, Baylor College of ,Med ,jc:Lne

; ij),R-; ,COUCH S Presae;;%t.

f you can put the

llnes ‘back on silence mode, that would be terrific, if

 you could; and could you please tell me when Dr.

: NEAL R G ss =y

. COURT REPORTERS A NSCRIBERS

i B - 1323 RHODE ISLAN )

(202) 2344433 WASH#NGTON o.c.
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same site. 'fSh? is here. |

Albert Thomas D:Lrector of Vlral .

Bonnie Word andDr John Modlin .; join us?

 DR. COUCH: Dr. Bomnnie Word, I told the

operator, is here with Robert Couch. We are at the

 DR. MODLIN: And this is John Modlin. I

have just joined.
i MS WALSH ¥ Okay : Thankyou
'ﬁowefIIEQbuid 11ke ‘tot;iﬁtrddgce the
Irifluenza: Vacc:me | Manufacturer that ’ will be :

part1c1pat1ng and speaklng at thls teleconference

)ﬁ/fec;turlng, Sanofi
Pasteur. | |
LﬁR};iHomﬁs- préségt
MS WALSH I would llke to thank all
Conunltteemembers, .c\:ﬁensu;ltants‘ and mangfacturersﬁ for‘
taking “t‘lﬁie tlme togoxnus tgday,f I e‘ls.‘o 'wieh to

thank Dr ,ﬁ Karron f dr ‘agre‘eing, to -8 tep into the Acting

‘Chair rolefori ‘t‘cjday,?s meetin&.

Now I would llke to 1ntroduce some CBER

staff members t;hat w;\.ll be part;:,c:Lpatlng in today s

,meetlng and are currently seated 1n th:Ls room.

;\Dr;.}':-.Karenk_,MJ;:’d’thun, Deputy D:l.rector for

- NEAL R GROSS
- COURT REPORTERS ANI SCRlSEHS
~ . 1328 RHODE ISLAND AVE., NW. .
(202) 2344433 - WASHINGTON DC zaoos- 761 ~ www.nealrgross.com
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~‘M1croblologlst Laboratory Ped_q

Me.dicine,,‘CBERj‘fﬁ;jr.‘Jérry?P Welr, D:Lrector Divisien

of Vi‘lral" ?Pr’o'fdti'ct's‘, ‘OVRR Dr Zh:s.plng Ye, ,Research

S .ﬂarid Respira tory

Vlral Dlseases, DlVlSlon of Vn.,,_al Brcducts OVRR and

Dr. Norman Baylorwn.llbe JO mg us today, also,
Director, 'Oféfiéé"of*Vaccfihésf?;‘ése ; jé'h,-ahd Review.

I would llke to thank Denlse Royster,

Committ’éé«f;:vm?,‘\ ’_f‘e\nt» ~ispe;:3f.a11-st:, VRBPAC Adv::.sory’

‘Conunitt;ee‘.“

fI‘,-w:o:uld ask that 1 C‘ommmttee members

have a

‘aSsistanc}é i‘n ~¢f,f<'§rd:er~, to ,ac:;cfi_x'ratelyv_ﬁ *t.ranscribe,‘ all

‘comments to t:he approprlate Comnlttee member

I w‘m“’ld‘ now llke to read :Lnto the publlc‘ "
record theconfllct »,pffvfx»x';;i;;erest stgtement ‘f:or this

meeting.

5 ?Thé,»?F'oods .an‘dy ‘ﬁfiig:"‘-*Adi"ninis[tration‘ is

convenlng today s meetlng of the Vac:c:mes and Related

Blologlcal Products Adv:Lsory C‘omrnlttee aunder - the

authorlty of th,e Federal Advzsoj ;'/,Comm.lttee Act, FACA

of ,19\'72'. W:Lth the‘ exceptlon of the Industry

(202),234-#433 : : WASH!NGTON,’DG» : M.nea!rgros&oonj,
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o subject to the Federal confln. i

-AdViséry chr'imi:jtiﬁéé_aﬁd ?c'csns'uita

, g’OVérflmént‘, agenc;_,es and 2-1; USQ 3

~ certain FDA committees, Congre

10

Represﬂentati%\xé, ‘all members and censultants of the_ :

Committee i‘,a‘rje 'Speci\a.l Gov"ernitient jg;E‘.mp;loyees, kSGEs, or

: regular Federal employees from 0 _erl agencn.es and are

nt&IeSt:laws and

re[gulati“ons‘.f =

?i"hfé ﬂfollowmgx»infomat on on the ‘status of

“thlS Adv:Lsory Comm:t.ttee s compllance w:Lth Federal

eth.:Lc‘s ‘anﬁdwdolf, ; ct' of J.nterest laws, 1n_cluda.~ng ‘bu_t.

not 11m1.t:ed to 18 USC 208 and 21 USC 355(n)(4), is’:

belng prov.lded to today s part/;": pants in today’s ,
meeting and ef?ca,*?he ;P,ubﬁllcg - ‘

' rDA;$§sfdetetﬁiﬁ§”"//Eimeéﬁérs of this
& ana k thhe Committee

are :Ln compllance wmth Federal ethlr_ and cohflic’:t of

int:e'resii? Zl.,a”’é'r,'-, 'ludlng but not. llmlted to 18 usc 208
and 21 USC 355(1&} (4)

Under 18 USC 208‘»_? appllcable “to all‘

35(4) appllcable to

">haﬁiauthorlzed-FDA o

grant'waiveié" ‘ﬁoyﬁépécial‘,Gﬁoverniﬁé t»Emplnyte‘es who have

financial conflicts when it is determined that the

agency’s need for a particular individual's services

1323 RHODE «sm

(202):23&#433 Lo ; WASHINGTGN DC : - ~wwwinealrgross.com
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‘includiﬁg‘thdse;of their;embgéyér5

review and discuss the strain

(202)234-4433 SR

11

outweighs hiSfb£fhér?pdtehtial:finagcia;'qonflict~of

.interéSt KSectiQn 208),aﬁd,ﬁhége;participation,is‘;

necessary‘tq aﬁfOrdjessenti§¥ §ip§r;$se (Section

355) .

Membersfandycéhsﬁifé s of the Committee

‘who aref,Spébialv‘GQVernment;fEﬁpléyeéé ‘at today’s

1 meeting,3,i@¢lud;ng&v3peciai{‘Govéfﬁmght Employees P

appointed as Temporary Voting Members, have been

;screenedgforfpotentiaﬁ.fiﬁghéiai‘cenﬁlicts,offinterest

of their own as well as those imputed to them,

 spouse or minor

child, relatéd;tpfdiSCuSSidnsjénf strain selection

for the influenza virus vaccine for the 2006-2007

‘season.

 These interests may include investments,

_consulting, expert witness testimony, contracts,

grants, ,CR&DAQ,‘ téaChings; er‘\'

;ﬁg;j~patents‘ and

 ,royal§ies,aﬁdyptimary‘emPIOYQéntgé;f‘kiﬁ

For today's agenda, the Committee will

jelection for the
influenza virus vaccine for the 2006-2007 season. In

accordance with 18 USC Section 208(b) (3), waivers have

www.nealrgross.com
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GlaxoSmi thKlﬁin,éJ kand ﬂha‘s :a'?}f‘lﬁm‘ cia

the discussions involve any othe

not already on the agenda for wh

@2)234443  WASHINGTON, DC. 200053

12

; beengrantedtomr ',*R&ber;{;,Cquch, Dr: .;John'Modlin, \yand, g

Dr. Ruth Kér"ron.’;y A‘ic:opy of the wrlttenwalver may be

obtained by submlttlng a writ en request to the

ag‘ency"s Freédorti' of Informatlon ice, Room 18A30 of
the Parklawn Bul}.dlng

Seth Hetherlngton 1s serv:mg as the

Industry Representat:.ve, actlng on - behalf of all

related J.ndustry._ and :.s employeci by Inhlbltex, Inc.\
Inhi’bitexf has licensed a rtechno%l@gy ‘to Wyeth for
potential unrelated vacc:.ne. - S

;Inﬁ.at;idi-t‘;ion, hlS spcuse 15 employed by

1 :Lnterest':.n heﬁr _
employ'er. Industry represent:atlves are not Spec:.al

Government Employees and: do no'c vote

'I‘h ,.;"l'cqn:mlct 'Qf interest ,sﬁzt,atelmentr'will'_ '

be available for review at the registration table. We

would like to remind membersandconsultants that, if

- ;produCtsk or firms

an FDA participant

has a personal or imputed financial interest, the

participants need to exclude themselves from such

‘involvement, and their exclusion will be noted for the

NEAL R G 0SS 5
'COURT REPORTERS AN cms&ns
1323 RHODE ISLAN :

www.nealrgross.com
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; John Modlln, our newest VRBPAf

~oF CommﬁntSi;and&she W111:ann9

' jplease do ask questlons, 51nceub,

‘ Gm@e&aﬁ@?tyy'i

+13

reCotd,-tlFﬁA:%ncbﬁrages7ellyother'pa£tibipant3‘té“

advise the Committee of any financial relationship

its products and,

thatfyou'mayfhaﬁeeWithithe“speﬁ
if knOwn; 1ts dlxect competlters
i That ends the readin :6£;the conf1ict of

1nterest statement Dr.;Ka;rq_,ﬁIQturﬂ'the:meeting

v taman

}CHAIR KARRON: w@lcdmé, everyone,

to the annual VRBPAC Influenza Straln Selectlon~~‘

: meeting. I would partlcularly 1‘ke to welcome Dr:

ber, and,ou:'guest
speakers and consultants for t@&al”'
L ASjYQu,know,;this,isft,;3 Ee

strain‘:selectiop ‘nmetlng beffeonducted by

telecbnfefeﬁbey Aﬁtér;eaCh preSentatloﬁj7yqﬁJWill be

'able to notlfy the operator 1f you have any questlons'

’ge;you;; Please be
patient ,if;fthere ﬁare “techhiq difficulties, and

thiﬁk;oﬂrfdiscussions

‘are -an 1mportant part of thlS 9racess

I also know that all of usg would like to

_hear from Dr VCex about HSNl 1nf1uenza, and we have

www.riealrgross.com
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‘:all~f¢rybe1ng;here, for belng

QJerry]Wéirjithe;DirectOr?ofs

| (022344433 WASH!NGTON, D.C. 20005

14

U:‘-providedf time7Vfof”'@» b;esgntatipn‘ éna;la_‘brief\

discussianat‘ehe.end:cf:thefmee;ing<afterjthe strain

selectlon pxocess lS completed s

Our flrst speaker £ bdayaistr;'Jerry

 We1r frem the FDA fDr. Weirgﬂﬁ/““'j'

DR WEIR Thank you vvi:will be reading

andjpresentlng ﬁrontmy slldes that,Chrlstlne Walsh has.

_s§nt:out tamalwi.f‘the members

To get started ,flrst of all thank you

the phome. I am

;Bivision of;Viral

kProducts, and I am g01ng to pro de the 1ntroductlon

today to the Vacclnes and Relatew Blologlcal Products

'uAdv1sory Commlttee.

As ymu know,\we are here to dlscuss the

‘1nfluenza.v1rus vaccxne comp051t10n for the year 2006—

2007;_ Go to the sllde 2

Spec;flcally,, héreftQ'obtain the

VRBPAC;'fCQmmlttee frecommend“t 5ﬁ5f¢regarding,’ the.

selection of influenza A, HINI and H3N2 and B virus

' for the 2007-2006 inxluenzafvaéeiﬁéé'fbr use in the

United States. Slide 3.

NEALR. GRGSS sl 0

1323 RHODE 1SLAN

. 'www.nealrgross.com




10
11

13 |

14
15

16

17 |}
18’ 
19 |
20

21

22

‘match of the fx}'fa“c:-‘:;inef hemagglutn.n :

‘vaccines were first licensed in

 viruses spreading in people?

15
 The reason that we change strains of
influenza vaccines is to ensure vaccine efficacy.

vaccine potency

Basically, vaccine efficacy relates

and directly to immunogenicity, as well as to the

euraminidase with
wild tj:ype‘ VJ.ruses
' As everyone knows, antigenic drift of HA

and NA is cont:.nuusins.nfluenza Aand B ivix_ju,s‘es".‘\ In

fact, the first evidence that there was evidence of

reduced Vaccji—n;e;,nef;fectiVefle}ssiyfi’bé,jéguse of antigenic

drift occurred within two years after influenza

he United States.
Nkex‘ty ', slide £

annual strain selection committee, we ask ourselves

four questlons  These are shown onthe neﬁxt"sliﬁé.

First of all, are new drifted or shifted .

influenza viruses present?  Seco:

vaccines induce antibodies against the new viruses,
particularly and spe,éif‘ifc;{'gllyi_‘:‘glfu'tze‘tiin? Finally, are

strains suitable for vaccines available?  This is

COURT REPORTE
‘ L 1323 RHODE ISLAN
(202) 234-4433 1o o WASHINGTON, D.C.

aes www.nealrgross.com. -’
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are listed bﬁ\thisislide; Vé:

-prev1ousp3ﬁ94ﬂ:

strain B- Shangha1/361/2002 11ke 73

B/Yamagata/l6/88 vl;neaggr‘w“

inactivatedf*influenza “Vaccingsi

~Chiron,'_GSK;kﬁand :one:;li?.ff

(002) 234-4433

16

'essehtia11§AWhathéiWillfbe*asking@ou£$élves‘tbdayy

Next slide.

~ To remind everyone, the strains of virus

that are in the current vaccine, the 2005-2006 virus,

cines contain an A/New

"Caledenia‘ 20/99{H1Nli-1iké:fﬁiiﬁsL{fanifA/California

7/2004(H3N2) llkeVVLrus Thxs was changed from thew

 5Mseason,'andvspegificgl;y“in?the,

vacciné is'én'AfNew'Ydrk35572004;vir#5f and the B

us -~ this is of a

i two  viruses

specmf;cgllygwe:ei;n,thé.Vacﬁﬁpﬁ’: B/Jilin/20/2003

in the live attenuated virus and a B/Jiangsu/10/2003

in the‘trivalent*ihabtiVateaivaé¢iﬂé¢xﬂNext,slide.

Als&,,\aé "YOu, know, we ;nbw.fhave, four.

'llcensed manufacturers in the Unlted States, three

‘;Sanbfly Pasteur,

attenuated vaccine
manufacturer, Medlmmune ;?Nék~ iié@s'f
ThlS sllde and the cne that W111 fOllow

show. the approx1mate tlmellnes for'vacc1nejproductlon

Now Qart‘oﬁithgqr@agon;;hat we‘areﬁhere,tpday is

. www.nealrgross.com
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*Surve:.llance;,, of i;course’, takes p1'4

- for the composztlon of thevacc

 year§in7Februany and sbmetiﬁe§'

~the ndrfthé;rﬁ;,hémiiéphere for t;he e

compos:.tlon of stralns to be 1n“

hemlsphere vacc:.ne. ,Also:,j yot;

monovalent prodtié:t‘i o’n ;b‘egiﬁsﬁ: ‘i'n '

17

because these timelines for influenza vaccine

productipr;* aie t:z.ght and:rﬁélfaitivel'd >5in§;1e)iibl\e .

If yc:m look at th:.s S, ‘you see sofne

f'of the actlv:Ltles t:hat go on du n}’y’the year and the

tlmes dur:.ng the year at whl‘ \they take place.

throughout the

. year in. -boyt;j_h f\_'i,hg;hi,s;pher_e‘s’,: ‘as well faas;g work on new

reference ~and reagents.
~ Two times a year, recommendations are made

s. This time of the

xs  late as March,
recommendations are made for t ains to be used in

t year, and that is

. 'why we are here today

In ,\ e fall of each year, usually around i
Sept‘emb.e,r, ‘f?'{r:é‘éctmnendatrcm‘s. ,ar.,? - :.»made for the

uded 1n the southern

preparation of new

seed ;Viruses ta};es ; ipl{ac-é"th}:éo‘ug @p,t{heiy year, and
u.éry"’ and SOmetimes
_contlnues as late as Navember of the sa;me year‘

Triva,leﬁm:;-” 3 't,j,\’gn ;fc.«;lows th:.s, hopefully, and

NEAL R GROSS

(202) 234-4433 : www.nealrgross.com
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“and vacciné?usaggfbeginniﬁg;;
_this is a very tight time schedul

‘deal With.pf'

“straiﬁ fQirit:o t ;

monovalents,f release formulatlo

.20 _t,:kcj 24 weeks bef;ore' a Mé;

| (202) 2344433 i © WASHINGTON, D.

18

'uglually’ beglnn g as 'eésr'ly‘-f as la;teg ‘May/June for

distribution ofvacc1ne, hopef l"liy;,:-ﬁsl,.tarting in July,

ember As I said,

hat we all have toy

The next sllde, 1n,f"

of how lOng;it;ﬁctqally»takes to,iﬁ¢a§porata;aﬂnewf

vacc:.ne from the ti,;mge that it is

1dent1f1ed at a meetlng such as we are lIl today

There’ys a'ct’u;aff],;,lyf SQme‘biue",’,,m ”‘fe black on this

slide.

MThefblue~repﬁese “ﬁéwistrain,change.

~and you can see, w:.thout spendlng ;toe much tlme on 1t

*by the t:lme we go through the pro‘ ssr of obtalna.ng

refe‘ren_c_es v ses, reference reagents,g seed vn.rus“

Aprepé;rati'cms,ﬁ- ”staggered productlon o“f.; the t‘hr,ee’

”f":fJ.lllng, 1t can take

j'se' ,' can ‘actually be

distributed.

' So again, essenti the sooner we can

make recommendations, the sooner we can move forward

with vacc1nep ",,ﬁu;cytiioq ‘.l ‘:;N'e'xt »sli‘dé.,, H

, NEAL ’R" 3 GROSS
© COURT REPORTERS
. 1323 RHODE ISLA

" www.nealrgross.com
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for the northern hemxsphere 20‘

on' Monday and Tuesday of th :

antlgenlc and'

influenza.

- {(202) 234-4433

19

\'fEafi‘er thls week there was,'afgwﬁd

cbnsultatioh;oﬂﬂthe,cbmposltmonvofgveQCineseto“be;used

':fﬂnSQQmmmd'
ek, February 13-14,
and on Wednesday, February i (thesefresults,were

announced to the publlc

B At thlS neetlng, tﬁe1Wﬁq,§iscuesed the‘

_twc charapterizaﬁioniéf\inﬁiﬁenza“”

v1ruees that had been ln&eetiggeédjfiniethe;,WHO,

collaborating:Qeﬂters;£QrQﬁf'” ce and research on

 The WHO also rey 1 the serological

studies'WithﬁiﬁeetiVatedﬁinflﬂeﬁ ;vabeinevand, as I

*sald on Wednesday 1ssued recommen‘atlons for vaCC1ne_

composlt;onf

b‘1nformatlon 1s avallable on thelr web51te,‘wh1ch~1sf

llsted in thlS sllde, and I tj‘ xst;ne,Walshfalso

sent that to the VRBPAC nembe rgepagately. Next

sl;de.

A list of WHO 'ree;x'miiéiitions ‘that were

‘made earller thls week. v It' 1s' recommended that.fn

vaecinegf;ﬁqu be,\geed 1n the 2006 2007 northern’e

g NEAL,R"GROSS
COURT REPDRTEH )

*www.nealrgross.com

06‘2007 northern hemlsphere Thls,(fi‘
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~67/2005(H3N2) llke virus ,;—}f/

specificfvadéiﬁeS"uSeddin’eaq

~ to current vaccines. Dr. Zhi

20

‘hemisphere winter contain the following: An A/New

Caledoﬁia 20/99(H1N1)~1ike;fvifus; ;an{*A/WisconSin
1»‘ii:.{s,?’;:r newe~strain
recommendatlon by the WHO, an’ inaiiy;ea~B/Malaysia

2506/2004 llke ?lrus; ’ This is a new strain

',recommendatiun&fdrTthe'northern_hemibphene; but it is

the same straln that was recommended thlS past

September fcr Jeeg;n;the,southern;hem;sghereg] Next

'sllde,

Now as always, it is the responsibility of

each mational regulatory authority to approve the

“féﬁﬁtry}'~80 today we

idata,, both; the

willg'rev1aw ftheﬁlsurveilla‘éei

;epldemlology' and the antlgenlc characterlstlcs of

Dr Nancy Cox from the CDC 

will be~pre§enﬁipgfthat~iﬁﬁé?mat;og,lp;the ﬁcllowlng*

k‘talk;

elogicalfresponses

We will also review s
,er from CBER,‘the

Food end'brﬁgvAdminiétraﬁion;fﬁd,,:review that data,

and Dr Ye wmll also present 1nfozmat10n concernlng 1

the;availabmlm(elof candldate stralns and reagents. 

(@02) 2344433 WASHINGTON DC 0053701 www.nealrgross.com
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. presentation.

,those before tNWQ

Are there questions for Dr. Wei

"turn everyone on - remove the s'

‘fsllde show from the pr03ector th

all the members,

%%QZM@@3 :ff

21

We will also hear from the manufacturers in a brief

"tThenTwéfwi11 aSkﬁ§he: nittee tosdiscﬁés

which strains should be recor or the antigenic

, cbmpo$itiOnﬂ¢£}th¢ 2Q06§2OQ7}igﬁi é};a vi:us:§accine,’

fNOW]I Wi1115t§§fh?; ‘ﬂThEré"areftwb more

'slldes on my prfsentatlon, bﬁt I'Qiilﬁdome:back to

cOmmlttee beglns dellberatlons and»*_

discussion.“ﬁl‘w&11>;urn,it»bacquvaripp Dr. Karron.

- ACTING CHAIR KARRON: Th k you, Dr. Weir.
fMSifWADSE:;;Ekt@é; '"éhglé ‘Can you

ﬂ I thlnk at thlS tlme we. w1ll move on to

ourﬁgégﬁV  ‘ ﬁfD Nancy Cox. from the CDC ;Dr.\

Cox.

JMS;QWALSR: 'Exéﬁée fol‘C0x,‘beforé~

you start thlS 1s Chrlstlne : | be running your

lehave'in~the rOOm

here.. So 1f you could just say “next sllde," and fcr

fthat would be very helpful

WAsi—imaToN oc 20005 www.nealrgross.com
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 information that we are present

relatively ;mild{iy an‘d . moderate 1

:Lnfluenza A (H3N2 )

22
DR ,COX v Oka"yc.* Thank ybﬁjvéry \rmich‘.'

I would llke te have: eve lii;one turn to page

2, the _s;echond"lfs,l,{ide ‘wherr‘ve; we hav kncwledged all t:he'

people from CDC who have ributed to the

_ hgref* tbday. Next

2 Fi‘rs:tw, I ‘am. go:.ng to brlefly review u. S

survelllance d a

spec:.flc remarks w:Lth a comment that we have had a

lﬂz-& season .. of

course, ;Lt varles stat:e by sta; ané ﬁegion“byregion{

but: as T go through the sllde"‘ uwlll ‘see hcy)w‘,‘

relat:.vely mn.ld thls season h; :

' lfas‘t two, :Lnfﬂlzu’enz;a ,seasons s

Sc ( a@e; 4 : 6r- .sli;de' 4,youw111 see

that we have hadf' predoml 'antly 1nf1uenza A v1ruses.'

‘reported to us through the WHO and the NREVSS'

Collaborat:.ng Laboratorles » {heji influenza A

v:.ruses that have been Sub he majority are

I w:.ll just make ‘a comment here that,

fwh:\.le not all of the HlNl v1ruses that have beenu

NEAL R GR.SS

(202) 2344433 ‘WASHINGTON Vel  wwwinealrgross.com

I would llke to preface my‘ )
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,abroad have been HlNl v1ruse‘

virus specimens that are sent

analysis 'O?f?afé Wisbiaﬁedfﬁb/

15 percent pas“

approx1mately 1 OOO sentlneljpll'

(202) 234-4433

23

i‘d'entifie;ar ik or a.ll :"*iithe 5 .Hll ; ,vi'rus‘es that have been

1dent1f1ed have had thelr neuram n: s%s,sub;yped.

All that have, both from th ted_séates and”frbm
d this is true for

allﬂofuthefﬁcurgqcllaboratin_‘CE té's;f So it may be

‘that HIN2 VfrusééfhaﬁeféééSédfte ‘,Culate.

We have, in add:.tlon had relatlvely smally :
nﬁmberSfdi&wal nza B v1ruses reported 1n the Unlted R

States; Thefblack‘llne,ghat@yoq;sgg;:epresents'the

percent positive of the total number of respiratory

n té the states for

the state health
departments.

‘You can see ‘that we haven’ t really reached

- Vé*ﬁWhereas, infsome”years‘we héVe

§

reached a percent posmtlv1ty of between 20 and 30

_pexcent;i N@xt,glide;rplease;‘;‘fx

ﬁThé;ﬁeXt'slide.sﬁéw'tﬁhatithe~5entinel

;thSiéians~Who hﬁVé*repartédftéf§$1éf‘and we=haVe

iansfwho report,on

a weekly ba31s, we have about 2 000 enrolled and of

,those;%fcoﬂwgbbu mh@lf,;epprt~each week,. Yqu;qan:see‘

- ‘www.nealrgross.com
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~ the previous e Yeavs. B

‘the 2003 2004 season we had

: aboveitwéfpercentd'imextsSliﬂ?;
and imfﬁﬁgﬁz&ﬁm

- February,:andfthe:mqst rscentQ;

24

the red line in the graph, which shows the relative

influsnza;é0£iViﬁy thisﬁyeaﬁ;¢bmﬁér§dgtp‘thésactivity

Of course, you w1 . emémbérfthst~during‘

arly season, and

v'then last year ws had a relatvvely late season This

: year,,we«sawaawsmall peaksoﬁalnfluénzaélikeiillnessf

“kreported by ,he enflnel prov;ders 1n week 52 w1th a ’

subsequent overall natlonal decllne‘ 3sct;v1ty,and a

1ittlefbit~of anfindgeasesagf in week four.
~ We are still not very far above the

baseline which at this time of r is just slightly

f;ThisTSIide-onip&géVGfsﬁow55the pneumonia

””'alwy for the 122 u.s. C:Ltles “This

shows cumulatlve data‘up to the week endlng the 4“" of

areconsa.stent with
mortality being below the base
e ss°:~W¢7'reélly ?h§? n fiéeeé ‘any. excess |

year, ' in xccntrastr‘to the prev1ous years and,

cértainly, 1n cantrast to. the 2003 2004 season wherev.rf

(202) 234—4533 ' M;new(gross.wm
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we saw a very ub

7 'shows th laboratory

: and',..separaﬁ_ .

hospltallzatlon ef chlldren 1n bo/"‘"”

= hOSpltallza on

rates, this time just for chil

25

n 1alpeak v.of_exggss{;deaths . Next

~ We have added some new components to our

surveillance system, as you probe know if you have

;beenf,readin‘g ourf weekiy report on the web; and slide

: ‘.-‘éd flrmed cmnulat ive

,'hosplt:allzatlon: ':r:ates: for chlldren aged zero ‘to four

’.;":Lve ‘to 17 years of age for the 20055’

2006 season 1n red for the 2003 2004 severe season 1n'

‘b’l"ue, and for the 2004 2005 ‘se_" | ;;;,gq:een.,

What: you can tell early is that the

current rseasonr: is» 1ess > in terms of

ge groups and, of

COu,.rsé',u‘ 2003 2004 we  had i,"sub.sltantiai!

:d' mortallty in young chlldren. Next

Sl‘l'de,‘ please . : : S

| | SYStemwhlch looks

at laborat ory conf:.rmed cumu ; hcs?ltallzatlon
L zerotofouryears

of age. This 'is a very in ve surveillance

network, much more limited than the previous one, and

it is an active surveillance where all the children

(202) 234-4433 * - www.nealrgross.com
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‘is lower than in previous yea

,'the.Ethat‘ﬂin:jbiue 7you~ sé‘*

1the‘United;States in;eacH]§@a*

- turn red at some point in the

in certaln states,  but a‘ in

| relatively‘mild“SEaSQngwhen{q

| (202) 2344433

26

aare‘s?abbédf,ana;PCR,ngﬁgedmto-try;tojdétéﬁmipe the

~ cause;Oflre$@ir§@OrY;illn@é$} 5-?w'*i“*

ill ‘'see the current

1Onceﬂ%again?’iyqﬁ/

season shown in red, and it is -- the hospitalization

u will once again

';erj.zSubstantial

hOSpitalizatiQn 

1f:chlldren less tban four years of“.«

age durlng<;her2 3.2004 season.k Next sllde, please. \

Thls sllde show'[t'eile\ 1 0f act1v1ty in

dfihjCQntrast to
some years where we have seen - the entire map
gén};thiSVyear,we'

have seen activity starting primarily in the west and

scuthweStefnjpart fothefﬂhiféd”St €és}f‘NowkWe are

seelng w1di‘pread\act1v1ty on the. east coast, a good‘,'f-

j b1t of reglonal act1v1ty 1n the southeast, in the

mldwest and on the west ceast as'we

‘;xnyaddition,\chere e local dctivity
ka}ﬁﬁété'bY»state,
Next sllde, please.‘f

I w;ll be talklng about lnfluenza A(Hl)f'

‘Www;n‘ealrgro‘ss,oqm

is has been a |
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encounter~the flrst'hemagglutlna

‘carefully, for those of you wh

the homologous titers --

across the to

thatf‘is~‘begauser_scmengAsu]ar

fhave hlghllghted. the second{,;”\

virusés Flrst, and on the sllde on page 11 you will

and i,wiliiWaikkyaﬁitﬁréﬁgn?t

 less accustomed to

looking at hemagglutination inh on data.

In the top part of the chart we have our

referéncegantigens{pand~gbiﬁg»fromﬁreﬁerence;antigen

1 through ff(we av,@dé&éibpéd post-infection ferret

serum for each of these reference antlgens, and we do

a hemagglptination_inhibiticn‘;e'tﬁwhere7weglook for~

is the titer of
hemagélutinatingf Lantibédytg '4hem5gglatinetién

'erfﬂeach;‘éfv thef

reference antlgens dlagonally 1nfred7and underllned,

rt of the chart

7ifo wmll nate ‘that,_ofér- dlfferent*

antigens; you get dxfferent hom '”ous tlters,‘and;
iﬁsically more

immunogehic‘thénﬁbthers,rand;ye

r_l}nbte“that we‘

nﬁh,j;Which is the
column that represents reactlons between the New

Caledqnlawanﬁj\erumtendka;l;bf‘the reference_antrgenst‘

(202) 234-4433 WASH!NGTON.BG 200 www.nealigross.com

airly slowly and
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~ within ;ou;,Zreféren¢é;,antigénggpg'=1

antigens, the Hawaii/l5 and the

'nq‘diStinctfpatﬁérn;gahdithé}"”“

28

_and the test antigens.

~ Now what we are looking for in terms of

antigenic variation is a reduction in titer of

homologous titer

hefﬁéw:Caledonia“

s which has been in

_of 1280, and you can see that even

angxi/160, which
haVe;titersfbf]éﬁ;fWhich;ngé\ ‘a;y:é'Significant

reduction. =

' We have over the course of time since the

that have reduced titers has 2 d low over time.

“‘Nonif-ybuiqukraé;‘ yt;aﬁtigens, you
will see the first two test an
the,Upitéd:Statgsffpnevﬁtm@;At;zcga1§nd one from

Pennsylvania. The remainder of the viruses on that -

(202) 2344433 e www.nealrgross.com
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world) and e

_antiserum to the New Caledonis

‘ whlch are l;é:s,

ftiter&ofw0n1Yf4an9ainst;the‘mew:

-‘develql:?’ed ana,

29

. p-art.\i_éula&:\ »tréb,‘i élﬂ'*afe ' rém'.ff As ia,/ . All of the isolates

that' are shown :m thls partlcul ,t}es:tf:fhaivéf'céll.e‘ctionﬁ :

dates between t.he mlddle ofﬁg' ctob and early January

had more HINI activit:

£ the most recent viruses are from

Asia. So wehaveputthlsdatab e you today.

Now you notlce th ma;; orlty Qf : :the
viruses shown an th:LS table 11 inhibited by
‘ qﬁ w1llsee that
thete. are somev:.ruses at m of the table

X 'se r um tO 'tghe New

an 'theté‘f is one at thevery bottom

: whlch is from Kerea, the Da ",j;,elon vz.rus, Whi,c'h'h\asf"a

a titer of 320 against the Jia 160 serum. But it

is rélact’ively ra‘xé.é t‘oy see Vi’r%u';sie" th t ;’havé low \t'it'ers'

W1th1n the New Caledonla that lly have h:.gher‘ "

tlt:ers wn.th any of the newe;r sera that we have

?"D}f ,'\c;Qurs;e,v we have sn.mplz,fled ourj :

‘www.nealrgross.com - -
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'the~eQOIutioﬂary?tree;W”Bﬂt;ﬁéw

"2005‘fthatxallﬁéffthe'v;rQS”,

Amerlca,VAus;ra;;a,aNew_Zeall

 caledonia-like.

' reactlng v1rus

ev;ruses 1s01ated durlng th

,reductionspln,txﬁer: We should‘

30

table.

~ We have put many more viruses into ferrets

than;youQQanqeeejhere,ﬂandgx,w ‘some additional
comments about differentiatin es when I get to

wﬁuidfliké[toﬁmove‘

fon to the next Slldﬁ, please, Slt_e A2, where we. have‘

“our frequency table:show1ng for the perlod Aprll 20051

tOISthembeﬁﬁﬂz

"at;we;tested from
North Amerlca,, Europe, ,Asie; -énﬁ:ai:aand 'South“
1 Africa were New

7eJWéfhavéVhad'afféw, Iﬁﬁentibhed, lower.

: durlng the most recent perlod;

October 200”@to anuary 2006 S0 that now we have a

total of only 12 or 16 percent out of the total of 77'"

pe <od that have
"the;nextkslide,

please.

Here on thls slld;,yi veexoéking-at;the

evolutlonary relatlonshlps amengythe HA genes of thee

| Hl’yipqses;, Ighepe you are looklng at thls in color

(202) 2344433 o - www.neslrgross.com

’fsorry, Aprll zoos to September |
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number of f'egb,f‘ii,s:dlaﬁé‘S‘;:

sho‘Wn} amantqdln >

v:.ruses by\_ _symb s 5%

",resiStant  tQ,”am@ntadine, 'an;”

D 'sub~lineagesv,f but*?'ycm,ﬁﬁca

‘number of amlno acz.d changes b

(202)234-4433 - WASHINGTON, D.C

31

You will Ilé.e:é”, ef vécicine. s,travin, Niew.; ‘fcaledania';”.in /

red. In blue you w1ll see /‘;‘a n mber of the egg‘

:.solates t;hat we have obtalned tt ;h'a t,;:he 'ejgg,CRADA, i

and youkcyan;;s,‘ee, ‘;gthat‘ weghaf . ly quite a large

Then you w111 als

Ares:.stant and amantad:.ne sens:Ltlve; !

}[’Tﬁere is a ci’rc‘l,e&

1nd1cat3.ng t:hat t:he vn.rus has been tested and is

tad:xne s'ensl'tlve :
wheré yo’u ‘~havfe green ;S’*quarés : = in t;he.» myi ddie,
and that :Lndlcates that the v:. s,bé}e"n ft:ested ,‘a_nd‘

is SenS'lth~e. For the v1ruses ‘w h no symbols behlnd

w:.ll no’ticfé £ aboiit\ -‘;t:-he' Sy

evolutlonary tree 1s that the v1rus - the HAs of the

HI viruses that are circulating are

;falgl;ng* into. two
distinct sub-lineages, not ne: as distinct as the

‘that there are a

n viruses in the

upper and lower parts of the den&rcgram waeVér?, o S

m;phaslze that;, 1n splte of the :Eact

1323RHODE63LA’ S
www.nealrgross.com -
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reactors are indicated by L

  reduééd *by xfouffoia:fbr7qgre et

",homologous tlter for theiNewj

1been able to antlgenlcally dlstlnguksh=;
j'm;:'gxar and 1ower parts of the ¢

seefboth;vlrﬁsesgthatfare?1n:

"parts~offthé'dehdrogram;_aﬁd

‘ of the dendrogranu altﬁoughgﬁy
'v1ruses that were 1solated dur

'pOrtionVoﬁgthe:dendrog:ama ;ggXt,sw

~that we;déﬁsééf56mefigwfreaCths'in;hgtﬁéﬁhe’ﬁpber and

o k ‘ gbyﬂlow'ieaCtor‘I
mean’é‘viiﬁé tﬁ%ﬁ*h§s“an;$Af‘ dy tlter that is
Q - wompared to thef

dc a;vacclnehstraln.

 3low reactors ln both parts of the:“

déndrégréhréndw thermore;_we‘cannot or-have_ngt;yet'

frus¢é~in the
fam%ifS6 you will
é%yfweil by thé
New CaledéhiaﬁaﬁtiéérUﬁfi?'tq pper %ﬂdﬂthé lower

‘sfthatparé‘leSS

'well 1nh1b1ted 1n both the upper and lower parts of

the dendrogram ”’\

It does appear to us when we have done a

tlmed serles lecklng at where th, 5t‘xecentrv1ruses”

are that,therareatend}nggtpﬁ7‘ in the lower part

wili"indeed see
M"fQQOSQin the upper

de, please.

 Likewise, the neuraminidase genes of

‘(2(7):2) 234-4433 iy : www.nqalrgross;oom :
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‘cu‘rrentgiy;lfc; N o

:The egg-msolates57E*OQ§e‘agaz

neuraminidase, because we don

'key_éggfiéo_at

.become vaccz.ne candldates

‘those neuraminidases tend to

'_'as'I‘saiﬁQbéforé; 

ask for qﬁééﬁicrxs or 'Shaff

s ,presentatlon and take all que

(202) 2344433 Bl

33

t:.ng , V:Lruses ac tu'al:l! ‘separate iles{‘sf

c'léarly;« but: ~fsti’ll‘ ybu ;fan*ézsée« tﬁ;: Ehfere*«are two

*groups,, and they share dn.fferent amlno ac:Ld changes

ave fewer data for

=T quencefv ~a,s S many
neuraminidase genes as we do ., but we do try

fuses and some

ch mlght poss:.bly, z lfneedea: it

i Ycu, w1ll : seeg;.thj are two groups,

one represented by Shenzhen/141 at the bottom and
another represe edby Kentu at _the ‘top, and

te with the Has,

golng to sk:.p over sllde 15, because" i

‘ uthe serology data. "wn.ll be dlscussed by Iar Zhlplng Ye,

1ater; on..
 Ruth, would you like me to stop here and
e - ‘géi,thrdugh“~my'

t’{ the ‘end?

ACTING CHAIR KARRO;,Y ?‘Why ‘don’ ‘c you go

' ‘through 't;he:':\wha_l;za ;;p;:es;en;a-twn,’ ‘N“a_;ncy,j ~and then we Lo

-~ www.nealrgross.com
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‘w1ll takeﬁqu_;o

you w:.ll look at Sllde 17 Yo

i an HI table that ]ooks falrly comp

E ‘leoshz.ma/52 and Wlscons:t.n/b'?

: s‘ays:g 193F plus 225N 'I‘h

 California/704. We made a :

'actual vacc1ne r&assortant; t_

can see is t;hat;“ \

(22344433

34

nsyﬁ’ét',pt’hé!‘,,ejnd.., 1

H3N2v1ruses , if
Q_éfi‘«fthat‘ there is

- because we have

dlfferent color ‘codlng, and V',oméﬁiadditionalk

,inﬁOjrmt,.i’op. -:;ax:

the vantigens Hong Kong/ 3 ] Anhu:./ 1239 and o

hat:blue'bar_it

two amino acid

changes that are 31gnature change “orf,trhé‘;majority of

 the v;.ruses that we. are s'eelng now.v;,j

- Th st, oolumn ‘is the column for theﬁ'

vaccine strain, the [:re,coxm;‘xendedl vaccz.ne* : straln”' (

mmendation that the
vaccine strain be California
. will. see the

‘ 'In the ‘}se'cfo,nid': ,‘CO. ':

_s'ed ~and this is

_t.he New York/5504 PRA reassortant x«lS’? ';« So thaitf 'wel ,

’ave a homologous t::.t:er of 640, and‘ o

. www.nealrgross.com

he t:op rlght under where it says,, |
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,titerifor the Néw7vorkfreaSScr an

itis) 1280 and that there are re”_;

, titer§aéﬂc@mg

 titer.
- Wisconsin/67 virus on the far rig]

‘titer?ofﬂlz&ﬁfwith7iﬁsfaﬂtiéérum

‘ just p01nt out that 1t does a re

‘Slde of the table than we do on t'

a number ofiviru$98«frqm the

a couple from MQXLCO. We,ac;~é

"befgre*thg v“

| Coposessss .

35

there are a number of viruses that have titers of 160,

‘Whichf;iS"§f~fQurfdld ;r&dﬁdﬁibﬁzﬁéémgaredf to the

homologous California/7 titer

Likewise, if we :

v,fqﬂité a¥humbér;df

v1ruses that,have a four~yto elghtfold reductlon 1n_‘

dﬁﬁd}the,h@mologcusfyew\ York/SS\wi;

, ‘1  w§ulda:Iiké,5§b 1;'6ut thativthé

hé$ a homologous
4 that -- and to
”éiyﬁbetter~j¢b at

coverlng the currently 01rcu1at1ngjstra1ns than elther;

or the New York serum .You canu
see that we have hxgher tlters along the rlghthand

1[lefthand side.

Represented here Qt:%ef‘t‘ha‘t: ’we'havfe :
7S;§tés;kae;have,‘
had quité!a number

of v1ruses from Mexmco that we were able to analyze

‘eEsgpaiagselectxongmgeting fromu;he

| www.nealrgross.com

. the homologous |

.rus, we see that.
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National Influ

‘ indéed , ve’rﬁyf ﬁgoéd‘;’f

’ -fwillaﬁoticezéhatitﬁe;viruses,;

’and 26 kare all from Mango;
“and N?W*f York n

of'themjbeing £air1y:;egégﬁgf

-wh:.ch shows that, durlng our‘
'season and the summar at

Aprll 2005 tor

_‘,‘characterlzed that had a fcmrfbl
~in tlter t:o both th.e Callfo
| r’efe’reﬁce rstkralns, and wéf have
:criteria_herie“ ’ We had to ha; e

o% Californiayéﬁd»thﬁfN$W ¥0;kg

Center in Mexico, and that was

The rest of the vz. ,é~f;;;all" from Asia

exqepf;, ifOi; ~~,t§:~hfe",1;ast‘ it'on“e,, wh:.ch rom ,Ita'ly, “You
nt .gens Number 24 25

",c'i;' all of those ,

: ﬁv1ruses have somewhat reduced t:Lters to the Callfornla,

out that‘théS? are re~lat1ye§;'.y" ; 'cent;;yz.;m;«s;es;4w1t1h; some

are from Decembex:
On Sllde 18 we ha

on, the winter

_approx:.mately 2'7 ,—-,’sorry, 20 percent .‘of 346 v:.ruses‘ :

or reater reductlon
nd the ‘New York/ 55 -
d fa,:.rly :stryi"ct“

ions to both the

. We noted that there had been an increase

© www.nealrgross.com

And I would Just llke to po:Lnt'_-" ('R

'\‘vember 2005 t:hat-",Wéﬁ-.:eri:e:'.se‘eing\\'; S
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‘ thls year 1nk g!

'andUthe}cuxgentfe;me:we;@av,

'termSPQEJE

t-_isclates., So we have a larg

amantadine and

19 ||

37

proportlon of v1ruses w1th reductlons \

inatiter, though for the pe;_odi
8 percent of 200j‘
th reductlons in

titér;that ﬁéke%ﬁOUrﬁoldfbrgg

eIf;*e;cduld:mbve*‘ flide;19;ip1ease:

‘Here we are looklng at what I referred to before in

g,at the top of the HI table Thls“

is a dendrogranxshow1ng the evolutlonary'relatlonshlpse

amongjthexﬂﬁygenQSJOE;HB,VA;u
_ Once again, you w that all of the
HAs répreSeﬁtiﬁéfthejvifﬂsés ”ihtblueghave‘egg,

’frfofﬁegg,isolates_

‘thls year,ethanks to: the egngRADA ~and we also have

rfocueed¢f  ”entlon on determlnxng whether the_,‘

currently elrculating~ms§rains .wege;;resxstant',to‘“

fanbadine.
‘[ﬁYeuQWillﬁseeethat‘ “‘ :“4agticelar siide;
thevamantadiﬁe%feéisgant Virus" deéignatedﬂvathe'

blue trlangles,"while?”theifsen tive wviruses are

'ydesxgnated by the green trlanvles.fge

You Wlll see that the nmgorlty of the

'ftséahuoo'“f
 WASHINGTON,

Aifeen October 2005

 www.nealrgross.com |
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‘;phénYlaléniﬂé,éﬁ&hge\atJIQBJQndi
'-VirusesffixS
group of v1ruses lS predom1

,amantadlneuandﬁrxmantadlne;k;n;f

- Next élide,7§15§ge. ;

(opy 284433

; S g

=‘v1ruses are Ln\that tep group e thefmajorlty of the

current,viruges, the 2005 v1ru  5qt;wejhavevbeen

séeingQinwthgwﬁgxtgdyStates: ~ ind the world are
in that top group which sh he serine, the

;sgartngacid to

"asparaglne chanfe;at 225 and*wk n ted thlS group off

“erged in Asza, partlc';arly ln.Chlna

and anﬁﬂﬂbné‘ dunsw"thas group of ——rthlS genetlc\‘ 

erLﬁwlde”and, of;

course, thexnaj rlty'of these 3 ;aré“resiStant‘to_

If you would note tk e vaccine strain,

the cur‘rént;rvaceiﬁe_: 'scmm;’f al:. yrnia/’7/20;o4,,

lést year"we;epiimantadlne;;nﬁ,amaf”"dgneksensltlve.

‘Here you will he  evolutionary

relationships among the N2 neura se genes. There
fisinOt'SowmuéhNVQriation'ambng* uraminidase genes

of currently c1rculatlng v1ruses

- www.nealrgross.com .
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reference s;ra;n, leoshlma/ 50

\aSparticvho>as?éﬁaQiﬁ¢ change

'neuraminidaée.f*  e
7thegneuram;nmd"‘as
serology, because I believe

l:thattf'So,Wéfwillmeve~Q#fto‘

:and‘startJWith[siiqegza.f'”

~Geneva. e

Influenza Surveillance Sche

their website and from the N

| (202) 2044433

;39]'

in that toppgf up- where you seefhﬁsapﬁsiﬁ[67,\cnr

lother reference

Straiﬁ',an&iéllﬂof~thesa*cﬂ ent viruses share the

10 acid 93 in the -

‘ I don t have very Qmoréﬁto'say'about ;

f,They just havenvt:changed veryf,~

dramatibailym 32 511de, please We Wlll skmp thef'

fmll be,querlng‘

uenza B viruses

'7Thianhartfisfafck;‘ 'oﬁidf data which

. was prov1ded by WHO Collabarat ng en,ers in Atlanta,i

LOndon, Melbourne and Tokyo ‘:So‘we put all of our

data togethek’ d:I would 11ke to thank Sasha Kllmovvf“1

a”for puttlng thls sllde together whlle I was gone to

We also took reports from the European

hich are posted jon

Inflaénza‘Center

' ihxcahadagwﬁich;séﬁdSausﬁWeékly:rﬁgérté.

st wanted to demonstrate here that

: www;neatrgross.oom
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‘and they have constituted 45 pe

isolates that have ‘been chara .

fprépG?tiOﬁfﬂOﬁfééuiSel,bﬁtis
umber of isolates, s
_the'ﬁétéi};

now espec:.ally to focus on the :

| because as youknowfrompart ip

~ percent of the current infl

40

H3N2 viruses hav

Sl ,‘ q}f_i‘f the influenza
d between October

2005 and the current tim‘eﬂ. e

: H1N1V1ruses ~have ~up a smaller

ere have been a

‘and they constitute 19 percent of
: Ses characterlzed Buthant X

*

fluenza B viruses,

~during the past

nct lineages of

/Victoria lineages

is predomlnatlng 'aitlf‘ the ¢ 1me, an‘gi o 27
’ uses aié 5of e
., 9percent of the
tbt‘alf :Lnfluenza vs.ruses be:mgB Yamagata lineage

actually about a third of the B

~ www.nealrgross.com

_predominated in reports worldwide, |
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viruses being

, Wenqlng Zhang.
: shows the number of 1nfluenza
 “ and“repQrted/th5 Gegeva, hé&df

September 2005 t
. B/Victoria viruses represent

: 1in‘ea«ge : vi:ruéé:s~, ,;piredémihaft:éd ¥ a

fapproxlmately 400 outbreak
‘reported in the UK There:t;wg;;%

in the schools, and as far as t:he

Yamagata,? and about two/ th:.rds are

B/Victo&:ia’ ?ifinéage :v:Lru‘se:s:.. : it ‘l‘l?d‘e‘::, ,please i

I would 11ke to "fth WHG :ycblieag;ue','

kf-cri C:ompxlia;n’g he next é»g”raph which
rus s;ﬁzhharactexi zed

rs/@ménthly froﬁ,

you will see the B/Yamagata -

lineage viruses represented. In pink you will see the

you "aHSee it hat
g SeptemeerCtorlavlruseS natea There was
e : ll marglnrvery ‘;

small margln when yeu look at the n ,,"_ér.s Werdwi;dé,f‘

v ce aga:,n,, the Vlctorla llneage

is predominating.

o DrAlan ‘Hayg«,f m - C lleague fffrom, the WHO

Collaborat:.ng Center ln LO e ,mentloned Rthat

hoals had beenl e

enza B outbreaks c

ri@',ls;e,s had been

character:nzed to date, they : had’ ff':begn:_ B:,(Victor,ia‘ L

(202) 2044433 WASHINGTON DC. 2 - wwwanealrgross.com
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1 yéa,will'séelaﬁlsifégﬁierofg

\iand yoﬁ w111 noﬁé that yoﬁ
',dlstlnctly dls ingulsh thei;
'f_shqwn,}gn;;che;grlgathan@“gs

 represented b
‘Wlll see four stralns, startl
the B/Vlctorla llneage
<Yamagata lineage viruses ha

 recommended for inclusion.

AVirus,fwas‘ﬁééommendedﬁﬁbfji <

'kYamagata llneage vaccxne str

kisolaté,*induces*antmbod&ej'

V‘currently c1rcu1at1ng B/Yama

(202 2344433

42

viruses that were causing these outbreaks.

,liéejon}page 25;

fluenza viruses,

:~1“heage viruses

tébief and;

3dg B/Flor1da/7

référén¢é sf3ar ,hose are hlghllghted 1n yellow f 2

On the rlghthand?31de'of the table you

Shangha1/7 Hong 

Kong/310 Ma1a1s1a/2506/ and Oh ;hmch;represent,“

| >Y°uf»W111 1n9te3f _titers of the

ecome somewhat reduced

. reference virus which was

 Shanghai, a 361/like
in the previous

' The Flor1da/7 v '5¢h ‘ist;anL egg

 §11?>CQverNthe'

ata viruses very well.

d side you will see that

. wwwnealrgross.com -
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thio/i virﬂS}cb&ethte@éﬁély
~viruses on the !
block. Here W¢[have repra

U.S.,.

”'lefthand 31de of the tablekan loo
,11neage V1ruses, you w11l se"
’- and Oth/l/ZOOS antlsera covﬁ{

B/Victoria linea

44

31n the lower par of the table, to the Shandong/? and"

Hong Kong/BlO re&erence ferr yf 1  a;,and you Wlll«'

see;thatpﬁlnfourfhahdSQatflf tiserum:totthe bk

g influenza B

ictoria lineage shown in the green

riruses from the

] “égffCénter e
Melbourne Australla They eeing a similar
' ; b*$ésaar§@ﬁd; and 

hejléﬁthand Side_'k

e viruses on the

you willfsee}th helr Florlda antlserum, llke ours,

‘ ixamagata,,lineage

‘v1ruses qulte Well ‘andfftha i JQu;“movE ,to‘ the

1at5£heivictoria
he Malays1a/2506‘
rr tly c1rcu1at1ng

?v;ruses:quxté;wellfc@mparédftor;he: '

(202) 2344433 wewnoalrgrossicom




E ‘170;_‘:!
.-151/ B
o |
;13f;i5
Ern
g

16 | :
19

22

lineage.

'- fmajor1ty of the v1rusésvare 1nﬁ
and. re’prgéer;x\w ;ye ‘ »
H°ngK°n9
1‘Yamagét§ 1ineagé,: most f@ffg

fB/Florida; Next slmde. pleas‘

; 45'

' was their vaccine strain

Brisbane/32, %

préviQuslyQ‘a

”7,ﬂi£AY6ufm¢vepdnf£ equency table on

Slide{27p1Yéufﬁv115$e§3§ha‘ uses that ‘have

migphe:e,'winterl

~ season have been predominantly ia lineage or

Honngongfl’kgm ”dfldwitqgﬁphgiKoﬁgijggmarilyﬁlow to

inority were on the Yamagata

" Thé;Séme h61d§thu‘ “héugh ﬁhere:are

ally many fewe‘r‘, !

virusés analyzed durlng th“ . recent period,

october ’ :2 ;oois - ::: - December, 200 u will see "fthe’ ,

”e5Victoriarlineage~

k~of the v1ruses ‘that were ‘on the

xwéﬁej-likeﬁ the

Herey we have demonst ed the evolutionary

relatlonshlps among the HAs of yamhgataflineage o

vi rus es :

B%Vicﬁdria'“ﬂ 18 saon the ‘same dendragram, you would

H°n97K0n9/330 and they are 1ow to e

www.niealrgrossicom |
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relationships among influen

‘Malaysia/2506/2004 which is

was chosenforthe southernhe_m

Ohio/1/2005 v

| opzM4ss WA

—es, once again,

agata lineage is in the minority.

. The Florida virus representative

of :th?' stralns thatarec:.rc t the current

~ Now you are loo

ave a large number of them.

_ there are two

e at the bottom

of  the  dendrogram ted by  the

and a gfroupf at the top Whlcha.s

‘' www.nealrgross.com
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viruses by antigenic means.
|l that we have seen these gen
ohio/1 and the Malaysia/2506,

distinguish viruses in the

SHD-SIC reassor

represented, and that is a
neuraminidases represented t

. neuraminidases ~in that re

47

tables, we have not been able to distinguish these

_spite of the fact
ges between the
not been able to

 parts of the

ection ferret

the evolutionary

jenes and, as you

may - i‘ecall~',‘% therewas a ment - event ‘t’hat

occurred betwfee  viruses on gata and Victoria

lineages sometime ago, and we have indicated the

neuraminidases along the right with a bar that says

© You will see that at the bottom of the

dendrogram you have the Florida/7 neuraminidase

aysia ,and ‘Ohio virus

majority of the

£ the reassortant viruses.

e previous HI.
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~serolqufiﬁfth’fpﬁdiatriqfﬁ ul
~ zhiping will be going through
 stop(;here,;beééase}thengs;fga
_ viruses at the

~ some questions, I have one fo

b with,B/Vidtgri@fand;B/Yamagé

. relatively little B activity

= (292),2‘34,‘_4433\@ e

'_4\8_

Okay. If you would move on to the next

51ide]~we&W@Ilﬁ3kip thétth7'aﬁs tﬁat shows the

s, and I think
at data later. I will

£ my presentation

concefnsuHSN@'«_ﬁuSQSQVaﬁﬂbwﬁ‘ e covering those

éionsy an§nk

you.

'jQCTiﬁGUCHAIRQKAERd  - ﬁﬁﬁgfyou.sNancY,
are waiting for
Nancy, which is:

I was wondering if you could co st our situation

with_last~yégr;?f

I think I would

_clearer in terms = of

United States.

‘fbe igthinkfthat diéatéSﬁthatVWe"

cbu1d5have>b;@§£ivigygnex nd because~the 

_majority of B activity in Asia and Europe is clearly

0 wwwinealrgross.com
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"B/ViétdriaVl
o ;the peak or somewhat 1ate n
"»~vwe are much more llkely to‘h

‘next yearibaSedyonfpreVIOuse

influenza viruses are inheren

just in terms ¢

3.s1lence mode off?

:questlon fro 'Ph»
’imEntiCned,thi,‘\u""
than it is in previous years?

- previous year

'49,

,eage act1v1ty, now Wthh_lS elther atf“'

‘fI*thlnk that

GEOriaﬁactivity*
I would say thal a caveat, that

npredictable, but

_the patterns we have seen before, I

ACTING CHAIR 'f; N hank you. Are

thérefquestxonSffor‘Dr~VCQX?}

o Ms, wALsH—?=Ex¢u§ Michele. Is the

No. -@hén;

}OPERATQR£~ u. Once again,

ess *1 plegsgyfiw@ﬁdpbhaVé}§w f*

 p,LaRHH giﬁefis open:

‘fﬁR’yLaRUSSA _you may have

1gé§df'Ajstrains¢
that were fully characterized me or different

 DR. COX: It is actually greater thamn in

' mmsnmenon . wwwunealrgross.com




14

15

16

20

21 ||

22

10 ||
| 11
12

{13}%-

18 ||

19 |l

You can answer bethof them,
‘the dominant Vi
‘the 'pbpula;tiaﬁe

 anywhere?

B ,dendrdgram;f yOunGte that Ch

_ a sizeable B outbreak, is m

- viruses still covered by th

" DR. COUCH: I ha
 Has HINI been

breaks or any of

Asia? Do we h

 The second questic

ch is way out to
1”t?'

. HL vas the

‘dominant strain isolated in China, and I believe

Taiwan, but they didn't ha
outbreaksf of k':Z:h&rSe’ b

(022344433 o wnhedraes.com

ay. Your first question, was |
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1'viruééstéﬁéag_,

: _well 1nh1b1ted by thelr antll

'your 11ne 1s open

“more recentfiSOXatea] i

that more of the 1solates we
~just Fe,So 1f

I sort of sklpped overii

pattern, as shown on --

. (202)2344433

,;  W51_

Srd
TR T

@kay }Thelr v;ruses were actually

jlays1a/2506

DR COUCH 17Tf
"HOPERATQR:\fNExiqu _ Monica Farley,
DR FARLEY ;gmhﬁ jNancy, onfpage,

the tablerof7the'1nfl‘ nza B _olates that have,

beenwghaxawﬁer

DR;:QOX' It 13,\?

‘ou’look

smalli I dldn t go through t :' Vercha;eful1y1'“

ers are very

Sk www.nealrgross.com

sers are really |
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‘had been -t ?ha'dr#bieen:_ de
vvlctorla or Yamagata llneage
'5"fully character_ ed n31ng post

 though they =

'are like1y~to'see%nextfyearea

' ,Statee, the ma;;rlty of them are
‘globally, an“

«sorry,” he has dlsconnecte

~of them are B/Victoria, and also Fha&QtﬁemeStsréééﬁt'"ﬁ‘

‘isolates that haven’t even been characterized yet from

the school outbreaks, or h tested -- they

they hadn’t been

‘ Vvl’Ctor»lia‘rf—vllke"' AT

”ye\Thank you

DRQwFCéXfi» SO I

just would ‘like to

n though e and we‘
have had relatlvely few B ‘1n the Unlted*

States, and even though 1f y [,Q kfat~thernitedfr‘

_fyepﬁry,yeight out_fe

eggeZV1ruses;wiﬁag“s“ﬁot*t:ueg _

OPERATOR Nextf

questions ;»pr;es;sa;’%lf._ ,.pljea;se :
is open.

DR COUCH., Wéiiw*Nénty}“jﬁst a’ébmment.

fat we hope the sequence will be,,1

I hearjygq»s‘

(202)234-4433 : P : M;néairgmss.com '

:ebwérd;is what;We° :
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‘winter wqulfd be a Yamagata <

 Victoria appears to be domin
- understand your question.

i guessed 1a £
Yamagatader
‘tqibé.ﬁbﬁéﬁﬁ;@@brigfliké?
“différIWi§h §§§§§n h9piﬁgfﬁh?;

 concede that it is something

= ,ﬁave) had lnsomeé)revlousyea . .
kWé1hédi”’iih §5§Y§ac¢in§Qw
k Strai£f 5thé;‘yémaééﬁa§ ii 

g Ji ang:su[/ 10 in the vacc:me ;" th ‘

further discus

(2022344433

53

~ but on the other hand, we hope the sequence for this

ivative, and yet

I don’t quite

 DR. COUCH: Well, s a comment that we

Pl I don't

correct that the

| DR. COX: Oh, ©

ie with certainty,

the numbers of strains that we have

ve also note that

3 §DR}-é0ucH:7¢Ifa9nﬁ4;thinﬁ”we:need any

n. I Just thought we ought to make

' www.nealrgross.com
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fﬂthe comment

aCtLVity,,

‘Theodore Elckhoff, Your llne

',becauSe,IﬁWamtedE;o,emphaSiz
‘routine surveillance for amar
~ terms of vaccine selection,

s bé¢&u§¢ff

~ institutional outbreaks.

(202)2344433 . WASHINGTON, D.C

mz,_icox Yes. Well, we did predict

correctly thlS year, but’we ‘ df&éry:LittlefB'~‘

OPERATOR oAl | Next question,

in select;ng stralns for'vac ine production?

DR cox I‘dﬁ‘o’fﬁfﬁ:  significance at

all.  So 1n. other' words, T 1t it ”VP ,simp1y,

e are conducting

esistance, but in

it does not have relevance .

 HA and NA on the PR8 backbome.

. It certainly does

clinicians, particularly ~ to managing

- DR. EICKHOFF: Tha . Just wanted to
clarify that.

- www.nealrgross.com -
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kfurther quesul
‘at;this'timegl;wgnldﬁl;keﬁtd,‘

;slideﬁz;

' -.study 1s t
';already by Dr Nancy Cox

influenza vacci
~ inhibit hemagglutination of currer

_isolates.

current virus isolates in the

,am going‘tbﬁpréééntqit,deith

agﬁ-blue;: where the lower gtvte

. ejesss WA

55

ACTING CHAIR KARRQN | nkﬁyéﬁ;,?x-ﬁhink' ,
.fZéibiﬁgayé,frpm

the FﬁA;' .
f;mﬁve on’néxt
th;,_s serologlcal o
ization of HA
antlbody‘to_)_  accine*éoﬁfirms;éﬁeﬁaétiéenibjgnd,':

the genetlc characterlstlcs th' ‘has been presented

The serologlcal kﬁféﬂse#dlpgical

study, ‘they;pansls;ﬁaf';sega;p_ )05 and in 2006

heir ability to

influenza virus

tion HA antibody titer of

nel wiiljbchomparéd s

to the vaccine strain. For easy understanding, the

VaCCihe:strain;fat}léaStjin he table in which way I
dfor}in colOred‘

f] current v1rus

“ www.nealrgross.com
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‘* be‘préséntiﬁgﬁcbmeﬁftdmffé@ d
~ are Aﬁstralia1f3u?gpé;ﬁdggaﬁ
,;g)alrl‘e‘.'yl;:'V\I:fi‘1.’1"~bﬁe"tg3('&‘zft:if&tcyi‘lf:iI?:ti f31L2'L'j"$v,’.e.vw

whiqh?aﬁgiCEER)

- influenza HINl influenza virus

vi:us,“
~ used for H3N2 serological si

York/5504 Unl:t.ke antlgenllste i

f,ferretjgng

different laboratories and t

each,wiphinxﬁhgséﬂiaboraédri‘

indistinguishable from current

vaccine, and I am not going to show the serological

 studies or serological data for the HINI influenza

 Instead, in Slide
VaCCine'fStréiﬁgﬁpfﬁ!33N2£}fo£_

- www.nealrgross.com -
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been SéleCEéd ﬁé:b§ re§£e,
 c1rculat1ng

“A/leoshlma/SZ

 the response, 1
‘representa

‘;.;~differentgceﬁtégs;,qv

Slide 5 shows HI antibody

 c6ntains:theipétcentageféfly

kpercentage of the peaple whoﬂga

_am really g01ng}to focus on th .

‘in the center of the table co“_%J

(2022304438

57

for the serological study are relatively few, and has

V‘bf“thchurrénév

lecons1n/7605

vm‘us, ~such
3;A2Anhuij12; the rest.of the
stra;ns 5—,I‘amggotﬂ§qiﬁgftc read

‘,;NOWQWe’meefdh;to “In»terms'Of .

'ylwshOW'you some of t’e:tables, Just~;,

il the results that can c@me fromw

The main purpose -- Again, the main

purpose of the serclogical s  to compare the

antibody responses between. ferent antigens.
se of pediatric
ﬂefZQOS?and;2006 

influenza

 The table I am , show to you

d increase, the

e arbitrary cut
of*antlbody.tlter, 11ke oneyte 3 ~bne:£o~40;;but§1

_;uﬁhat is listed

,_1th blue or red

On‘a;erage every one of'the slldes, the»m*

www.nealrgross.com
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11
3 Nbrth;éardli/

individual who'
‘ were_‘mpréjfthégi;SQ_i fj3

Carolina. The same result, -

58

ent or greater

as compared to

an see that we

04, which is the

A/Brazil/1742,

Wisconsin/67/05, Hiroshima/! hui/1239/05, and

Al

razil/1742/05, the

mospfrérﬁ*”\ |

juction against

and  A/North

from the test of different cen

the UK.

(022344433

immunization response to the |
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~ the right, wh1

‘test of he

59

> 6. As you can

r th adults This

centers. Agaln, please focus

. As yo.ut |

ca‘nzsr:ee here, VNer‘th Carollna? 3 ‘05 Lyon/21/2006

,_,65 to 83 percent :

on of the - the

(202) 234-4433. ~  www.nealigross.com
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jperdentég..a

- percent GMT reduction of cu

‘GMT titer for the most of the

“".ehe‘%iiﬁéfﬁl,
B viruses. There were two Ha 1
B viruses, which are B/Yamag;
“which;isyéfqianf ﬁgib/26Q3;f

the B/Victoria/288 lineag

ea

o ] Itls truealso egreater fthail 50 4~ -

rain against the
vaccine strain, which is lis he column next to

the percentage reduction, wh

- As you can see, that

~wwwi.nealrgross.com
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11nd1vxduals f&
kredUCt1°nriaga1nstk B/Yamagata

;reductlon agalnst B/VlCtOZ’Cla l:L_,

'results of the serologlcal panel

. ,1i‘ne‘ag}e\s,.f;'iiif‘fj{t':h\igféf“j;'able which we used for serfdlogibal"\

studies.

e:ﬁbVefpneto slidé;Q, \Agginj‘HIfantibody

resporise ‘tofbed‘ia:tr‘ic populat{igen tetheB components

of 2005 and 2006 1nf1uenza virus _ceiﬁeﬁwasftGSted in

three centers, CDC CBER and the;UK

Exc; ‘ t the stra:m B/Flor1da/7/2004 ‘the /
) 'IGGE‘lV»ed' ' t:he vac-c-,lne “Wlt*h\

B/Jlangsu/lO/ZOOB ant:.gen were more than 50 percent

B/Flor1da/7/04 and B/Gansu/9/200’ ~éfasﬂ ;well as a

age antlgens such as

_B/Malays1a/2506/04 and B/Oh10/1/2005 as c,ompared with

_t’h‘o»sfe‘tio, t:’hej* va,c;:;_ne s,‘tr}a;n,. et

e saﬁme» ‘r‘esuits are showing from the

'study at CBER and the UK

Sllde 10 So you can see: in Sllde 10 the

o_r,neaduflt population

tested by CDC part cf a postwlmmf zatlon response of

adults who recelved the J.mmunl tlonw1th ~B/Jiangsu

was more than , 50 percent of reductlon, “against

B/Vi;ctdr'ia' 288 '\ke ,«VJ.IT]JSQS‘ euch as 'the,tB/Oh:Lp and the

NEAL R. GROSS ‘
ounr REPORTERS AND TF
oL 1323 RHODE ISLAND #
(2022344433 = WASHINGTON, D.C. 200053701

www,nealrgross.com
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~wh1ch were found 1n more than

. (202) 234-4433

62

e i

Now to move on to Slide 11. Slide 11

shows theasummaryfoffall?thegadﬁlﬁsf#ﬁesults,across

all the Centers, whlch T men are five centers.

'Again, plea§9ffd¢us)on‘the‘la$£ q@;umnﬁQn the right,

whiChxshbﬁsrthéxperCQntage.fedﬁéﬁionQdf thquMT:of~a

tested yirus as. Qompared to the vac01ne straln

”w,;rhe_fpercentage GMT reductlon to the

'B/Malay51a/2506/2005 B/0h10/1/2005 n;and; “‘the

‘B/Guangdong/321/2005 - was frpmg,§0>xper¢entf to 67

percent.v

?LOQKingﬁﬁat:”moréi;ﬁﬁa$5 50? percent of

redﬁctiop bétwe¢ﬂ'thegdiﬁféréétfééfhgﬁegted‘in the

'différentalébs, thenmost.part of'p03t~immunization

responses of th@ adults who were 1mmunlzed w1th;"

B/Jlangsu/10/2003 was about 50 percent reductlon

‘agalnst ylthe 'Ydifferentw «HA:*i;lneaQET such as

B/Malay31a/2506 B/Oh10/1/2005 _géggﬁggpngxazlxzoos,
" ﬁhﬁgmcst in the
reqen;‘isolé;eSLSindicétingfthé:guiieﬁt va¢cinewdid
ﬁot.coverfWé;i #é;theiduﬁie#§:§ i§él§tés:

© MNow move on to the last slide. Here is

"_;memﬂbw www.nealrgross.com
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:thlblted as compared to th',

‘viruses,

strain with som

- recent ,Yamafg;;agta;[{l,6f9"9 lineage:;;

_the ‘represfénta}:ive frecen;t:ﬁ;w

63

the summary In summary, study with sera collected

after immunization with the current vaccine shows that

for HINL fife'fpréSén,tactiVe" reiéeé_rift"-}isfd;igart;e‘s were well

C ne strain A/New

Caledon1a/20/99 the data I ‘d dn t show 1n my sllde

For H3N2 in/67/2005-1like

les "°“xiﬁhibiﬁédjcbmparQGAtogthe;vacCine"
: \."b%f“ ’thé exceptidn‘s such as the

A/ara,;zii/*1#4%2/20&05 and Anhu1/1239/2005.

Now for the B strai the _r;eprés:entative

ruses, generally well

inhibited compared to the vaccine strain. However,

rus that is in
B/Vlctorla/2/1987 o '1ii?:ﬁféa*ge", such  as

B/Ya.magata/'250

004 l:.ke straln were. poorly ;mh:.blted
compared to the )vacc1ne straln

I w:Lll stop here

ACTING CHATR KAR.RO 5éka‘y'.f We willﬁtake

questiqns:fogr Dr Y’e«. : Press l_, Ask questlons

- WhJ.la wefare_waitingf people to. log in,
I actually have a questlon about Sllde 5 My;qu‘iestlon

is, 1t seems to me that the UK data are dlscordant

NEAL R GROSS

coua'r REPORTERS AN

‘ Vi © 1323 RHODE ISLAN

(202) 234-4433. S WASHiNGTON DC :

- ‘www.nealrgross.com
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 that or whether there ‘was perhaps

at the WHO meeting.

 and we d'c‘,)‘i not have V'é:riOugh serafo =

samples where CBER wauld have 30’7

64

with the data from CDC and CBER, in that children seem

to actually have rea;sonablei,_i{eg;pggs;elfs ‘to Wisconsin.

I was justwonderlnglf therel any eigplanati,on for

discussion of that

' DR YE Ac the test "in' the

'dlfferent centers :m sl:.ghtly = although we used the

same';methqd;f’i _;,the HI test, but ‘:.n a dlff,erent

‘conditio:n;, al dlfferent preparatlon may have dlfferent '

| o= slightly different resalts. =

I ‘think‘ anozthégr chﬁ ' rence, the ‘poss;:‘y.bley

explanationjﬁgsf that initially we entthesera to CDC,

., and then later

on we rece ‘\ffédf»’*a*ddiztional 's:era \paiﬁ,e_ll‘s .~ and we _sent

that to UK : ;\"‘j‘\ft:he UK panel is not exact:ly the same

asg the panel. that 1s studled 1n CDC anci CBER

As you can see 1n Sl1d ”255', they have 19

24 out kof:‘30;.;

(ACTING CHATR KARRON: Okay. I'm just

 wondering, would you happen to know, were those

- perhaps olde?r children then that were sent in the

: NEALR”G SS o

: coum 'REPORTERS AND TRAN: ‘Rxasas ;

0 1323 RHODE ISLA ‘

(202)234-4433 ~ WASHINGTON, D.C. 20

. www.nealrgross.com
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chlldren, 1s the same, but in/

qﬁestioﬁsﬁﬁ% i

‘1s 12 ’and that shouldn t be

, and the 68 post

”axm123g4433j,’f’5

65

panel to the UK?:

DR YE. . The chllli -—..'I‘he age of the

‘1thé }different1 —

sllghtly dlfferent samples ﬁotfpreselect the

ped1atr1Cf serunufn4 So-_probéi this reflects the

dlfferent 1nd1v1duals

AC’I‘ING CHAIR KARRON: Okay. Additional
féé L | |

(OPERATOR:  On. the _phone, we have a

questlon from Robert Couch ‘ ineﬂi$ open.

DR COUCH ;Dr.’,i;';?é-,??:i':;'guéSS",my~ first

question afﬂI'th;nk;I»anw'tﬁé"' iéi,fbut just that

'there‘areys@@éféirérs:in:tﬁeftéb§g;that!1 don’t think"

we neéd.tdfétdb~andf¢Orre¢t; §ﬁE}justfto”adknowledge

on:yb@rfpéwﬂ”

For example, 1f we look at Table 5 and the

CBER data on Anhu1, the GMT pre flS:12 the GMT post-

/h1824percent rises

DR YE: I ‘noticed some errors, and you

can see inlslidejﬂumber G‘thexg_aréﬂsome;errors on the

study centers. I am sorry about that.

- www.nealrgross.com
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‘surprising, but the B/Yamagata'

-had - 1f you look at the B/Malaf

(202)234-4433 WASHINGTON;GC

66

_QﬁCﬁ?f'ﬁésriand,Fhébﬁﬁméawas true
with the pediatric population for B where we are

faﬁ@,yet,we,haﬁe 95

laokiﬁg.atfnofriSES+0n~theﬂUKfSéféi
percent equal to or greater th gt6¢40}k;But;I don’t

thlnk we nead to dwell on th Eﬁt tgzackﬂowlédge

that.

:,;I‘jjét~wanted5toimakeﬁthé3poiht thatfsome

of the group wai t be surprlsed to hear from me, and »

AN

that is- that the data vary, as we all know My

recollectlon of earller data when we have looked at;

the B/Yamagdta*derlvatlves~a‘ ;poked“at B/VLCtorla

responsésfambhgéadULtfpophlétiQ'5 iat it has always

beenireaSQnéblnyOQd;

?Forfekampley'iffyéﬁ loékﬂét:thé Table'lo'

andrtheVUSAt | Eﬁ I thlnk you have lndlcated that

was CDC data '%%r the dlsparlty 1s a ;1lttle b1t

~ralnfkthewJ1ang3u,

ia xi-:es‘ult, the 17

percent rlses must be wrongy but,the post is 83 ~which

is not a whole 1ot dlfferent than dhe»post from Gansu

and from the homotyplc strag_g even though 1t is

7surprlslngly lowar far'Ohlo/l and.Guangdong 'But 1t s

NEA&.R GH«DSS
coum REPORTER
1323 RHODE

e wWWw.nealrgross.com
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_that generality

| s‘el.ect;ihg thé B,' 1tmay not be 50 cr

reactivity@

,justrdonft ¢@rry5any‘éross4ré

(202 234433

67

dffyﬁugdq~very reasonabiy”wellfwith

either ,Of»iphe fdeti&atiVés}1ihggadulﬁs}-with; cross-

‘reaCtingfantiboéies;1

So that you,mlghtf ay well, if we miss on

,tlcal foriadults:

But on the other hand 1f youflo,k’at Sllde 9 every

time we loak atfchlldren w1th regard to the cross~'

de gnﬁtﬁéxist- The'¢hildren,,each¢timg

they receivé'a?ViCtoriaiandﬁYOu’lbok at Yémagata

fiderlvatlve or recelve a Yamagata derlvatlve rand you

1qok at,Vicﬁpria, they look l ke'the ferrets " They -

“SofithatV'if*~we. miSjL?bnf*sélecting that

strain, the most vulnerable population for having

miSseQUWiI( _é'ﬁhefpediétric pppulétign;,and:whilé‘p'

they are not a big population for mortality, those

school age children representthemazlor peak for

finfmugnzafaxepidémicsievetyftﬁméé“e:have one.

Sc some of the grcup‘have heard me’ speak

before, and I ll brlng 1t up:agaln nmybe, but I

'contlnue to have concern. I guess 1t s three years in

a row that we emd up belng a 11ttle blt too much at

- Wwwnealrgross.com
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‘educated guesis?; and the ieduca; ed.

kinfluenZa vm.

the mércy?bﬁﬁéy wﬁ;és?vforyinfluenza}ﬁkin terms of the

kind of p&éteéﬁi@n thét‘WéVWguﬁi'iikejto:be more

‘confldent we are 1nduc1ng

, And.as Dr Cox and all of us know, it’s'an

.essf;s for Victoria

_ this;year/fbut,meybeﬁi’mfemphas zing it a little too

much, but nevertheless, it‘s a guess.

fﬁbte\ef7a,comment,-netﬁe:queStioﬁ,
' OPERATOR: We are showing no further

questions.

AC’I‘IMG CHAIR KARR’ Okay. Dr. Ye will

now speak to us about the aval ability of strains and.

reagents.

‘i[;bR;ﬂYE{eSNOWEijamigoiﬁgQﬁ6‘Qresent to - you

the (s‘t:a*f:u &f\' ;

’dedéteevaCCine'straiﬁseand”related
potency reagents Next sllde

Now thls sllde shcws the 1nf1uenza A—HlNl

vacc1ne straln is New

The current

'Caledonia/20/99, a reassortant,whlch is a reassortant

: betWeenywild type A/New Caledonlaﬂ29/99 and the PRS.

'TheyreaSSQrtant 1s IVR~116 Th;sfv;rus grows pretty

(202) 234-4433 . : WASH!NGTON DC.- www.nealrgross.com
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;H3N2 v1ruses 'The currentfﬁ

A/Wlscon51n/67/05 A/leoshlma/

Hlnfluenzeivmru

(202) 2344433

69

 ebefﬁéhtly,.*wé;de not  have a new
antigenically divergent strain available this time for

the Candidate~5train;

b ] Noijetmeve,on‘tp t slide, influenza

neffo£ H3N2 is New

’York/55/04 whlch 1s a Caledonea/07/2004 llke strain.

The _reassortant NYMCX/lSS agaln 1s a reassortant

mutant w11d{typ;’New York/55/04 and PRS, qnd%thls

'v1rus agaln grows pretty well 1n eggs

There are two candldate stralns currently

uﬁdert'iny39¢igati0n:Wfor*‘tth Q@sﬁible, use of a

reasSbrtantf‘*One, as you‘ai"”ééinqtiCed,fis the

2605;;'Again,,the

-preparatlon of the reassortant of those two stralns is

ongoing. el

. Now we move to influenza B viruses. The

current . Védéine,'7 for ~ influenza B is  a

B/Shangha1/36l/02 llke Straih; 3Whishg~is"Yamagata

llneage There are three stralns used dn- vacc1ne

One 1s Shangha1/361/02 1tself;,BlJiangsu/lO/ZOOB and:
B/Jllln/20/2003 whlch is used 1n llve attenuated

'\acdine;i;A11~of them.grow,moderetely

www nealrgrass.com. . -
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;llneages for lnfluenza B va.ruses.,jff

' potency reagent’f'.

‘ imagine‘ i O’thefWJ.SQ,‘ for ,H3:21
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[ "Now_: We :,move on ,t:fo': ;infi\ue:xz'e B candidate

strains. ,‘ Agaln I mentloned that there are two HA

xctoxea,llneage'ls

the representat:.ve for the ba llneage e are ) ytwo"
strains: B/Malays:.a/2506/04 and B/@hle/ 01/2005

e The B/Malay51a/2506/04 1s current vacc1ne 

strai‘n"rfdifl "s‘ ut vh‘e‘mls‘phere,f and tha:s :-,vrrue'grows

moderately :Ln eggs, where the 0h10/01/2005 grows at.

low to.mode;:;arte‘a.»

" Another :l‘ineege thchstamaga ta lineage,

the representative candidate is B/Florida/07/04, and

thiskvirpshgrowé=1OWltd mbdéra;é;ieﬁérin~eggs.

Now we move on to potency reagents ~ Th'e’

'u‘rrent:ly avas.lable for A from CBERy'

foll‘o‘ws For HlNl A/New Caledon1a/2099 as you can

5lmew York/55/04

currently avallable from CBE,‘ butf'iffﬁaf n:ew straln is
chosen such as A/W:Lscons:.n/ 67 / 65 llke straa.n go:Lng to

!be prepared and the

be chosen, the reagents w1f
reagent w111 be avan,lable 1n May at the earln.est

'eQ;NOWdﬁn’ﬁhewnext“slldesreagents«currently

NEAL R GROSS
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vailéb'i'e :'"fbj: "I'f:’e@rfi ihflﬁenza B. Thé-. reagﬁeﬁte fdr.

B/Shangha1/36l/02 llke straln, ‘whlch lS avallable from'

”10/20@3 where for
Yemageta1lineagejCBERkheej' dﬁg.ﬁbﬂ§f330/2001,f3/'

Hong Kong/144/2002 and B/Shangh ‘197/1997.

B/Malay51a/2506/2004 ~ since this

strain is. ;{he »,;c:urrefnt,; vevouthern hemq.s;phere, vaccine

straiﬁ;,EOKEEéﬁ JgéﬁtSMEOr this>paﬁticﬁlaf?9train‘is

avallable from TGA 1n Australla, NIBSC in UK and NIID -

in UK. If we choose t*;hls’ etr _n‘,” the fresh new
’ ;iandfthat will be
avallable 1n May at earllesﬁ ‘ i
WI t&z?l stop here for the questlens
ACTING CHAIR KARRON Are there questions
for‘Dr qu' ' | |

o

OPERATOR _ Thank you. We have a question

. is open.

from Al’yexafnd’er; IKlim’OV S Yourll
o DR;; ﬁKLIMQV: ;}x?es»f.'; ‘;If jﬁstfwanted to
make a ‘s"tatementfto . Dr. ‘Couch. You ‘n;etice that in

the adult popula’tieriv' in “Sbme‘%i'serelegy da:ta presented

by CBER, actually, agalnst Malays:.a : '-I'n that case,

13 :Lng the percentage of people wmth HI

www.nealrgross.com
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type -- against Malays1a ‘should be 38 not 98, as

indicated':,ijn the Table 10 of the presentatlon So it

is prgbabl;y éjust a t:ypo

‘ -_fACTmG CHAIR | KARR‘N Sk peu  Are

here other questions or comments?

R OPERATOR ~We ; are shows,ng no further

questions.

T ACT GCHAIRKARRON Okay fO"ur next

speaker 1s Mr Albert Thomas of sanof:. pasteur, who lS

representing ,th}e feivacc;ne\maﬂu actur rs o Mr‘-, Thomas .

i MR THOMAsi:‘%'TGoc;d: rnoon. I am just
checklng 1f you c:an hear me

ACTING CHAIR KARR@N» QSfées',‘f we can hear

you.

» QMAS Myname is Aiﬁb'ert.,"rhomas.‘ I .

am theDJ.rector of VlralManufacturlng for sanofi

‘ pasteur.

I would flrst 1:Lke to 1 hank the Comm;.ttee

for the opportum.ty to present taday, and would 11ke :
to begln by talklng about some of_ the crltlcal factors
thatf a’r‘e,lnvg:»lv:ed/ wmt;h 1nfvlmf‘—,‘33§‘; j;vafcv_tc;t_;ne s'upplles and

how the Straln :-_s;elecit‘iémfprdcess' can impact each of

NEAL R}' GROSS

(202)234-4433 ~ www.nealrgross.com
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First slide.

 The first critical factor is the growth

'poten;tiali of -,~:each7 mdn,oVale{nt strain seed virus.

Obv:.ously, here are many fac‘ hat can impact the

numb'er ‘off_;dfosijefs;j of,‘finflu‘enz, ine that 'can‘ be

produced, such as the ;:oxz;.é;:an.:{l,;:: Capac1ty ~ that is

avai l‘ab,]-.gé.,:_rt“d ‘each manufacturer, the average yield of

all three monovalent strains, but most typically the

'numbe:r of dosesof ;txfiValenti aiﬁc‘;,cin;é’« ,{isi~j,imit-ed‘ by the

yield of the poorest growing monovalent strain.

su‘ccess_fuil‘ 1npraduc:.ng 40 mll ondoses of the HIN1

monovalent stral.n, 40 ,mi:lﬁliion‘?_,déée‘é-vb-f : the B strain,

but ‘if only 20 mllllon doses of the H3N2 straln can be

wmll only be 20 mllllon doses of.

ccine i:ava;l, lablej»ffpr ; 1mmun1 z;atl-on .

’I‘hemostcrlt:.caloverall factor is time.

2

‘the tlmlng for 1nfluenza vac‘_'ine'}manufacturlng is

lmu.ted at the beglnnlng by t:he ta.ma.ng of the: straln

"mlted at the end by

‘the need ;t;d dlstrlbut.e , and é;éin;fnister ‘, ‘the vaccine

prior to the onse 3::,?.ovi,EA,f"tk;g;;_fiﬁflileﬁza'ixSeascn.A »

- www.nealrgross.com:
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release and ultimately distr:

,are another factor that must

first be determa.ned ';plriokr;:ﬁ_ =

74

the actual time to develop

production seeds, manufacture the monovalent,

ne, flll V- ' packag,ey;,

e is guite limited.

A}.so,; pIeafsé akfeliép-r in mnd ‘that production seeds

typlcally requlre at least fcur‘ e;e‘kSr;- fromé time of

recelpt to development and release pr:;,or to beglnnlng

u ct:urifng..

'I'he ava:,lablllty of potency test reagents,

taken; into account.

The poten¢y of [,,jeackh monovalent camponent . lot must

» formulation of the
trivalent ,:Va%c"cin{e; and that a_sdcmevn,aslngle radial

amino diffusion, which requires a strain-specific

reﬁér?nqe g and *a'r,ltiiSérum.: :

_ Thes e twopotency test reagents must first

 be manufacturedand standardlzed 6frfkee‘;‘ch new strain

prior to the f’iriiétiation of trivalent formulation. The
tlme to prepare and standardlzf' ] ,‘e‘felr.ence ‘reagents
can take anywhere from e:Lght:f > 12 wee

: Please turn to the next sllde.

' r.‘.;Pag,eF 2,» ;yqf~_lg1;1_;1e presentatii’pn ‘de.picts' a

NEAL R. GROSS( ot
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‘one sf,train {:hanjg:e . fr‘om; the p

year, and the new strain here is

‘can begln typlcally 1n the earlye

'dlstr;bute,jacQ

RE

typlcal flne lv,_;e;f\"finﬁ,t:hez »-manufacture*f of triva'l,ent

1nf1uenza vacclnes The tlmellne assumes that there is

7,91;:;3:*::;0‘ the current
sted as strain 3.
meline is related

Theupperhalf of the

to the productlon of the lﬁd Vi&ual;emcnovalent,

_compo'neﬁnts_ 'I'he 1ower half llStS the t:LmJ.ng of the

e reference reagent as well as the7

foxmulatidngofethefbulkgtrivalent;vgtcine, filling,

packaging, and ultimate distribution.

nefAsfgn@ﬁtionedi'béfdﬁe;g~;he “time  to

| dlstrlbute the lvaccine is fixed, so that distribution

_gﬁet'time frame-and

7ucont1nue untll early November‘_ ThéﬁpSStctwo seasens

have. bef’e,n)__ :,‘an exceptlon to the typlCal tlmlng,

in_thatﬁdiStr__,tlon of vacc1ne has extended later

into the year.

'fSogthe'oVeraliﬁtimL#Q:§ffinfiuenzaﬁvaqcinei

is, agaln, llmited at thefﬁ é'inningi by strain

select:.on and llmlted at the.: ndby the need to

e in time for immunizations.

'”Atfﬁﬁe;tgp‘Qf?;he‘timelinegfan arrow was

(2022344438 WASH!NGT ~ www.neslrgross.com
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incluﬁed  ;ﬁéb&hary;tq,highlight:thévtiming'ofx

‘;Qday;Smmééﬁing7Qn7Straiﬁ°sel¢ctidﬁ} fYou may have

also noticed that the timelin ows that production

of one monovalent strain is y underway.

 Manufacturers may choose to begin

production of one of the strains at risk, and that

o risk,isfatstraiﬁuthatzmay.nqﬁiultimatély be,included

milation for the coming yesr. The

reasbnfwhyfmahﬂiactﬁrersfﬁayfchoosegﬁo;ﬁo;this is due

to the limited time available for production of the

monovalent component.

~ Thus, at the time of the mid-February

VRBPACVstrainESéleC§idnmeEE\ng;nhbﬁﬁfacturers,are‘

lkoing\tb begingptoducticnmdffthé;SéCQnd'mOnovalent

strain. Assuming the availability of an appropriate

,gmaﬁﬁfédﬁuting of'thé éecond_strain

selection announcement.

’ﬁdﬁd¢5a_produqtidﬁgééédiis;available for

the’third}%ﬁtdf‘,ﬁmaﬁﬂfactﬁrﬁigﬁfﬁhaf_straianould

-alsokcommende,ﬂfyhiSjtimingqasSiStspwith'enSuring a

‘.balanCQd}3pr6du§ti¢nﬁ,plan‘*bf  a11 &hreer,monoyalent

. www.nealrgross.com:
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the production campaign.

'productlon of the ,A/HlNllNew b:h
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components. =

Injffparallelﬂb,bﬂ iff;éhe'jilarge  scale

components is the

reagentSQ"S¢5thefreegent57are}a‘ :é@lé; the-yield ef'

any new strain is announced.

. Once the reagents are available,

maﬁufadﬁuf\ s 'bébin?balancing>prodn¢tidnfoﬁua11jw'

three monovalent stralns,zw1th the goal of hav1ng an

equal‘daSe,gqgivalenCegofjeagL’" "rn,at the end of

~5Formnlationref;the?t iEﬁtfvaCCine can

also: begln once the potency rea{ents are avallable,

‘whlch wauldﬁ hen be followed by fllllng, packaglng,'

o Next sllde, please.~'

~yﬁrage:;3 ;fo'thE,gpxesegtétien:‘lists the

lfAﬁa"préviQusly

current manufacturing status.

mentiOne641sémeqmmmufacturequmxg e chosen to begin

;productlon of Gne straln at'rlskfaﬁFér this«YGar;

aiedpnia strain was

’;nxtlated:atprlsk.‘

A'ijt}ﬁﬁintimefthe;manufaéturerswa:e.alsq

- www.nealrgross.com
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.e.Vallvu'at ing the gr owth : pc'ﬁténit'ial of any new potential

strain candidates. Next slide, please.

In conclusion, a ssful influenza

manufacturing and ultimate < nation program is

 based on cooperatlon among all the nv@ilve,d : ‘pa'rties;.l,

The consideration of both antigenic match, the

availability of seed candidates, including high growth

reassortants, as well as the potential growth of each

‘candidate strain is necessary to ensure a successful

A y;gé,ofd‘j_ éXampIé 0 ;S‘ﬁ‘CC'éSS _of this ,

cOope,rak‘,Cﬁi‘ozi* %‘is‘i,’fthe, fiﬁcréaSé’/ 1ab113_ty of egg

,reafs-sofritan‘ts - that

'manufacturers can evaluate for potent:.al growth that

similar but may have different --

very different growth characteristics in large scale

E bur:ing "t/h,ez evaluaﬁm £ ‘*é?téntiafl strains

for the 2004 and 2005 season, ma :facturers were able :

to select from three A/Shanghal 36 2002 llke stralns

leen that the manufacturers Qf the 1nact1vated

influenza vacclne S a~l 1{ cho se ~the Bf J J,angsu/ 1-0_ /20 0 3

NEAL R;G"”' ss

(202) 234-4433 k7 www.healr’gros’s.com’
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strain'agd;ﬁ3shw,sfﬁhatfaht@genical;yf8§milaffstrains

may " have? f;s@gnificaﬁtly; ff§i£f§r¢ht,f- growth

characteristics.

 The increased availability of both egg

isolates as well as high g ré§§55rtants are

significant contributors to improving the quality of

mary, it is necessary to consider

| the various factors, such as appropriate selection of

strain‘fbased{7qn,ﬂantigenié, nmtﬁhg :aS"Well' as

aVailabiliﬁj,féfﬂ‘éeéd c@hdiz ; énﬁ@jhigh;rgrowth e

reasSortan;s_in~order,tOgbest fadéquate supply

of influenza vaccine.

In conclusion again, I would like to thank

or the opportunity to present the

viewpoints from the influenza vaccine manufacturers at

today’s meetinggf~,

' fACTiHGr}CHAIRLVKAﬁRGNg?,"Thank: you, Mr.

Thomag.¥;Wé?llﬁtake question§: 5W§iie;Wefare’waiting

I know ,thaﬁ;?héﬁiqﬁally° our ¥vé¢qiﬁe';manufactUrihg

Capacityghagjinﬁ eased from about 80 million doses to

(202)234-4433 ~  WASHINGT ~ www.nealrgross.com
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'doses, 1s my understandlng

My question 15 ‘How ,1f at all does that

”1mpact the tlmellne that you _ave dﬁSCKlb@d’V“

fThem”Second 'Quesf n“ufbecause ;thiSf is

clearly somethlng that thls Comm tee}has dlscussed,ln

the pa,s#:,:‘j/s“:How',. 1f at all :-;_oul;,d ; ::ft-lmpact the

 fcreation, let s say,vcf a quadravalent Vacc1ne that 

had two 1nf1# .,aﬁdidates?

‘ﬂMR;f?ﬂOMAS' Speaklng flrst to the overall‘

capaCity,;fy'oplnlon lS, th ”euld not change the,

bef.aﬁdlng; additional
capac1ty really followxng tha. Léftimeiine.; So,if

épécity,thatVWas,of'

= great_er, ~capaécity~,ﬁ.the amount@f ‘influenza vaccine --

the tim;ng“' 'yQWOﬁldﬁnot'éhange; but“additional  “

’quantltles would..be avallable at tho e same time

‘points.

‘y;Thgniin»&ﬂswefipg;#ﬁﬁgggésgidn regarding

the potehtial f¢ﬁ;£bur strainé.‘éﬁjfousgy;gthat would

'qulckly réduCé"~thecfamount7idf?ZV@bcinés being

dlstrlbuted by at least 25 percent, as well as add 1n"

the addi;ipnalye@mpl;qap;cns of anochergstra;n to be

-~ www.nealrgross.com
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‘testing, as well as each manuf:

make some changes to their g

recalllng what Dr Ye just

avai 1ab111ty of potency

. and perhaps untllk‘ June,, how Hdo

" believe, tha 2004 2005 campalgn,
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‘selecting and then also the preparation of the

reference antlgenand purlfledap,, for the potency

r_é?-f:‘fmay ‘also have to
tion pro'c;esses to

accommodate that fourth stra

. ACTING CHATR KARRON: Thank you. Other

questions? |
| ‘ : Aga:.n, : dé ; you "ihé.vé" fanﬁl ok
quest10n'> onemament please Theodore E:Lckhoff you B
may ask your ‘quést::.on o

DR.  BICKHOFF: Mr. Thomas,

_earlier about the

-Comm:Lttee w:.nds up changlng two stralns in fthe

vacca.ne, Wh~ : oSsa_b:le', and the potency test :

reagents are not: ava:.lable unt,:Ll Ma"j’at the earl;\.est ‘

that ,,affe‘ct your

vacc:Lne productlon'»’

; MR THOMAS',‘ .i?\‘ efer back to, I
whlch :'Cas"e 'there

were two straln changes also. .’ ‘I‘he tlmlng of the‘

re_f.exenc;jer:re‘age ' that Dr Ye had ment:.oned J.s typlcal‘

. www.nealrgross.com
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"pretty much

.they have prcductlon seed’

‘pr‘o-duéin\gl}:a

: would then bfgln the stra1nfbala41

: they would try to equal out

.Mcnica{Faxl'yyﬁ”

1mazm4um,jeﬂ

- 82

in aféampe;ga,exnyWhicﬁﬁcase therQQWbuld”be ‘two

strains that would change.

avalléﬁlé; and would

- of potehcy,{?parhapsﬁ' vbaf,sleid onprOtem or some other

method, to try to estimate, again, how many doses they

are producing.

~ Obviously, it}isge«’:fée£ﬁ>With,more‘than

one strain change. It does put more uncertainty in

the total barfor number of "de,’sj,e;s:’ that you are

vénﬂﬁime,:and obviously, eeﬁsogn.es

kthe reference reagents are avallable, manﬁféctﬁrers

nufacturing of all

‘threejstralns.

EICKHOFF

OPERATOR- 'Ggr‘gextfﬁuegtien cdmes from -

WAsmNeTON“ ‘c . www.nealrgross.com

fg,}infwhich‘casek‘kV'




m’-;.&

10 |l
1
1-2':._‘:/
13 |

14 |

15

16
18
| 19 |
_2'0:”'

21

22

that maybe

available and wa
hemisphere formulation, it wo

 manufacturers would have ha

| (@02)234-4433 WASH!NGTONH

83

DR FARLEYYes, thank ;yojﬁ ‘Wou\ld. ‘the |

'choz.ce of B/Malays:La affect 1n a: pos;tlve way the

tlmellne due to t:he fact that 21 had .been thecho:;.ce-
lations and there

= va:jiiilabyle : through‘

might be some geagéri,& that

other agencies?

: MRHOMAS I’tfmfiﬁxakinggah"faQSumption here

eglse on the Conmttee would 11ke tc ‘

~confirm. B“ut:ra»:f‘obvﬁiﬂou,s,lya, ;‘Js;,i,n?fze:th'l{s strain iwa,su :

s selected for the current southern

be ;; assumed Cehat
w1th that seed tohave produc ic seeds : ready ‘for,
mémi £ac turlng : : 5 .

:’,-,'thatﬂf'case‘,-}there would be f somé

advantage :m that they could begln manufacturlng' .

qu:.ckly, but for release of th‘f” bv ’cn.ne for the- Unlted
St:ates T would assume that CBER 'ou: f;_requlre a CBER-

dlstrlbuted reference ant:;gen asi ell as - though you :

'would Stlll have that delay b & 8 e-'; t:.me you- had t:hat: -

-prdduce‘d.,, S

other reagents were available from

www.nealrgross.com
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utilizing protein.

‘the next ques

~ far as therequlrements to u

~ mean, we can consider using t

- 84

othér3iabbfétomfesf§ith u1d be'pés%ible;té maybe

utilize those to estimate yield along the way, which

,may~givery6d,a{Eétteryegtimaﬁeﬁ h@@}a method su¢h as

‘ :bPERATOR§ '  WEdei 1f}§6‘fto  the next

question, sir.

 ACTING CHAIR KARRON: Could we just hold

n for one moment so. that Dr. Baylor

_can comment.

'DR. BAYIOR I‘'ll just comment on that as

‘tBER reagents. I

ose other reagents if

"theyfare;avéiiable;'xSOWI°doﬁftfihzﬁ%;Weﬁshould»assume

 that we would,necessarlly requ;re that Wefcould have

;bh@th,espec1ally deallng w1th the\

~ ACTING CHAIR KARRlN,‘;Thank you.

,‘DPERATOR.  Thank you 5~obert Couch,. you
may ask your questlon

, DRt,COUCH"; Well actually, mine is a

',fcomment, and maybe the questlon that I had was close’

to Ted Elckhaf

@S;;‘ ,But in thlnklng about the

(202)234-4438  wwwineslrgross.com
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‘quadravalen¢,va

‘kposs1ble,v so that the carryav

,'Yamagata and add to it a VlCt
where do

that have'béen1referredzto;f”:

'straln change could have a detr-u

- is not a Ve;yfgggd,grcwer-, That
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fne that Ruth Karren brought up with

two B componente, we would aLl say that 1t would be

1mportant that we not have tw 'n s,‘;f at‘all
eﬁlaj'be from a

;@haé wauld"be’the

reasonable proposal to get == notvupset the vacc1ne,

timelinepﬁbgt\thengto'take5;t,on, as}Ted.sa;d,,to

run into trouble.

. see, there';are,"sc;.éﬁianygf«aé’t;"efs},; that impact

 thlS tlmelln 1nclud1ng the seed‘ and the reagents

a{lot of ‘that is
1nherent in selectlng a new s:\

What sort of freeé;_«f;

,I.WGnder‘if Dr.

Thomas wauld comment do we have thh that, you

know? In jords, two stralns could glve ypu aS

prohlem; Dces-three break ”he camel s back lf‘we

wantedyto*Change%all”three?:3 ;}»'

MR THOMAS ;Actua : Iﬁthink one single
tal impact, if it

yhewriskiweyalways

run into.

- wwwinealrgross.com.
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kpotenciesldhﬁilfy@u;haVeathei

"that — prlor to beglnnlng l

86

single strain, as we pointed out, with your reagents

and the seeds.

MR’ THOMAS ﬁlght;J4 ;~k
DR COUCH "Assuming 5e§:59ﬁtaﬁell"do 
Y°““h?V?ya:3?‘§¥na¢h5n9?1h“?§e h ﬁfwould begln to
.SignificahﬁiY;i@bacﬁfué?i}i

: 5MR;"HOMAS inhihk'weﬁhavéTseén,in the~

11’depend on how many or how well

eachfindiVi@ualﬂgtraxh;w;llybe_ggow;ngj; Typlcally,,

when}we~have;thQStrainfghangés ”isﬁagstrugglegto

maintain your manufacturi: ~_estimate your

ents available.

'Again, Ifwilr"jhs' /fﬁmeﬁt]quiékly here

agaln on a potentlal four~stra1n vac01ne CoXtm

assdmingw;t*&re ﬂould. be llcen51ng and regulatory\“

‘lmpllcatlons andg you kncw, whlch potency would be

formulated that would have to»b< answe;ed«prlor to.

, spec1flcs of how we would 1nccr§9ra e that

' Agaln, from the‘m  uringnpoint/of

‘v1ew we would always look at mlnlmleng the number of‘

fstraln changes, because,gobv;ousty,,any hlstory we

(202)"234%433 o . WASH NGTON, | - 'Www.nealrgross.com
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Kathleen cOellngh from Medimm

,vacc1ne, but also for performa,-e

‘B/Malaysia, I m.assumlng lt wcik‘

eozsessss

87

haVé ﬁiﬁhiiy_t~ 'ﬂyéllbwépuswto estimate‘What,thatf.,

productlon capab 11ty w111»b ,go1ng forward

CTING CHAIR KARR@/ We have a comment

from~the f1QQr.‘f

‘_bPEE@iOR&;fW&f&Qﬁﬁfjé:;ﬁﬁLmQre-question

from Bruce Gellin.

 ACTING CHAIR KARRON: Can we hold that

question.fdﬁ%cf \mqﬁentlﬂiwe_just;havé_one*comment

‘ from the floor

Just

COELINGH.,ji . quick question.

 In discussion of ia, the question
abdut dhoﬁSihgf&he B/Malaysi  in, I am assuming

that,that;w@ﬁld alléw manuf§¢tur§ﬁsfto;gse-the Ohio.

rstraiﬁrfifwﬁhéy ”O*éhodseﬂfffWe'evélﬁaﬁe@thé stfainé

,not only for growth 1n eggs for the llve attenuated

.,d,fferent assays

There\are lots ofﬂf ‘_eggnt;things;that we

are fevaluating:*" aSO :ifff?T/ it is a

/,ef5~-an thofwould ‘

~be acceptable also

wwwinealrgrossicom.
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‘: CQnsideredﬁtbqﬁefa7Malay§iai'

be done ~‘~ 1;5

88

geneféllyxfméké.wé  réé¢mmenda;iQnQ;th§t“wduld.’be

recommending a ‘/MalaySiééligég;;and;§£hef10hio¢ was

| ACTING CHAIR KARRON: We can go back to

our call-in questions at thi

~ OPERATOR: Bruce Gellin, you may go ahead.

. DR,

ELLIN:  Sure. My question was

similar to Mor s, and I guess -- to do whatever can

OPERATOR.,lI“beliéve: Eé Geliin«is bn'a1

~cellphone, and ha 1s breaklngjup ri ht now.

ACTING CHAIR KARRQ ,‘hm;;awe,wiill have

- Bruce is able to

. connect better, he can call in again.

R: Again, *1 if you do have any

. questions. At this time, I am showing no further

Lo questions.

ﬂAcTI;n;G, CHATR KARRON: Okay. At this point

we w111 take a break I;thinké fﬁvWé@Willvperhaps do

‘1s gust take a break untll abcut 3z 15 “We will

reconvene at that tlme So we are on break

"ep'go‘,n, ‘the 'fo‘reg,oingtgmatt_er went off

NEAL R. GROSS

(202) 2944433 w;xsamerom oc. . wwwinealrgross.com
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: the. reeord? a;t :

 proceed.

the only one I yhave dlsccnnec

we are requlred to hold an aper

‘and would 1:,ike‘ ) ta,;make a ,‘s;:at:exi;en

, .89\ ~

p.m. and went back on the record at

3 16 p.m.)

OPER&TOR . Good afternoon, and thank you
ereStandl9§~b¥m"Mr-\ may go ahead and

MS WALSH: Mlche_‘_ ,bé/fca?yferawestart,e c‘a’n

k ow, conflrm that everyone is Stlll
:Ldn’t lose anyone'.

o OPERATOR '. BruceGella.n-—-— ;;?‘I}}beli‘eve he is

'kQMS_ WALSH Thank very much.

AcTING CHAIR,KARR““ At)this‘time, we

will begln j_he apen publlC Vhea ‘ng Chrlstlne, kI

believe ;yo‘u;,‘ naver*,an announcement.ﬁ i

Thank you, Dr Karroni;; :As;\

part of t:he FDA, Adv:.sory Cemm:.ttee me": t:mg procedure,‘ R

public hearing for
those members oﬁ the pUbllC 5‘?;09 the agenda
oncerning matters

pendlng before the Comm:.ttee

I have rece:wed one wrltten request from

B. ,Sagj:ha#;-f\si,fh .gvr‘_;gt: able 'toattend*thé meet:;zxg,, for

(202) 234-4433  www.nealrgross.com
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'1,registraticﬂgdesk;“t,*

“31nce we. seem to have to dea,,
manufacture:r;s? have to ’ bu;ifld'

‘could have larger valent vacci:

| (op)234aess

90

comments provmdetﬁtb“théf@bmmittee5membets posted inf"

the publlc hearlng ncteboak atzt \’fegistratidn‘deski;

and cop;es are avallable ugqn 1ﬁéquest‘ at tthe_

Is there anyone in om who would like
to address theftt;

I see no respﬂnse and Dr Karron, I turn

the meetlng ac W"‘(.to you

OPERATOR Ma am, we do have one questlon

Philip LaRussa youmaygmahea

~ DR. LaRUSSA: It seems to me we have this

discussiqn;ébdhtetWQ[stﬁéih fluenza B every
year,,aﬁdﬁsémeffplk5wthinkf“ ,yearfat this time

that it 1s not practlcal to do 1t

jshould start a dzscuss:on now

‘-about whethe‘ we.want that to be thegeventual goal;

/1th‘:h13 problem, andt

aga';ty;so;that we

. number of doses
made.

ACTING CHAIR KARRQN - T ﬁ,hirik at this

:time,?Bﬁ@li bably what we should,do«ls I thlnk,we'

WMWWGKW memmeﬁaw
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will have that di

SoI ]giless'”

slides on my presentatl on, the 1

W-dr-d . admime :t :

«and base thls dlscuss:.on on

,}202{2344433f3;‘455f,"V'

1

ission, but I would rather go ahead

and have Dr Welr _present thestra:_n  selection

options ‘,~ . ahd;, ; then ast ‘pair',t\:f : o,f:;‘"‘: general di scussion
let s talk about: that :Lssue

DR LaRUSSA Yes 5 m ot §5ﬁsug‘g«éysti.ng_we‘f

: do, it ?now I m ;uggestlng that af _:Tour next meet:.ng we, :

cuss:.on‘ s0 we don £ do the same thlng _
next year ;

DR WEIR: Okay Thankyym AL rlght

e are ready fcr the, ommlttee dlSCUSSlOH‘k

port i‘c'_)fn of our ; meej{tipg, tod@y,,’ an ba;v"e,;t:WO ; remalnlng
l}.de and the next

to the last sllde. :

The . next to the last sllde essentlally

out.,li;;lj"éj;sf; Wh h" e,;; also presented I'_:thlvnk , as a

,,riﬂ.’the*“ que's::t.lons «to, :Cémittéé. but 5

bas:Lcally we are ask:.ng now "rtordlscuss the strains .

that should be rec:ommended" 'f- rthe ant‘lgen:.c ;

compos:.tlon of the 2006 206‘7 -1 fluenza v:.,rus vacc;Lne, ‘

ie{ﬂfollow:mg ,gThe‘
epldemlology and the antlgenlc characterlstlc of

influenz_;a. vmrus ‘sﬂtpa,nfns, c:.rculat:,ng ,in, human

<+ www.ngalrgross.com
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 populationsi th

‘ vrecomendatz,on, A/New Caledon
| ”"repl,aéifngf the current va

heard any data taday to sugges 5.

stra 1n ‘

s to replace 11: w:l.th an A/W:n.s :

are to reta

(202) 234-4433

: influénza v:.;?rus, the person mmunzzed w:.th current

influenza virus (Vacfcine‘s P and, “of course, the

availability of suitable vac andidate strains.

Inthe 1a‘és‘t,: sllde ted a series of ;

options for strain composition, things that can be

cdn-sidereaﬁ,in‘ this disjt:uss:io;fifi; kFOr‘*i-jifﬁl?uenza,_ A/HINI,

one optlon a’in;f’?the current vaccine strain

1a/20/99 /HIN1-1like virus.

Alternatlvely, e youcould ~ consider

‘s'tfréinf with- an

: ‘;'alterna,ti’ve* "I-Ille,;is'jo'lvat'e:‘,, alth"‘_gh'f}I don t think we

y hat that mlght be

,“f’Second for the 1nf1uenza A/HBNZ component

i B e PR a .

. 'A/Callfornla”/2004/H3N2 11k:e v:Lrus : Ahcther optiony

1 f:6‘7 /2005 /H31\T2 like

~ virus or, :af}f;te'rkna‘t«lvely, another ‘_H3N2 lsolate which

: ,'I'm not sure we heaz:d much data £ uppmrt.‘

F:Lnally,, for and.nfluenza B ~the: optlons,

"hev current B/ Shanghal / 6 1 / 2 0 02- llke

“www.nealrgross.com
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lnfluenza B component w1th the

,~like,‘ Virus;, dﬁV *some *gOthE¥i

Dr. Karron

(202)2344433  WASHINGTON,DC. 2

93

virus br}fépiaces“tfwith[anmaltérnatiVé*VirusfWithfthé

same B/Yamagata/16/88 llneage;~‘°

The other optxon >;to replace~”thet‘

alaysxa/2506/2004~

 sf ~from_~'the

'B/Victoria/2/87 lineage.

ommittee discussion.

~ACT‘ G?CHAIR>ff'a" : ;ﬁhé“;ybu; At this

'tlme, I thlnk I would Just llke to-open lt up to some

general;discﬁssion; ‘So_lfsyQuf“uld eall 1n Wlth your

questlons or comments 35g~f9“

OPERATOR 3shbwin§§}quués%ionszat‘this

time:.

G CHAIR KARRON: Well, I think,

really, lf;, ﬁ Qré nomquestiOhs;;whﬁtpwe will do is

proceed w1th the vote on eachéo= ‘ﬁr;étrains.f We can

certalnly‘havefd;scussxon 1n:a ‘ance af votlng on: each

of the stralns, 1f people wa _.to/dlsuuss each of

these.

So I thlnk we w111 usly, begin with

'L  What I would llke to flrst do is:

E 'ccUnT REPORTERS A
1323 RHODE ISLAND

www.nealrgross.com .
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make su‘re

“ minute and see lf there are any

' what I wz_ll entertaln then 1s~

cu;:rent,Hl’N"l‘ st‘raln, the New

(202)234-4433

94

f;t, jat:,}, there Ls"?/no dfiscuss@iori\ on \that y

partlcular stra:m, no :Lssues that_‘people want to br:.ngr

: up w::.th regard to HlNl fS;QL‘~;;W‘e 'v&ii?llﬂ_é,fjus“t't'pause a

tions or comments.
”fOkaYLf; T think,xfiff here are no questions,

mdbiloﬁ -f fom someone on

thevammit;t eg d:t.ng the HlNl straln t‘ I-’m.’acﬁtually’

perator could 1nform us lf everybody\ ;

iS"Still on =t[h}¢". call. because we do need - We

actually do need a ;moytibn. qf f"j'/t' C{dm;ittee for the

HIN1 ;étra‘in,f;an_d'fji:hén we can nthat strain. |
| bPERATOR:L . ,E‘Véfi? ody is on with the

exceptlon of Bruce Gell:.n. s

1 AC’I‘ING CHATR KARR0N~  Okay. So I need

OPERATOR wéﬂd]ol;have' two questions now.

DR M{ARTON ' 1'"‘5.-

motion that: we reta:.n the cu/rent vacc1ne -= ‘the’

! n1a/20/99
ACTING CHAIR KARRON vrhankf;you,.: ‘ Cbuld I

h_aiVe a .§ch0@§@ : frir:‘zrr \__t;h\at» }mqtj:;cm? _

msmne‘ron;n ~ www.nealrgross.com
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llke me. to ask them°

durlng thls perlod

_frame‘ That mlght help

 (202)234-4433

95

f&O?Eg“TOR}Q;M%&am,Vjust~letfme know when 

you would llke to go to. the nexh:questlon

ACTmG CHAIR KARR‘ We actually

need a second for that motx@n7 rder to then have
all of the members vate Sbelf ced :ﬁe df;theimembers

to call 1n w1th a. second for the motlon for A/New

Caledonia’?iﬁlﬂlistxéan o

fbkéy,kWe.have«se#eralwﬁeopleQ

We have four people that have queued up Would‘you‘

: ,;Ajcfrms _CHATR KARRON 1,éas,e. '

f~beEERTQR}7  'MQniéa;” rley, you may go
ahead. k:weﬁf

DR FARLEY Well,:the flrst thlng I would,

Qu can release us all, apd‘let us

- all be able to s _kaOchere¢wpnft_beﬁthese‘1bn§ lags>‘

AC'I‘ING CHAIR KARR@N /

f@his”voting3time»

DR” FARLEY: . Just-,i £o

Q' Then I w1ll secon_e:ve&motlon

Ac ' EG;CHAIR KARRON Momca, ’dld you make

 wwwinealrgross.com
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excellent suggestion. Is it t

you, Michele.

,HlNl stra:.n There has been

~the A/New Caledon1a/29/99 a;ri

(202) 2344433
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the notions

' DR FARLEY No.

ACTING CHAIR KARRON ‘m sorry. Forgive

me. Thank, ypu;f¢Moni¢a. "And“ ‘think that is an
le for us ‘to just
open,theiliﬂéSQCGmplételY? . e

OPERATOR.‘ We sure can. One moment.

. HAIR KARRON .ThankLy§g,'_mhank\ o

OPERATOR Ma'am, al the l:Lnes are open, ‘
at thlS t:Lme . |

ACTING CHAIR KARRT‘ ay, thank you.
DR GELLIN Yk b

"‘third"' the mct:.on to prave that I Lan actually‘

liStén;ngé\e
 ACTING CHAIR KARRON: Thank you, Bruce.

We aPPreciaté it@ﬂ

Okay At thlS po:mt we are votlng ‘on the

I am "go;ing ft‘o call

,each member 1n turn and ask you to vcte yes or no.

5 Dr "

‘uch, I am go:Lng to start w:Lth you

‘www nealrgross.com
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‘ Haéh'ey,

.Mgdlin?wjﬂ W_

may not :f,be_h;erg Dr McInne

eozseuss

| w}LT CMDR HACHEY

 ‘fACTING CHAIR KARR

:;fACTING CHAIR.KARRQ

*fMS PROVINCE i yes«

 fDR ROYAL k¥gs;*55

'111' move on

;DR SELF Yes.f¢[

-;ACTING CHAIR KARR‘ -

DR W ORD Yes

2 Yes,

')ACTING CHAIR KARR

 5jAcTIﬂG¥cHAx3‘KzﬁBGN,fi

‘;ﬁcwth«C§A;Rjkaé£oﬁr

KARRON;;_Ms;;

Dr. Royal?

D Modl:.n”

Dr. Self’*

Dr. Word.

DR, LaRUSSA: Yes.

 Dr. Gellin?

”‘be;wEARLEY; f¥és§;:°i”

r. LaRussa?

Province?

‘Dr. McInnes?

Dr. Wharton?

97

itenant Commander

- Dr.

She

”,wﬁvw.\nealrgros;'s.com‘
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~voting memb

,Could you please e Can you hear meVWJ

‘ybu‘beECre,ﬁPamela So dld yau

fyou for your vote on. HlNl/A/i

(022344438

CHAIR KARRON/:. ' And Dr. E:LCkhOff" |

DR EICKHOFF. Y:esf.rf’" |

ACTING CHAIR KARRON: Thank you. Oh, and

I also voteiyes; kIamlsqrryi ,fi&;pﬁﬁfbr\just one

second."I a$sdfneédj¥%‘Althoﬁ§h _is not part of the

formal tally,~Dr Hetherlngtonf:‘gneéd,yeuerOte.

DR;':HETHERINGTON., nght I am a non-

 1£ I were to vote, INWQQld,vote*

yes.

'1§CTIﬁC7éﬁAIR%ﬁAﬁROQ Thank you.
"k~~:;DR MCINNES Dr ron.
ACTING CHAIR KARR

: ;{DR McINNES ‘is Pamela McInnes.

jf::R KARRON. Yes, ’{i”cani'.rﬂ

cINNES Sorry, 1t wasn t clear to me

b; that you could,‘~Thank'you'¥ “

ACTmG CHAIR KARIRQ But I couldn’t hear
iCénﬁwe go back to

{Caledon1a° Pt

DR MCINNES Yes.

. Okay.

AC T2 "CHAIR KARRON: Thank

www.nealrgross.com
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‘the H3N2 strain. As Yé‘ii heard from

Com;triitt’ee , 1:z£'ein‘bea“r.é‘i9 :

AfWisconsinfﬁv‘

99

H3N2. : I flrst - Espec;ally now that we have all of

the llnes open, I would lxke o i&s};a;lf;v t;her\e; is an;y“

more dlscussn.on about the H3N~ train that people

would,lik€ tO~haY$5¢ 

Okay In ‘that cas, Ineed a motion for.

Br;fWEir, the

etaln the A/Callfornla/2004 llke

v:.rus or. to repla’ e that Wlth A/Wlscon51n/6'7/2005

;;Cou‘l‘:d, I ge}t*_,a, ymot gn‘;‘ﬁriom one of the

DR LaRUSSA. Thié is ‘1;paRussa; 1011

make a motlon to replace the current straa.n w:.th;

HAIR KARRON: Thank you very much.

Do we have a second for that motion?

EREICKHOFF | Ted Eickhoff. I will

second

ACTxNG CHAIR KARRQN;?;ihagkfyou,,,okay,

and. Dr. Elckhoff thls leei__;_‘&% llbegn.n the voting

with "you.;

F: Well, 1711 vote yes.

~ www.nealrgross.com
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~ ACTI

pretty obv1ous

1ACTING CHAIR KARR‘

ﬁ\‘MS PROVINCE-f
'-7ACTING CHAIR KARRON‘?};fi
'};DR GELLIN.,f

"ACTI G‘CHAIR KARRQN.J{{,;

jDR FARLEY

fDR LaRUSSA

Okay Dr Whaﬂ

DR WHARTON L)Yg'

Yesh

VJACTING CHAIR KARRanff”

Sy NACTING CHAIR KARRQN

Dr. Royal?ff '"‘ . o
o "?ﬁg;éépygg;

'aﬁazyaaé

* DRSELF

 Ye$; i

~ iiV§g‘

_GiﬁdﬁAiéﬂfKARaoN:

1100

T guess that’s

on°

. McInnes?

. Province?

Yeé;».‘f;w

Gellin?

Yes.

LaRussa?

Yes

ng;_word?
Dr. Self?

1pr}fmodlin? Okay .

Lieutenant Commander -

www.nealrgross.com
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- We are'nc;{wgq;i ,

comments about B selection?

© (202)234-4433

101

(o D
by

ACTING CHAIR KARRON: And Dr. Couch?

‘,ACTING CHAIR KARRON' : ‘And I also vote yes,

' andtDr.éHetherlngton?-

~ 'IbRﬂ. “REESHERINGTGN ;f YeEl v

ACTJ:NG CHAIR KARRON Thank ,you.v Okay

:  0'~ move on to the B stralns : and here

I imagine thét,tﬁere‘mayjbe'agbitimgreédisCussion;

T$o~'£irst; :afé*‘thg aay;fquéstionSI or

' DR. KLIMOV: This ‘Klimov from the
Influenza‘Braﬁdh;;,I w0uld;liké?”Q;pay;yoﬁr,attention

-- You know, the7majority~ijthétéataEWHi¢h'Nancy Cox

presented were from our center at CDC in Atlanta. She
mentioned 3dn,'éagé‘LZB'tthére,;is a_ffamilyn-table of

different iﬁf1uénza‘Virusttﬁpés-ahdfsﬁbtype5~which

have beén bharacterlzed by dlffereﬁt;WHG centers and

many oti’xe‘ri WHO cooperatlng labca' atorzes

Vit would.pay your attentlcn that, in splte

of the7faqt that so far ln the U S. we were able to

test morefquagatgwiineagé viruses thap*B/VictOria«

NEAL R GROSS

WASH!NGTON D.C. 200 _ www.nealrgross.com
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few strains from Mexico and

- actually -- Dr. Klimov emphasized c
, was'naking‘éarlier;~that thi$~p

 winter, I should say, the B/V:

102
like1Vifuéeé;xbﬁf;if.&éhj$0dk;at theéﬁirétgéolﬁmn'dn\

the page 23 ofjtbeppaCkaQE1'ny ’ liﬁ?eé?that;totally~

from the North American, which includes the U.S., a

ﬁqbfﬁstrains‘from'

Canada, yog,éan $eefthat,totaliy“WQfﬁavégidoﬁinfluenza

B viruses,,oﬁthiahj88~are§fré@;B4: 'tﬁria lineage and

'~ For example, Canada has a reasonable

number of influenéa_B'viruséQQCir¢ﬁléﬁéd?this year,

and most‘ofkﬁhém;*almostpalllé t@ém;fate'from‘the’

B/Victoria lineage.

',fihatjigqmykmiéf‘cdmﬁéa;;td*ﬁhé situation.

A

Thank you.:f§~‘

iyéCTiNg CHAiRﬂKARRQNQ,&Thank you.  Other

comments or quest

‘be.\éQUCH: Thié;iS;Cquchﬁagain.;fThat'was7

ne of the points I
;f~—fso;far this

oria is dominant in

North America, but our vaccine ‘fas:{gﬁ‘B/Yamagata

strain.

£~

EﬁimﬁwCHAIRleRRQN:-'Actﬁéily,.at this

~ NEALR.GROSS
- COURT REPORTERS AND TF IBERS
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point before we have a motion and before we vote, I am

- going to ask 'Drf.:',i{aren M:Ldthuntomake ;‘at";tt:brtunent about

- the issue tfhyé‘lt;;, Phll LaRussa broght up earlier and

that has. been disfcus;s‘edj'(m mul eé;fidc:ca;sicrl,s by this

Committee,:‘ﬁ'w‘hi:chiis .reallythe ' ﬁé;f'-bf a quadravalent

vacc:.ne, lncludlng potent:lally two B components in the

,future. S Dr Mldthun°

(

DR MIDTHUN Sure. I th:.nk that we havef ;
heard several years 1n a row the questn.cm of, gee, you'

know, in some cases: it: WOuldjﬂjb m.ce t;o; have two B

strains and have a quadravalef scine, and I think

that what ~m-ght be helpful r u‘s{: to ¢ons’i"de'r
having a ffbllow-,on meeta.ng_{. _Ej:;' S

, ‘,f]?érhfé;ps we could ?':cbri“si’d.ér“;a;guiotkshqp where

ring a lot of partners to the table, because

I think there are many, many things one needs to

 Gne née’ds to'con*’s‘iffder lat is the need to

do. this? What are the bene"'ts?< What ‘are the

potentiai “’pltfalls? ,'I‘he::'e ;.ha‘r:/‘efi fa} flvbtﬁ: of issues in

terms of wha t is them vaccine manufacturer capacity?

Do you end up having fewer doses, if you go to the

NEAL R. GROSS“_

(202)234-4433 ~ wwwnealrgross.com
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: rﬂonoval‘ehtis; that : 'youf"then ble 1C

make reagents for and test?

~and that the va

'thlfnk we *ha‘ivegg‘lobal jpa‘rt;‘xe‘j‘:s;_

‘be a vehlcle t:hat would br

104

quadravalent? Wauld 1ttake you longer to have the

vaccine ready, because you have to have four

| test and have to -
You also have the issue of global vaccine

manufacture' and '."thatw Wé fl*xaftv;'elT _lct“ o’ff ~ ,B Vaccine

'manufacturers ox 1nternat3,onal mult::.—-global companles ‘

’ _tjne‘ that they make :m one area, ,they\

would llke to be able to market in: other areas. So I

ho we ~:need‘:to be
mindful of here

So I thlnk that pef agé_..a4wofkshop might ” ;
t ?-g’; : 'manufa;:tu:ers
together to" talk about 1oglst1cs Onecould have --

FHN

you know, ‘éz.nv “e many people, ,_ongi’qps'ly, : .f-r‘om\ :

wh‘erever‘, 3 VRBPAC i'ttlhe’i, : Adv:.sory Cormnlttee on

Immum.zatlon "P:cact‘lce‘s} National Vaccine Advisory

Cortunitte:e, you fkﬁtﬁowk,; Vpe:o,pl‘e frmnWHO : f‘Reaf,ll’y,‘ ‘a lot

- of people mlght have inter'-éét-;x ;arid ﬁfi,t would  be

'1ntere:st;mg to . brlng the da.ffe nt’ 1ssues to the

tajblé .

~ As part of that, you know, we, of course,

: NEAL R. GRGSS Al
| COURT REPORTERS AND Ti mgsﬁs..
L . 1323 RHODE ISLAND AVE, NW.
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-I~th1nk>we can address those as

-enough.

- -- is that,a gfe@t'ihcre@Se,i”
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also would hav.yregulatory lssues 5Tﬁat’s.cbrrect;"

ll,£n terms of what
do‘Wefthink would be needed 1f iWété a direétion
that we Wa:m:eds t@ pursu,e;,» .

So that is thgg 5 £ I wanted to make

with régar& to that. :Narména‘ Dﬁ; Baylor,,do you

-have anythlng that;ycu would llke to add?

7ﬁfﬁR» ﬁA&@bR}* §w‘ I thlnk that sounds  \

 DR. GELLIN: This uce. Could I add
one littlé‘pieééf£o that° |

‘*',ACTING CHAIR KARR@N‘ s, please.

'DR. GELLIN: Agal from the perspective

of pandemngprepaxedness,fas;tﬁisﬂcbmmiﬁtee~and alot

6f'peoplef" e éreWtrying to.inéréasehéépacity‘\”

substantiail and ‘I thlnk that one pOLnt of that ",

and I think 1t would come outaay'p trof that workshop

’fty¢WOu1d:give us

a lot‘mbre‘f;éxibility,f

Thank you

. ACTING,GHAIR.KAﬁﬁéﬁ

DR COUCH «COuc':‘i%i'fa‘Qazn.. Could I just

'make one qu;ck ccmment, and to remlnd everybody, as I

COURT REPORTERS AND TRANSCRIBERS
1 1323 RHODE ISLAND L
(202)234-4433 | WASHINGTON,D.C. 2
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B componye‘n‘t;s . forthe kinds Of ;

populations, 1f

existed.

~there has been*mn;previbUSiyea
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think I have said before, that there is a precedent

forfthe~quad?avaleﬁtsvacc;ne;“éh écfﬁally'it occurred

long enoughgagq_thatfifcan(tie g{rémémber'if I was

involvedfinathefdegision‘gr \ Bgtfﬁhere‘wereftwb

\sons of concern that

’we;are~talking;abbﬁt hefe}v7-T}"

«Thgisecénd‘iSEthét,thg{&drﬁshop,isffiﬁey

“JbejﬁiCéVto ﬁave;a,thle}lot of data

£hat'would mpre;spegificallykédgrgéSLth? qﬁes;ion‘Of

: whérevWe;stétdfimﬁunologiCallyﬂg‘f"“négrhS}fOItVarious]~,

r possibilities

ACTING CHAIR KARRGN‘ ﬁherfdomments?~ I

would actually llke to make a comment whlch is that,

you kndw, hav1ng heard these data now for several”

. years runnlng, my'personal sense~1s that there is less

: of an 1ssue about a second B comp }ent thls year than

I thlnk last year wa ;gftiﬁularly -- we

BT

had a partlcularly dlfflcult;t 1;n decldlng on a B

component._iﬂoweyer, I thlnk the lssue has arisen in

the pas;_ \and;éwigl’ ’" v"ab;sxclute,ly: continuei' ,tq;:‘ agri;se, ~and I

(202)234-4433 WASHINGTON“DC 20005  wwwaealrgross.com
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,regardingfthe,B straln?k Okay‘,éQ

seCOnd'for'that motlon?l:

that. Thank you

© (202) 2844433
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thinkimaYbe could be dealt w1th 1n exactly the way

that Dr,,Midthun 1s prop931ng o

~;~’Are ‘there any other *esticns;orfCOmmentS

en at this p01nt I

need a”ﬂmtlon for the B compan_ t3of thls year's

Vaccineyf‘Don t all talk at o [gbutssomequy~say

something,l;f:;

" %@Rﬂ aRUSSA ThlS ig Phll LaRussa gIVll‘ 

make‘a,nmtlon to replace the current straln W1th

B/Malaysxa

: ;‘ACTING CHAIR KARRON Okay. Do we have a

DR. ;["EICKHOFF: Eickhoff. I will
sécond,

’Tﬁis is  MQﬁiqa1 Farley.

Should we Say B/Mhlay51a-llke/\viﬁus5;or is that
necessary?'

ACTING CHAIR KARR@N Yes, we should say

DR LaRUSSA Okay,,I ll say that
ACTING CHAIR KARRON‘; Okay.-_All~right.
So the mp@$ijW§wha¥ewaq@_that 1s;se¢pnded'is for

| NEALR. ,Gaess
! COUﬂT REPOF!TERS AND TRAN

: wmﬂm@muoc X www.nealrgross.com
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B/Malay31a/2506/2004 llke vzrus
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",replaCihgf [tﬁa”:fbﬁfrént‘,73 -'sgrafn“ with a

.Th1§~t;me, Dr Cf _EIfW§1l'start the E
voting,withﬁycﬁ.

DR COUCH My veta ﬂBeéause'my option

is not‘there, but among the optlons we have I W1ll,

certalnly support changlng to B/Malay81a

. AcTING CHAIR KARRON:  Thank you.

'Liéutenant Commander Hachey7)f:

 ACTING CHAIR KARRON: Thank you. Dr.

Royal?

DR. ROYAL: I vote changing to B/Malaysia-

like virus.

:ihﬁmkvéigﬁAikﬁKARRONﬁ  OkaYLﬁﬁDryxM§dlin?"
Dr.jSelf?i'

| ""DR SELF Yes.

ACTING CHAIR KARRGn” :.\Thank you. Dr.

Word? Sorry, Dr Word I dldngtthear you

: DR WORD 'Yes;"
ACTING CHAIR KARRQN- . Thanks.  Dr.

LaRussa?

(202) 234-4433 WASHINGTON D¢ ~ www.nealrgross.com
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i

 s,;DR LaRUSSA JYes,

: ACTING CHAIR KARRGNyfg

Thank you. Dr.

Gellin?n

 DR. GELLIN: Yes.

~ ACTING CHAIR KARRON: Ms. Province?
}MS;}PROVINCEkf«YESQKQQ1v

~ ACTING CHATR KARRON: Dr. McInnes?

Yes.
ﬂ‘ZACTING CHATR KARRON.; *gﬁéxley?

DR FARLEY Igvd;:

ACTLMG cHAIR,xm££§ ~ Thank you. Dr.

- Wharton?

' DR. WHARTON: - Yes.

k ACTING CﬁA1RfKARRO§?;”ﬁ;; Eiékh9ff?:

V¢DR 'BICKHOFF: '*s. o

 iAcTING CHAIR KARRGN ;rhéﬁkfiou};i also
voté yes, and Dr’;, ;;Hetherxngtpn:‘.{f; g

'DR. HETHERINGTON:

_ ACTING CHAIR KARRON: Thank you. At this

time, are there any other comments that either

Committee ¢é@bérsﬂwcu1d:liké\tbﬁméké)fQi,ihdividuals
from the FDA or individuals sitting in the audience?

% NEALR.GROSS -
- COURT REPORTERS AND TRA! scasasns

. www.nealrgross.com.
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‘on a quadravalent vaccine. How d

"that‘?'

‘question Wéu?ldfobfe: == ande-l will

think- we need total numbers,~

~follow throu@trmgthhplann;ng:‘

(202) 2344433 | WASHINGTON, nc; 2
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o %DRilﬁéﬁUSSAgv ThiS'is'?hii~LaRgssa. I

| ‘would like to mke aformal requestto have a workshop

‘go about getting

~ ACTING CHAIR KARRON: Well, I guess the

iSpquestion to

'Dr. Midthun. Wculd it be approprlate for us to make

a motion that '-FDA con31der convenz.ng a workshop

with intefested;V'Sta}ceholde,rs ‘Et};q fur her ,d;scuss this

issue? Is that f’iaypprt;pryiate?' i b

DR MJ:DTH&N:" . can make a

r’ecommendati'on ; i'Sure-/ Absolu;

ACTING CHAIR KARRON Qkay Would that be

somethlng t;hat we could vote on or 1s that useful'>

AYLOR. g‘f"»rhis is N,Orm;an'ssay\;l'or._’- I

think to just make the reconmendata.cn -~ .I don't

~ »as fab : recom’mending

body«, you could make the reco endatlon that FDA -

h@p tog«dlscuss' the
quadravalent. That will be in the ‘transcript. So
that’s on :thgf'rédérd; :
ACTINGCHAIRKARRON Okay Yes, Dr.

NEALR. GRGSS

COUHT 'REPORTERS AND
1323 RHODE ISLAND WVE.

: - www.nealrgross.com
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Coélingh;i7?
;‘The materlals that are prov1ded

‘here, to the manufacturers.

‘point, that we put together/a

- we w111 get 1t updated and bac

(202) 234-4433 | WASHINGTON,DC'

111

DR‘ CCELINGH Quéét1§  fo£'éiarlflcatlon
;l;pe,meetlng are
t:emegdquslyi§5§£ul(fand{the;&» $§i6@§ that'happen
. 'ﬁa¥iy'§o,back to
these documéntsﬁ§§ér andlbvéfﬂagaié*ﬁéfloOk at how
stralnskbehéﬁe aﬁtlgenlcally : | |

"’So my questlon is: Wlll the naterlals

that were. shown today be updated on the web51te°

DR WEIR Y" st ""o:‘x.ng to make that
’ﬁ5thms pretty fast’
thls week s1nce we had the’WH, : ;ng,ear11er,‘and
Outto both the

Commlttee members and onto the websmte

) % ¢?¥N§kQHAIR;KARRO§: So, actually, to go

‘back ‘toj Dr. L&ﬁusS&fs{Qpbin;;M my*gSense Just ,from

listeningfb§ CQm&ittee'ﬁmmbé;§i$3Qﬁhét the?e is a

consensus that we would like o ask the FDA to

consider «convening a workshop to discuss the

;pqssibility:§f a7quadravalentf§é:ciné;”,Am I correct

in assuming &hat?;‘Iﬁwi11 assum‘ﬁvhat I\am unless I

hear anythi@gqﬁpgmpany.othgx:Cdmmitteélmémbers_at'this‘

CanTnEPoéTER ND TRANSCRIBERS
" 1323 RHODE ISLAND AV . SR ,
X ~www.nealrgross.com
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’address quadravalent vacc1ne,/

,anymore. But CDC glves us‘,__

‘hemagglutini

(202)234-4433 wmmmmmusc,

112

time.

‘;kDR:LCOGCH Well %?Qﬁﬁfcémment on the
quadravalent i Couch agaln 'Zbé;minor,'buﬁ,it

bothers*me a llttle blt to say,

ﬁt?théberkshop will

ﬂéﬁ;thaq address the

question of fh‘ow;tof thgima;ly vac nate against the two

lineage51WhiCh'1Qpéa? to be jockeying for control in

any given year.

: It;ﬁay'ﬁe.altgrnaﬁé@ygaxs,jybu,anw,~grimé

the firSt yéafmand iné5them; \ herane~a second

yéar;~butfa-littie!mbrefcpEnﬁeﬁd d,disegssion rather

than Just the questlon of qua

actING CHATR KARRON Thank you very much.

I think thatylsfa‘901nt very(wellftékéﬁ;

':.\:\DR‘ \coucn CQuld I add one other coxmnent

‘while~I’mfat 1t, agamn‘ene'that;qggd.to be heard

”~annua11y from Ed Kllbourne,i Wh@fﬂdoésn'tk sit in

: data now pretty

regularly that the neuram;nléas s}néﬁ~sh¢wing,any“
maJorfchangesnghgt would give;nsjg§nqanﬁ for which

strain_;we gpidk:;qu{'ptimarilyfit Tgeté§Q“toward the

hywaﬁd;&he“hemagélutiniﬁfaﬁt;quY,in all

Ak

NEALR GROSS
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‘is in the vaccine, and we hope

the p,r;epairéi:tg"ibps‘ ‘that is mark

quantities.

sanofi pasteur I Justhav

H3N2 , the A/Wl Sic,q‘if;sj,n/ 67 and the A/H

(202)234-4433 . WASHINGTC

113

the dominant and desired antibody to

_have in this population, but the neuraminidase antigen

s active in each of

2d and dis ﬁ-xti‘buted, but

we are not monitoring the neuraminidase antibody

responses, and we are not doing anything to be sure

that that antigen is .pr‘esexi‘tf and acti ”“;e; in adequate

' While it is not the essential antibody, it

is a highly d{éfslyi'rabklefaﬂiﬁiﬁ@ nd,aS _E,d says, we

ought to keep that one in mind as varying less than

the = hemagglutlnln =y'd:‘c5es:,‘ ané B hapsthe ‘back-up

hat caught us by

surprise, whereas the neuraminidase did not vary.

“TING CHATR KARRON: Thank you. Other

comments?

 MR. THOMAS: This is Albert Thomas from

question on the

preSeﬁta'tiQII;: from Dr. Ye regarding the status of

candidate vaccine strains. Specifically, for the

1rcsh1ma/ 52, ther‘ke

‘is no information available for the potential growth

- ‘www.nealrgross.com
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know, she ‘ :LS at the stage

right. bojr,ott.hy :Bucher in New Ye

- (202) 234-4433

114 |

of that boge) of thos I..@;:a}s;;ch)nde‘ring; is

there any ﬁew 1nformatlon tha uld help £111 that
in? | i o

DR YE | Actual 3. s conductlng the
reassortant: ’o’f Ha.roshlma, but : atPOlntIdon't

know what 1s the updated sta__ ,'?fqu -refer to

'WlsconSLn I dcrn t know

' '_KLIMOV ThJ.s is Dr. ki‘ifmw.‘ Y',‘Dr..r

Dorothy Bucher 1n the Medn.cal School 1n ‘Buffalo -- she

is preparn.ng the W:Lsconsz.n/Gf : e‘:;‘t‘azgt‘ r;gh,t' away,

right now I don t have yet /f a As far as I

f : flnal v"{"cl‘oﬁing or

pu«ri‘f:x.c'atl,ong' of *'those :«e‘ag__:_s_ We hope to

receive‘ them 's'c:imetimé "‘verik : \s'oc')r‘i' ‘ffbr' ~antigenic

analys:.s, ani’f alled genetlc analys:.s

DR YE Thlsi ;J’.lsﬂi‘y,ﬁe;.‘ xes‘», ; S;asha,‘;'y‘ou‘are

ed:i;c'éil Cent‘er is

‘conductlng the reassortant for 'th W:Lscons;ln virus:

ACTING CHAIR KARR Any ot;h_er: comments?

MR MOORE ThJ.s h:,ilviﬁébrefﬁ,'f'rcm sanofi

pasteur, and I .wicj)mld' just like t01’-‘em:x.nd ‘}‘:everyone that

we are talking about a 1120 million ;".c:é;lcse‘ capacity

. www.nealrgross,com
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.thlnk there}ls_;

being made, the Wisconsin-

that, and it is maybe a threefo

115

nationwide. However, that was based on the best

kyielding‘AQStraih~Wéfvéfeverfseén?béféré, the A/New

York as well as the best ylel;  strain we've ever

seen: before, the B/Jlangsu,kand geﬁSjbeen;years in-

whlchjthe*strainydoesnft,yiel ‘as well.

“ﬁItthink;sdme af'these~pefple“Who have been

there for a Whl e~w111 remember those years,.and I

llttle concern on our part that we

dantvonWuthe,ygeldeof~thegxe§ngrt§nts,that are

. or Hiroshima-like
viruses; and J.t is f,pQSsibie‘ that they , ?'cc':u'lcjiv ‘be very
low.

In that case, I wo

o least'eonsiaerihaviﬁg'theINewaoikfajWiscoﬁsin-like

virus° In°‘he WHO web51te, it was only a twofold
difference,,fThat s enough to quallfy 1t for‘“llke'

I know'it}ddesgdegend;0n~When;YQﬂgrun{the,teSt and all

ffgrence,‘but only
as a~féllback‘pééitibﬁ,:if'thet ldwié,really poor

for the reassortant, that we mlgh “c0n51der that as a

: fallback.posmtlon ‘8o that we don t have, you know, . 20

. mllllon doses total for the u. S

(202) 234-4433 : VWASHINGTON DC ) -~ www.neglrgross.com
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data and £§eaggrveil1an¢e_daga

‘the way that the WHO and I thln

looklng at the data 1s that“
based on3~&ll:f§f 7thé‘;epif

»positiqnfjw 1.

116

'fDRKWWEiR}  This,i$ Jerryiwéir."i’mrnot

sure that wé<¢anuhave,a;faﬁfﬁaék;pésition‘if we've

»sﬁrain like that,

recommendEdfé,change to‘&t&ifi eﬁé

as;that recémMQﬁdation;was‘b§é “en the serologlcal

I don t know 1f
anyohé:elée{hésfSOméthingﬂtofaﬁd_gogthat_or not.

'DR. COX: This is Nancy Cox. It would

not ,be ,"--1-1,3{1‘&:, would xbévéf failback position which would

requlre an addltlonal convenlng of the panel because

°€5Way;that.we are

s is an advance.

V;rusesghaveymovedzon,;thatng omﬁending an update

oglc,' antigenic,

fserologlc and‘Vlrologlc 1nformatlon. So that fallback

nopﬂ“beyQCOnsistent iWiﬁht they"WHQ‘

recommendations and would require that we discuss it.

- ACTING CHAIR KARRON: It would also not be

consistent'withxdﬁr VRBPAC;:Q; mme atipns.

: ftbp;!., "'coU'cni:‘ rrmﬁfs ‘I.would.hope

_‘that we would have enough fleflb“llty that if we

really get caught on somethlng, we can reconsxder the

. SUbjeCt'

i 323 RHODE [SLAN
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factually relatlvely qulck and

We had aﬂébﬁﬁ,__

only thatni@}would'befreallyja:

 would -- it,Wbuld'reqﬁirefusfﬁq

jwéuldjmékeﬂxs‘t‘”w

penough flexxblllty“to cOn51de.

o 1’1’7, ”

.\w0x§;vBut itvwould,regﬁiie_:éCOnVeﬁingf

the" panel

COUCH.   '5§°n n§ﬁ;§y 7ph¢nex was
ﬁ;ivéiy Sy

 ACTING CHAIR KARR ‘ |
|  DR;:cox= ,Twoaye&n;-:i;,f°ff"

 “ DRg1COUCHi “It-WaS}twouﬁea§s ag0,forAme,

céﬂdall~1ater’on”to“fiﬁﬁliZQ*thef

rec0mmendations;f So we could do that

‘fACTING CHAIR.KARRQN ’hlnk the point is

n,@hange,~and we
convene to discuss

it., I thlnk/that is the poxn

DR COUCH My p01nt that I would hoye we

we don t want to: rlgldly lock thls,

subject 1nto a pcor vacc1ne supply We need to have\

ewalternat;ves that

fneed to be consxdered after taday

‘ 5 | Okan
ore thing. I know,

hlstorlcallyy.we haveihad conference calls as late as;

I thlnk March 10 to flnallze the stralns, and.perhaps .

(202) 234-4433 WASH:NGTON DC 5  www.nealrgross.com
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 Actually, at thls poant,iunleés

Nancy, to

to FebruarYW3
ﬁIndonesia,,Turkey, ‘and Iraq,‘wh‘
'cases;

number of cases: an,d ?,th'e numbers o
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even a biﬁyiateﬁ}tLSdzwe,ﬁave*in;the;@hSt:WheHIWe have

found it necessary to convene an additional conference

'céllsgone,at_leéststhat;fer@igtq;;hefseason'in‘order

to finalizeevaccine~strains

‘ACTJ:NG CHAIR . Thank you.

',éfei;s ‘any further

dis_cuss_i‘fon_ ‘an j thls:,;tzoplc.: I ﬁdvo‘uid-”'li':ke_ to: eslk -_ybu__,

.’sl an update on HSNl

DR cox Ok‘ay Thank you very much We

w1ll have to go» back to the CDC e,pgesentatlon dn

page 32 I\w1llpg1ve ybu“gustf °ent7to‘get;that up
on your computer, and we w1ll// atgaight~to~H5N1.

?If you wmll 1eok:az 'ﬁ'§33§‘you;will see

the cases the human cases, that had.been conflrmed'up 

i

ﬁ@OG represented by red dots in the”

countrles ‘ Cambodla,,,=Ch1na;' Thalland -JVLetnam;

’aregthe;CQUntries

that, at least as of that date,i;hﬁﬁﬁreported,hpman

- This is a rather dramatic increase in the
fﬂcdﬁntries,which

reported human cases 51nce last year ‘ I;would¢like,

i NEALR*GRQSS.
coum REPORTER
e : ' 1323 RHODE ISLANI
(202) 2344433 - - WASHINGTON, D.C. 2

- www.nealrgross.com
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Klimov from theCDC, thhaf's us

updated table

‘IndoneSia:rf?S“ca$ééff18adeaths

fatal case; Thailand: 22 total,
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b‘e'cause‘,_’ T ha ’e‘f;}ﬁbt, 'been{,a]qi,e, to :e—g\‘».I'lr‘ri: taking this

“c‘:,all remot;e‘iy ami have"been-;l',‘{{:lgt,re s:Ltfor a good bit

of the last 36 hours, and so I would like to ask Dr.

1led up from the

WHO website the official numbers of cases by country,

to report on those numbers for you. Sasha?

. fpgéfKLIMDV{ Yes. Hi, Nancy. So the most

\ WHO ibeb‘site is’ fr‘:om'.“Februaryh 13,

the same date you are shown.ng, the »map‘ ‘e So the numbers

are: . ’I‘otal num‘r:)ers of laboratﬁf cojnf;trmed CH5N1

cases total 1s 169 Of those ,éﬂ fatal 'cases.
I w:x,ll go through ”jdvee',(:‘ojimtries very

shortly, and the; f,lrs.t-nunﬁaer:;w_ /bef_;in'uihber?of cases.

rThe second number wz.ll be fatal ca aeys

'I‘hey had in 2005 four cases, o

‘f,out‘-de:‘a‘thé.-y f,“{f.gh;ina:_' Tot:al 12 elght deaths,

:w,ftone ‘case, one

tal:Turkey 12

total, fdur fatal, ‘Vfife'tﬁ,am:, 9 ':tgt:al i 42 fatal.
Thank you.

S DRCOX “Oka‘y, tha‘rik you, Sashaf. '

i Asyou can see, ft'{he’ morta-la_xty ra.te ~- the

L ; NEAL R G SS

: COURT REPORTERS AN

: 1323 RHODE ISLANI
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;dlfferent countrmes, the prop

well as severe cases that are

with relatiﬁelyapoorfsurveil

‘what you w1ll see here lS data

120

~case fatality rate continues to hover around between

Sorpercent,andrjbkpercent;fV' :aSésﬁflood in from .

‘change by total

and by country, but certalnly, Gase fatallty rate

‘has not dropped terrlbly : ‘tiéaliyrl It has

remalned very hlgh overall

know that case aSbertainmEnt-'is

probably relatlv "\poor in many of these countrles,;“

and~that_there;cquldgbe;asymf""magig}orgmild~casesyas

missed in areas

If we go to the nexi”sllde on page 34

*towthe%same time

show1ng 1n green the countrles that have reported‘

fpoultry orrw‘ld hlrd cases, and I belleve there are a 

couple of ‘ad@lﬁi@s*f?otf Sh.f?wnr;hérezf}@,rz:diftha-t would. be

Austria and Germany which reported cases in wild birds

yesterday, Iﬁbelié?ep;orgthé;ﬁ& ﬁérefw

 Then the countries shown in yellow --

sOrry[;red~érerthbse'éounﬁrié; wh h}hﬁ&e both human

and poultry cases : JapénVéndg oﬁth?Kéréarhave both

effectlvely'

'tamged’out HSNl hlgh path outbreaks ln’

~ NEAL R' "»GR@SS :
GQuRTREPORTaﬂsA nanscnwmns o

(202) 234-4433 i : WASHINGTON'DC,;‘;:"' = - www.nealrgross.com
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sufveiliahéef  Eut you,can-§
‘last year, we have vast reglon
now affected or 1nto whz.ch HS

viruses m

‘the virus alongthe ,migra;ﬁo r

i,béen_detectea;inqgfriCa; iﬁfW§s§fAf¢1 

;HSNl has not been conflrmed

| (02) 2344433
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poultry.

S0 it shows ‘that it s possible to do so

with,aggre§$iVe stampinggéut}m ésjéﬁd excellent
31?3‘,)“ ';COmpared ‘with
§5giobe;which are

jbeénfintroduced‘

- and the 'bellef is that the 1ntrod?;t10n. of H5N1

through~th§f@iqxgﬁlpn ijWlld;b;ré- Wh;ch;are carrying'

tés;ﬁ@at are fairly
weli descrlbedln the 11tera ; . |

5o I would also like to point out that
there isfé §#eé§faéa1;of §§QéT ;ﬁéé‘ﬁ5ﬁ1~hés now

 ;iéndftheré are

a number of rs of bird die-offs in East Africa

~ along the;nxg?éﬁbtyfrduﬁgsg;gs_wgyrfgépadditional”

rumors‘ofﬂﬁsﬁljin ccuntriesAih' yﬁddle_EaSt where

Al thcmgh I 1ost my erry ,,cyonﬁéctions ~

en route to my destlnatlon, Iﬁ i 'ﬁﬂﬁhat there are

also rumors}qf-;arg¢ bird«dié%éffggihflndiafat the

moment.

NEAL R G ¢ 83

WASH!NGTON; ).C. 200
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b‘i‘r‘«ds;‘ k

‘there is one. md‘ré3 thing f,abbut;. :

to -mention .f‘ HHS and CDC haj

: countrles

hatched lines in them have bil:

_the U.S. which are actually in

expand their s

> 1 am '.s'ti\r"ef 1tw1 11 be a cﬁezji;ging;p\ictur;e

day by day, and whlle many in E ropehad ‘,c':fonsiidered, k

that 1ft wasw; %saf-et;to : have : ‘pou»l& ,isideﬁ because *yt‘:h'ef

'mlgratory season had already ceased because they have

be’en ; fJ.nd:Lng dead w11d that )havee -been

demonst;rat;eq_ t:q e,’be_: ;nﬁe,,e;tedgv : . many of the

countries ;m ngu'I;Qibe havef;ordiéi:éd thé‘_-,_, fmer_s ;td bring,

the poultr " fe sure the poultry remalns J.nss.de scl ;

t;hat‘tlr‘iey,are less 11kely to become »:Lnfected by w:le

If you move on to the next slide -- and

:.de that T wanted

cié lved addi tl onal

- dollars from the Congress to enhance survelllance in

l:already experlenced HSNl‘

outbreaks or' ::Ln nelghborlng countrles where HSNI

o_utbreakts,may be expected te occ r{.’fgf,,

Al‘l' jgof_' tho;s:ey}co.,‘x;l‘/n. ; 's whlch heve the

1 'yagrieements ~with

form of cooperative

agreements where money is provided to the countries to

illance networks into more rural

(202)234-8433 . wwwnealrgross:com
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~areas and

isolates but also HSNl casesr,"
receiving many more viruses

‘countries than we have in pr

,pléase;_ ; L

' dlvermty, and that wa.ll be ref

‘this dendrogram

‘ancestor of all of the current st

123

f;o capture not only seasonal 1nf1uenza

sho @; {;they oceur.
As 3; result of t itiative, we are.

om some of these

ious years, and

certainly have received HSNL viruses from many of the

| countries that have had human cases. Next slide,

When we lock at the evolutionary

relation‘shipsﬁ “:;o’f . the HA }gen.:f i‘f}t,,:,’hésfé circulating

viru‘ses,,‘ We are seelng a

t df3511 . of genetic

dv‘.’in’ik the ffantig,eni c

Cable whioh b shew Aexty

If yéu-ci‘;‘qncvenﬁraﬁeﬂ at the very bottom of

hatyou will f-sé_e llsted at the very

:bdttom ; lSChlnaav]_anVlruS which looks 1,ik‘e the

rains. That virus is

a,ct'ua,lly the Gbcé,sﬁé Gﬁangdoiﬁ' vlrus which caused

outbreaks i geese, J.n domes se, "’"in : south China
in 1996, and that: really is the granddaddy of all of

the v:Lruses that are c1rculat1ng thxoughout A51a, the

NEALR. GRoss i
REPORTERS AND »TRANSCR%BERS

(2022344433 | WASHINGTON,DC. 2 . wwwnealrgross.com
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,chg Kong ﬂ:in 1997 and resulte

'the top that are bracketed an""

: clade l a v:Lrus :m red and 1n b
k\that- has*b
'relaftedj. v:_rus, ‘ Xzietnam‘ ‘1'3:/ 94 ha :

virus itself, but it was a reve

virus in wh;.ch ; the multl~bas

(202)234-4433 : WASHINGTON, nc.;;f 20005-
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g Th is you w:.ll see rlght above that the

‘Hong "Kdﬁn‘gf’97 v1ruses and of course,kwe are all very

fémiliar ,:v';fith the outbreak that: cu‘gred f'-in,human‘s in
’ éti';.:tg{eis~cale’:“culling :
of ‘all : the pcultry : :m Hong on a ; cau§le of
_Oécasidnsw . e :

~ Then you will see the'réstfofuit the 

thl'" dendrogram is comprlsed of v:Lruses

ﬁprlmarlly 1solated 1n 2004 and 2005 : T.he viruSes at’

":lbeled as clade 1

v1ruses are those that cause umanoutbreaks, in

2003 and 2004 and you w111 se et frié-afr the top of
‘ :_ lch - "s' aySf “"Vietnam

120304 " whlch 1s one of the vac:c:.ne reference v:.ruses

””sed tc make pllot lots and has been“’

~‘~used in’ cllnlcal trlals in t:he Un::;‘t;‘ed«f;.‘s.:tates‘ an’d a

also been used.

. Now,  of ;Coursé;; it wasn't a wild type

genetics modified -
amino acid cleavage

site in the hemagglutinin was removed, and then that

hemagglutinin and the neuraminidase from the H5 were -

NEAL R GR SS

ceum REPORTERS ANC
| 1323 RHODE ISLAND AVE.

- wwwinealrgross.com
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~used in clinical trials.

| (202) 2344433
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r:esﬁcuéd;b_nﬁ a PR backbone, and th’ei,xiigrgses ‘were very

carefully tested for safetyandthen tproyv‘ided to

manufacturers to make pilot lo vaccine which were

 I'm sure you have | d some information

about those human trials in the news, although the

 results have not )‘Yéfe,v fbeer;z, publlshed lnthe S.Cient_:ifijcj ,

literature.

Now if you w:.ll b*‘{i:ffi-re‘{:t“ypur;;",at}t‘e‘ntic)n to

the bottom of the dendrogram where it says *Clade 2,*

you will fsefé a g‘rkc'mp; of qui ét;iéétllyf:div‘ersé

viruses comprised of viruses from Vietnam, from China,

from human cases in China, from both avian and human

cases in Turkey, and you will 'see a number of avian

viruses from nia, Mongolia, Russia, and so on.

Toward the top of Clade 2, you will see a

number‘of'virusgs;‘bath,ﬁrgﬁqhﬁmaﬁs@éﬁﬁﬁfrOm birds,

from Indonesia, and you will see one virus which is in

red and bold, and that is the Indonesia/505, and that

is the particular strain that

~ laboratory at CDC tomakeareversegenetlcsmodlfled

vaccine candidate.
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ftho,se ‘ we-:ce

antigens 4, 5, 6, 7 and 8
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1f choqldfsgmmarize thee

'they fall 1nf"q;}~’i';,%]zﬁ”‘ >s, Clade 1 and

a 'Clade. ,2. -an;fgi,. then Clade 2 is more diverse than Clade

1, and there are a number of subgenetic groups in

Clade 2.

L Nowmovxng on to the a tn.genlc analysis
shown : 1n Sllde 36, Wehaveccalc dedthe Clade 1 and
Clade 2 v;u:uses ’ So at the t:‘ ofthe HI table, 5

you wi 11 see Vl etnam/ 12 03 ' apan/30321, and

'Vletnam/ 30408 zTho.se 'are alll*'Cie&éﬂgflz,“ Viruee,~s . :and

1 a 'CL{VV'. v1ruses that showed the greatest

; antlgem.c dlvers:Lty among Clade 1 va.ruses that we

tested. ‘

,?Ifhe;i'{':lade 2 v1ruse re represented by
ofwhlch are ff;rom :

Indonesia’; Among those ant g ;s, you w1ll see

'Indonesma/S whlch I had p01nt:ed out before, which lS

the ‘secondjgl;ac} 2 anftf:;»,ger‘; ’shown 1nﬂ the ’green -boxr,\ and

(202) 234-4433  vaww.nealrgross.com
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reference virus.
table that7thereiafe**e that

Clade 2 viruse

- saying that we have taken serum

(202)234-4433 WASHINGTO .. C.
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then Indonesia 5-R, which is the far right, in the far

right coiumbfj&ﬁdfthatx-E Sbg£ﬁatMaht éerum was made

to'our,reVe:seggéneticsmmddif e nﬁbnésia/s vaccine

~ So you can see~very

:éarly;from this HI

,/‘hxantlgenlcally and

_.g'efn,eti_cyaylly we can dlStlngulsh Clade l vn.ruses from :

;gand?;h&tycroSs“regqciVitygbetween7

~ Clade 1*virpseSQanﬁ&CLéde?zjvirﬁsgs’is1relatiVély‘

poor.

I can substantiate that statement by
om an individual who
had fecbvereﬁ ﬁrbm¢an;infaétidn; . Clade 1 virus and

have used that serum in a serum in a

micronéu&ﬁ‘ iZ” d@&@séay,fénd~whe:éa3ﬂweﬁhad high

'titers omeibr6ﬁ%ﬂ#$a1iZiﬁghéntibédeaQainsﬁ‘Clade"l’".

virus, homologous virus, we found that = the
neutralizing antibody titers t
were reduced significantly.

So f"ti;at : wa;‘sjkréaf_;y he basis for the

_developmentiof}ﬁét Qn1y'Cladgfifﬁi?usésvas'vaccine

' .candidatae-s,r,_;;but;r ﬁls@ more 'ifécent;l.y, "Ciad;é. 2 _'vifru;ses ,as‘ .

~ NEALR GRQSS
coum’ REPORTERS ANI :
1323 RHODE ISLAN

- www.nealrgross.com




10
11
12

13 |

14

15

16
17 ||
18
19

21

22

fpotentialiﬁaéé_ﬁ*

make pilot lots and then subsequen"
‘ meetlng whlch I w1ll summarlzw

They have resc

,thmugh;thei;fm;;;ja;gattéry*csffg~
,reasscrtant ﬁo&
apathogenlc when 1noculated ln;

:pathogenic~1n ferrets and‘we‘

and have submltted 1t to USBA

(2022344433 WASHINGTON, D
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candldates that could be used £o

y b-e%tusﬁed in human
clinicalftrialssf
rﬁaticﬁgat-our,WHO

: '@Weﬁ went over some

gﬁly;  RQb:Webster

has‘been-WQrkingﬁQn;thﬁtheﬁ”> ccine candidates

in'clad?;ZzﬁéhéffﬁmeMﬁﬁéQlia3aﬁdf°ﬁé;ff@m10hina.

1 -- removed the multi-basic amino

 acid cleavage site and rescued a virus for both of |

these wild type strains, and their viruses are

awaitingjteét 54«b9th‘Virusesﬁaf‘ /W§iﬁing testing.

At CDC our Indonesia/5 virus has gone

ty testing, which

inCIudes demonstratlng that ‘fhgf7Virﬁs e :the

\“not plaque in the absence of tryps;n.\

that 1t does ;nGt klll chlck, embryos, Lthat it is

kens . and is not

yrepared a dossier

:gainﬁselect;agent ;
exemptioh;'because;~bfncourge fihe United States

hlghly pathogenlc avian 'inflﬁéhzaffvirUSes ,are,

con51dered‘ o be select agents, and so 1n order to be

COURT REPORTER!
1323 RHODE. . :
www.nealrgross.com
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obtain]offi@iai;PépéﬁWka{ﬁrb 

‘which is she
“they'WEﬁtiahead and rescued

' genetidally;mod}fled.organls'
regulatoryiw na
fregulatory authorltles w:Lll ac; ,

‘under*véry;stringgnthond;tlo

‘glovebox in the same room whe

129

able to ship the virus to manufacturers, we must

 USDA exempting the
Vaccine candidatéyfrbm‘thé ca ’Tofﬁselect‘agent

: We may already ha th:ttpaperwork back

from;USDA, I m‘not sure. pagu

In Japan, »th'eys- 3i‘chosevl’theii'Indonesria/6»

’jﬁ in the HA table rlght sort. of in the\_

rkmiddle‘qffﬁhe4C1ade;2,vlnuses;1ng;hejﬁl;table,fand

éQ‘bﬁt there are

some cohcer that have‘fzr in. Japan about

o they have hit a
regulatory snag

In the UK, they havemalso hlt a blt of a

'nd there the v1rus that they have ‘,

rescued had to be rescued 1n a back up facxllty ‘Sd

‘there‘ is a qnestlon about whether or‘ not thea

‘Uorrnot,fbecause

it wasfgrepared in a laboratof‘:”'t-‘nfa_éloveboxrand‘

1t there was another
another virus was

being worked on at the same time.

(202) 234-4433 WAsmNGTo_ t:c ,  wwwinealrgross.com
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and‘they~ose the Turkey/20051

to amanuﬁa\ : t:'u_ ; ers

‘With>bhapﬁt;ﬁ
reassortant in Indonesia/5/20

distribute that virus to manufa

(2022344433
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8o it just depends on the determination of

the reguiatory;authoriti§5fas;t@;ﬁhethet5that_will~be

acceptable or not, and that virus éétnot:béénftestedo'

in -- tha?‘viruthas7notfbéeﬁi~e ’tiinsferrets'yet,

'f;So the bottom llne fthaotthere is;one

‘Clade 2 v1rus that 1s almost ready to be dlstrlbuted,~

fThere are others that need to be;

tested'in ferrets but should.be S the testlng should ;

be complete shortly, and,thefj egnxaqent exemptlon

would have to be obtalned for;th . ones, and then.
the oneaintJapanLandrthe_one. Kbeiohfhave some
regulatory concerns surroundin:

So I thlnk that 1s a ccmplete update

close, and entertaln any questlons

~ DR. KLIMOV  Before any Guestidng; I

should say ft;ha,t as of “fyest.’ejxfda;W:i’:;hé FDA excluded the

}PR&Vfgeneticaily
modifiedt:e@SSortént;fro@jthé;; »agont list.
dbggo¢0xgo,_3¢tgh" ﬂ@@hsgthat we can

urers and others

under a standard material transfer agreement.

© - www.nealrgross.com
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the WHQ7ﬁé8tingf%?Fhavé“Youﬂﬁé r

~different :c‘l:mlcal presentatl‘

that?

, (of 1llness, :Lt seems that t:herea

,v;fr.gs,es, but,.\x

1997.

the literature where respiratory
[reported zbiigt in»~'0ne' “cya'se, ence hal

case. where d;.arrhea was a very

131

ACT CHAIR _ KARRON:  Thank f‘.YQ‘i very

much. Are therequestlons for Dr. Cox'> I actually

have one question.

I was just wondering, Nancy, whether at
ny \,;repo‘rts‘ ~about
or outcomes between

Clade 1 and Clade zv;.WasfthéfeVanyiﬁiscqssion,of

ffD'Rf. i“‘C‘OX:  There has beeri'Q ’diScussioh, “not

spec:.flcally at that meetlng, but 1t appears that, at-

1east superflcz.ally, from; wha}t we,f"vevbeen, heara.ng_

about case presentatlons and outc mes, and the spectrum

,fgri'e'a.t:' S:Lmllar‘ltles,

both from cilseaee caused by Clade 1 and Clade 2

in t:he dlsease that was caused in

There are some atypical cases reported in

symptoms : 'weé:e not

is and in another

i‘;;iﬁent} feature. But

I thlnk that 1és p‘erhaps :.sa.‘mi):ly"fibecausfe We are

accumulatlng ma*yf more cases than we had J.n the past.

(262)234»4433 WASH!NGTOH . www.nealrgross.com
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11 | are. lots of Chlna 1solate$ on“t

'~on1y two that have been testef
fllttle blt dlfferent part of th

,against“theigndéﬁesiaJSCaréféf i

and so5we”ér9ﬁQééihg.ceftain cases*that present in

:,' what may be a sllghtly atyplcal manner

ACTING CHAIR KARRQN Thank you. Other

questlons or comments’ There% guestlon from the

floor.

‘ ;$5{‘HO::5Hi,[Nanqyf2;$ﬁié¢is*MeiShang~Ho

from;Téipgiﬁngﬁfques;ibnfis;f Atfthé,boﬁtpm,there are

two isolates from China, and the titers are low. So

what do we¥knéWfabbut it'fér.hp@aﬁ~isolates from

China? Dozthay fa11~—~ I guess :-5c§ﬁ findna-‘Thefe;

_top, but there are

~/<,

DR COX" ThérE'axé*€§o3Wﬁi¢h%wé~have at

-CDC whlch have been prov1ded to us -We?are expecting

addltlonal h ”nw,solates~to be providédité us*frbm\'

malnland. Chmna : Those 'Vlruses are actually in a

GVOlutionary tree

than the Indoneslan v1ruses and 1he:Turkey VLruses

 vI actually was 4{4; 'haugh the tlters

ﬂe~bgt=reduced'for
a=couple'ofithe:Virﬁs§s;aOné:bffthe;Turk¢y~viruses and

, I was relatively pleased that the
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diversity, Ty o) would havé; to say.

e but "~th’osei‘: - ’the bottom 11ne 1,
: genetlcally | llttle dlfff
: antlgem.cally a llttle dlfferan

'pretty well covered by the In:

‘ least I th:.n

1133

'Indones\ia/é antiserum tends to cover the majority of

_ the human isolates fairly well.

fiSfo.ifI[was, j affrai’d: we oing to see even

mOre‘diverslty t:han we have ameng human is‘,olates.
So our tesft antlgens that we“h' e 1ncluded in this ‘

pa’rticiular te;st;,»;are alﬁl; 1vspla_t-:e ﬁrpmi'hp;nans.‘

k MOW1f »:we.:ktaké? thefull gamut of Viru:ses '

and lncludemcr 1ruses 2 that lh_ave been;f;ifé‘olagtgd from

“birds, you ,“i‘aoﬂ'it:,:ﬁ seé' qu:c.te as—-— 73{;@5113( ‘see greater

ould like to say
that we have had a great deal of tramsparency in our

interactioh[s : w:Lth krIndonesviaﬁi, and th ‘Turkey, and

- certainly much ~greater transparency in  our

interactions; v h China than in some - previous

situations, and it has been very positive.

e I amf'ﬁot” suref thati:: answers your question,

those viruses are
and t;h’ey _are
_ﬁ'at I thlnk they are

e,, 1a antlserum So at

k\ wa have a good shot thh that part::.cular

NEAL R. “Ross
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{'vacciné,Céhwsﬁéﬁﬁ}
 antibodies itﬁate.wul&be‘fa’i;riiz o
~in the group of HB we would f
‘now w- beca“se Chlna has ik You know}
‘twc‘vixu$e$

‘at.,

e They have setfé*prééedentgbjﬁ

',and have promlsed follow—up wi

‘ would con31der that to be 51

134

if it is immunogenic, to induce

aaly;q:stereactiVek'

’.’agalnst dlfferent groups of vi ses> ”: V" 

*MS;qHOi Well Na'; thls were placed~

f‘n fourfold drop

We will" see that we w1ll call tha a;low reactor, and

there are only

»wn ,e:;;e-;;;.: ".Magybe more needs‘« t»\o'*beﬁlqbked\ =

& 5“1fDR . COX: Oh, _abso - and we have now
ing the viruses,
:dgitibﬁal‘Viruses.

So we“are'tryinQQVeryVhagd?té virugesﬂbdth from

the human health authorltles and,;he anlmal health,

authormtleswy Chmna And although. there '1s a’

fourfold drop W1th Anhu1/2»——'and you are rlght s we

What I was really “icf;:ﬁqneStly, in

1ook1ng at thls great deal of gen 1pidiverSityy'thatf
we wouldn*tﬁfind»an‘antlser ngu1d~coVerfeven

this well‘ So 1f you see whatf »meén;ﬁmy ekpeCtations'

",were falrly low,_glven the genetxc dlver51ty that we

L
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done. We : r;ieed ito‘:f cen,t;lnu,ew tﬁo.f'

‘many human cases as possible,
= not just one Clade l vacc:.ne referenc

‘Clade 2 ré’f;éren?é'é }St’r&i‘;ﬁ’s f

: am.mal models and potentlally 1n

pandemlc at the FDA

guidance décumei?ltsf to addres

requlrement ﬁor 1lcensn.ng pandeml 3

135
are seelng

My feellng is that: 1'¢;tciﬁére;needs to be

viruses from as

to continue to do the

cross«te‘s;tiné‘ with 'p‘c::st%in‘feé\f n ferret ‘serum, and

détermine «i~f/-:"§it 13 re~alily'fnéC‘eSS ,t'.fd mé,ifke multiple -

.Q"'stra’in, but '

m ult:.ple Clade = sorry, \not 3ust‘

multipleKVa,in

Gl

one CladeZvacc;.ne :r;ef'e;rence;y, »st:»raiz{n, : but multn.ple

r.ésfsiereactivi ty ‘ in

‘humans.

There 1s one cormnent by Dr B,aylﬂo’r.

And thlS is Just sort of a'

sté:teme’ntf and af“b_ ef ,upda,;;e:;oi/ reac,t;ljv:gj.«:ty ‘t;o addr.ess

We are mov:Lng fe'i:_:/ardz.:wa,th developlng

- guidance docpmem;s ,,‘;*,andthOsa;-}iiav;é-&vae;i quite far in

“fth2~~'regulatory"

ﬁﬁ‘lﬁénza vaccines,

as we’ll\ as a guldance doc:ument on ln.cen81ng the
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 standard trival
_the FDA did receive a supplem

‘Department to increase our activ

 the development and evaluation

t inactivated vaccine.

~ So that activity 1smcvmgforward Also,

‘budget -- not an

increase in the budget, but plement from the

ies to facilitate

‘new vaccines for

 influenza pandemic.

re working with our international

e , ke CDC and ?St,he,rs
in ’thje} Department tcmovethose ¢ |
| A.CTING CHAIRK.ARRO h k you If there
are no other ‘ k k

meeting. Thankyou all fora nding, and we are

a‘dj,ourfned ot

‘the reéoid" at 422pm ) v

| ~ COURT REPORTER
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