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n1sam HPV Vaccine
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Avnuazilaqeidesrasuzisainungn
AINNTATIANTE HPV Aaeidd polymerase
chain reaction (PCR) IumuLu@N Lﬁ?\‘iﬂﬁﬂum@ﬂ
m@mﬂfm 22 sz mmumnmq 1,000 98l
sateanLsznAlneseg wnAsany HPY DNA
gaieseear 99.7° anuangusnatntiagylao
\Wa HPV wluanuganizaeuziselinuagn
awvnvizefadedu o) wWuiesdadafinnlulin
= -1 Y OX a4 X '
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nsilauauAAL NIHNAdNLSIHER WY
= H T A ¥ ¥ o A
wian19AaAsIn Ll eaguaniTumy fadua u
g‘/ a o ! a . .
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! [ ' -ai o ¥ a -i’
factors) ¥7811ad815N (co-factors) M9 lWiNN35iA TR
HPV AsagAuuuivzaniiulsaneliiunzis
dnuagnle Tademantidufadedeas (risk
factors) aa9n9ilunziFainuagniseni iy
wzisalnuagnleaniniu Wawlsaumsuiuass
T Y
PudTadefeamani
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1. msﬂmﬁ'uﬂgugﬁ (primary prevention) An
o o " o o <
NIUANLAENAWRMTeaRTTaRE RN NN
uagn afAenistlesiulumlnuagnsage HPV
loun
- MIAZUNIINAGNALS (abstinence)
- nslageeee e AN
- MsTedhenanueu InansRAueUALLALY
a4y
(monogamous) LATUANLAENAUDLUVINALAL
UAEIAY
- N9@m HPV vaccine iieasnais3unNANiW

al q

RBNNIFALTE HPV

2. nﬁiﬁﬂﬂﬁunaﬂgﬁ (secondary prevention)
AennsastamuazinmAnuinUnflusyez Gy
usn TeaNTNANITNUNNAQN faBenansyeznen
NzL59 (precancerous) u?@ixmﬂ'@uqﬂmm
(preinvasive) ng Lml

- m@mfmmqmmﬁ%mmmmﬂﬁﬂmgﬂ (cervical
cytology) viTe Pap smear %\uﬂumimwmmm
EmﬂnﬁmmLf’m@;ﬂﬂﬂmm@lﬂﬁl,ﬂum@mﬂm?ﬁm%@
HPV 1itesnsaunuIazsnElu aniiulsay
Nzidelnumgn

- PNIAIIAVNT 8 HPV maw”uﬁ:ﬂ'@um?q
(oncogenic HPV) ﬁﬂﬂﬂﬂﬂ’@ﬂ 198 HPV DNA test
Lﬂumimm@m%ummmmgmmmmxmumilﬁm
Nzalnuegn fafiAennshinide HPV

- mmm@ﬁ%ﬁluﬂ 1l mimm@;fmﬁﬁgmwg
nsmsramsreallalal nsmsamaunarinie
uaauTumy

ﬂ1?ﬂmﬁunﬁﬁgﬁﬂﬂumim@mmmamﬂﬂﬁ
m@\iLsmzir@'@umﬂumqﬂwﬁqmnﬁmiﬁmL%@ HPV

LAY IUAREATTANALLLEN Aanle TaALAs
TRRBLUANANIAY

3. nﬁiﬁﬂaﬁuvgaﬂgﬁ (tertiary prevention) Ag
ma\ﬁ*ﬂmu:ﬁ*qﬂﬁﬂmqﬂLﬁ@‘lﬁéﬂfmwmmrﬂm
Iaz N17snEuLLlseAULTzAaY (palliative) el

¥ = aa dlal
HLRENAMNINTIR A

Qmé’numzmmﬁﬂ HPV

e HPV 114 double-stranded DNA virus
it I FaTiENtN O AT EULAY AT
LLQQLLmimgqmn Taumian mwﬁ@ummqmm
55 U1 lULNAT ?ﬂa\lwmgwmﬂﬂm{w Usznatinag)
Lﬂmﬂummmaﬂu muﬂuiﬂimu (capsomers) 72 ﬂu

AoLTaL genome gulwNas athlazann 8,000 ﬂ
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LUZQI‘UW]‘LWIL‘]J@@H (CapS|d protem) Lﬂumiﬂ@m
mmu genome °Il'ﬂ\‘1L°Ij‘ﬂ HPV wieaniTi 3 13190
Aa 1. long control region (LCR) 2. early region
(E1-E8) uaz 3. late region (L1 uaz L2) Telsfiufina
Iﬁﬁmwﬁa (oncoprotein) A8 E6 uay E7 nel E6
F;I‘].I?;Ix‘iﬂ’ﬁ‘W]\‘]’m 218N pb3 “INL‘]ju tumor suppressor
gene Vlﬂw,sn@@ Vmemmmuum (apoptOS|s) mu
E7 azAUfiU retinoblastoma (Rb) genes wﬂumm
LL‘UIWTQVLNIMW ”Luuﬁmﬂu‘[ﬂ@ﬁuu% capsomer
‘Viz:’amml viral genome @“’ﬂi“’ﬂ@umﬂ 2 capsid
proteins °IN i I‘}Jimﬂm\imw (structural protein)
1941T0 HPV 36191 L1 ip L2 oroteins Tlsfudnu
L1 wlu maJor cap3|d protem wumﬂmmm HPV
vaccine LWfamwmuﬂmmmmiwmﬂ 1 L2

\Iu minor capsid protein Tl lanansaty

tiavadta HPV
Iuﬂ@qﬁummmmq@wm%@ HPV lasnnnan
100 aneiiug wazwuanilidie HPV Uszanm 40
ey fiflanudniusiunisinseslsnisnn
aftnsAuiuguaznanmn @ HPV mg'uﬁuﬁ\ﬁfafaﬂ
i 2 ﬂ@:m'@ﬂmmﬁﬂﬂmwiumiﬁ@mﬁq loun
1. nq'umﬁmﬁmgq (high risk) Faida HPV
fvlminsealsanneludeydinuagndusi
(low grade squamous intraepithelial lesions, LSIL)
178 CIN1 i@ﬂ‘fﬁémmﬂu@'@umﬂumqﬂ%uqq (high
grade squamous intraepithelial lesions, HSIL) 3170
CIN2/3 uazazi39 A9i38N21 "oncogenic types"
lounidia HPV aneiiug 16, 18, 31, 33, 35, 39, 45,
51,52, 58,59, 61 wax 66-68 Inemun siaita HPV

LI

ﬁfnmzﬁmmimmmmmm” 95 mmmﬂqau 139
Unungn uAZWLITR HPV aneIiug 161%@&1‘1/123@
freeaz 60 SﬁﬁLLunmmﬁmmmmﬁqmﬂm@ﬁ
W‘mlﬂu squamous cell carcinoma %‘WUL‘%@ HPV
aneug 16 1§uﬂﬂ17{z§m Uszanmsenas 50-60
seeasanAe HPV 18 Uszanms 7eaaz 15 - 20 unly
éﬂwmu?&ﬂmwmqmﬁm adenocarcinoma ani
o HPV aneniug 18 "l,c;mnﬁzgmﬂixmm 70887
50 7898913 HPV 16 1szannd seeiaz 35-40

2. ﬂ’@;Nﬂ’J']NLﬁENE?’] (low risk) ﬁm%@ HPV
ﬁvfﬂﬂzlﬁm@mm@uvlﬁ (condyloma) uazsaalsm
mﬂiuﬂ'mmﬂm@ﬂ%um}’ﬁ e HPV ﬂq'm‘f:ﬁ
AnanwnanzSesn loun e HPV anenig 6, 11,
42-44, 53-55, 62 Waz 70

ANNNIANEULL meta-analysis IBNUIRE
Renifuize HPV finsaanylunzSanungniitan
ﬁmquéﬂwmnﬂfﬁ 14,500 18 WenzieTiia
squamous LAz adenocarcinoma WuANTzann
FitIARANTR HPY 16 789atNARIE HPV 18,
33, 45, 31, 58, 52 uax 35 AwWNTNT 1 Gevieide
HPV 16 uaz HPV 18 iluanimnaeanzifelnungn
dszanmsanaz 70 vewnzialinungnialan’
HPV vaccine ‘ﬁlﬂimﬂugw virus-like particles
28aite HPV 2 170 mmf;'w:m@um;m%@ HPV 16/
18 1‘7{Lﬂummmmum?qﬂﬂﬂmngﬂvl,ﬁ:ﬂizmm
saeay 70 dwilludszmdlng HPY 16/18 1w
mmmmuzﬁqmﬂumqﬂﬂixmm;@ﬂm 73-75
Tneiluanwnaeanzidenin squamous Uszanu
;’aﬂ@: 70-78 waradenocarcinoma usraned
710z 76-97°"
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A5 1 aeRUgueLTa HPV
Tunzifanuagn vintan®

anawugrauda HPV sa8ay
16 54.6
16+ 18 70.4
16+ 18+ 33 74.8
16+18+33+45 78.5
16+ 18 + 33 + 45 + 31 82.0
16+18+33+45+31+58 85.4
16+18+33+45+31 + 58 + 52 87.9

wannsuazns LUz AU an
HPV Vaccine”"”

Jaqiiufivang wifiuudamuuannisinide
HPV LL‘LI‘LlL‘fLuu’m (persistent HPV infection) S
%umauzﬁﬂﬁmmmmwﬁ’wLﬁuiml,ﬂm@ﬁimﬁﬂumﬁw
waznziFaNuAgn N13am HPV vaccine ilanns
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Qﬁﬁmmz‘ﬂ’mﬂ‘ﬂ\?ﬂuﬂﬁﬂﬂm@ﬂ@’mﬂ’ﬁm@L‘]]‘ﬂ HPV 1@

aautlsznauaas HPV Vaccine
goutlsznatTesida HPY finanit antigen
ﬂ?:éuﬁ:’]\‘imﬂﬂ;ﬁ;ﬂﬂ neutralizing antibody R
T1l9fin ﬁLﬂ?mmzu e HPV Ve capsid protein oun
L1 protein %a%gﬂﬁﬂﬂ nsuauilerdnTu HPY
vaccine Tusfiu L1 fflguaudAfidsie ondl
UFunniunn ﬂ«wmmmﬁ?”ﬂ@uﬁqﬁ’um (self
assemble) Lﬁu@umﬂwﬂmmm HPV Ao
L?Elm’] "VII’US like par‘ucle" (VLP) mm‘lﬁmammmﬁ
u@ﬂm@mammu HPV AL 730 HPV aneug
Lmu LWHQLLmimmTﬂ?mu%ﬂﬂN X (oncoprotein)
Wiy VLP 1eede HPV Hidlednannanuiile
vmmmmvmuimwmﬁmw neutrahzmg
antibody Hnzaaita HPV mwuﬁuu ”memm
antibody u%@@ﬂmnﬂmmL@@miugﬂmmmsﬂu
il (transudate) L%ﬁzjsﬂﬂmmﬂﬂﬂmgﬂ e
Upsffunnsiinide HPV mﬂﬁuiﬁu HPV vaccine il
1uﬂ@f«3ﬁuﬂ?:ﬂ@u;w VLP 289418 HPV aneiig
16 UAz 18 (%'qLﬂumngm@\iu:ﬁqﬂwﬂumgﬂium?
fialan Uszanniseuas 70) uasiuanslszneuisiy
(adjuvants) "'I?I\WIIQEILﬁlmﬁ/ﬂﬂﬂﬁwiuﬂ’]?ﬂ%[{u

o

HANY

faasnlunmasziiudszansnnaas

HPV Vaccine
Tneinliuaansissfiulsy@vsnnaesinds

ﬂmﬁuuxﬁqmm:ﬂa‘:lﬂmﬁﬂ@iﬁmﬁtﬁmmmL?*a‘?;

AAAY LLm'Lﬁ@qmﬂm‘:mumﬂ,ﬁmuzﬁ*ﬂﬂﬁﬂumgni%

81U 15 - 20 1 wdsannnsRaEe HPV
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d’l =3 & ¥
uanantl uziisinuegnluunedssmainula
Tuuae ezl szuunIngadnlsannlszansnw
WATHERIINNTATBUARNES AN UNNTTELHY
svAnEnnaed HPV vaccine tnelagiiAn1souaeg

« o v Fo ,
nzifalnuagnnanaududaddn (endpoint)
azAad lmaa I UIuNINLAr I NgNALDE19A WY
w0 aaduldnlnlunedfiR uasinasessss
nsasuaftnIIzNzsslnuagndunsiFen
arnnnmannisaLarine lafuAszaznau
WU nmIanuses lsANBUNZITNNEINNIIINEN
d oy e e ¥ O A L S
W lulnAudunzds delunelunawmun
C s o X o w¥Y Y o oo ¥
Frausmsaanuaziin latesiule asedunes
ladainrasnanaiiatindiang ) Aifeduneunis
Lﬁus\l”L’Nﬂ’mNﬂm N\ L??;Iﬂ'n "surrogate endpomts"
Frinlaz@visnnaes HPV vaccine wisaanidu
2 FllananAa

1. éff;%’;'mmq'lq%“ﬂ?mm (virological endpoints)
weanly 2 iaeesAa
1.1 msAniga HPV wuudans1a (incident
/ transient HPV infection) PHNETN NIATIANL HPV
DNA‘wam@mﬂmmnm@mmm@mhmmﬂmm
mfmwum@ HPV 1neunn3iaide HPV muium
uansesaz 90 azwneltiesnely 1 9 nsdnite
HPV Lﬂu%umauLLiﬂqmﬁ@uﬁ@zﬁﬂ AN IETEN
1hnuagn Fimiianasndazdulanemezng
Iaviee waglmiaAnElalszanns 15 - 2 1
ndsanandady luduusnaeantsineitlssans
MRS HPV vaccine madidnslsiiang1ans
Upsfunnsfinite HPV aneiugilanewisazagy

mm%mmmmmﬁmmi m@amﬁ*&ﬂfmmaﬂ’lg
aenslsfinn Nstinnsinide HPV LLuwmmmfﬂMc;
LAAIINAZA BTN AT UL BN ANl
suiupasinnunnssiiulsanellannisinige
thavne/llipnienseguuuifiuun (persistent
1.2 m’:‘;‘am%"a HPV LLHULﬁuuﬁu (persistent
HPV infection) ¥NN804N19ATIaNL HPV DNA
maﬁuéﬁmﬁﬂummﬁrﬂmumqnu?@ﬁmm@mmn
NNSASIRFATLNTL 6 - 12 1Feu Tugsiafilung
Finite HPV mﬁﬁuﬁ:ﬁumﬁ@uﬁlﬁﬁﬂLﬁmmﬂm?
Aaiga HPV 1TineNziauLfisnususnrinung
fidnftyzeamsiin HSIL waznziRLnuAgn Adtlem
usaddailsrAnsnnaesinduiiundedenn
uaraslaaanlunsyiaseuEu 2 - 3 1 s
aqule eendlafinuasindinishnide HPV wuu
FusuflilAuminiduuzsdanuagnynes
ailvaymeldleasienanuly

2. A3 AMenalin (clinical endpoints)
ueanly 2 sisensAa
2.1 Fad3ANIaTaaInen (cytological
endpoints) Aa HANNIAMALTAGINENID4LINNAZN
1138 Pap smear AaUn# AnuRintnFReaRaAan
e HPV anaWugiieaiy HPY vaccine 7ian
Lf‘:lmmﬂ Pap smear LL‘]_I‘umﬁﬁy (conventional) i
aalalunsmsaadalsnifienansias 50 - 70 wazd]
raaLaslnIasa 15 - 30 Tunnsidenlss@vanm
PosiPTATTAR VENBRIAY (liquid-based
cytology) Lﬂuﬁ'}ﬂi‘;‘ﬁLﬁuLWi’]xﬁﬂfJ’va’JQ\‘mQ"]LL@xﬁj
NARLIANANNINLAN
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2.2 fTTamaiiaiEiadnenvisanensinen
(histological endpoints) Aa saeilsATina AR oun
CIN 1 (LSIL), CIN 2/3 (HSIL) wazaizSathnangnil
Raannidia HPV anaiugieariu HPV vaccine 7iaa
iesannize HPV wenannymiAmseslsAian
NﬂQﬂLLg"J faiInfnses Ainilirasnaen (VAIN)
LazinTenaen (VIN) pael FaviunsAtenlszAne
NINea9 HPV vaccine Tuunsasaazsausaalsa
FananTugaasannaneBimenme

AP SARTN ALY EANENAAY
WideResnnnEnasanslasainen maeithilse
finadlnssnEnesndlsfianu CIN 1 1138 LSIL a3
anqazufgsailuAet @ Nz CIN 1
uieauiusesTsaneunzidelnungn (cancer
precursor) LﬂuLWﬂ\‘m’]?ﬁm%@ HPV ?J@x‘iﬂ’mumqr]
i danilaiee LL@zéqu”Lm&i;@mz 70-90 ¥el
Wlaies naclanzdahnungniduitsndsyas
nmassirduilusanzanlumafiR ezl
Lq@ﬂuﬂuﬂﬁﬁ@zl,ﬁmLLmiﬁqﬂ;mmw‘?ﬁﬂﬁﬁumi
Ef«‘a”ﬂgfmngﬁmmu@ aunsyisangnapaily
NziUnuAgn Tneiluonasaanua iy HSIL
fradlunssneiite lulvseslsaruvTunzise
nuagn FeiuaTsaLszAn3nn 1es HPV
vaccine fivnzanae saslsAnauuziaise CIN 2/
3 (HSIL) Fiina N HPV maﬁuﬁ@mﬁuiﬁ%uﬁ%m
FaB 4 AT 09A N7 YN TUAZEN (FDA) LL‘V{\‘IZQMS‘E
auFnn Usvanaug il uazesanisaunsialan
(WHO) mu%ﬂumiwaﬁmﬂﬁﬁ HPV vaccine

¥
o o

1 v
Wanns dasiunziiainungn Aesaadnnianend
81 CIN 2/3 W3y

1. Lﬂu?@ﬂ‘ﬂiﬁﬁ@umﬁqmﬂmqﬂ (preinvasive
/precancerous)
2. luseelzninedlinisine
3. 5ﬂ‘qﬁaﬂﬁ?ﬂiﬂﬂd CIN 2/3 anas gtiAnnsnl
m@am‘a’*amﬂmqﬂﬁwmm@ﬂﬂﬁ;w

msAnsANNLaaaneLazlsEANENINYDY
HPV Vaccine

newfiazh HPV vaccine anlmiasiunsiin
e HPV Tuasailiduasmesnunimagey site
MaAnEnitetlsvunu e (safety) ANEAIN
1uﬂ1?ﬂ?$ﬁzugﬁﬁjmﬁu (immunogenicity) kag
tax@nann (efficacy) ynnatlasiunnafiage HPV
LmzmwﬁmﬂﬂﬁmmLeﬁ@zirlﬁlﬂuﬂﬁﬂum@ﬂﬁ@uﬂw
AnsiAeniu HPV vaccine unsaanidy 4 dunew
(phase) Ko

Phase | : AnMiNAINLIaBASE AINNUEN
NIIMBLAUBY LL@xﬁnamWIumimx%uqﬁéwﬁu
lemmmﬁmélmaiﬁﬁzgmmwLL%@Lmﬂixmm 20 -
50 AL

Phase IIA : Anwlunguilszannsdidemn
Fnrnzing fuenguassilmunuieszidy
3e&nann ANLaansis ﬁﬂﬂmwium':?mz:éu
QﬁémﬁuLL@:ﬂizaw%mwmmfiﬂ%ﬂmmmm'N I
iU (effective dose range) I%H@juﬁwaﬂlwﬂi:mm
50 - 200 AL

Phase 1B : ﬁﬂmiuﬂq‘uﬂixmmlﬂwmﬂ
Uszanms 100 - 200 AY eLszifiunnsneUaLes
vaeiAdufiauenng 7 fu Anwadssdninan
WReuifeusueadienlunisdesiuntsiinide
HPV UL AT ILazHLLTIL kazmsLieais

ANNHNEALUNFNIEAAINY LA NI TN
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Phase Il ﬁﬂwﬂuﬂzﬁuﬂ?xmfmﬂ,ﬁwuw
SMAUENNT5TT 3,000 - 50,000 AU WaAziL e
Feufuenaiieuiefigaietuiulssangnm
uazANlaaadauas HPV vaccine Taalaniy
UssAvanwlunnesiuseslsn CIN 2/3

Phase IV : Annlulszannsvinldduasann
isnmiirdueenunlmuas ietlsofuuasEiugi
Audaaady niavueiuazlse@nsninlunig
aefumnufiadninisaaninaiseslsanas

NzaTHzizalnuagn

sz@nsnmnuazanudaannauas HPV
16/18 Vaccine
nan1sANEsEAnsninuazanlannsy
4849 HPV 16/18 vaccine 11 phase |, Il hag Il ‘W‘Llfalﬁ
HPV 16/18 vaccine &
1.ﬁﬂﬁnﬂwzﬂﬂuﬂ%‘ﬂizéu@éuﬁu (immuno
genicity) mma\m?”ﬁ”uﬂﬁgmﬁﬂ%mm (100%
seroconversmn) TLALUR antibody 1um@u‘m 7
mmﬂmammm@ HPV ANB338 "R 20-100 11N
2.AHLaansde (safety) 4 luwLe1nn3919
Aeeriinguusauazlunuananaiasdedinann
n13aA HPV vaccine
3.Usz@nann (efficacy) zgqiuﬂwsﬂ@qﬁu
- msAade HPY 16/18 wuLifiunny
(persistent) ;“ﬂﬂ@: 90-100
- 30803A CIN2/3 Ua AIS TiARATNITE
HPV 16/18 ;‘ﬂf;lﬂt 99-100

Teangfiuuzdluan HPV Vaccine

al

1ge@ANENINUR HPV vaccine ﬂ:mﬁmi‘um BI3

b

a

ex 1NmmL‘ﬂﬂ HPV muummmmfmeﬂuﬂ@umqw

AeimAduRus alesiunsfiaime HPV uay
saelsnnaziinn NN Tuifaqiiu HPV vaccine
Hauiaendy AAnanwNNINIERUYRANTUGS
wazHisz@ninngalunisilesiunisfinme HPV
wazsaalonluasssasany 9-26 1 asuasanieny
wnna 26 1 eluRaeyamulss@nsninlunig
deariunisfiamie HPV uazsaalsnd uiunisan
o dl > aé o Id” ' a
Fr@enszaun (booster) flaluivayaA9TRA
Ay ¥ Ly o
Wals veyanfeylulaqiiunuansed antibody

' (%

flamataeiunngdinime HPV launuasguas 5 1

n15am HPV Vaccine
n"32M HPV vaccine 141am 0.5 Na. lNNanHiie
A0 3 AT Fat)

:I/ dl a o dl o A
AT 1 1 aaluwdunnvuaLaan

£%
o

ATIN 2 2R LUABUN 1-2 MAIRNNNTRAATILIN

Qe

ATIN 3 : anluAaEn 6 UAIAINNITAAATILIN

WBALNTLUNN9RAA HPV Vaccine
1. ietasiunisfinimia HPV aesiugiaemiy
o dld
rTunan
S % @ o y o T
2. Watlesiuseslsauazuzifeadanzaunis
AFTNNAANNNNIFRATS HPV aneiugLfen
o o a dld
fudadunan
mﬂuquwmmmsam HPV Vaccine
1. BJ‘VIS\m’]% hypersen3|t|V|ty mmﬁ‘iﬂivﬂﬂﬂu
qmu L‘ﬂu ?;IZWI AL adjuvants ‘ﬂumma i
2. mwumma‘u\i‘ﬁmmﬁumqv hypersen3|t|V|ty
a1nN"13RA HPV vaccine ﬁNLL?ﬂ
an Y b = v & 7 ! >
nasdlasin o vizeudundadnuesluiduse

= o A ' a ¥ A ¥ [ %
wernlunsandatu unnnilagaizenulands
dl a o a '
TuLsAIReUNIaRdATUlNaw
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HATALAENURINTan HPV Vaccine

Tnavilinnsas HPV vaccine Sanutlaenade
g¢ Tunuen1mnafeeiinguuss 89n1sTnades
flanaaziAmaulaun

1. @NNTINaIAENLBIN R ANSATY 11y 19a
1IN WA LATAY zﬁ'f;u‘lm&immﬂsia;ulm Lﬂu@ﬁ_j
F1p379 waznelilies

2. annsinll 1w o wutlssanausesas 10
sl luquussuaznglufloies a1nsau fiena
wille i 1andsee AavlaenAen aonGe LAy
Hufunuh etnsmantiguusuazne I laies

AUz TiAaTuadlumsILnauMsan HPV
Vaccine

Aaseiufelay Sun1siadaTuuaz/vie
ginaseaisnlaneunsiadrdudiil

1. M3 HPV vaccine lgnsnsalamauyunig
AIIAAANTRINE mﬂﬂﬂmm@ﬂimmmma‘uma‘mm
ARNTRINE mmﬂm@ﬂ@mmmmm

2. 38R HPV vaccine lgnansntiasfiunsin
da HPV sesilsAneunzise LL@:NtL%Qﬂ’WﬂN@Qﬂig
NNIe

3. nn3am HPV vaccine lua@nunsntlesiuna
Pap smear amﬂﬂﬁigﬂqm"m

4. 11588 HPV 16/18 vaccine luanansataariu
nRndevsesetlATRAANTE HPV zﬁwﬁuﬁ?ﬂ'u
wena1n HPV 16/18 a

5. ma‘fnm HPV vaccine ”Lsﬂc;‘]j@\muia‘mnﬂm
mﬂmmm@uu@ﬂmmfm HPV 191 Ananavie
nulsn “ac

1 (% |
aAaa a o o

6. N33R HPV vaccine luasianilniaurium

se#LUR4 antibody a1aazannan lugsavialyl
7. mﬁ’qmﬂ%m HPV vaccine e 1ﬁﬁQ?ﬁLWﬁ
muwummummu muwmuwuﬁmmmmwmm
nannIAnITe HPV PYEl 1% mﬂmmmmmuﬂ
@ummm m?u@u@uﬂumm (monogamous)
uasiinadusiue wuluaenls (non-penetrative)
8. AsaniaTuluAsL 3 A%s lugasiinviue

msmmﬁ'mnsmuzl.gaﬂ'mumgnn'@uu,az
URIN1920 HPV Vaccme
N1991 Pap smear NaUNIAATAT LT Ui
UseARnsimeduiusuazsssmnnsasadansas
Nziselnumgn
1. éidlanneRinAduive lusniunesi Pap
smear NEUNNT3ATATL
2. puAtTlnARLTLE LAY
2.1 0lalAgii Pap smear 1nauyiEesinly
ariaue Wizl Pap smear iNamstaAANIas
N:L?*amﬂmz_gﬂr{@u
- 0 watnG A1ansnandetule wazAdsn
RmAfANsaTRLNANANLAIERS LE
- ouadiaUng Iﬁ@JLL@‘S\/ﬂ‘H’WWNNWI?ﬁﬂu
Sﬂ‘mﬂLqu@wiﬂ;‘%@mLm:ﬁ%mxﬁﬁmﬁumﬁm
HPV vaccine s
2.2 pAAET Pap smear HUATDENIAN
LR Lmzmﬂﬂmnﬂﬂm sunsnandeaulavdsan
HPV 16/18 vaccine Ua3 ATENFLINNIAIARANTEY
Nng‘ﬂﬂ’mNﬂ@ﬂﬂEiij’]L@wﬂ szl HPV 16
uaz HPV 18 Lﬂummmmu%mmﬂmmﬂi”mm
30818 70 Nt
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4 '
N19MT291LTa HPV nauni1san HPV
Vaccine

1 v 14
luandunesnsaanide HPV (HPV test)
1 | 14
nauNN3aA HPV vaccine WaIAINNNIATIANLTR
1 Yo ¥ v
HPV luanuisnseylanmadinisfindaniuan
- 1 v v - v ~ 1 -
el namanisasalunauaniuenlaiiesand
¥ 1 1 1 v 1
nsaiae HPV ag luilaqiuize luimnnths Geenaay
¥ 1
wlunsRAmawLLFIAIIA (transient) @ 11901
il A a gl/ QI .
Tpalm visaidunnsinmauusdiuunu (persistent)
1 v 1% 1
TenaazALguLIILusenlsa CIN nalivive
a1qazveldiesfila uananniin1danismsaala
s v v 1
ATN90ITYANERUGTENTE HPV 1o n1e¥i HPV test
v v - - v
Tunauon aaaziinaInide HPV aawglaflan
v ¥ v
AnuanTanTale nannmaauTe HPY v
1 Yo 1 v LI}
au fluansniulsziulannluiliaa HPV ag¥
Unuagn LWﬁ?qz‘i%mmm@mﬂuﬁmmvl,fu?m
f;mm”‘w (analyUcaI sensitivity) mwam”mfmm
@ HPV mmﬂluﬂimmmmﬁmmmmw
(threshold) 1@ NNFATIANN antibody mmﬂm HPV
o ! o ¢ a ea A ' a o
m”l,mmmimm”mimiumqﬂgum Aunlueniae
1 Yo
u@ﬂmﬂum@mmm@miﬂmmmn@m%mmLﬂm
HPV wﬂmmqﬂ 13MIIAITE HPV NaunNsan
72| 1 1%
HPV vaccine azvinlu A1 lgane lunnsandpaugean
v v (-7
wn vinlunnslndatulunumu

ﬂﬁl%‘VILFIEINLWﬁﬂNWUﬁLLﬂ'J
mmwmﬂumﬂmmwuﬁmm a11N302A HPV
vaccine lo assiAsiing Pap smear NALUNRAALT
Vl,;ﬁ?umi@mmmmmgm mlpsumasnmvneus
snansoandeile uams s s Avianm

E4 ¥ L
1099ATURNAATANAINNALFAATE HPV A8y

P o o = ' ! = = ¥ =
LAEINUIATIUNINAY @EINVL?ﬂmNmLLN‘N“Wﬂm

v v
TATULAY ATIABNNIFUNITATIAAANTDINLLG
1 1 v
1hnuAgnessaNanenat

o~ al ! I~
am‘wLﬂslLﬁuiﬂﬂiiﬂnﬂuquﬂﬂnuﬂgn
NNAU
o vy v
aFanuAsiisi CIN 1nnaw o ladunissnenLan
#1813020 HPV vaccine 1@ Lmemmmmimw
mmmummﬁﬂwmmmmmmmmLL‘wmum
AR LE NI N AFETNNSRAEE HPV 16/18 1A%
nn9am HPV 16/18 vaccine uladualuimedne
wazanaazladsslaauuaslunislasiunisinima
HPV 16/18 uazsaslsanaunziiatinungniiia
A nEa HPV 16/18 waasnalaimianisan HPV 16/
18 vaccine aztnelasiunisRaEma HPV 16/18 @1
(re-infection) N1SUNsTR HPV 16/18 ANqANils
TgvanqantiveeciEiaynungn (autoinoculation)
uwaznIaunsaa HPV ligauau (ransmission)
ANLUZUNNIAITHAI NS ILNDAIATU L URFT
NALWARTNNUTLAN
A o o T ¥ p~ ~ X
AFINHINARUNUSUAIDIAARNTRAETA HPV
\eidika Pap smear RALinG vivawmeiiu CIN 2834
dl o a .if a dl dd‘d
MenfunN1IRAnEa HPV waznainnsas lsANasany
AdURUsLat AL laLN
Al o o T ¥ = ~ X
1. asnAwAdNRUsuAdYNALNTaN AR AT
oncogenic HPV In
N ! - a ' a
2. @piavangHINN 25 1 AAuLdmAenI a6
‘e oncogenic HPV latlszannisaaas 5
3. luwmazdazilaniamaima HPV 16/18 o
gzunnusaeaz 1-2
4. granengnnnan 30 4 alnnskinige HPV
16/18 azilantalusaslsa CIN3+ lutog 10 O

192N 988182 15-20
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5. 3v#1 antibody ANNNSAAEE HPV p1as99
TR VL&JZQ\TW’ﬂﬁﬁx‘lj’ﬂﬂﬁuﬂ’]iam%@ HPV 'l sed
antibody m@mmmﬂu 5-7 4

6. ALARAEE HPV LavmzaalunLide HPY
w9 azlalsslemiannnnsaa HPV vaccine

7. DuAeFnEe HPY LLﬁiLﬂumﬂﬁuﬁﬁluﬁiﬁH
HPV 16/18 @”vl,ﬂﬂi‘”(l:ﬂ%u"ﬂ’]ﬂﬂ’ﬁ"ﬂﬁ HPV 16/18
vaccine DuAEFAEE HPY 16/18 ugaaslenlssTemy
u@mﬂﬂmmm HPV 16/18 vaccine

8. leinnazan HPV 16/18 vaccine Uaaglamad
m?‘ummmﬁmmmmﬁm’mm@ﬂ@ﬁ n132n
Sevluanansntiaaiunsiiug Pap smear RALlnG
s

9. N"9Y1 Pap smear ¥i98 HPV test ﬂlfau?m HPV
16/18 vaccine AUANHA Pap smear azinfvise
negative HPV test AuloTunnesinlesiunnaglad

waaanUnATlnuagniseluiliie HPV fidan
NAQN WINZABNNIAIIARIANNARLAYN (false
negative) siaAARiANATA e

10. rilsatlan CIN asinmlvnanayan
HPV vaccine

- awdly CINT (@aann HPV 16/18 1szanny
s08az 20) Azazsely CINT wiellinauuaanes
ARTAT

- 2wty CINZ/3 (fmann HPV 16/18 1lsvanas
38818 50-60) ﬂfmf‘“ﬂ‘}:fﬂl,l,gfﬁmmmnﬂ 6 LADY
I Yo e T T AP

530 HPV vaccine TuasantinaAduius uan
@WN’]?‘QLL?JQZQG]?HZ}]:N%W]NH’]?M?’MWUL%’ﬂ HPV 7
'ﬂfmmqﬂ (HPV DNA) n1gmaand antibody m'fm,%@
HPV uazuaeImsaa HPV vaccine louTi 4 ngn
Fam9nsTi 2

A15719N 2 HA2RINITAR HPV vaccine TUARTNNIWARNWUE LA

HPV DNA Antibody NAYBINTTAA HPV vaccine

NARL NARL quAn1suaassealsniiiinaniia HPV anassatas 95-100

NAAL NALN giiAn1suae9saalsAiinani@e HPV anadsatas 100

NALIIN NAAL guAn1suaasn1sAuudusesisn CIN2/3 anad 9888y 30
a & X o ¥ g A o

NALIIN NALAN wWunsismaamase tulalsslaguainnisandaiu
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aa S

ammﬂi‘imm”ﬂmmamanmauu

HPV vaccine @m@giu category B tiasann’s
nevnsninsludmamaaes uAdieluSinnsAnEwLL
AILAN (controlled trial) Tuasagansan W0
fj“m%uz{f;ulmglﬂgﬂu category C v3e D atndls
Ao luuusinIvan luasasansan anazanindy

fAirnsanluszazidInaen nan19Ane lunyse

| ! v P v

WU andnanmInTudymAeassndelasy HPY
- ¥ -

vaccine UAzeNIANeW HNAANTUBINTFIATINLAY

nsaaantuuananeiy Tuifaqiudgslunsuen

antigens 184 HPV vaccine Wag antibodies

o v X o %y
Vl?’NﬂWﬂﬁ?ﬁﬂﬂu‘ﬂ‘ﬂﬂm’mﬂu’mwﬂﬁ“ﬂiﬂ LALHRNARN
HPV vaccine ﬂ?vﬂ‘ﬂ‘l_lmf;l virus-like particles 183
L‘ﬂ‘ﬂ HPV sﬁ\ﬁ,llllﬁﬂﬁlﬂ’]‘if\liuﬂ’]?ﬂ‘ﬂﬂ%‘mmﬁ]@
(nonmfechous @aiumm@mmﬂumumm
ﬂ@‘ﬂmﬂﬂlﬁl‘ﬂ%\‘ﬁfl’]?ﬂLL@VNW?QWV}L@EN@ﬂW]EIuN
ada a ¥ o &
ARNTNNANANNURAN

a Q
(72

ﬂ"lﬂ‘NﬂNﬂNﬂwﬂ’ﬂNllﬁ Lﬂum@mmm@\m’]mm
HPV vaccine LLmﬂW?ﬁl‘ﬂU@uﬂﬂ m@m@mq\mmmu
m@%u@ﬂﬂmm‘mmmmuﬂﬂm

a9

nzFahnuagniluiloyumeasisugundrAnyaestszmelne Tnanuidiusi 1

4 1
weanzilugsilng ameuanaasNzisalinuagnaa n3RadEe HPV laAnaNzis
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Breast Cancer Screening
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The Effect of Overall Treatment Time of Radiotherapy
to Local Control of Disease in Head and Neck Cancer

Rungarun Kittichest, Imjai Chitapanarux, Vicharn Lorvidhaya,
Pimkhuan Kamnerdsupaphon, Vimol Sukthomya

Faculty of Medicine, Chiang Mai University, Thailand

bstract

Backg round : Radiotherapy is commonly used in the management of patients with squamous
cell carcinoma of head and neck. Various studies showed the total treatment time effect tumor
control.

Purpose : To evaluate the effect of prolonged overall treatment time to the tumor control in
squamous cell carcinoma of head and neck.

Methods and materials : Data from 114 patients with histological confirmed squamous
cell carcinoma of head and neck (excluded nasopharyngeal cancer) were treated with
radiotherapy at Department of Radiation Oncology, Chiang mai University, since 2001 (2544) -
2003 (2546), attention in duration of response and overall survival.

Results : All 114 squamous cell carcinoma of head and neck patients were treated with
radiotherapy differentiated into two groups by total treatment time, group A:6-8 weeks and
group B: more than 8 weeks. Median overall treatment time was 55.8 days (range 42-88 days).
Overall 4-years locoregional progression rate were 47.7% for group A and 60.7% for group
B, respectively (p=0.3532). Four year overall survival was 98.7% for group A and 83.3% for
group B (p=0.4310).

Conclusion : The prolongation of overall treatment time trends to have poorer outcome in

locoregional control and overall survival.
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ntroduction

Squamous cell carcinoma of head and
neck can be successfully treated with
radiotherapy. But local tumor control can be
adversely affected by prolongation of overall
treatment time because head and neck
carcinoma is a heterogeneous group of cancer
radiation can induce accelerated

" This

and
proliferation of clonogenic tumor cells."
has been supported indirectly by past
experience which various fractionation
schedules of primary radiotherapy for
squamous cell carcinoma of head and neck.(w

A number of studies have highlighted that
tumor cell repopulation can produce losses in
local control which, particularly for squamous
cell carcinoma of the head and neck region
may amount to 1-2% per day of treatment. "
Similar in cervix and non small cell lung
cancer (NSCLC) which have indicated
respectively 1.6% and 0.8% loss of local
control per day of treatment extension.®”

In another prospective randomized study.(S)
compared conventionally fractionated radiotherapy
(63 Gy in 7 weeks) with accelerated radiotherapy
(63 Gy in 5 weeks) in the postoperative
setting with the rationale of reduction of the
overall treatment time reduces the risk of

tumor cell repopulation during treatment and

therefore improves the probability of
locoregional tumor control. In this study found
that postoperative accelerated radiotherapy
trend toward better locoregional control rate
and the prolongation of the interval time
between surgery and radiotherapy reduced
in the locoregional control.

| therefore conducted a retrospective
study to determine whether the overall
treatment time could relate to the local-
regional relapse or survival for squamous cell
carcinoma of head and neck. This thesis
information can use as data support for

further management in cases of this situation.

aterial and method
Type of study
This is a retrospective study.
Selection of study population
Patients with squamous cell carcinoma
of head and neck who received radiotherapy
in the Division of Therapeutic Radiology and
Oncology, Faculty of Medicine, Chiang Mai
University, Thailand between January 2001 to
December 2003.
Inclusion criteria
1. Histological documentation of squamous
cell carcinoma of head and neck.

2. Treated with radiotherapy.
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Exclusion criteria
1. Prior or concomitant malignancy.
2. Prior received radiotherapy at head
and neck area.
Metastasis disease.
4. Chemotherapy for treatment head
and neck cancer.
5. Nasopharyngeal carcinoma.
Treatment
All patients were divided into 1) operable
group who received primary surgery followed
by radiotherapy at tumor bed and regional
node area. And 2) inoperable group received
primary radiotherapy at the tumor and
regional node, this included locally advanced
stage disease and medical inoperable case.
Radiotherapy
All patients received radiotherapy at head
and neck region cover primary tumor or tumor
bed and regional lymph node by use three
fields technique, composed two laterals of
face and neck and one low anterior neck
irradiation and immobilization with plastic
mask. Total dose 6600-7000 cGy, over 6-7
weeks. Overall treatment time was divided into
two groups: (A) 6-8 weeks and (B) more than

8 weeks.

Follow up

The patients were evaluated the primary
tumor and regional lymph node response.
The most part of the patients followed at
one month; then two months; every three
months in the first two years; every four
month in the third year; every six months in
the fourth and fifth year then yearly. The follow
up was modified up to patients' condition
(performance status, economic problem and
distant from their home). This study was
stopped collection data on November 2005.

Response to treatment evaluated by clinical
examination and appropriate investigation on
the date of follow up.
Data collection and management

All data on cases of squamouss cell
carcinoma of head and neck were obtained
from ENT records and radiation oncology
medical records from January 2001 to
December 2003.
Statistical analysis

Locoregional control, disease free survival
and overall survival were calculated from the
day of start radiotherapy by Microsoft excel
program. Overall treatment time calculated day
by day from the date of start radiotherapy to
the last day of radiotherapy.
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The univariate analysis LRC and overall
survival were estimated with Kaplan-Meier
method. To test the statistic significant of

difference between curves uses logrank test.

esults
General information

From January 2001 to December 2003,
114 patients were included in this study. The
median age was 66.7 years. The most common
site of primary tumor was the oropharynx
(63.16%) followed by hypopharynx (33.33%)
and larynx (1.75%) respectively. Stage IV was
found predominantly in this study (67.5%)
(table 1). Thirty nine patients (34.2%) had
received surgery and post-operative
radiotherapy and seventy five patients
(65.8%) had received primary radiotherapy
alone. Mean radiation dose was 6282.56 cGy
in postoperative group and 6854.52 cGy in
radiotherapy alone groups. Mean overall
treatment time was 55.8 days (range 42-88 days)
(table 3). Mean follow up time was 726.62 days
(table 2).

Table 1 Patient characteristics

Characteristic Total (%)
(N=114)
Site of cancer
Hypopharynx 38 (33.3)
Oropharynx 72 (63.2)
Neck node unknown 1 (0.9)
Oral cavity 1 (0.9)
Larynx 2 (1.7)
Stage
I 3 (2.6)
Il 10 (8.8)
[l 24 (21.1)
v 76 (67.5)

Table 2 Treatment characteristics

Postoperative

radiotherapy

Radiotherapy

Number of 39 (34.2) 75(65.8)
patients (%)
Mean radiation 6282.56 6854.00

dose (cGy)

(5000-7170)

(5000-7400)

Table 3 Overall treatment time

Duration of treatment

Number of patients (%)

Group A (6-8 weeks)

72 63.2)

Group B (>8 weeks)

42 (36.8)
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Outcome
The corresponding at 48 months probability of progressive disease were about 47.7% in

group A and 60.7% in group B (p=0.3532). The probability curves of progressive disease are

shown in figure 1.

Figure 1 probability curves of progression of disease
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The four year overall survival was 98.7% in group A and 83.3% in group B (p=0.4310).

The probability of overall survival curves are shown in figure 2.

Figure 2 probability curves of overall survival
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iscussion

There were many studies that showed
prolonged overall treatment time effect to
tumor control.

A retrospective analysis conducted in
Japan, 52% local control achieved in oral
tongue cancer patients irradiated more than
35 days compared with 100% local control in
less than 35 days. This result indicated
prolonged overall treatment time associated
with loss of local control.”

Decreasing of overall treatment time of
radiotherapy is has been tried as a mean of
reducing the time available for accelerated
repopulation of clonogenic tumor cells."”
Data from DAHANCA study showing that a
moderate reduction in the overall treatment
time from 6.5 to 5.5 weeks of radiotherapy
increases the 5-years locoregional control
from 60 to 70% and accompanied with
acceptable increase in acute side effects. But
without any significant increase in late side
effects, commonly used in management of
patients with squamous cell carcinoma of the
head and neck. The treatment outcome is
differenced to total dose and overall treatment
time of radiation.

Study by Wang et al"” and Inoue et

(12

al."” and Quynh-Th XL. supported the result

that there was trend to improved tumor
control in T1 glottis cancer patients who

completed their radiotherapy within 43 days.

Wang et al.m), Overgaard et al.” reported
a higher failure rate in T2-3 laryngeal cancer
patients treated with longer overall time.

Review of 496 cases of T2-3 laryngeal
cancer treated with definite definitive
radiotherapy at the Christie Hospital, Slevin
et al.” showed that a time factor of 0.5-0.6
Gy/day was required to overcome the adverse
effect of accelerated tumor repopulation when
the overall was longer than 3 weeks. And for
optimal tumor control, higher total dose was
necessary when overall time was prolonged.
In Quynh-Thu's study,m no one failed when
the overall time was <50 days and the total
dose was >65 Gy. In contrast, 54% of the
patients failed when the overall time was >50
days and the total dose was <65 Gy. And in
high total dose group (>65 Gy) was more
local relapses when the overall time was
prolonged. Quynh-Thu recommened the
overall treatment time of radiotherapy for T2
glottis cancer should be less than 50 days.

In an important article published in
1993, Cox et al. analyzed the Radiation
Therapy Oncology Group (RTOG) database
of patients treated with radiotherapy alone for
stage Il NSCLC; they found that prolonged
treatment time was significantly associated
with worse local-regional control and survival,
0% 5-year survival in delay treatment, 15% who

did not have delay treatment.”"”
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Data from Fowler JF's review determining
the magnitude of time factor relating local
control to overall treatment time. In all but
only two of data sets, a significant loss of
local control was observed with prolongation
of radiotherapy. The median local control rate
was decrease 14% in only 1 week, 26% in 2
weeks. It is clear that modest prolongation of
radiation is associated with lower chance of
local control.”

This study shows the effect of the overall
treatment time to tumor control of squamous
cell carcinoma of head and neck at the Division
of Therapeutic Radiology and Oncology,
Faculty of Medicine, Chiang Mai University.

This retrospective study dose not confirms
the adverse effects of treatment prolongation

to tumor control.

However, the results of this study trend to
have poor outcome in prolongation of overall
treatment time, both probability of disease
progression and overall survival. Data from this
study is non statistically significant difference
because of small sample size and disproportion
number between group A (6-8 weeks, 72
patients) and group B (more than 8 weeks, 42
patients) and short time of follow up due to the
general poor health in this group of patients
(median time of follow up = 246 days). Longer
follow up time is needed to confirm the final

outcome of this study.

Conclusion
The prolongation of overall treatment
time trends to have poorer outcome in

locoregional control and overall survival
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Update Management of Hormonal
Therapy in Early Breast Cancer
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Chairman Introduction
1. What we have known about adj. HT from the past
2. Problems in clinical practice of Al. Adj. Rx

3. What we have to consider for Al. adj. Rx

Management of Early Breast Cancer

In daily practice,
after completion of

primary therapy,

What shall we do next?

Which patients need adjuvant Rx

to reduce the recurrence ?

What type of adjuvant therapy ?
# adjuvant chemotherapy ?
# adjuvant endocrine therapy ?
# adjuvant TAM or Al. therapy ?

What Factors have we to consider ?
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Adjuvant therapy
1. What we have known from the past ?

1. TAM

—> reduces absolute risk of recurrence by 11.8% at 15 yrs.

(recurrence rate 33.2% of TAM& vs 45% of placebo) (EBCTCG- Lancet’2005)
—> & TAM > 5 yrs of NO BENEFIT

(Fisher B et al NSABP-B 14- J Natl Cancer Inst’2001)

TAM 5 yrs. = Standard Rx

TAM = SERMs — both anti-estrogenic & estrogenic activity

Advantage

Dis-advantage
: Partial agonist effect on bone

: Partial agonist effect On Endometrium
—> reduce bone effect

—> CA endometrium
: Partial agonist effect on estrogen

: Partial agonist effect on clotting mechanism
—> Cardio-protective effect —> thromboembolic risk

(Osborne CK et al-NEJM’1998: Fisher B et al- J Natl Cancer Inst’1998)

At 2007 : Does TAM 5 yrs. still be the Standard Rx?

At 2007: Could TAM be superior to Al in any condition?
Pts. without CYP-450 2D6 mutation : TAM may be > Al

( Endoxifen = Active TAM metabolite from mutant alleles of CYP 2D6 enz.)
(Punglia RS et al- ASCO’2007, Abstr 502)
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Adjuvant therapy
1. What we have known from the past ?
2. Aromatase Inhibitors
# Upfront :
a. ATAC : at 68m — Anast. sig reduction of recurrence 17%
(ATAC Trialist Group-Lancet’2005)
b. BIG 1-98 : at 51m.— Letr. Sig reduction of recurrence 18%
(BIG 1-98 Collaborative Group- NEJM’ 2005)
# Switching :
a. IES: at 56 m. with sig improved DFS 25%
with marginal sig (p=0.05) in OS (17% in ER+ & Unknown)
(Coombes RC et al- NEJM’2004)
b. ITA : at 52 m. with sig improved DFS 8%
(Boccardo F et al- J Clin Oncol’2005)
c. ARNO & ABCSG-8 : at 28m —>j, recurr 40% (Jakesz R et al- Lancet’2005)
d. Metasnalysis of ITA, ARNO, ABCSG-8
WithT recurrence 40%; T OS 30%; and TTime to distant
recurrence 39% (Walterdonat et al- SABCS’2004)

AI>TAM in adjuvant setting :Als.= the NEW Standard Adjuvant Rx ?
For all patients ?

1. What we have known from the past ?
Which patients gain from adjuvant Als ?
1. HER-2 status

# P24 trial of neoadjuvant TAM
—> good response in HER-2 neg
—> poor response in HER-2 positive
(Ellis MJ et al- J Clin Oncol’2001)

# Interl Letr Study Group :For HER-2+;
Letrozole > TAM (RR 88% vs 21% p=0.0004)
(Mouridsen H et al- J Clin Oncol’2001)

# IMPACT neoad trial: For HER-2+;

Anast > TAM (RR 58% vs 22%)
(Smith | et al- J Clin Oncol’2005)
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# BIG 1-98 : Letrozole > TAM
in DFS & more effective in HER-2+ > HER-2 neg
(Viale- SABCS’2005)

2. HR status

# BIG 1-98
Benefit for Letrozole better both ER+/PR-
(HR 0.84) and ER+/PR+ (HR0.83)
(BIG 1-98 Collaborative Group- NEJM’ 2005)

# ATAC 68m.
Time to recurrence was greater in ER+/PgR-
( HR 0.43) than in ER+/PgR+ (HR0.83)
(Dowsett M et al- J Clin Oncol’2005)

# IES — no related on PgR status !
Note: Pts with bad risk, early relapse already dropped out
(Coombes RC et al- NEJM’2004)

3. Nodal status

# ATAC 68m
Greater DFS benefit in N- > N+ (benefit both),
(Buzdar AU et al- Clin Cancer Res’2006)

# BIG 1-98 26m
Greater DFS benefit in N+ (HR 0.71) > N- (HR 0.96)
(BIG 1-98 Collaborative Group- NEJM’'2005)

# IES confirm BIG 1-98 in N+(>4) > N+(1-3)
(Coombes RC et al- NEJM’'2004)

# MA17 DFS benefit in N+ & Sig OS gain in N+
(Ingle JN et al- BC Res Treat’2006)

AI>TAM for Node+; HER-2+: but ER+/PR-still unresolved
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1. What we have known from the past ?

Does adjuvant Als increase Cardiotoxicity ? A little bit, compared w TAM

# BIG 1-98 — Cardiac event Letr : TAM = 4.1% : 3.8% (Grade 3-5 = 2.1%:1.1% p<0.001)
(BIG 1-98 Collaborative Group- NEJM’'2005)

# ATAC 68m. — Non-sig. increased of ischemic HD with Anast over TAM
(ATAC Trialists’” Group- Lancet’2005)

# IES 37.4m. —Incidence of myocardial infarction Exe : TAM = 0.7% : 0.3%
(Coombes RC et al- SABCS’2004)

Does adjuvant TAM decrease Cardiotoxicity ? A little bit, compared w Plac

# Swedish trial = TAM reduced incidence of cardiac dis. Compared with placebo
(Rutqvist LE et al- J Natl Cancer Inst'1993)

# Scottish trial = TAM had lower incidence of myocardial infarct (p=0.051)
(McDonald C et al-Brit Med J'1995)

# NSABP P-1 — No change of annual rate of ischemic HD
(Fisher B et al-J Natl Cancer Inst'1998)

# Metaanalysis of 12 trials (27,790 pts) = TAM reduced death from Ml (HR=0.62)
(Braithwaite RS et al- J Gen Intern Med’2003)

Whether Als actually increased myocardial ischemia ???

or explained by cardio-protective effect of TAM !!

Does the potential cardiac benefits of TAM outweigh its inferior

Cancer protective effect 2?7 .........
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Adjuvant therapy
2. Problems in Clinical practice;
1. Upfront or Switching/Sequential ?
Complete data will available from TEAM & crossover arm of BIG 1-98
But, in the meantime at 2007 : 3 evidences
a. Punglia computer model : (10yr DFS from sequential RX)
1. distinguished 2 diff subgroup : ER+/PR+ and ER+/PR-
2. Switching > Upfront esp ER+/PR+
(Punglia RS et al- J Clin Oncol’2005) (Long BJ et al-J Clin Oncol’2005) (Burstein E et
al-ASC0O’2005)
b. From ATAC, ARNO/ABCSG & IES
Sequential better — fore ER+/PR+
Upfront better — for ER+/PR-
c. Hilsenbeck & Osborne computer model :
Sequential a bit better — for ER+/PR+
Upfront more better — for ER+/PR-
(Hilsenbeck SG et al- Clin Cancer Res’2006)
Switching for ER+/PR+ : Upfront for ER+/PR- ???

Adjuvant therapy

2. Problems in Clinical practice;

2. Is Als longer the 5 yrs better ?
We know : Most recurrence occur in the 1st 2 year
& decreased markedly bet 2 & 5 years
& slowly decreased to year 12
(Saphner T et al- J Clin Oncol’1996)
: Risk of recurr beyond 5 yr is high for ER+ > ER-
(half of BC recurred & death after 5 years.)
(EBCTCG- Lancet’2005)
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# MA-17 : extended Letrozole at least 48 m after 5 yr of TAM
— improved DFS (HR 0.19)
—> sig improved OS in N+ subgroup (p=0.038)

— benefit slowly decreased after 48m

Extended Letrozole adj. Rx for at least 48m after TAM

—> Improve DFS

But at 2007, the optimal duration of extended therapy is still Unknown !!!

Adjuvant therapy

2. Problems in Clinical practice;

3. Should Pts.with CT-induced amenorrhea be treated with an Al ?
# The absence of menses— Not always mean postmenopause status
Ovulation could be occurred without menses
(Braverman AS et al- ASCO’2002)
# CT-induced amenorrhea- recovery depend on age & type of CT
# CMF — amenorrhea 40% in younger, 76% in older
re-appear of menses = 39-55% in younger, =0-11% in older
(Bines J et al- J Clin Oncol’1996)
# Anthracyclines-based— lower amenorrhea than CMF due to
lower cumulative cyclophosphamide
(Minton SE et al- Cancer Control’2002) (Goodwin PJ et al- J Clin Oncol’1999)
# Als. may promote recovery of ovarian Fx

(Smith IE et al- J Clin Oncol’2006)

At 2007, No clinical data on the use of Ovarian Ablation with adj. Als.
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Adjuvant therapy
3. What Factors have we to consider ?

2000—2005 2005— 2010

Risk Factors is the main Endocrine Responsive
factor for consideration Factors & Combining
of Adjuvant Therapy with Risk factors

(Saint Gallen’2005)

(Matine Piccart- SABCS’2005)

2010-2015
Molecular Signature
(Molecular fingerprint)
is the main factor
(to be tailoring therapy)

(Martine Piccart- St. Gallen’2007

-ASCO’2007
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A. Risk Factors :
(St. Gallen’05; 22 experts; Goldhirsch A et al-Ann Oncol, September’2005)

Low Risk
Node negative AND all of the following

# pT = or < 2cm. AND

# Grade 1 AND

# No peritumoural vascular invasion AND
# HER-2 neg AND

# Age > 35 yr

Intermediate
Risk

A. Node negative AND at least one of the following
# pT > 2cm, OR
# Grade 2-3, OR
# Peritumoural vascular invasion, OR
# HER-2 +, OR
# Age < 35
B. Node + (1-3) AND
# HER-2 neg.

High Risk
A. Node + (1-3 N) AND HER-2 +)

B. Node + (> 4 N)

Factors we have to considered
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B. Hormone Responsive Factors :
(St. Gallen’05; 22 experts; Goldhirsch A et al-Ann Oncol, September’2005)

Endocrine Responsive
“ABSENT”

NO need for endocrine therapy
Endocrine Responsive
“UNCERTAIN”

Endocrine responsiveness uncertain:-
ER & PR low and/or any of following:
# PgR absent

# High uPA/PAI-1

# HER-2 overexpressed

# Increased proliferation markers

Endocrine Responsive
“SURE”

ER &PR moderate or high:
# PR+

# Low UPA/PAI-1

# HER-2 neg

# Low proliferation markers

If we combined these 2 Factors

ENDOCRINE RESPONSIVENESS 1.Which patient still
_— need TAM only?
Absent Uncertain Sure
2.Which patient
RISK
Low 4 ! need Al switching ?
Intermediate >< 5 2
3.Which patient
High 6 3 need Al. upfront ?

———— Add chemotherapy ——=
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