WD 2009/ 025830 PCT/ US2008/ 009932 TREATMENT OF LUNG
CANCER BACKGROUND OF THE | NVENTI ON [ 001] The present
wa@ppbiozesd on cl ai ms the benefit of U S. Provi sPOEE2008/009932

Application Serial No. 60/957,530, filed August 23,
2007, the disclosure of which is incorporated herein
inits entirety by reference. Field of the Invention
[002] The present invention relates to the field of
treatment of lung cancer. Description of Background
Art [003] Lung cancer is the malignant transformation
and expansion of lung tissue, and is responsible for
1.3 mllion death?RERfMEN&Qﬁ=ﬂﬂ 4Q?Eét is the nost
conmon cause of cancer-related n men, and the
second nost common i n wonen. [004] Current research

i ndi cates that t i npact on

ri sk of lung ﬁsgéeﬁggﬁgﬁgkq@&ﬂﬁ&%@i@ﬂge to i nhal ed

car ci nogens, es peci al |y tobacco snoke. The occurrence
[0®¥] | uff@e@rﬁse@t@ppwab@m@a@schweﬂtw&\d SoReovisisnelfyprligatienperial No.
60/$5 783004180 AGyAt £ 3007 e ditiosOfe ARRRA isindoflk RESherBRATHR entirety

gas and air pollution may al so contribute to the

bydé(?é‘?rﬁﬁnent of lung cancer. [005] Treatnent and

prognosi s depend upon the histological type of cancer,

the stage (degree of spread), and the patient's
Figleiof thiermeatiorst at us. Current treatnments include

surgery, chenotherapy, and radi otherapy. Overall, the
[002]ve- yYibarresanhinyeation eelates lo thbfirid ofisatmpa@blundiveneerar e

two main types of |lung cancer categorized by the size
DéSlpiRipRe BacdFsunafArt t he malignant cells seen by a

hi st opat hol ogi st under a m croscope: non-snall cel
[003300/() Laﬁgicarﬁ:mais|thet:mblgnénﬂtaguhioymﬁt%ﬁanldtmgansﬁmaﬂungﬁs& and is
reggontsﬂe f r althSJaS ql\i/ograéieair}\gg\g?r ? egnr%{%llyz a{'{p% Ehse ng?f cgc}n?rg!)r? %%use of
cammﬂagb&ﬂnbaﬁndnﬂmoqmbmese@ﬂmrnmacunseasewome@7] The

S (

0D RerepEE ot PcRBORE! e Aroith B et o risk of fung
cangefgisl Igng-wemt expasure 1o dihalegr earcinpgaas nasnecialy fabases : smoke The

RAMETRPIUNG BAricel iHBEheFAISRS BRI QA qmu@rwl binat
oIar e celun§ uﬁelcargﬁﬁona neﬁ%@? g&EE SHEET ( acom ation

OfQGPetW@%glw B 9GS P@F‘I’P'UBQ'U’@SV‘ YS9 contigute t@&‘tﬁaﬁ%’&?pmem of
mﬁ@b&mgar0|nona accountlng for 29% of | ung cancers
SO arts n the rger_ br

o s ThS Bt g Sangn SRR, wollognbNPe Sf e the stage
(dégrea otmmdm@m tHegpatibret's pedtrnaocasiatus. Lmlrgqnar&:itmélﬁﬂnélude surgery,
i e T
[008Ing. Thiestare egvain bfbes@télmmn@ern@moraeé bxat@s siz& aneappearance of
thé‘%ﬁ%ﬂ%ﬁﬁ?&ﬂéllg Ieerl'@)@‘/%pat uRESR] R RANE:- EQSI@/t(so%) and

never - snokers adenocarci noma 1S

sredirael rirqughlyy, 23%) LH'F@ gaa\ﬁgrer ThlsAclggmf!G?b@ oaplthough based on simple
hifeiBgesarielin 338 verly MpdHaRNAPIi@MiOR ¥ EQNREI haHgbmMaRBandipfognosis of
nmore common in female never-snokers, and nay have
thgdiseatent responses to treatnent. [0010] Lar ge cel
[06AT Ci MEthohSniallfoas lurgr Qinceae (Nacm:) é@@d@;ﬁéd’l@gélﬂér B86a0ke their
| ung. ca cers t hat e sur ace of the
PrpilHs PO Roeel preaheP A ARG R e g SPkspemaliutybiar ayamous
celldaty cadinontaademaaminpmasand Idurgsselblommarcmémam of |ung
cancer. It tends to start in the |arger breathing
tubes and grows rapidly becom ng
1
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quite large. The oncogene nost commonly involved is

L-myc. The "oat" cell contains dense neurosecretory
w@e@n0baw3o whi ch give this an endocri ne/ par aneoptBE82008/009932

syndrone association. It is initially nore sensitive

to chenot herapy, but ultimately carries a worse

prognosis and is often netastatic at presentation.

This type of lung cancer is strongly associated with

snoki ng. [0012] O her types of lung cancers include

carcinoid, adenoid cystic carcinoma (cylindronms) and

nucoepldernnld carcinoma. Metastatic cancers [0013]
(068 e | SAdaMeusl GRicMa aeceurtg faed%e PhleNg canash lsrsiests in the
IarPQr RbRGs btﬂ%”r&vﬁs QbwirnendaLof thérsléQu@Gﬂr@%hesgérﬁdiQ@wsw

iver, brain, and bone are
(098¢ s Pdenasafanoma B iheraes) CPmﬁgnéﬁﬁ%? o{ NGk . 2 a%lﬂ‘i'&? for 32% of
lunﬁ"@l’r@erfse nEs BForen WRIEK stais hbgr taé Yas-oxchamging swfaek of the lung. Most

oI Pl AR OSSRV e pSplesyho have
nebvéer satked (famee-swiokdrs't) eelepo @scimima isWenhosi nom_mom&trhmd lupify cancer.
A ?ubg)gpten? n r%fogeqrcgn(r)r%gttb A gr’onfljrlalaélpéotlérr&grc1r\roﬁ%u{ léﬁs}?% gctjrgl%)n in female

netvhesrmﬁers end gay ﬂnevea@ffasntsreswnamt ortpatmenh a cancer

Si f.
[0&%1 ggr EIESH (I:#ag?mg fs a'tQet- Igpcfvﬁﬁép roge gﬁi:(?%h% iﬁnt é\,\‘? of Iung Tancers that
@@ﬁﬁ&@ﬁtm%$r@ceafmﬁﬂugtaS|s t hereof, or a netasta5|s of

[081 Cj?UBgHaT%lﬁuﬁg'Eg;ce‘ @é@) 2R c%dz'ggt%eﬂ %51%3\Qma" )is aless common

/ US2008/ 00 cancer cells in a lung from cance
foapfilunananasrdlt tande tq sisrbin thejargeshippilipg tues spy prows rapidly becoming

quRtd Ergd. The bhétigené &o&f&nﬁh@lﬁﬁ%l@dﬁi satyafemhe afat el bMﬁalns dense
anount  of an i nmunonod or co

neur\cﬂqeqemjam@ps M\lph giv n@n@gﬁn &q@n&)ﬂastﬁz sy%c;rgms ras?cnatlon
It |rht&llhWf@gﬁﬁltlv@wdh,emi%ydpyomutaltlpmtﬁly cleriés agomatprognosis and is

fégfne(} as(tqt@é ?rﬁ?_ﬁ g%tipn ;EE;Y? ? rﬁ Jéagm{:&q% %ﬁpﬁl&%\gso%fage% with smokmg

[oa2] | edxherptypes yof pngvcsampersamdluu@r@rtpjmid:eagermnd cystlc carcinoma
stasis in a lung froma
(c h@ﬁﬁ%gﬁ@@g&ﬁﬁqm@uﬁ%n n atahe subj ect, or treat,

MebalY dancé@duce or at least partly prevent growt h of
said lung cancer cells, a netastasis thereof, or a

[o0BY astragivhg® a maem plé@é ﬂoSmleﬁas&sislﬁﬁm tﬁfn@l‘ﬁ i6 atheeparts of the body.

TIREASRB PO T B AN PREES R0 EFEERY T g meprgets rom

pritegpy ihg chnoeoitselfr omt h i n one study of one enbodi nent at

[o@‘hﬁmeﬁ‘ﬂ% rﬁﬁkgﬁ@% ed L.ﬁﬂé?ah f{'rﬁethgds%ﬂggﬂnfeﬂk #ovtrga%bcsravemmg

Inhibltlﬁgwre‘ﬁdUC"mige@wceDESCRI PTI ON OF THE PREFERRED
EVMBODI MENTS [ 0018] I n accordance with one enbodi nent,
t he present i nventSunmARYDFEBHE INENRONOd of
treatnment for treating, at |east partly preventing,

[obfkﬁ“ oy} 1,8Grq cerv%“ﬁx'eggeée%{‘ Sﬁ‘ﬁb‘ﬁer ¥ ho@%mtllééﬁrli&ﬁ 't8t%treating,

I MMuUNOoND ator co ound lan su
lnbb@ﬂ@rrawllqngaomamﬁst Restiyi rerﬁventlp@mmﬂ carﬁerc@rmataﬁta&s thereof, or a

m@ﬁ?@gb 'TPé"ﬁJﬁg frH?nea dind8anfsidsstnb NG, SABCHRSating iMRLIA), AiuSing or at

least partly preventlng growth of lung cancer cells, a metastasis thereof, or a metastasis of
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metastasis in a lung froma cancer outside the |ung.

The invention can be utilized to treat, at |east
w@aoogsspr event, i nhibit or reduce growth of |REIUS2008/009932

cancer cells, a netastasis thereof, or a netastasis

of cancer cells in a lung fromcancer cells outside

the lung, in a subject. In sonme 3 SUBSTI TUTE SHEET

(RULE 26) WD 2009/ 025830 PCT/ US2008/ 009932

enbodi nents, the primary |ung cancer tunor, or a ngjor

portion thereof, is renoved by surgery before, during

or after treat ment wi th a conmpound of the invention.
canoerze|s in aiinadieptianaercellz Bt e 4inorin asukipdrawrisgsadministering
toﬁlﬁ%%{e@ﬁ&ﬁéathﬁﬁﬁéﬂéc@&é arfURP6f ﬁmhiﬂﬁﬁi%@ﬂ@%#car}ﬁfo‘ém@fof formula A

Formula A R-NH CH (CH2) 11 C X 1 Il (A) 0

[0021] In Formula A, nis 1 or 2, Ris hydrogen, acyl,

al kyl or a peptide fragnent, and X is an aromatic or

het eRecyeIiNHe—ant bl —actd Chl) p—aefi~vadi ve t her eof .

Preferably, Xis Eﬂryptophan off D-trypt ophan, nost

preferably L-tryptophan. [0022]]|Appropriate

derivatives of theoaromtic or Qeterocyclic amno

acids for "X' are: amdes, nono-or di-(Cl-C6) N(I yl

substituted am des, arylanides, and (Cl-C6) al k3

tens

wﬁ’c{@{h nis og ?aﬁ :ﬁ@g[&%@ﬁ gfglﬁg ﬁtaa Bé?tEilelﬁégm@mp Shd 2?’5 érpéromatlc or
h%t@r@md Ifaara'ap Beidor a defMativs Befesl. ¢ awiodreah 'r&mﬂuted !09 @,raat b?éht partly

pr@&é?\'f@alda@ﬁb Qirféﬁll‘('amgeﬁéﬁglﬂsthe?b'&h or 3 MARBGORNZ YJr@XfVorﬁ%dcancer
- but yl oxycar bony Preferably the carbon of the

0‘{5?'%';99 &4hgithihe ﬁ”bl?fdror‘rﬂﬁét ﬁh'ﬁﬁge%%Pé?té%bPﬁW'bﬂPé?qt SW""”‘ of sald

lukdE€dhcBr defis, 2 méthsthsit thefbiof fof b @dtastdsafichecer cells in a lung from cancer
tereoc nf| uration of X [0023] Preferred enbodi nents

C‘Uf’PWPE’S ihHE SYBER as y-D- gl ut anyl - L-t rypt ophan,
y-L-gl utarryl - L- tryptophan 7-L-gl utanyl -
n- fornyI-L try to
N- net hyl - 'E%rRﬁSCLR'FF&QN BFHAlE DRAWINGS
N-acet vyl -y- L gl ut anyl - L-trypt ophan,
[0y16[1 glFig. 4 gydphDalyrdgpictythmns; growlb-imepEestudy of bre empodipbataf different
g 4 3-D-aspartyl -L-tryptophan. Particularly
Ferred embodi ments utilize
[0917n> glRig- 3gyarhically 4gpictpiener weiphtdn thgstidy of enerengpodingery gt different
dosayed 7. These conpounds, nethods for preparing these
cofpounds, pharnmaceutically acceptable salts of these

conmpounds j ' eof are
di scl osed EQ’B&?{ |@%ﬁh@R%%§%%@BB§M%QE rat ed
herein by reference. [0024] SCv-07, _
[0918D- glinieeneydante witky prephbedimer), the praspetinwhlion elaiestogfmethod of
tre-IAAEMOMSP @Hlalﬁ{go LY 1€ 9§r\tl\% rb?éveﬁ@rﬁs Grhibitingd |o‘r'tr§<!'06kngolrung cancer by

f!;'w aspartyl noieties was di scovered by Russian
n'éw'v%@%lwomdb'ét% aora&cawp HRAMRBImaliaR Bbieq). Hrﬁerab'v ahuman
pAteMer al i ndications in the U.S. by SciC one
Phar maceuti.cal s, |nc, Qssesses a nunb

(004 n ARG eFA' %FB\%ﬁ?d'Hl?PstﬁFi ‘B%BEF '%/5“{)% caneti %"\ﬁ‘%siﬁf's thereof, or a
m&aMabig in Mltngases daacer Auisivduiceldng. HhetoyenorlcanBdRATtelUd keeat, at
Ieﬁgﬁgﬂ g%lr?etgén pr ofblthFegioogér% ! né;f(r?l'é Ps%é %c%ﬁ%/aorgeggaa%s ﬁI%geof, ora
metasesis en¢amerzce(l$ in-Vingfrayd oarceocella ndtside iz lung depsahject. In some
expression by spleen | ynphocytes, and stinul ates
expression of Thy-1.2 on bone marrow cells. In vivo,
SCV-07 has a strong i mmunostinulatory effect on

5- FU-i mmune- suppressed anindals and in a nodel of

i mmuni zation with sheep red bl ood cells.
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[0025] The Fornmul a A conpounds nmay be adm ni stered at

any effective dosage, e.g., at dosages in the range
w®@Rooalzasso 0. 001- 1000 ny, preferably about 0. 1-BRODUSIP08/009932

and nost preferably about 10 ng. Dosages nay be

adm ni stered one or nore tines per week, e.g., on a

daily basis, with dosages adm ni stered one or nore

times per day. Administration can be by any suitable

met hod, including orally, nasally, transdernally,

sublingually, by injection, periodic infusion,

conti nuous infusion, and the |ike. The dosages may be
eralndimenis. dhe @rimary IRG CaNRSEs SUMQTr OF Ajreaier| Rﬂﬁt'onaﬂ%ﬁ?@fjgh removed by

sﬁé?@ﬁefg%r A%irRfor laftbafdatRENt AR &l dohripdLRNofMRY irbﬁntkbtnl l'i zed,
and other fornms of adm nistration such aﬁ] a r
[0fRdal i rimaIaPTBAUIBT SPEPOHSe Bt ?sq?f%e b 3?&%%?&8‘ invention
coPiies MhBunchldulatard 8f F&rhapexsi ons, di spersi ons,
tabl ets, capsules, syrups, etc., may be utlllzed.
[ 0026] Dosages may al so be neasured in mlligranms per
kil ogram ﬁgsages |n th range out
0. 00001-10 O ngy e pre er%BIy th| t he range
of about 0.01-100 ng/kg, still nore |preferably about
0.1-50 ng/ kg, and stil Qﬁre preferally about 1-2@)
mg/ kg. [0027] I nclude e biologically active
anal ogs having substituted, deleted, elongated,
[002p| acedn Feimua Adrigil 982, rﬁa@uhwreqerpeﬁxl iayboraestidefiagsment, and X
is Bh GRRHY bi Héteﬁ’Hgfbﬁ |'n§5!:|¥ o4 MrivafiveltRerbdtabref@hblpSRMs Liryptophan

derived peptide having sufficient

OFI%%.tﬁtW"\/\ﬁ“Pﬁ pesferaply LsiuptPPhehat it functions in
[062pSt antAp%'rddﬁafe"t%nSﬁWBs ¥Rbe Wohlatis blIsdt@BEycd Ainb AGidS AIFEX" are:

Bl TR - AL RS LIRg I A a5t A (G Gk or any

edtérs. ,@p;ﬂ’b;’matb:écysm alk§l rh@letisb@t" Rhdre Etir!aWyCFQd ot mrmumleq alkyl groups of

f ti
' Gabputh et R T Re 3o ol el Difbirarnagroys sven
ag cagtatbeBnyioxp ang t-butginkycerbop@r Pc&ﬂerablyxltf_temac@m aftherCH grogiershown in
YRR T HasPS" SA0ScBR A ABhETHAAL 80 2 2HERT Ha0REM om e
e present = inventl ments of the Invention
stenge¢andgursidssefaht i al |y continuously maintaining an
[06f3§| ect i iRy @fnb% infePl JERY, gﬁ)oﬁn&soﬁ}aﬂ yad.g.n the

patient's circulatory systemduring treatnent periods
glatmykL-ngdenhaabolugiugamyl-0; trypphau rd-gldamyodg tarmyltintrgtenhan,

NG Tl ERTER, N BB o By L Oy AbOASEST, ook
v—bglutarﬁmh@detdﬂbaE\ﬁelt-asmatﬂyl-lstmmm@mpam B-8-ashattyl-L-tryptophan.
Pérﬁ&ﬁg &%%f?rr?cﬁémg&]{lﬁ}}grﬁg g 8! g‘\@/’\; 'r' g@gtgéﬁ Cts%rxg rpes referred
tocwrﬁQ\thb uBiege wamnomdsemeihnds hepr®a$w863eTm®@h:E£T
RHQ%U%@QII}/ \QQ:e%%% ggft@ %?{Pleg érh&?cplg§élqg®$ %acéﬂlbéIQ%lﬁatlons

CII'CU ato separate non-treat nent

thereef @raglsgkosgd 'mtll ar Pajentcﬁq 5&16#6'8 inearRaraled Sereiroppeferense.
(085§ or dang@, wh t hy, B SRAQdBRSPhan! N8 FOT Mthibef GPMACUASSs of
I's contlnuously infused into a subject, e.g by
immincEeewaly dnogsthatpossgss niratutrmy ras - mﬂﬂylpmoratjas which was
dlé‘c%vér%d by %§§|§n§dlé}4tllst\é aﬁ@@ﬂe‘]%%hﬁne@%r%aey MAleveral indications in

fective anmount of Formul a A conpound in the
‘h§ ubi®c Py s SeiCtong| EPBW%V@G‘@m Inghe $PHYQEi BASSPESPSHE number of
infpd/nbrRdulglety daYivifdtin GV Ardiah GtreTESTNG-07 MbieBsédConlinduced thymocyte
m ni punp. Alternatively, an injection regimen of the
Formul a A conpound can be nmiintained so as to
substantially continuously maintain an effective
anount of the Formula A conpound in the subject's
circul atory systen1 Sui t abl e |n ectlon regi mens nmay
i ncl ude an | PUEATIBHTEWEIREN(RGLE 26) 6 etc. hours, so
as to substantially contlnuously mai ntai n the
effective amount of the I munonodul at or conpound
peptlde |n the subject S C|rculatory systen1dur|ng

gy . F A/




conpound, adm nistration will be for a substantially
| onger duration, according to one enbodinent the
weoemwbiozaseus | nfusi on of the Fornmula A conpoundPCBHUSIN8/609932
treatnment period of at |east about 1 hour. Mre
preferably, continuous infusion is carried out for
| onger periods, such as for periods of at |east about
6, 8, 10, 12 hours, or longer. In other enbodi nents,
continuous infusion is for at |east about one day, and
even for a plurality of days such as for one meek or
nor e. 0031% I n, some enbodi nent s, For
ar&’deﬂ?ﬂﬂ%‘e PY 'f?faé@@»r\'?‘”‘?%e%tco’bﬁé’r‘%@‘é‘l‘?{qf'E%"I‘ W'h‘@&%’ﬁf‘%ﬂypéand IL-2

rebé;ﬂblﬂ SkpFeRbibh 8Y sple&f fmphodyRisCind SfmulateS 8%dr&8bion of Thy-1.2 on bone
or . simlar conc

AR S SEL i R B AL 28 s
suppaisecdhiniyaigadin a tholdielldd Onrghmitatioh OMB Zhedd fed Bldodeells.

A
oS e DR R RS 5 Af¥eosese. o0,
atFmsagdsan Ahec camge wh dbalt $c00d alrﬁ)Ob eng hneferiablyeabedt 011100 mtghamd most

pr@%%btlysaboﬁp 0 ragxﬁtggéﬁo% wy{ Bgacm:uﬁgI ?&{1 a)?gn}o?%%! et?Vv%ek e.g.,on

gent’s 1 nc apy agents
a {i@l@@a?ls Ralbidasages administerecioing erinare firaels gy dayn yAdministeghbe can be by

arWEELn@gle rﬂ%g&t m@lﬂﬁlnﬁ LUrél@b In§sall9 oﬁ?&%eﬁﬁéily d Qﬁtﬁiﬂguaﬁlg g wn?rgection

adm ni stere exang )
perigricnfysien. egntifuoys mﬂssefgb af“éf’@ Itk lpﬁ)%sagﬁﬁﬂay;beladmm-stered by

infRh B30I MiecBE 4 aﬁﬁ&%ﬁtdtﬁ&? 16418 dhjeGioPHRP HIIdSSFmRNBE ltilized, and
RULE 26) WO 2009/ 025830 PCT/ US2008/ 009932

oBRNPHTS Pl AERINISraloneRuaHAEOraher PaRR! dekion OF ofalynggstion may be
erfiplfyad. ALAI$HIs AsAdtib ) SEspRAsiGRPaEESrslobes el capsules, syrups, etc., may
bqgﬁ%%istration, separated by a day of non

'stration of radiation. [0035] Chenotherapy
[ooz@nt s tDr&hgemy&abﬂs«aﬂbnheézme&hadmhgrams bEMbgrem; witledpsages in the

rag{;é) ?g O\MB%OB@ 16:(% r“y kg lﬁ/ﬁ\o&o&gf% %ﬁwftl‘ﬂr? ri%u%n?é‘ ¥%f about 0.01-100

e chenbt hera ent’, suc
my/fked stithmotanpreferaby atouhQ. 1{50fnhgjlcgr end smh nhor(e praferpbly BHOWE,1-20 mg/kg.

[Oaigi‘{ or tlh&u&dédka‘?e bl&éﬁﬁalﬁpﬁ{ﬂ% al?\gfogwa §tituf§§ydekl’é?ed elongated,

ni stered at any sul'ta age da
replaggdrarothenyisendifigdpabiees waich pees b@aﬁtw'w(?ubséarﬁplhe%mﬂar to that

of'”Stf\ﬁOT] €. @XéWQbe-O]? deﬁb&f tl@é h%%ﬂ@k@ﬁ@hﬁ%?%ﬁhwc‘jﬁ such

ition

thf"Wth"%‘ﬁ'@P? 'PgH'%%{?”t'a%thﬁﬁ?’B@WﬁW't"LSLL%F?@‘E'?\'g ti% spmeactiyity as SCV-07.
[obdgy | i | i tAcordigy tSURSEHBSRASIR, a FIAMBIaaebai sbule Wiag bk @Bminitered to

a \s/gb?etcrt] SO §su (o] sulbgtantiany continuously maintain an effective amount of the Formula A
compound in the subject’'s circulatory system during a treatment or prevention period.
Although much longer treatment periods are contemplated in accordance with the present
invention, embodiments of the invention include substantially continuously maintaining an
effective amount of the Formula A compound in the patient’s circulatory system during
treatment periods of at least about 6, 10, 12 hours, or longer. In other embodiments,
treatment periods are for at least about a day, and even for a plurality of days, e.g., aweek or
longer. However, it is contemplated that treatments, as defined above, in which effective
amounts of the Formula A compound are substantially continuously maintained in the
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[0036] In this study, SCV-07 was tested for its
inhibitory effect on growh of nmurine lung tunor in
w@200bBLB30M ce- A total of 70 m ce were inplantBdI/US2008/009932
subcut aneously with nurine Lewis |ung cancer (LLC)
cells, followed by treatnment with SCV-07 or
cycl ophospham de (CTX) alone or in conbination for 14
consecutive days. SCV-07 was adm ni stered daily by sc
injection, 7 SUBSTITUTE SHEET (RULE 26) WD
2009/ 025830 PCT/ US2008/ 009932 while CTX vvas
adm nistered by ip injection every other
subigEtfl circglatg YRy pis MK be; mrate@yd@p-trfatmﬁ@hwpes of@na@porzi'fferent
dufatdn20 ngl kg; Goup 3: CTX 40 ng/ kg; G oup 4: SCV 07 5

[0(%4 tg’ pﬁagc%efﬁgnﬁgvcv:v 07geln?t@dn‘%|{| -}he F@@ylagoyco?@/ohlﬂyi ksg;ontmuously
inkaétSm@T%mﬂ@edﬁw ggﬁy Tﬁkﬁgéno\d§||nﬁlﬁl§ibrﬁlﬂdruky)tﬂnﬁ_tMtrgdﬁﬁ peRdd so as to
asuy three da

hts .were .
su agt Iéaorﬁlﬁu T%lnt(awe%r} %ﬁ&veﬂwunépf tth‘é?o&wag éfcomgund in the
subjetiithytircIBI08/Ayst@h: Jhginfusiortrhay tearrie oot bytdny ssitabtmeans, such as
byijl rﬁg\%&gl{n& eﬂﬁerna v?elrygghl uﬁ;&%‘d r'géllglaeﬂyofgtﬁﬁtbg)rrglﬁla vé ggr\éggmd can be
maintginedl @ asto sdbgté lmabymgnllwsmmta@@wemébtm aneury cbthp §ormula A

co%@vu%u?ﬂ'tﬁe gub‘}&ﬁ‘% c%ulélé\l?%stghn %lﬁ Ie E?edﬂ?r gef#frﬁ)cgar‘s rﬂéy include an

con

injoetinacdery 1%, 6. reéammeOgﬁS@wsww}é@O@tmp'gﬁw m?'@bwn the effective

anfiR f SIRE minfunBRAYuYRH &nﬁpouﬁg B@ﬂid@l rl the ktﬁbjé&‘gcﬂ:{l@w?y“?system during
adm nistered wth a high dose of 0038] For the

the tipgdegr Rk, on day 3, all of groups except G oup 4

[OéﬁFV\Ed itAbughtit i%@ioht‘émpﬁité]i%faﬂ ARG coMtiubid infURiofof thEBsrmula A

une co ared to vehi ¢l e cont
coB POt ACREAIon Wi Fe bbb BRIl loRSRE dubaibp; Sresane one
enblstdinfant (Be@aptintiou§anfusndf tiedFofshald P coémps traiie tralv@atment period of

ath%gb\%)étu{ ‘EEqur?ﬂ(\oE%a rle%%dbl al lrtlﬁﬂgl}l'lso éfugpﬁ?sp c&er%r’q %Bfr??or Ironger periods,

sush ze $or pleriadd of gt teapsaboai 6, 85t1at 13 bowral drjorgiey ninfatieaimbpdiments,

co?ﬁ{m]ohg fnfdsl'}ﬁﬂ? fé” tg*rjlga%l ﬁgﬁl 08?2% éﬁe\g?i}ﬁo@m@ﬂraﬁ ﬁ/rﬁ‘? Ba;hs such as for

onﬁe'mebloen@tmt rol group. The tunmor weight inhibition

[Oéiﬁﬁ e of |IG Sthe ZembIRHENS, 158 OtRmfila A Gddhpound i@u?re@ent in a

nd Go 7 were 45.54% (p<0.01), 90.25% (p<0

thH“W%“(%EQCOSP')ab‘e@GU'é g '?rp%‘@h@f)"’aie’f% 'W}G”Q [5’9@)3'@‘19"’%?@'"9 or

suﬁ@arﬁéi &&&ﬁ@a&&% with®SP@Rbd ¥edbbut .6039000 \f Qi/ﬁip Aford! Blefiiably about
the tunor nodel used in this study is valid because

0.9-400 gp/enlgr oup showed significant tunor growt h, V\,hl I e

ositjve contr ru X eff du
0fof oo S oL Eonie ot it B A5G rbltRe cose-
tntnmgén(@ppeﬂmentm days si gnificantly inhibited the t unor
[0931’38Wt h. T-Eg'p)rrnlﬁﬁl'a Mhnhra?&t &ql @5M1n§he\9&{ ﬁ/ith othe][ a?ents For
ni ficantly reu I'n conparison wt

exahpley atithctreatrpenis rqﬁlcagmnmlch Moeelsviaglude geerneherane @gents and/or
,83,5%:}; ment of CTX at the suboptiml dose (20 noy/kg)

wi th high dose of SCV-07 (10 ng/kg) showed increased

t \/ t h V.

[O?ﬁit X @%\H?ﬁﬂ 82% adni @Etﬁﬂe‘a% égg/%wté@@ﬂ@hoﬁu?ﬁdnétt#@ suitable
d@aﬂﬁ:@ﬂd fsgage fagimek pivinistered ipieeptti afforaexagiple. radiation Gan be
addibibtelddBY adtﬁd&?é NaleUBQ apFB%RELeCT XGl/MinlRE daB radiation can be

positive contro The 8 SUBSTI TUTE SHEET (RULE 26) WO

2009/ 025830 PCT/ US2008/ 009932 conbi nation effects of

SCV-07 and CTX is also testeel to determine if there

exi sts additive or synergistic effect. Materials and

Met hods
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Test and Control Articles [0041] PBS was used as the

negative control article (vehicle), and CIX as the
w@o®on2asa0 control. CTX was purchased from PCT/US2008/009932

Sigma-Aldrich and aliquoted to 10 ng/vial. PBS was

added to achieve the proper dose |evel as indicated

in the study design table. The fornul ati on was kept

on ice, protected fromlight, and used i medi ately.

Test article (SCV-07) is dissolved in PBS to achieve

t he proper dose levels as indicated on the study

design table; kept on ice, protected fromlight, and
adsaipigterach for pxaiRie. m«;@ dosessper dp¥ ele?rd afRP UM PHEPSSRILISRAAS days of
adWﬁl’sﬂf’&loh%a@@éEWa g8} bfsnoh ladRinidtRA4r bf Abilatiole Lew s

| ung cancer cells were obtained fromthe Cell Culture

[06%!]‘t er %henﬁh&%@?zﬁ%mﬁ%&f bemlﬁi's’tlere%% S%Sﬁne@%ﬁnen along

Bel j a) he cancer cells were

ada
wiflihes e A EEPEERdY iBClydeanysuldie FReraeterapy aat Srué\“ é? without
linhi@itiSE EsbRbin B-fuckodraé&il (§LRIDTIC, 4Ma/d ehd likad Spbla&hé?ﬁbthé'raﬁi agents

Syst 0043] Thirty-five male and thirt f|v
AL SRR M REPIe OsRaEe il BosPae b Inoginfpss setforn
nnlthﬂﬁéXamﬂes Hefeih.abor at ory Animal Science, CAMS, Beijing,

P. R China. The animals were six weeks old and
Exsighed between 18 and 22 grans at the start of the

study. Ani mal Husbandry [0044] Animals were
AlSBr&limonoused i n aut ocl aved shoe box cages with

aut ocl aved wood chips as the bedding materials. The
gmeaper at ure of Chgoghdspmimid®om was nmai ntai ned at 22 to
25C, and the relative humdity was maintained at 40 to

F60% A 12-hour Feghbllz-hour dark cycle was

mai nt ai ned exceg when interrupted by study-rel ated
%vents. Animals e fed ad libitumwth sterile

ter and Beiji AaXi.eLi Rodent Diet (certified).

%? ani mal s mer@gmggc?é%ated for 3 days before tunor

jhnocul ation. 9 RERSFtoNEdIE SHEET (RULE 26) WO

2009/ 025830 PCT/U82008/009932 Experi nental Procedures
Kgunor Cel | AdapKidgran [ 0045] As per aseptic tissue

cul ture procedures, one vial of nurine |ung cancer
lcel I's was thaweengdthd centrifuged at 1000 rpm 20-25C

for 5 mnutes. The cell pellets were suspended in 0.5

nor mal sallnMaFNS) and subcut aneously injected into

[Lhe right axillg.of each nouse (approximately 1 X106

ceIIs/nDuse) en the tunor di aneter reached

sapproxi mtely lsgkdutardebgs ani mal s were eut hani zed with

COQ2 asphyxi ation and the tunor was excised. Tunor
Szl ls were susPndad Daviatior mal sal i ne as previously

descri bed and the cell adaptation cycle was repeated

Wne nmore tine. Wi$Br Cell I|nocul ation [0046] 1 X106

LLC cells in a volune of 0.1 nL of normal saline were

subcutaneously injected into the right axillary area
s@hmbRe nouse. The day of tunor inocul ation was defined

as y 0. Study Design and Treat nent Regi nen [0047]
[0636] Dayn fhis $thdy, $TVa@H wasvested feridarhilzedy effeécbors goath of murine lung

u i gh that . ,
tum%)r m%ﬁrHquHc &Stogﬁ(?% nf Qe \}verg lmpl?rqgclq é@g%n%éusﬂp\m‘h@unne Lewis
lusg cpmcen (taﬁldeys dh)llbfwed ereairmgmtgwth SCV-07 or cyclophosphamide (CTX) alone
or in combination for 14 consecutive days. SCV-07 was administered daily by sc injection,
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groups. Dosing was initiated on Day 1. SCV-07 was
adm ni stered once daily for 14 consecutive days via
WG aimeMempeoUs (sc) administration in a dose voP@IESWNS/009932
0.1 nL/20 g body weight, and CTX was admi ni stered by
i ntraperitoneal injection every other day at the sane
dose volune. The vehicle was al so dosed once daily for
14 consecutive days via sc admnistration of PBS at
t he same dose volunme. Treatnment reginens for all
groups are outlined in Table 1. 10 SUBSTI TUTE SHEET
(RULE 26) WD 2009/ 025830 PCT/ US2008/ 009932 Table 1:
whilealwad adraigistased bn i INeciap 99e9i Yherdayulp tetek {tgrips were used:

GMua‘qer/eméle E@%u Q: N&xmp?g/lkg NoFsag3: @wu%osmt@ erulﬁai scv-o7 5
|
R ,%\? %mg% éwpfogéfo?{tﬁrfaw aBys §\f§&§o e Group 7.

S@w-()? no hg@‘ﬁ%hﬂbwmﬁg/kg TIOm,or et)llﬁhe’ aﬂd)bodg waidhewedayeabured every
IR e e e 015 @Glond da 3 pp g o he

stedyc., 10 daily SCV-07, 5 nglkg, s.c., daily 6

[Oggi])b S@%;oblgﬁm% 6he LCTLESBZQf tﬁg K:%¥ %Porﬁ%l’ degazflf%vﬁs %'gtdfg?ﬁt@ ‘raniany group.
M@exvep Qhergakigfical regults 01 Dodyemfys dhdved r@agigrmﬁahmfter@mce@ﬂ)etween
SE’fW-b‘Y a‘olr‘lg‘# LF faﬂﬁtveil ng%glm g@t&]ggm%&gtuﬁ{}g} 2 @\f/ Ot7rb‘1°'| animal

unor Si zes an anlna S

Qf%ﬂ”'e Hecestipssdireneday 8 omupsts, il ttmﬁsme@ﬁ @r@uwﬁea@qweéda i{gnificant

déeﬁslals@ﬁfbo@p el d)ésg@d.am tn Y grduab ﬁﬂﬁtrﬁHtéfe@ @Atﬁﬁ@ﬁgh DRk BRETX.
nortalit % wer e noni t or ed

[0p38 or E@Hx‘e@'{“o’[%w&!ﬁo" #He éHPWP%P%@?C@N&[PH%H|SE%edo§}a"st'°a"V
s.&%aﬁﬁﬂwmﬁﬂtmﬁor vaind éwndawmb@rw £(vekigiesRetrol). On Day6 only

REP Y A CouRrE SRR IR R 25 7 Pl S croue 7
srbwagWWmItm»(WmDéry/ 2, bmgmeﬂ;s xeaprGroop dsBowethihbiirthildtion. On Day
1%@{9%4@ t%m%%ﬁz@? 3 %IEA}% %%e &%3%@9 a{gﬁﬁ‘gil:%?lg%@élﬁ&hg?\gmup 1.0n
Dayet, 8egneanltonvs Weioiss Jof Mﬂeeeémem‘WQL@SMee lowanthar thleywgbicigreontrol
gr&lik? Tﬂé%rﬁgr E)é‘é‘f\?lﬂhgﬁsmate of"(ﬁ’ghﬁb %rogﬁ 3 Oé-r%ﬁp 4t @r%ug 598#sup 6 and

recel ving enot es

rea
Groge ¢ WPWg“fS’é}‘x%dW%tﬁﬂi% 89925%T§p<0[00®511q 08Ph Pz 9'4' ﬁgﬁe% (p<0.01),
489é7f°/?@§<0<b‘1 )5%/6@83%3.%@ ofe@pé&.vém corrbl nation with CTX

al so eval uat e %ly r% The t upor We?c*.H
[09)1‘9] eaé’h%&@"mﬂa‘% tyra m&auwe,‘ s v 5rald Becaysg vetigle group
shoBd Bighifient fmtcxa gmﬁmﬁs WIDé thepiogifite suntrolchlgOT " leffektively reduced the
Ao Baly dohRSal 5N
tumor growth. Bai yadmlnlstra ion o V-07 (10 mg/kg) for 14 days significantly inhibited the
tumor growth. Tumor weights in treated animals were significantly reduced in comparison with
those of in the vehicle control group. Moreover, the combined treatment of CTX at the
suboptimal dose (20 mg/kg) with high dose of SCV-07 (10 mg/kg) showed increased anti-

tumor efficacy.
Introduction

[0040]  This study tests the anti-tumor effect of SCV-07 with murine lung cancer model to

explore its potential as an anti-tumor drug in lung cancer. CTXis used as positive control. The
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below. I R(TW)= (Tunor weight vehicle - Tunor wei ght

drug treated)/ Tunor wei ght vehi deX100% 11
WEBY0SBRTE SHEET ( RULE 26) WD 2009/ 025830 PCT/US2008/009932

PCT/ US2008/ 009932 [0052] Mean and standard devi ati ons

were cal cul ated using Excel. Statistical Analysis

[ 0053] Inter-group conparison was perforned in terns

of tunor volume, tunor weight and body wei ght, using

a student's t test. P values of |less than 0.05 were

considered to be statistically si gni ficant. Results

and Discussion Mrtality [0054] ani mal deaths were
copthirationr gffects fIRC&PY) g@;d CT%—W tgt%to[d@m]nep{ép@re exists additive or
syMBRRME epEit data of tunor size are listed in

Appendi xes 1-10. The cal cul ated tunor inhibition

rates an tistical conparison of each treatnent
M@ﬁeﬂﬂﬁa%?"@ﬁ?%ehl cle group are listed in the Tables

T%tg &h rot,gm%gesgrowth curves are illustrated in Figure
’gj umor vol une data, all groups except

[064”19 up P‘Bss\b%&dséélﬂe fnb&ﬁﬂe cbﬁlﬂil Qhkleqverﬁtlee)t Hﬁ? CTQV&%Q positive
bitio

cqggyl @T)y( ms M§h@pedtfr|qg1 %@ﬂ Atkﬁﬁla pngelgégteg]lo 1Q§1gl\ﬁlﬁl BBS was added
to@chidik tBe %Fdi)e@éﬁepe\kl weindicatedtd the swal bysigi @blef Tieafdtrhiation was

B BB B e Py e E U § Wosoveo

PB® teadicat itisd pmabd dosesevglsi sl indicdtéd ors thel stdy debsign tdbieykept on ice,
1 Day,. 15, unr sizes of all groups were
prg{eggagrtorrglgl%ﬁ?n ({mﬂg%h e%'?‘ral | er than G oup 1.

Anong corrbi natl on treat rrent groups, high dose of
TT%% Q%m hingpy effect with CTX. Tumor Weight

S ata 0 turmr wei ght were shown in Appendi x
M&ﬂnenglc%nséra@é||§1(m3I conparison results between each
of treatnment groups and vehicle control group are
(004 ul MwideiLewiabihe Cﬁncer/ts"%W@w*pﬁtain%@er the GellCultaeenCenter of
Cﬁ HggerAéQ%H?BﬁYlga@a? @E%Hcé% é@unﬂg pagl Clﬁlﬁ@aﬁ'ﬁ@ﬁncer ells were

roups ower than t e vehicl@ confro rou
tﬁsirm pﬁmlkiﬁm'@mbqfer@eee inexgednpntoFleasegetssto S@t'ewﬁ 341 for details
O,Q@Lgaa atié@oup 6, and Goup 7 were 45.54% (p<0.01),
90. 25% (p<0.01), 18.08% (p=0.07), 30.60% (p<0.01),
48. 57% (p<0.01), and 62.63% (p<0.01), respectively.
Tdsisystemas no statistically significant difference in
tunor i nhibition between Goup 2 (CTX 20 ng/ kg) and
[0G#3dup Thirydivx nzte ang tRigy-fivesiematerhem ity nrigg . CoRBLEINICE were received
frérﬁ%’\é mgt'it@tbtdf @.anfr@fo?y ArmmngHéhcg CAms Béﬁn%@ﬁTbﬂ%EThe animals
26) WO 025830° PCT/ US2008/ 009932
WﬂF@/SIQ‘gNeﬁkSQ‘Q CUhd Vﬂ'ﬂ'\?ﬁ/bﬁljﬁeeﬁé§ gl 22063 3|t start of the study.
significantly greater than in Goup 2 (CIX 20 ng/kg),
i.ndicating an additive effect when using CTX in
A’&'B‘ﬁLﬁ%;’ ey with SCV-07. [0057] Figure 2 illustrates
I
[ gt Tay al e‘ﬁro%?go@ﬁg I| gi&&?’a':vgggre ﬁﬂ(}gtegflvg Q@ogaved wood
chigsi agibe r"@?f@fr'ﬁls p tempesatarg of WeAﬁMm%\sama'wmed at22to

25F@eand @r‘élﬂelbﬁ/e(ﬂunﬁ&@t\hé‘stm&iﬁialrﬁe FPA0 t580Y o 126k I|ght/12 -hour dark

treatment group versus vehicle groulp are listed in e
cyp@mta@gnagnti ed except when interrupted by study-related events. Animals were fed ad

libitum with sterile water and Beijing KeAoXieLi Rodent Diet (certified). All animals were

acclimated for 3 days before tumor inoculation.

9
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[0059] As shown in the tables, there are no
significant differences between each of treatnent
w@e@apsssand vehicl e control group on Day 3. OnPCHYSHNS/009932
Goup 3 (CTX 40 ng/kg) exhibited a body wei ght
inhibition rate of 10.82% (P<0.05). There was no
significant difference of body weights for other
groups. On Day 9, the inhibition rates for group 2
(CTX 20 ng/kg), group3 (CTX 40 ng/kg) and group 6
(CTX 20 ng/ kg + SCV-07 5 ng/ kg) were 12.35% (p<0.01),
16.12% (p<0.01) and 7.22% (p<0.01), respectively. Wth
the addition of SCV-07 in Goup 6, the inhibition
Expatifemthl MOeydu& ght gain was decreased. There was no
significant difference of body weights for other
Tyrops Adapdtieat i ng that SCV-07 had no effect on ani mal
body wei ght gain. On Day 12 the inhibition rates for
[0e45d up A® PeCaverliotispye kyljure arosegires. oo Xial fnutige kg capefy cells was
thﬁ/éﬂJ&cﬁze(wg ed 8t fm}/oif +20585¢/CAdr iRtk IDh Wl Belibfs B &&uspended
|n§ p<0. 01) 97% <O 01) Qd 10, 896

<0. 01
ésrﬁleem?éwme@lﬁ)@év sm%cutweu hinjestediai *F%ﬂgét ?%!'a@fsa‘a" mouse
(aﬁpbmtelﬁﬂd@@é&wmd@&) Q\ﬁ%(tlﬁl;‘&n%l)hamﬂ&rrééc“@@a;b‘tﬁommately1 cm,

i cant C od ts for oth
tng TS et putp ] T Gt s R o g UiV gtgegTumor cell
wdredyspepdedin rgahal splirabadyrgviclisty descrilies] antidbie calltagaptation cycle was
ggulqjgartlally reserve the inhibition,
dfe" ™ its alleviation of CTX toxicity.
Conclu5|on and Di scussion [0060] In conclusion, the
TymerdrelifppselatioRed in this study is valid as tunDr

nhi bited b osjti.ve ¢
o)y VTR RS pplanif hveifing 2L PO ot e Relide, wife Shyltineousiy
injepiel into the rightdixitlay aréasof tHesooeskef Bt dayef tuger imstulbtive vasefined as
&mﬁh. Tunmor sizes in aninmals of all SCV-07- treated
%idups were significantly reduced in conparison with

Sth@)?ﬁ@ﬂ&f aﬁd*ﬁegmn?hg?lﬁ%ﬂt rol group from Day 12

onwar Tunor wel gh whi ch are neasured on Day 16,
[0647? alc&mmﬁ‘a ﬂfélefnirﬁél@ﬁ/ébé rARIbAG A intd séid db‘fe%fﬂ gfo@ﬁ@bé(ésﬂ@)n their

S ETRI P dTP AP SRR o HE chiseer v ey Palyiopdienty iffgrogtamons

grﬁmiig)c@(ﬁ\j Vs adiaed onFDayt HelSOM-67, wiab eadnainibierseid onse daify for 14

bl B Bl el R SR G SRl S A6 1 A0 g oy

W@@ﬁfl agPODB VES 8B Ristgred Hy ndrdp @ Rorg@Yinjentinrbévenoetherfday atthe same

I FheC n 0
o i, Thec ETRas MBS a0 B 20”33 ol et s via s
adgnipiggationd KBS étsihﬁtsé‘"@l}wés\@'qmﬂatﬂe%@ﬁbﬁ rﬁetmem@ orogll groups are
oubir¥ad G/ TiMd . CTX produces an additive effect towards
the tunor gromh inhibition. [0061] The nean ani nmal
body weights in CTX treatnent groups were
significantly decreased, indicating a toxic effect.
However, with the addition of SCV-07 in the
conbi nation therapy groups, it appears that the toxic
effect of CTX can be attenuated at |east partially by
SCV-07. The phenonenon is apparent on Day 9, when CTX
20 ny/ kg al one produces statistically significant
i nhibition of body weight gain, but the inhibition is
abol i shed in the conbination treatnment group (CTX 20
ng/ kg + SCV-07 10 ny/kg). We did not test protective
effect of SCV-07 in conbination with higher dose of
CTX (i.e., 40 ng/kg) that pr®duced nore pronounced
i nhibition of body weight gain. The protective effect
of SCV-07, if verified by future studies, shall be
very useful when considering SCV-07 and CTX
combi nati on t REEYTIUTE @ddelhé?) combi nation of
subopti mal dose of CTX (20 ng/kg) with high dose of
SCV- 07(10 ng/ kg) showed increased anti-tunor efficacy
and less toxicity. 14

e B?C\{%g Bn



SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830
PCT/ US2008/ 009932 Tables Table 2: Statistical results
wW@B00v12a880 Si zes on Da 3 G oup Nunber of Aver ageCT/BS2008/009932
Number G oup Name Treatnent Animals Weight (TV) val ue
Surviving (x + SD) /o 1 Vehicle PBS 10 0.01720. 0078
Control 2 Positive CIX 20 ng/kg, i.p., every 10
0. 00220. 0043 87.21 0.0000 Control 1 other day 3
Positive CTX 40 ng/ kg, i.p., every 10 0.00140.0043
91.86 0.0000 Control 2 other day 4 Test Article 1
SCV-07, 5 ng/ kg, s.c., 10 0.01730.0137 -0.29 0.9921
TaHE."I”R'ﬁalI"ePB ié yPesign, 0710 -ng/ kg, s 10
D. CﬁWQO OQﬁ;a Bed3 0. OOB@tme'@jall onD<8€}V
¥ 4 ¢ 61 daily + CTX ?()yrr J8840
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E\%ﬁug%crm gfa Xnti-tumor Effect

[0048]

N

eve

y

Throughout the course of the study, the tumor sizes and body weights of all animals

were measured every 3 days --- tumor size measured by caliper and body weight by
laboratory balance. Animal mortality and morbidity were daily monitored and recorded. On

Day 18, the animals were euthanized by CO, asphyxiation, and the tumors were excised,

separated, and weighed.

Tumor volume was calculated using the following formula:
Tumor Volume = LengthxWidthxWidth/2

[0049]  Tumor volume inhibition rate (IR) was calculated according to the formula below:
IR(TV)= (TV venice = TV arug treated)/ TV venicle X 100%

[0050] Where, TV is the tumor volume on the day of measurement, “vehicle” denotes

the group receiving PBS, and “drug treated” denotes groups receiving SCV-07 and/or

CTX.

[0051]  The anti-tumor effect of SCV-07 used alone or in combination with CTX was

also evaluated by tumor weight. The tumor weight of each mouse was recorded after

euthanasia, and the inhibition rate of tumor weight was calculated according to the formula

below:

IR(TW)= (Tumor weight ,enicie

11
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PCT/ US2008/ 009932 Table 4: Statistical results of
WO 0v02388zes on Da 9 Nunber of Average | R G oupC™MUS1968/009932

G oup Nane Treatnent Aninmals Weight (TV) val ue

Surviving (x SD) %1 Vehicle PBS 10 0.52520. 2953

Control 2 Positive CTX 20 ng/kg, i. p., every 10

0. 05820. 0100 88.92 0.0001 Control 1 other day 3

Positive CTX 40 ng/ kg, i.p., every 10 0.00850. 0195

98.39 0.0000 Control 2 other day 4 Test Article 1

SCV-07, 5 ng/kg, s.c_, 10 0.52860.1945 -0.66 0.9757
(0952l | y Mpamas smnﬂar@|d@v'2t'<5@\wqwca'atdatﬁ@pﬁgg Exced. . 10

0. 40010 2034 23.82 0.2845 daily Conbination SCV- 07, 5
Staustika . Analysis, 6 1 daily + CTX 20 ng/ kg, 10 0.33240.1944

36.71 0.1018 i. p., every other day Conbination
[0&3BY- 0 Thteri@oumédrgparisort was perBrudad inytermsSIIXURGr volynke turl@ weight
o AT BRER5S b SR o (RS Ml I o
stalighésdly sighifigardr age | R P Nunber Group Name Treat ment

Ani mal s _Weight (TV) value Surviving (x+ SD) %1
Regetie aneD PBSSPO 1.66070. 6599 Control 2 Positive CTX 20
M@ |.yg, .p., every 10 0.48640.1807 70.71 0.0000

ol 1 other day 3 Positive CIX 40 ng/kg, i.p.,

N L

Tuhk6490. 2079 29.85 0.0360 daily 5 Test Article 2
SCV-07, 10 my/kg, s.c., 10 0.71960.2452 56.67 0.0005

@&y] Iy m&ﬁién%ht &&%/oﬂzmo%.fayrgmsteoﬁn Apper@.xdguim TheGaNulated
75050. 3700 54. 8 0013

tUB‘Ph'g%ngVa@ﬁ?&d stabisiea! @ppagsen ea%?e?[ﬁ"e”ggrg“p VefS”? i vEnicle group
ard @bty wﬁh@’ﬁ')éb[é@ Zm}/‘ﬂhg turdél dlowath €802 4fElillvdiraded i0 FRED1. Based on

tuﬁ\orvo?um ré{ata al groups x,xcept Group 4 showed significant inhibition of tumor growth on
Day 3. Group 2 and Group 3 showed inhibition on Day 6. On Day 9, the mean tumor sizes of
Group 2, Group 3 and Group 7 were statistically significantly smaller than Group 1 (vehicle).
On Day 12, the mean tumor sizes of all treatment groups except Group 4 were statistically
significantly smaller than Group 1. On Day 15, the mean tumor sizes of all groups were
statistically significantly smaller than Group 1. Among combination treatment groups, high
dose of SCV-07 showed additive effect with CTX.

Tumor Weight

[0056] Raw data of tumor weight were shown in Appendix 11, while statistical comparison
results between each of treatment groups and vehicle control group are tabulated in Table 7.
As shown in Table 7, the mean tumor weights measured on Day 16 of all treatment groups
were lower than the vehicle control group. The tumor inhibition rates in Group 2, Group3,
Group 4, Group 5, Group 6, and Group 7 were 45.54% (p<0.01), 90.25% (p<0.01), 18.08%
(p=0.07), 30.60% (p<0.01), 48.57% (p<0.01), and 62.63% (p<0.01), respectively. There was
no statistically significant difference in tumor inhibition between Group 2 (CTX 20 mg/kg) and
Group 6 (CTX 20 mg/kg + SCV-07 5 mg/kg). By contrast, the inhibition rate in Group 7 (CTX
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PCT/ US2008/ 009932 Table 6: Statistical results of
wao wwen2sssezes on Da 15 Group Nunber of Average PEI/BS2008/009932
Number G oup Name Treatnent Animals Weight (TV) val ue
Surviving (x+SD) /o 1 Vehicle PBS 10 3.59111. 5089
Control 2 Positive CIX 20 ng/kg, i.p., every 10
1.43980. 4698 59.91 0.0004 Control 1 other day 3
Positive CTX 40 ng/kg, i.p., every 10 0.12220. 2207
96. 60 0.0000 Control 2 other day 4 Test Article 1
SCV-07, 5 nmg/kg, s.c., 10 2.08530.5227 41.93 0.008
2wy +SCRLT 1 aIkg) wasstaisioaly SanBioardiaggatas faan h Ggoup 2 (CTX 20
m&/k%ﬂﬁ@%aﬁr?égn addit8 e@e&%%&_ u)g(?h loyr )@7) E’@ﬂnﬁiﬂ%ﬁ&ﬂmﬁ@b@ﬁ? S
[Og%] 99 F@%ayustfatﬁ tﬁe %yze@h Fal[%gu%ﬂ.‘%] gﬁwe study?gay 16).

07, 10 mg/ kg, s.c., 7 2 dally + CTX 20 rrg/kg, 10
“%E 5247 67.34 0.0001 i.p., every other day Table

t
[0&?8&0 Eﬁdmf‘&%\g}zdrf abrogy$ ge%ﬁt Q{ﬁa% V‘@é@hﬁ%ﬁgﬂ%gﬁ(ﬁnﬁ%ﬁ 12-17. The
reﬁmitamstgtlsmal@hmpem O&am!néreamm el V¢ ger§s(s Gihjcleigrorghare ligted in the
Tﬁﬁ%é%”f 0621. 0113 Control 2 Positive CTX 20 ng/ kg,
95 every 10 1.8060.5407 55.54 0.0000 Control 1
[065 er Afashownppsthe itaklescthera @renge igignificapt differgaess hgjween each of

tr&tﬁ@ﬁ%r&?ﬂ%n%QeBr@le%QQ&(broW D&Y 3. zbrODB?B dayip3 (Eer$<t4o mg/kg)

oBii982 Bodiuraign UG T o7 9.2 5(PsehSy Fherewangs R'gm} Gnfdiference
of HadY w8ib RIS for biffer 3rbupe. On D8PS, thel mhibjtioRpates foayioap 23CVX Q0 mg/kg),
or3uRlo 48 svalie) it CI6aR, mapa: St marneem 1295%
(pSCU4076.12% (peN.6Y,and 722% (p<Q 0dRrdspectivaly XVRIDthegdRibion of SCV-07 in
Gio‘uB'S’, thrleoinl:'rib%&? Qatg %Zgo%gghtoga%o\ggs dgéf'ggs}édohhegé V\g@yno significant
difference of body weights for other groups, indicating that SCV-07 had no effect on animal
body weight gain. On Day 12 the inhibition rates for Group 2 (CTX 20 mg/kg), Group 3 (CTX
40 mg/kg), and Group 6 (CTX 20 mg/kg + SCV-07 5 mg/kg) were 14.83% (p<0.01), 21.97%
(p<0.01), and 10.28% (p<0.01), respectively. On Day 15, the inhibition rate in Group 3 (CTX
40 mg/kg) was 25% (p<0.01). There was no significant difference of body weights for other
groups. This result indicated that CTX inhibited the body weight gain probably due to its
toxicity and SCV-07 could partially reserve the inhibition, probably due to its alleviation of CTX
toxicity.

Conclusion and Discussion

[0060]  In conclusion, the tumor model used in this study is valid as tumor growth can be
inhibited by positive control drug CTX. Daily administration of test article, SCV-07 at 10 mg/kg
for 14 days is also effective against the tumor growth. Tumor sizes in animals of all SCV-07-
treated groups were significantly reduced in comparison with those of the vehicle control
group from Day 12 onwards. Tumor weights, which are measured on Day 16, are also
significantly reduced in the group receiving 10 mg/kg SCV-07 alone and in the groups
receiving combination therapy, but not in the group receiving 5 mg/kg SCV-07 alone.
Furthermore, the combined use of 10 mg/kg SCV-07 and 20 mg/kg SCV-07 collectively
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PCT/ US2008/ 009932 Table 8: Statistical results of
whowy/ogsssght s on Day 0 G oup Number of Aver agePCTRUF2008/009932

Number G oup Name Treatnent Animals Weight (BW val ue

Surviving (x + SD) % 1 Vehicle PBS 10 20. 751. 2869

Control 2 Positive CTX 20 ng/kg, i.p., 10 20.861. 2267

-0.53 0.8471 Control 1 every other day 3 Positive CTX

40 ng/ kg, i.p., 10 20.741.0490 0.05 0.9850 Control 2

every other day 4 Test Article 1 SCv-07, 5 ng/kg, 10

20.621. 3935 0.63 0.8309 s.c., daily 5 Test Article 2 .
pretuged $2.63% ingbikign oftomeogrewth, mxgmpagsendo G0 &7«and 45.24% inhibition
otfihd YRl 1dimgzugbg>v.& SromthgRd cm Rk The@alrés\aug“s&g*gést that

20 .10 20.6271. 313 63 0.8256 1

coptbingd ysgyef SEX0Owith €0 XRipduges a@@ﬁ%‘?y‘oagff%%éwaéds thﬂ é‘l'rf'?f growth
indibiidn 20 7 10 20. 751. 2704 0. 00 1 0000 2 ng/kg, i_p:,
t her da l e 9: t | t fbd .

OfR ghiTBedRe ey AR SAGRAER PR Wl piamicanty
decreaispd, Nalioating 8 adxiveffectArowales, vMbIttgd’ﬁdd(tlBW)f S@V-0% in the combination
th%hi{l Igrzélrjg lt%ggﬁrsg?@t é?:l%) mr%&?% ﬁfgaé%ezag@ggé}é%%ﬁezast partially by
SQ0036Th8pbendnedpn Os apparent@nbDaywP, Whet KEX 2anglkg alone produces
ST el P o 3 B o e
compinegion teaimenti@ioO(CTXR03uE ) SOY-0F. 191a8kg) dileidid ret thekrotective

eﬂ%&:ﬁl dggsléﬁl %7 al?@/mgﬁam?rﬂné fﬁ:él*gég\%r d()QSeQ)f CT%& @QWK&W pl?odagbd more

pr arénqnyedr 'n@PX'OECPf PgA% yeighboaim Bmpratggweze@zt Qf &@Yﬁ‘?7 'f Ve”f'ed by
fulur®studi€y, 81 ¥ VB ugtAN when considering SCV-07 and CTX combination therapy.

Taken together, combination of suboptimal dose of CTX (20 mg/kg) with high dose of SCV-
07(10 mg/kg) showed increased anti-tumor efficacy and less toxicity.
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Combi nation SCV-07, 10 ng/kg, s.c., 7 2 daily + CTX 20
mg/ kg, 10 20.171.6446 1.90 0.5946 i.p., every other
wW@l200908836GUBSTI TUTE SHEET (RULE 26) WO 2009/ 02B8B0S2008/009932
PCT/ US2008/ 009932 Tabl e 10: Statistical results of
body wei ghts on Da 6 G oup Nunber of Average IR G oup
Nanme Treatnent Aninmals Weight (8W P Nunber Val ue
Surviving (x + SD) % 1 Vehicle PBS 10 20.511. 5581
Control 2 Positive CTX 20 ng/kg, i.p., every 10
18.892.0041 7.90 0.0587 Control 1 other day 3
Tables t i ve CTX 40 mg/ kg, i.p., every 10 18.291.5344

Ta%l gta;tlstl resul so? utm[aroélzegpp\Bh%r ng?‘yﬂﬂ'_,-,l.-eit hf\r E\I El g,,l
S. 20 331 ¢ o 018059
mi
th;b érou %lgrtle Art I cllre%tmgm SC\/ D-P';ﬂ :ﬁ:lrg) % C. ( vaTue
Barbgran 09 0} 34 0.9194 da Isym, |na(t<+sm S"\/—& , |5
Ty kg Idarty =+ CTK 20 ngfikyg, 10 19.1591. 1921
4.49 D. 1555 .p., E¥ery other lday COMBEANNE an SCV; 07,
10 le ey CTN 229N e [ L~y 1N
— LU Ilu r\u, o L; l L ual I Ol /N 22U IIHI r\g, 1U
1% 582 NS\ 4] BB 26"‘%?’&5& e"?'y p. 10 ever yoothers dapgr.Fiallo®ooo
ontro 1 othef d .
11: S 1stichl results of '\ndy wej ght s—on Da-9 Group
Nujrber cﬁSlt'sﬁvera@‘eO h;-f&gpp aember 163 oUp o MasrB ook €ab®Nt 0.0000
Ani mal s“PE ght (B URYue Burviving (x  SD) %1
Vejn C ?esté$$ D @2’045 3,’9’@8&0”5 OO% rol 5’.91%15.51‘5? 2020 | 00021
Cont r % 20 no/ k&N i . p every 10 1856 12.35
0. 0024 daV.odionBRettive 3 Ccntrol Q, é}g]
] “y g é =ty
. t 1 210.006 8459/ XQoss
i.p., éﬁ?é’f"f)eﬁa 18. 88y 9922 16. 1% 0.]00%1 %‘%‘he day
4 Test Article ; T'kg, 9.c., 10 21.961. 5551
Cwi :gion H ékv%pym&?g sc g g
2.8 0. 14 adahyy- CTX 20 mg/kg, 10 0.0094:0.0100 | 4535 | Q0677
i.p., every other day
- SCv-07, 10 mg/kg, s.¢.,
7 C°mb£”at'°“ daily + CTX 20 mg/kg, 10 0.007040.0058 | 5930 | 0.0038
i.p., every other day
Table 3: Statistical results of tumor sizes on Day 6
Group Number of Average IR p
Group Name Treatment Animals Weight (TV)
Number Surviving (x + SD) % value
Vehicle
1 Control PBS 10 0.109110.0857
Positive CTX 20 mg/kg, i.p., every
2 Controf 1 other day 10 0.021710.0248 | 80.15 | 0.0062
Positive CTX 40 mg/kg, i.p., every
3 Control 2 other day 10 0.006710.0196 | 93.86 | 0.0017
4 Test Article SCv-07. ga'i‘l‘}?/kg' s.C. 10 0.000810.0224 | 1678 | 0.5216
5 TestArticle2 | SCVOT. L‘;i’,'s‘,g’kg' S.C. 10 0.0871:0.0366 | 2017 | 0.4648
_— SCV-07, 5 mg/kg, s.c.,
6 C°mb;"a"°” daily + CTX 20 mg/kg, 10 0.082410.0560 | 24.44 | 0.4209
i.p., every other day
- SCV-07, 10 mg/kg, s.c.,
7 Combination | " gaily + CTX 20 mg/kg, 10 0.060120.0406 | 44.89 | 0.1199
i.p., every other day
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5 Test Article 2 SCV-07, 10 ny/ kg,
21.421. 7453 4.59 0.1303 daily Conbination SCV-07, 5

WOrgUorg25830 C.

7.22

10 no/ kg,
21.142.1966 5.84 0.1080 i

0. 0038

s.c.,

6 1 daily + CTX 20 ng/ kg,
every ot her day Conbination SCV-07,
7 2 daily + CTX 20 ny/ kg,
every ot her day 19

i.p.,

. p.,

s.c., 10
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PCT/ US2008/ 009932 Table 12: Stati sti cal
body wei ghts on Da 12 Group Nunber of Average IR Goup
F%Mﬂm

TaRjg A1 Statisti

r esul

ts of

10 20. BGI/UDA$009932

Yt / D\I\Y D JIS\Jlunrber Qllr\ll \ | n%
(Gfoui SE) ue Vehi cl e P?S’ ge1665 ntir op
RunfBgrs ')O‘\‘? TfTX 20 T W'?j i . p. Sﬁ,é&}f@r ¢S 31 value
483600211 Controtl—t—other Positive |X A
g kg |c;t;f,§, overy b6 18. 15]. 3168 21 09224028600
Contr 37 her day 4 Test Article 1 SOV-07 5 nglkd,
S.L., 1@°SE@. 21QTX89F)“Qlk94i-P~5€_kerf) 2545 daigbasp.01be St géggtl ¢d.6o1
2 sovk 0PI b hygs kg®™ee®E 10 21971 6371 5. 55 01504
daj | y| Cessienaj como b6Md-iB 7everb| MO/KY, 1S o Gosse0B108 |3k A8Y | 0.0000
CTX 2D ¥jF%kdy, | 10 2@hegdp. 2628 10. 28 [0. 0075 I} ., eyery
ot her mpi et eRyRGE OF, 10 noy k s.c.,| 7.2 .
dai Iy Tes'}é‘i"%ba mg/ kealy 10 20 089° 4512 "0 uck® | oo
. p.,levery ofRelday.fable|13: Statistical rlesultg of
body WESGHES? pn Da a,—,ﬁygcf oup| Nurtber |of“RI8rBGel RETFFOer0-2845
G oup[ Narme 1T g [Tent m/"7{1gi rgai 5 Wer ghtT (BW 9% vatjue
Su Vi Vv Fergingise - %ﬁé)ﬂ: Pk PBS 140 2400409046 3d71 | o018
Contrpl 2' Pos| t iiveve@biter28 ng/ kg, i.|p., every |10
22 757 3590 5| 26,0 égz%?g” ntrol I pther day [3
Posi t | (8T U0saiyg/chgzo mokd). | every (10.osbd:o8@1. (9246 | o.0003
25.11| 0. 0000 | Comtsrenfothardgyt her day 4 Test Artijcle 1
SQ/— 07, 5 nmg/kg, s.c., 10 23.052.1423 4.00 0. 3039
Taglg‘l5:I gtatistical results of tumor sizes on Day 12
Group Number of Avelrage IR p
Number Group Name Treatment SAl?rlvTv?rI\Sg (\)/(V;lggt) ('l;/l/) value
Vehicl
1 anlt?:l PBS 10 1.6607:0.6599
2 gg;’:gﬁ C1x Zogﬁéﬁgd;')f’"e"ew 10 0.4864$0.1807 | 70.71 | 0.0000
3 gé’ﬁ{ﬁlﬁez C1X 40;’:32;9&;‘;’"9"”" 10 00149400333 | 9911 | 0.0000
4 Test Article 1 SCV‘W'ga’;‘)?'kg' s-C. 10 11649402079 | 29.85 | 0.0360
5 Test Articie 2 | SCV-07. L%"")‘(g’kg's'c" 10 0719602452 | 56.67 | 0.0005
_— SCV-07. 5 mglkg, s.c..
6 Comb;”a“(’“ daily+7CT)2nzgo r%g?k(g:;, 10 0.7505:0.3700 | 54.81 | 0.0013
i.p., every other day
o SCV-07, 10 mg/kg, s.c.,
7 °°"‘b£”a“°“ dai|y+CTx’g% n?g/sk;, 10 03573102481 | 7849 | 0.0000
i.p., every other day
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5 Test Article 2 SCv-07, 10 ng/kg, s.c., 10
23.191.5538 3.42 0.3058 daily Combi nati on SCV-07, 5
worguorg2s830 c., 6 1 daily + CTX 20 ng/ kg, 10 22.BRIULRE009932
6.21 0.0661 i.p., every other day Conbination SCV-07,
10 mg/ kg, s.c., 7 2 daily + CTX 20 ng/ kg, 10
22.432.3641 6.58 0.1174 i.p., every other day 20
SUBSTI TUTE SHEET ( RULE 26) VO 2009/ 025830
PCT/ US2008/ 009932 Ma NOOOMOry QU>0d) CD 2
M

20000000 CZT NOOOO OOOpPpMI . MO?
Taﬁ? 6:xStatistjcah repyl OHUF\Oi\ﬁl#eEP" Bayd5 v ~ -V MY o c NN
A\ LI} T l A2 T r \Il l J J T
MMMMP O unbeCyf Aver B (
G MM D 000,00 0l0uaich et DB -
@imb§?) M 2 00D m?j,,gc C7(x ) op | OaCe
=S o\ 1 N 1 o) ny N N M | N\ Fam¥
p—oO OOMNN-CH+OC O QO N-N-MO—"10OP 1O
~L1 O M"m‘;’eN NO O@&®00 O OX M 7afot1 @2 MO |O O
oY) R" =L 2 O 00 0000MWC MMO OO0
0L0Q 0 PEICU O 2B, iy every 10 14398104698 | 59.91 | 0.0004
Control 1 other day
Positive CTX 40 mg/kg, i.p., every
3 vt Sther Gy 10 0.1222:0.2207 | 96.60 | 0.0000
4 Test Article 1 | SCV07: ga'}l‘}?’kg' s-C. 10 2085305227 | 41.93 | 0.0080
5 Test Aticle 2 | SCV-O7: 1d(;i’|'}‘,9’k9' s, 10 1746004757 | 51.38 | 0.0017
N SCV-07, 5 mg/kg, s.c.,
6 Combination | gaily + CTX 20 mg/kg, 10 17240£0.6097 | 51.99 | 0.0019
i.p., every other day
o SCV-07, 10 mg/kg, s.C..
7 C°’“b£“a"°” daily + CTX 20 mg/kg, 10 1.1728:0.5247 | 67.34 | 0.0001
i.p., every other day

Table 7: Statistical results of tumor weights on Day 16

Group Number of Average IR p
Group Name Treatment Animals Weight
Number Surviving (x+ SD) (TW) value
1 Vehicle PBS 10 4.062£1.0113
Control
2 Positive | CTX 20 mg/kg, i.p., every 10 1.806:05407 | 5554 | 0.0000
Contro! 1 other day
3 Positive | CTX 40 mg/kg, i.p., every 10 0.396:0.5509 | 9025 | 0.0000
Control 2 other day
4 | TestAricer | SCV-07. ga’ﬁ‘}?’ kg, s.c. 10 3.320:06713 | 18.05 | 0.0722
5 Test Aicle 2 | SCV-07.1 d‘;i'l'}‘lg’kg' $.C.s 10 2.819:0.7946 | 3060 | 0.0068
o SCV-07, 5 mg/kg, s.c.,
6 Combination | gaily + CTX 20 mglk, i ., 10 2.089:07854 | 4857 | 0.0001
every other day
- SCV-07, 10 mg/kg, s.c.,
7 C°mbé”a"°" daily + CTX 20 mg/kg, i.p., 10 1.518:0.6677 | 62.63 | 0.0000
every other day
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OO0OOam(C dU LO)) d) InLALLLLpOOOOOO
{p MMOOOOOOCD C 7C+t) 0 NoUOOCo LL O
wOBED S5O0N MO OO OOO0ON [7 MM Q MRMMIS0CR/@®932
O0OO0OOM~NML)W MQ O LLOOOOOOMMM a
MMOOOOOOO ('"70000000>x t MQMMN
NNOOoOONNU QJ=LLTLLc OobbOOa
O a MMNNca OOOOOE OOOC 7 "pOEOM
aMv, NVOOOOOLONMNRE MMOLL MLL OOO
500 0 M' a MVNEOOO O0OOCEd+0rn +
TEM@E'%”@S""SWE"’Vwﬁ'QEs@%DaV&‘.Er ?} 56— cn“‘.RE a—E-—m
OG&UQ(EQOEE-L EEO UMY EEDE E o0l0O@
- 1 nimal W N
oV [ SR n HERRNX xQxaRREN 70 K690 0 RO N e
| I R i | 5 e N N N N I ' W N N N O \ L1 I'\_I_-‘ N1l 4+ A UPAY
I_I_I_\J\?/JVLIJUUWIII_-)U\/ U 1 UULLV)
(] N ~
Cl10 (O OfSFEH = U Orey u) D) O~ U 2075:1.2869
2 Positive CTX 20 mgkg. ip.. 10 20.86:12267 | 053 0.8471
Control 1 every other day
Positive CTX 40 mg/kg. i.p.,
3 oS every other day 10 20.74%1.0490 0.05 0.9850
a Test Aricte 1 | SCV-07. 5 mgfkg, 10 2062+13935 |  0.63 0.8309
s.c., daily
5 Test Aricle 2 | SCVY-07, 10 mglkg, 10 20.84+12267 | 043 0.8746
s.c., daily
o SCV-O?,Smg/kg,
6 Combination | s.c., daily + CTX 20 10 20.62+13139 0.63 0.8256
1 mg/kg, i.p., every
other day
SCV-07, 10 mg/kg,
7 Combination | s.c., daily + CTX 20 10 20.75+1.2704 0.00 1.0000
2 mg/kg, i.p:, every
other day
Table 9: Statistical results of body weights on Day 3
Group Number of Average IR P
Group Name Treatment Animals Weight (BW)
Number Surviving (x * SD) % value
Vehicle
1 Control PBS 10 20.5611.5742
Positive CTX 20 mg/kg, i.p., every
2 ool other day 10 20.36:1.3954 | 097 | 0.7671
Positive CTX 40 mg/kg, i.p., every
3 Control 2 other day 10 19.80:1.0414 | 370 | 0.2191
4 Test Article 1 SCV‘°7'ga'i'"f’k9' s.C. 10 20.14:1.3468 | 204 | 0.5295
5 TestAttice 2 | SCV-07. L‘;““)‘Ig"‘g' s.C. 10 20.08:1.2444 | 233 | 0.4592
A SCV-07, 5 mg/kg, s.c.,
6 Combination | gaiy + CTX 20 mgfk, 10 19.98:1.4328 | 2.82 | 0.4002
i.p., every other day
N SCV-07, 10 mg/kg, s.c.,
7 C°"‘b£“a“°" dally + CTX 20 mglkg, 10 20.17+1.6446 | 190 | 0.5946
i.p., every other day

18

SUBSTITUTE SHEET (RULE 26)



77~ aa !I~-ONMQOONNCVO- NMQt() COn 3
XCXc'  E72 coCOQEQ E QZ Q21 SUBSTITUTE
WERHEBR028RULE 26) WO 2009/ 025830 PCT/ US2008/ 009BGRUS100§/009932

CO (nIDINN3O0O0OO0OO0OOOINCOInNnCOCOINn CO
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tococovcoNOOJTr rtol.- Ocoopec, OOO
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p OO ~-LOJI() IOCOIn7 (OOO0O0OO OOO0OO0O0
3Mv, In(ON MOOOOOOWNU7 OU U NN m
Tabi@ 16: BedeBlidal L uits ©f od Oe(i)ghchQo\Q tn (DNMC 0QOd 0
OC. gOO0OOv CO CO N I\Gu?‘gberQOQ\,eggg))(Qr)Op
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B0b00Q|0O000 0 OIh $OED | n xxSD) %
Vehicle
1 Contooy PBS 10 20.511.5581
Positive CTX 20 mg/kg, i.p., every
2 Controt 1 other day 10 18.89+2.0041 790 | 0.0587
Positive CTX 40 mg/kg, i.p., every
3 Control 2 other Gay 10 18.20+1.5344 | 10.82 | 0.0049
4 TestArticle 1 | SCV-07- ga'{l‘f’kg's'c" 10 20.33:16674 | 088 | 0.8059
5 Test Atticle 2 | SCV-07. Lgi’l‘;glkg's'c" 10 2044114900 | 034 | 09194
L SCV-07, 56 mg/kg, s.c.,
6 C°’“b;"a"°“ daily + CTX 20 mglkg, 10 10.59:1.1921 | 4.49 | 0.1554
i.p., every other day ’
L SCV-07, 10 mg/kg, s.c.,
7 Combinalion | " gaily + CTX 20 mg/k, 10 10.58+2.3766 | 4.53 | 0.3144
i.p., every other day
Table 11: Statistical results of body weights on Day 9
Group Number of Average IR p
Group Name Treatment Animals Weight (BW)
Number Surviving (x + SD) % value
1 Vehicle PBS 10 22.45%1.0835
Control
Positive
Control CTX 20 mg/kg, i.p., every
2 other iy 10 10.68+2.1856 | 12.35 | 0.0024
1
Positive
Control CTX 40 mg/kg, i.p., every
3 other day 10 18.83:1.9922 | 16.12 | 0.0001
2
4 TestAttice 1 | SCV-O7 Sa'i'l‘f/ kg, s.C., 10 21.06:1.5651 | 2.18 | 0.4243
5 Test Attice 2 | SCV-O7. L‘;i‘l‘;g”‘g' s-C. 10 21.42:1.7453 | 459 | 0.1303
- SCV-07, 5 mg/kg, s.c.,
6 C°'“b;"a"°“ daily + CTX 20 mg/kg, 10 20.83:1.1016 | 7.22 | 0.0038
i.p., every other day
s SCV-07, 10 mg/kg, s.c.,
7 Combmalion | “gaily + CTX 20 mg/k, 10 21.14:2.1966 | 584 | 0.1080
i.p., every other day
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3 gf:t':(';"ez CTX“OZ:SQ:%;';’" every 10 18.15£13168 | 2197 | 0.0000
4 Test Aticle 1 | SCV-07. gari?)?/kg' s.C., 10 222118071 | 451 | 02545
5 Test Article 2 | SCV-07, L‘;i'l’;g/kg's'c" 10 21.97:16371 | 555 | 0.1504
o SCV-07, 5 mglkg, ..,
6 C°mb;“a“°“ dai!y-?c!TS)zn 290 r%gjkz, 10 20.87+1.2623 | 1028 | 0.0075
i.p., every other day
o SCV-07, kg, .c.,
7 Combination daily0+7C1'|9Xn;% ke, 10 20.98:24512 | 9.80 | 0.0408
i.p., every other day

Table 13: Statistical results of body weights on Day 15

Group Number of Average IR p
Group Name Treatment Animals Weight
Number Surviving (x + SD) (BW)% value
Yehicle PBS 10 24.011.9076
1 ontrol
Positive CTX 20 mg/kg, i.p., every
2 Control 1 other day 10 22.7542.3590 5.25 0.2056
Positive CTX 40 mg/kg, i.p., every p
3 Control 2 other day 10 17.9811.9240 2511 0.0000
4 Test Artide 1 | SCV-07. ga’i?f/ kg. s.C. 10 2305:2.1423 | 4.00 | 0.3039
5 Test Aride2 | SCV-07 L‘;i’l‘;g’ kg, s.c. 10 2310415638 | 3.42 | 0.3058
Combination SCV-07, 5 mg/kg, s.c.,
6 1 daily + CTX 20 mg/kg, 10 22.52+1.4695 6.21 0.0661
i.p.. every other day
Combinati SCV-07, 10 mg/kg, s.c.,
7 om g‘a ion daily + CTX 20 mglkg, 10 22.4312.3641 6.58 0.1174
i.p., every other day
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SUMMARY

[0062] In this study, the impact of SCV-07 on tumor growth with or without radiation
treatment was tested using the H146 lung cancer model in mice. Tumor bearing mice were
treated with saline or SCV-07 with or without radiation therapy once a day for twenty days.
SCV-07 showed no evidence of toxicity in this study based on observations of survival and
weight change and it did not alter the response of H146 tumors to radiation. When given
alone, SCV-07 was effective in reducing tumor growth in a dose dependent manner, with
animals receiving SCV-07 twice daily for 20 days at 1 mg/kg showing tumor growth
inhibition of 9.1% and animals receiving SCV-07 twice daily for 20 days at 10 mg/kg
showing 35.9% tumor growth inhibition. When combined with a single dose of radiation
therapy, treatment with SCV-07 at 10 mg/kg twice daily for 20 days resulted in a 78.3%
tumor growth inhibition, or a TGI of 40.5% relative to the animals treated with radiation
alone. Based on these observations, SCV-07 appears to be effective in reducing the
growth of tumors in a lung cancer model when given either alone or in combination with

radiation therapy.

OBJECTIVE
[0063] To evaluate the efficacy of SCV-07 in inhibiting tumor growth using a NCI H146
small cell lung cancer model in mice, both as mono-therapy and in conjunction with

radiotherapy.

STUDY DESIGN

[0064]  Ninety-Six (96) female nude mice (nu/nu) were be randomly assigned into 8
treatment groups. Each mouse wasl inoculated into their lower left flank with 1x10° NCI-
H146 (H146) lung cancer cells in a volume of 0.1 mL with Matrigel. Treatment began once
tumors reached a volume of 75-125 mm®. The groups were treated with vehicle, radiation,

SCV-07 or radiation and SCV-07 as detailed in Table 2.1. Initiation of drug treatment was
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SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830
PCT/ US2008/ 009932 Exanpl e 2 An Eval uati on of SC\/- 07

in Conbination with Radiation for Efficacy in
deionaiediasayrt- MireoP FQURM hanGoNRgNed ehise2Y WPCPFPPEOUS (sc)

inttibdyor zmmays Pie6 tn gPdupS@\V4 Shdl 0B rdcived SQVORinvehicidbnes a day by
sqRIFEJOBaRar TBUBIONAR. SHEBCe RO eSEal A A B e Boses of 4
Gy/desatondiays 0 Bnd 2). iIRadiation B8a¥/ddhe byidnbstbetiziigttiomice in these groups
WI h%taar}ung ﬁiohrﬁé/%&yang xylgziﬁe %aﬁ[lg/fkaf, aFuYVSIgEng g\%XwSunder a lead shield
such that the region of the flank with tumor was exposed to the radiation. Radiation was
delivered using a Philips 160 kV source at a focal distance of approximately 40 cm, and a
dose rate of approximately 1.0 Gy/min. Tumors were measured on alternating days
throughout the duration of the study. Mice in groups 1-8 were sacrificed on day 21 and
remaining tumors were excised, measured, weighed, photographed and fixed in formalin

for later analysis.

Table 2.1 SCI-05: Study Design

Number Tumor RT Drug
Group of cell Days 0 Treatment Route | Frequency Schedule
animals | inoculum | and 2 & Dosing
1 12 1x10° none Vehicle sc bid Day 1 t0 20
5 SCv-07 )
2 12 1x10 none 100 pa/kg sC bid Day 1 to 20
5 SCV-07 .
3 12 1x10 none 1.0 mg/kg sc bid Day 1 to 20
5 SCV-07 .
4 12 1x10 none 10.0 mg/kg SC bid Day 1 to 20
5 12 1x10° | 4Gy Vehicle sc bid Day 1 to 20
focal
5 4 Gy SCv-07 .
6 12 1x10 focal 100 pg/kg sc bid Day 1 to 20
5 4 Gy SCVv-07 .
7 12 1x10 focal 1.0 mg/kg SC bid Day 1 to 20
5 4 Gy SCv-07 .
8 12 1x10 focal 10.0 mg/kg sC bid Day 1 to 20

Weights and Survival
[0065] To assess possible toxicity, animals were weighed every day and their survival
recorded. Any animals exhibiting a loss of >20% of starting weight during the course of the
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SCV-07 showed no evidence of toxicity in this study
based on observations of survival and weight change
wa@p@oiorssad d not alter the response of H 46 t uP@©r/5S1008/009932
radi ati on. When given alone, SCV-07 was effective in
reduci ng tunor growh in a dose dependent manner, wth
animal s receiving SCV-07 twice daily for 20 days at 1
ngl kg showi ng tunor growh inhibition of 9.1% and
animals receiving SCV-07 twice daily for 20 days at 10
ng/ kg show ng 35.9% tunor growt h inhibition. Wen
conbined wth a single dose of radiation therapy,
treatment with SCV-07 at 10 [ kg tw edai‘{?}/)fonzo
stypyaerp euiiapiggd i "&37'8?3@)&’“?%?%?‘0’%@% © PHHi4%°PiTyR, Wete also
euthahfZedof 40.5% relative to the animals treated wth
radi ati on alone. Based on these observations, SCV-07
appears to be effective in reducing the growh of
MATERIAL SIANAMETHPISNncer nodel when given either al one
, i mbination with radiation therapy. OBJECTI VE
T%’%@é@ﬁltﬁ 0 evaluate the efficacy of SCV-07 in
inhibiting tunor growh using a NCI H146 small cell

k415, 908l L s 8 TR ANSE gt b
grogvinén PMEM supgigmeeigd |vathniftye F%laé Eaff e (FSp.e1 % penicillin and

stieBRARRINY atPShONeGIutdiRe . Bcells' Rt BBSEUIAF QB Srenednl tHEOME@um,
inoculated into their lower left flank with 1

Wwas ¢ | ] x105
ringue -twicg #ih etefilesgaldimyendanadnesiverree phosghalg puiiered salipe{PBS)
aridladdingl tyRtnhliof 81256 % tH@eihNB03% EEgA soRAiee. Thefladkvasatbatdd at

g e Feae, arele weaybely o SRR PSrbld Bov. 07 s

detailed in Table 2.1. Initiation of drug treatnent
wa SURST] TUTE SHEET (RULE 26) WO 2009/ 025830
L%e‘?‘?’lé%éb@y/% o33 esi gnated as day 1. Mce in groups
1 and 4 received vehicle by subcutaneous (sc)
[0967] ec tTihestudpwag perfrayed atdieracders AffAlu§sacerediteddcilBy & Watertown
eGg| roVal | Ly FaOO8inéd AE Bidmodtfs ABIRE! T on
M AT s et [0 S5 FaPBinga 3 S WOLES e
radi ation (2 doses of 4 Gy/dose on days O and 2).
Amigdlsat i on was done by anesthetizing the mce in these
groups wth ketam ne (120 ng/ kg) and xyl azine (6

(008 kg)Fen@l&u@bm&dfn ﬁorﬂbﬁ/@bf | usTeiehe m{] derrdnisime) (thaﬂé@lhiéer Labs),
t the region of the ank wi t unm exposed to
agefld 1o MRS A TR B RSy PR, BB HE 74 e were e
Aritinialsiwese ih@i0idkallysamberdaking ah eargunch, bdwsed & gbups of 6 animals per
app. [ 4 r '
cBBEH oot i 1 Su S phner G, Bhipth ARRIALSAR) Gorba of
atidasbddysthe ahigmathuvese pbsered datiein otdedip. rejeticaimals thatquesented in
polo-rgomrog sacrificed on day 21 and renmaining tunors
were exci sed, neasured, weighed, photographed and
fixed in formalin for later analysis. Table 2.1

H®@indds: Stud Desi n Number Tunor RT Drug Group of cell
Days O Treatnent Route Frequency Schedul e animals

[0D6YC UITHE Al daé depsimidll h 3Zmbl Xook¥Spiaoided \athi fitetedSair at a

bi d Da .o 20,7 2 1,x 105 none 100 -0 pg/kg sc
BBy o7 B+ 50" Frafsthe 11-4158 rieie s Aaabrog gdpra set o
maiataitDa nilniGunodfkig t8 152irlchandddSpen bdner. - 03mSeashordarDaytoatic
tirﬁgr fgroa light/dark cycle of 12 hours on and 12 hours off with no twilight.
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10.0 ng/kg 5 12 1 x 105 focal Vehicle Sc bid Day 1 to
20 6 12 1 x 105 focal 100 pg%g sc bid Day 1 to 20 7
w(a2009/0x58305 fo al 1 0 ng/kg Sc bid Day | to 20rEr/u$2008/@9932
12 1 x 105 focal 10.0 ng kg sc bid Day 1 to 20 Wi ghts

and Survival [0065] To assess possible toxicity,

ani mal s were wei ghed every day and their survival
recorded. Any animals exhibiting a | oss of >20% of
starting weight during the course of the 31

SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830

PCT/ US2008/ 009932 study were eut hani zed. Any ani mal s
whose tunors grew to over 4000 mB were al so

b oa St g ot ngiar eel SetRd WSatap LS o

ondd Per wddkese cells were grown in DVEM suppl enent ed
h % F t al I % |
Wlﬁ ept%% orPs %OS@SSQ n%%l el%@/vg%:t%%)wnhja (Qeg]ﬁflar&éldgfe%emqnd allowed
to sarbdmyul h?nmretd Usg, these\itemg wedte wrephiednand autngavryl. t M eemercial

e P BR8P
were wpyspliiaily 208 moppAha sunipumaN wite wepkly with gcommereialetatgent.
walis andi/&agdPhdiks V\Vé% lsﬁo@@@l @Qﬁiﬁ‘%un@?ﬂ dree \WeF ﬁuoﬁlhex‘ﬁlsth a dilute bleach

sub-cul fured ratio of 1:3. Location of dy
SOP@PP of\FRAe éarpo-‘@me' witbtheapatPPials Ifemalipregcessary 18 identify the

stlﬁiyomebrﬁrﬁém%eaﬁﬁd teshthest gf'cﬂfi)ltrhédrkéﬁ &l chgée r'ItHé\Mé}n?éthure and
use approv 0] u was O rom
B BD W RBrSo s driing N e R ar MR IAE TR

honozygous for the nu gene (nu+/nu+) (Charles Rlver
Labs) aged 5 to 6 weeks, wth a nmean pre-treatnent
tody wei ght of 24 granms were used. Aninmals were
i ndi vi dual Il y nunbered using an_ear punch, housed in
[0g72D upAnhial$ ware feelvathpslerile talotiet® 8A53 Gresstenititedy exflept ¢how and
During the acclimatization
St%ge%%g%?ag ngg?y "éays the ani mal s were observed
o_Ia|I'¥ in order to reject animals that presented in
AripakRangiamizationand-iesatigns [ 0069] The study was
performed in animal roons provided with filtered air

[0ﬁ3|] a Ml@ﬁm&é%hﬂﬁlpénﬂﬂﬁﬁmﬁvelﬁlm IEQ%lgHt (H@¥ups prlor to the

ative hum
St RN BadAriBaL RS TG BY Rt SURGhIPS cartePpisag to an
indiSud) Aumbera W cag@ tard watsluaaitofdyntr@ ebctgdmtgbdaad hlatlsedlv&thmﬁe study

it bl bl S

PCT/ US2008/ 009932 [0070] Sterilized Bed- O Cobs(r)
Adsesineng ofldesultsed. Beddi ng was changed a mi ni mrum of
once per week. [0071] Cages, tops, bottles, etc. were

[OW he %téMSB&I adlff'é?@ﬁ@aersc bélve S HREARH GFHGhs We%"%@ﬁan%ﬂe@' Using

. Prior to use, hese Itens were wap
Stadﬁrgér t8sh lanp- vg@pﬁ% ,Udp%and chi-square analysis W|th a critical value of 0.05.
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di sinfectant was used to disinfect surfaces and
materials introduced into the hood. Floors were swept
wal200bp23p@ nopped a m ni mum of twi ce weekly w PEIT/ES2008/009932

commercial detergent. Walls and cage racks were
sponged a m ni num of once per nonth with a dilute
bl each solution. A cage card or |abel with the
appropriate information necessary to identify the
study, dose, animal nunber and treatnent group marked
all cages. The tenperature and relative humdity were
recorded during the study, and the records retained.
E %0&724 Animals were fed with sterile Labdiet(r)
"@6%’?9? oS | zed) rodent chow and sterile water
was provided ad libitum Animal Random zation and
[O@Sh)gg&e}'% \'erg d'zg’dsarg%lc ngr}; tﬁ/?q]%g% %rtﬁgrﬂcrcs) calrpers e}nd tumor
votunes wasnccaﬂcumwcbas e’ r\elaﬂrme rstequaao Itheaﬁmnneﬂ thw&sgth and the width
r
dn}ﬁegﬁ by éuZﬁdgﬁrnngtgrgr Crﬂaé]&lr: % d&vSs?%Qr'ES’rb%Qt Oﬂ]ggfeﬂﬁtflo?n;/ula 100

ca e was use
(Ve'don Mtlayberarg lﬁﬁ\er{&awotumet Héhestuonars in erasetol gragp apdytis the
ni mal nunbers. Assessnent

m%%ﬁ%&dﬁ&ftﬂ%%ﬁ“fgﬁgglgwcgl di ff erences between

treatnment groups were determ ned using Student's
RrReEsiess aAnDNIScMBBIgNgyY U test and chi-square anal ysis

with a critical value of 0.05. 33 SUBSTI TUTE SHEET

(RULE 26) WO 2009/ 025830 PCT/ US2008/ 009932
Surbpgr i nent al Procedures [0075] Tunors were neasured

e every t

o3 et SRaiF hR el G 80| AR rme dulifBF cousse o
thislsuidgum of the length and the wwdth divided by 4. The

tunor growth index (TG@) was cal cul ated using the

: 00- (Vc*100/Vt), where Vc is the nean vol une
A’g’?‘r"'{vﬁ*lé %HDI‘S in the contol group and Vt is the nean

volume of the tunors in the test group. RESULTS AND
[097§w$§ér@'¥ver§%\@.@tfﬁ%aﬁt%?éknd&e .@meaﬁ'daﬂﬁﬁé Bt éH‘éﬁgHsrr?evaeen

as a direct resul treat nent urlng t he” cour se of
vehiglestreatedgrounsAnd@ninvals Win receivrstSGV-9has a mpep-dheigpy (p=0.7) orin
arﬁhgewhb fBivedliddibRBAIGENd BCVBA I dd;ajuhétrow.tﬁmdroﬂrwém&o 68).

bet ween _ vehicl e-treate u nd
TS (FREVBBNAIYS ALY BanGL T R $ 30T T Sfarhg weight by Day
21an Mimlt&arddcmmemtaewmd) HaAd, ai0i mgrkeor 40 ragslg SCV-F7gdined between

SR oliehehe S3inG BB O 2 Pep,reiSq i epipie and

exphmdto $adiraﬂon @grnﬁé Bg Iat/erbge Day.2%2xd thdil stapting eeiglddyBlay21. Mice

oG, 8 £ TPl RO PRt
ragiatjorpgaine l@eﬂeafe'é%@nm&ﬂ% okthpic blerting dfelgekbro@erd2i 0
[067%&1' atT'h@ %ug%bé‘r%é &Qhé\éed’uf?é&@nc%e v%s%\/lﬁl%teﬁ ﬁb‘;'célcél%ﬁfﬁd i})@gnean

. treated
arga @'nﬁig'/t!ag Cerveldqra/fregtremﬁreeﬂt%q‘rdwmr'ted@ﬁ%é@deqcb ahimal’ and
cohfatiag theyrélds g RedNeany ANSYoARe 3. 6% of their
st ar?él ngrgv\%?}é ht gy Day 2{ [0078] The significance of
these differences was eval uated by cal cul ating the
mean area under the curve (AUC) for the percentage
wei ght change for each aninmal and conparing the
groups using a One-Way ANOVA test.
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34 SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830
PCT/ US2008/ 009932 Tunor Vol unes [0079] Tunor vol unes
wowere/ozebecul ated fromthe | ength and w dt h nmeaBCF/E8®N8/609932
taken on alternating days by cal cul ati ng the nean
radius (r), which was the sumof length and wdth
divided by 4, and using the fornmula 4/3 Tir3 to
cal cul ate the volune. [0080] Tunors from ani mal s
treated with 100 pg/m grew at rates faster than
vehicle control animals. Anong the non-irradiated
animals, mce treated with 10 ng/ kg of SCV-07 showed
t he best i mprovenent in tunor growth inhibition. The
TYROLYOURRSr vol ume at the end of the study period for
vehicle treated ani mal s was 4436. 6rm2, 4923 m? for

/ SCV- 07 t t i, mal 4033. 4 f 1
of A R RO PR B GER R isignoth g WA H B et taken
orr@‘lehgahﬁ@]ﬂ’a;&?byt catailagidg del m@érsrad{u@@&ll}'hldhmaﬁgthb ls@m of length and

Wil A G4 TBhS noTbifid 5358 i Re TBLKg. Of

est | npr ovelren unor gr owt h
[00a0hi bthumon; frobh @nimsistrealedwitly mﬂ)mngimgrewm r@tadfasferttm vehicle

com%f%g% @gom‘éﬁ? ﬁ@%hgt#fﬂﬁ%% treat Ed anl '%B SOV-07

shoged the tmwlntpmvemengm ngn@@mvm inthibitipne d hamqaaltlsnorafﬁlﬁlme atthe
en%Ggf He NGy Qé'nodlfgr 'VBI/\ 5!9 u%%d%.hé@%&&%ﬁ éFﬁJnS 4d28083F for

Furt her. anal ysis of a yvas perf
1005044 ﬁ&tVrQYgtran%i R eﬂoéé o 1 fflsékgc'iﬁ\(z@ mﬁj aniggals, and
2840 e Mﬁamwgmgesévm?%aﬁd%mm and conparing the

rofHs? P e 1 Bagieteg anetal s Merieg it 10 ol O hT sineg the

bdst iaqater@moinpSmamlroMlﬁnrsamom eTreomnesrotungr Oolpmémtﬂleiléild of the

for th t ed anc
st loehipg Pt heRedSinpRbioas Y, 1122 okt e dawagyo scv-
0Atetzited anihalea1928.9amuoh” fot 0 mug/kaSGE7 réated whingls, and 962.8 mm? for
anal ysis was significantl
%%%(@r%myem% ﬁgg] [ O)OISS] The t u?mr gr om hy
tooth'tﬂn biFurteer aml@ﬂ; ofths d@@l%lp&ﬁ@r@@gyﬁgicwn@gtﬁe MgRR areaender
thé y&vé%Mf))ﬁ th@’ﬂ.ﬁﬁ&‘r vl'{filrriesfort dReh 'iﬁ'r?fﬂal yd éﬁﬁﬁ‘pa@ﬁ\g H%egr&wmfsfng a

cont ol is the nmean vol unme of

O'BGU%\%NQM tgat- %@ta"@'ﬁfﬂﬁﬁ'd netigyeal %g@f'%q’?b@!gefﬁﬂ%estbﬁf‘ffﬁe" any of
thgfr@éﬂb@gﬂoﬂbs Mdth@Balink @ontNgridap H=0r18aéralk Ndrt-iradiged anlmals and

alone or in.co
o1 o aaleR armaiRe ek 2 SARptean ot e Heatsdand
100agikg BC'E-07 avith el snt W bitriegy (Rank Bmanalgsik yaSayhildantiatiffaent (p =
0{%@ a tunmor growth inhibition of 9.1 % and animals
reated with 10 ng/ kg SCV-07 alone had a tunor growth
[0083hi biTthednmof gBIWtBdishilsitienmél @l) twasacatellaied sinadhatforonila 100-
l1@)6R/t’1 @ﬂer@(}/ Cghe%?ﬁalo&ﬁﬂ%% fo ﬁﬁ% dofitol grou? ﬁnd Vtis the

unirradi ate ontr animals treated

mwomnne ofthesuROTs MtEResiigrrEp. (TROIE 2. 2apwinheZamoy giesih dibition

foPﬁ%y‘E@Q&éA Q,Qﬁ %?@pg/pd Y %y@d h @tnbn@ slgﬁgogégﬁlmfym&ﬁmm‘amn with

BT BB P MR A Lk SEH-07
al@{éﬁad\/&emh@r growieingibiop of & N e bed anitialshrestdivathi mnn@kgj SCV-07

o U8 o B AP SR B

TG BR.5% etreth cAmpaesitorenitradisted nent(ohyjvhite ddirsals geated with SCV-07
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1 - Vehicle 4436.5 - SCV-07 2 - 100 pg/ kg 4922.8 **

SCV-07 3 - 1.0 ng/kg 4033.4 9.1 2.0 SCv-07 T 4 -
wagod/omgskg 2842.4 35.9 (% 5 focal Vehicle 1BABUS2008/009932

63.5 - SCV-07 6 focal 100 pg/kg 1322.3 70.2 18.3

SCV-07 focal 1.0 2.0 ng/kg 1923.9 50.3 ** SCV-07 8

focal 10.0 ng/kg 962.8 78.3 40.5 Table 2.2. Tunor

Gowth Inhibition (TA). TA was calculated fromthe

| ast tunor neasurenment using the fornula

100- (Vc*100Nt ), where Vc is the nean vol une of the

tunors in the contol group and Vt is the nean vol ums

t.h he
oA AR by 5 A LT SRR
Rg )8 W issrccombardliAtthe @Gmsaatceivmbyédlatibﬁ pILSUBSEIeThE@o&bﬁ%ted

%EL@%@F%%??{F%& e s 0spt 10 mots

t oxi ciTapleiz? t hi s study based on observati ons of
survival and wei ght change [0085] Animal s treated
w th gk CV 07 pigoTe bw%\qﬁg ps qlﬂ;i Coreigll
reduct Gesp | IIF#DF rTrguamde N | i nhi bi t 140 él 68%
conpated t o VAMEC| esdesitg ol 8HF‘ﬁ‘H'|"§ P 0.02B). [Q086]
Al t hough not statjistically|significant, anipals

treated With 100 pg/¥§SCvi07 & ne|or with 1 ng/kg
SCV- OF—al-ene—shev roRs—-A—tuer—gromth-
conpared to ani mal so vgam ¢ceinetk vehi cke ophly. [Q087]
Al t hough not statjisti cal? significant, irrpadiated
animals treated wtIsC8@Qv-07 at 100 pg/ kg of 10 nu/ kg
showed redycti-ons| i'fl Bl’ﬂ%? grdWaH‘ relatfve fo
i rradiatedyvehicte §d\),bl7| ofranimat—s: StTUTE
SHEET| (RULE 26) VID 20084432583 QsRGT/ U‘>2Q§@.8/00993.2 N~ M
00 NWC-n MW-fr OAQ~QN =~ [I| MmCNapp M
Nmmd_ ~|NagyN |N YN INNL+H_ NN NN NONO
Mn 10 N O] N fealb N’ewé' mm1611%|r:§3g8mmNNN
UN 4Gy SCV-07
6 fooy 100 pglkg 1322.3 70.2 18.3
SCV-07
7 fofg’l 1.02'0 mg/kg 1923.9 50.3 -
4Gy SCV-07
8 10.0 mglkg 962.8 78.3 405

focal

Table 2.2. Tumor Growth Inhibition (TGI). TGI was calculated from the last tumor
measurement using the formula 100-(Vc*100/Vt), where Vc is the mean volume of the
tumors in the contol group and Vt is the mean volume of the tumors in the test group.
**Mean tumor volumes in groups 2 and 7 exceeded the vehicle control animals (9.8% and
15.87%, respectively).

36

SUBSTITUTE SHEET (RULE 26)



OQNNNNNNMNNNNMN
mh O GNUOVNNNNNA BN
wo2009m2580 N N N N NN NNNN
N MWNMNNMMQNMN QU
ruz NGNOGOG ICNG NNN
m mWQWMMmN O
m

QWO 0

=3
EW

6 16 N

N

N N N N, N N NITQ 1 N NN
Ol NS RO RPRIMRE N ReRER PR BT O Rk P EPFTYalgh of
subvival BhdOwbightechdigd MM N M Q M N MmN m"q "q WmO Nr

W O f .

B v
tuoNgriswi ikhittion (TGE=68%) ¢anparedNloNeliitle coptrallani@als (P=8.086
oRfe] "l b4 ety Wohlep ot it et Uk oo o7
alopeam Withvl matkadSGVIQ7nalawenshomye| redugtippsinNumPnamwil sempared to
arfhnds Wndlrdbefiah vBhibloMoly. N N N NN N NN NN NN N NN N
(09371 | Adtheugh not gtalistigally wnﬁwwmdﬁm wrﬁalﬂ trnaiqd MMN Sr@\NW at
1dbi ;M/R‘Q dsn 19 Mgl Sholwed MdbktiinBlilNuMoNgPdwth PeIdGvE! tdNirPddMtdd Wehicle

% NNNMNNNNNNNOMN NduM imv Nd NN
CORtrR ARIMA%t NN- 0 b WNNNQ NNAOWI'DNDNWN
NNOoC4A Omb OO (0OO0Or ONONOmMbAOOOOARQ
m~p (O NNNNNNANNNAN.. . NNNMNN>DNN
CANNNONNOYNNTNNNNNNNDPNNNNMN
NNNNNNNNNNNNNNNN~NNNN InM OI N
MWNNMNNMQOQNNWIdNIdQmMMQ_ WNMMQb m
[~<mWAN MOmMmmmnP) O4 Nhmb Wb mO0 O ¢
QNOMVNMONMNRNONNAtodmNmMmMNINNRmM
ngoddWmMANNONNWM pNNNNNNMNNNN
NNNNNNNNNNNNNNNNNNNNNNNNNNN
NNNNWWNWWNRNMQNMNWWMmMdNNNWMM

37

SUBSTITUTE SHEET (RULE 26)



o
[se)
2
= z M c = zZ =z S _ pN €z ZzZZ W zZZ O UTP TE'9ZZ AL AT m..m% mmmW_S.Nmu Nmmnnu 250 mmannN M.mNM meNNmm.Wmm m—.w nwwwmm €6wC 87 v
Z M m Z > — zZ M m o pW hmnunN F,.vw ; 2 zo'¢z 9992 mu [>:24 nNAM WYz b9tz weZ 8L @NNN«A pZEP ¢rez eLzZ pig v
< Z . zZ zZzZz> ZZ RIZ eyol) Se AT B LSZ” LV9Z bE9T PESESVZRZ YD) 997 QepT  OX9r A9 RYLZ ST oF 4
V M -z m < zZ M Z mm.m Zoe e 9gX Az g @w 991z Z¢° T e FoLP 9942 sriz 16 €2 69€E 7 LT 89 SLwl sr v
W — Z Sc > zZ 2 Z mo.u Lol EPeZvazz eSPP L0 ) vz RigR 22 B0€Z  egeZ 1122 m.uqmmNuv.nN vz [hZ 9062 (ByvZ RYYZ EveZ  vr [
m 2 zZ oz W > | Z =852 va ©T YT v @ RFIOrER th S092 855 I8yZ 9V ZEVIZofR 6 €EEZ 68ET  €F v
zZZ m Z 0 O O zZ Z Z _ziez _.mA Pre_sooz <§sBZ ouckl) itve FLTE Zsz  z0sn_98'vZ  1v'vZ  PEVI) PP ABSVT BST v 2T Aeve RLST ET 2Ty [
w >2Z2 zZ N2 Mo‘m W.R 159255082 62 (9§ €gBz YT nv.wA qwu@ 222 vsvz ez LFE 9D .~Nme 9sg® 8057 9EET 14 3
zZ o] pdie) m o) s Z 2 ez 0P SReSiver vefE el 1822 A0 S5 ke e A2 VR AV Qe ze2z oizz Bz ¢szz etor  or 4
Z >2Z zZ >z o Z > l €'z 92z Pz eLeT W dezOse s BT zsiz_seiz T ol T SE GSET 8EuT 88T 66 1%
W zZ s zZ m oz zZ O Z soee mm.mm Sz o v T el ) sver Zoeel 8L6t  Li6t  €ET  BEeL s> cem ey QD sc6t 6L61 o6t oz oz st 4
(@) zZZ zZ m zZZz> @t _beez  1€9 cz9z %' moNNmnAom Nim ooz sz L@ vz FKeZ\TB P 11z bz e [
cZ o0 =z oz =z m 22 22 o @b ofte ZuaZE itz sovz o seve @) Bz Obve evwg szve 105z e YBKC €L¥T 9E €
m Z zZ e - e E W pm m_.nu sz gz ssve <Brves UAZLvve BreP cove oovz oo v w@vd ek} ©v@ eeve eecr st €
Oz=z=z €& e >2Z pd 22 - Z QO W L8 S TevE  s0vL voez gy 206l 28927 6Lez Ro® £oaD 062 osez &8z TWEZ SeRr  ve £
2 Q = _ 2 .0 _ ZBre gooe_ i 698 16 QWNNE,R Nm.m 2992 992 Sm ZeoD s ledet e zcer vsst et €
Al @ die) > Z c W o) > pd e ez MNA 322 Nnnmum.—n [ar< wNo.onm~ 2 2182 N.om %Mva Nﬁ.m B> 5Bz Aver B.aMN »MdNNE‘m« MNW ez erzz ozt €
v . o N h - ‘ . - ; : - : : . " ;
z_ze22z"zzZz oZZ2E =22 e -t &MW el Nw_w“ Szt G bn ot me own n
<Z20-Z22253222Z0 S Zg Tr hnivg yw gy onuk wE b Bl 4 we sl SO Mol pm ww ww 2
@) 1 2 =z .2 mw =z G 69z 2Bz 94z 201z 5l EEPEC B Zouzl sise__vese 9L BR) e oSG LS LTS €SV L2 €
= Pz 220, 2 2Z N pd W Z el 2 coerl Qb Loz sese sesz ez essi— o sz (WDer esz svsg Zose e vz 9t €
< c m =z O o O > O ez Loz seez sz erel) 20206 Bopl doz__sscz eca eedy) mmNgw pl23 el'ez  esZ ST e
b= ~ =2 e W - 22 < 20T c - Z2Z € < Z E pr v m.vmu <GB N.M«N %Nm NFW.W o8 ve— % pmm PT 6V SvS LBV OV ELEL v z
TLL "§T vo'9C + . . M i " b ¥ [3:3 k ¢ 3 |3 a4 X Wy
22 £>= =2 W W oZ2N0Z2 - pd wa %oﬂu ﬁmwv NMMW W.“m MMNMMNN m.ou %MU?% wam Nu.MM.u wmwAanwNN @_Nmﬁ%w NH.NM H Nm.nm MM M
3 . : . : . o e i i - ) - . . y .
Ecz_" 2 zce_ 62zs= _Z Z2 - i N%W M,”Mu BeeTotn Zoe 1orgZ v re SR Feg ey WMA B B i o
—_ — : O oy : ¥ -o 7> | X K ' K (>4 : : K L
<zzZSZ =t E 20022202 = c2a Loy analady p il (hetm pn & on 0
ooz Wg = > © 2 > >0 e > > = W o = Z © meou N”e N«Nmm.m mw .NNmN NW m.vwhv\m,wﬂ.mN VMm..nN &.W« WNNMN NmM.E vz ez Lt z
- Lo EcTrZ z p Z . oo B spr e _svg Do ieas Dogr acermosss cr ssn> eipe oub iz gave mar o s
S o = W m o oz =€ > Z Z2ef i Kor_ssor QQM uwmm HNN&N Lo meom m,mv MvW Cre = anm - r_.an vz evEZ vl z
<SZ_EeZ _ T, EzzE_Z Z= MM WNNM o M.Wu” s B MMQ”MN E 22 @ Dok mww WMCMM S S e
oLz -2 252Z2-0_2 Z2 nmm MnN o Mwo wmmmmm NW o ok B2 3o 2ot v,wm,mwawwwm E B wes o
o~ z_"zo0zZ= OZ0Z_ZZ3 ZZ2, & sorealis Do oo v S ek 2t Do cloeCongy Gt Woe wee o o
=z Z -2z 2 o Z0 .. M;mmu eLLT W mm v20e Nv. 62 negZ : g Rz @z Tr A=t A L
O < P = Z2zZzZ SO —2Z0E - Z 2 oo NwNmM« m—w 9 Nnmm.m %.@‘.WM.@ mw Q.W M.mm_ 2 AMM Nvl :NMMM WM Mm« #6929 L
ESE Q9zz mOiNIQON mNN4NN%vMMN M.Mwmmmh. = mewnmmmw Ok Dol iy Do ww ave v o
0232222 E0zzzsezzs3sp2Ean thn Hat sotiesntonapR s B 0T L
M ) m pa m oZ2Z C 22 W z2Zz NNN. N»% ono EMQ WWW mvwwolmn_mmoNWMu M>M ke mp Nmm m@NNM NW Nwrmm Mwwl MMM MWMM ' '
WINNN.mNNO@ONN cozz<c2z T ozl ax>Sfzz2cZzEczzzzzzcz"Z gz N
2E22>52zz0EEZz2z2E22S2EEZ%Z02 | E2>2Z2zF EOZ cZZ < Sz z ENIAPEWG 17 xpuaddy
=

38

SUBSTITUTE SHEET (RULE 26)



~
)
A ZVeZ SCE€Z 992 2T IZEZ 69EL PSS 8SC 669 69€Z C9EZ 2LEZ T BLVE WYL M9V ¥SEC
S 26 962 G2 LT
z2§Z2%2022E222 Z NN%&M@ﬁsNMQmWﬁyNNmQ%NﬁQQ o2 Jooz
EZZZZ Nna 2T “wor ST (YN o essz @gre &% T $TvZ IEW BT v oy snZ €2 2oez
@) & ZoFZ aZ d 22 St BP PR 0% B R ) B Su e OWE EiZ R e P W unr
nZz22 Z 12T 9L1T (E6TT EVE\/ £ 90T L9TT LB G2 eviz Lz 9tz (W2 soz (@ weoe

m.
Z mN 222 m oz £ NmM 2627 hwmnwu.m Dl e e ol ~H1Um=m® N;No% OD.W oy, 9L 9THe

— 1oz _cooz wsz(desz 2vsz_egsz Loz 12 _povz. 96waORLPI 2902 L vl RS 982 9L
Z pd <222 Z S o Ll oher 55 Al e %ﬁu 2 NM %8 2 Ma onez 9vz  vwez

cxzzZz" Z Z T T Eoesy agen veorChour, sxen suny sstr sz grer, srseiivr 0o oees il BelORE o
§2ZcZzo zy0%z B nle o an aay s v e gg 2O

z zz =z = >N Z - i &> [T02 5T 517 = ogur —sgiz iz ey m.v MN w Nwmwv@ PINTA
QN = O = z « m zz = S _ z = .mN NN wUNLFW Nodw% wuon «.WWNN..H Wv N.ﬂ.%mmmm ﬂm BRI 04
Oz Tz zZ> pr @) pr B WP opke_¥C ZPECCOR WEZ S(P (TR QORI JZ T L S0he 10 soee
=z Z =z .1 E =z Z w9z ST NaN.uNIn.N WOYZ206 \grez_ 9vz  veTP ZBkz cogs vez Wk 5P BRI e

Py l .~~~ s N s L9627 A2 8TeT_99vT FEeT Sl RVZ PR A\t @IZ0E@ KV 8Lve Avi ST £1vZ7 1662
OzZd o, _ — > zZ Z Z  cu v opst _0EL V€T TYEL _POEZ  \SEZ _E6ZL T 1Sl 857 i SY. HillwEl e
OzZ=zS= pd o Z . Z - O o pd - Cesz mmwN mr..&mw.m &z oG L nNuNm.W Y -1 .Nn.va“M Mmu &u&r. 68'22

— 67 LE:8T < Bi /Z—FG" : . o6 06'6Z_62CT +826Z_, 20 : oz ez

= oz Z2>2zZ22Z22Z - @) 0O Z - mN %WMNJN NWQM Nw N« NW B G o1 2oz N NN vve

o Z_<E < = Ocs: : 57 ¢ Ve T g : N» reEE—90°zT .NN NN qu 185 €I

= = @© s “ = Z o C_.N %N 7z “p9: WNNN %N NN o . S Yy 6662

s = ~CcZ ZZ e WE m 6T pred ocpe pees spor ek 6T o Vegz ogw (Pl Tz Ty erw

(@) S @yt st g7 62Tl 0T WL A2 Bl @) BT i 1T ¢ Lge sse

« O
zZ Z Z Do weZ FRepic Iie I DG TRe 6@ P —s6e 693 1P 150€C 85T 69T 6LLT
2192 4¥ST 98°SZ_ YL LESZ 602 2662 P97 ZROSL. 2rST VST .S 6v'Se _SV'E 92 LGl 962

- a Z > © < 22 \awﬁm NpFLnNNQMW NNNONN NN @ _mHW @Nrﬂ.a mnN&%W lenmnmw 6612

Zo50223°225 20 Mauarieayest © nlvyaage

282 oz=zptzz8Tzztzarnt pfm et UBn S e nab
z Y

= < M s i

aNe Y N N N

21T HBYR LhYT  GE 2 S : {4 ez

=z W\ zZ <z e m <z =z —ZZ 1reg &mwmwow.m@ mMqu NMNW mm:NmN waﬁﬁ vz e Qs E,namMﬂw ez

m - @ QN =z c =22 - O 22 CHE Bt csvz ooz 2 HFE D2 woe seee ez (D) w2 PR ssw e 6oty 22
> N

(@) arvz 69422 &NQm 1962000E7  86T2 BB BV pe(oezz @z 1752 BT 166272652 S0'€2

2 W 22 WN 22 - Z Z Eerty NW S.muhwn waNmm &z E.nNN:u @nMAmm m.NNmNRW. NNNMSR il /4
— > : : : 5 - 67 £49' el € ; : O AR~ AR TaY A

zz_z 6 cIZZFLZZELZD mwgwmw% o SR &8 LW AT N
: £2°20 eE—e ) 'z 252 (e w2 ez Loz ; N ; ez 6722

4 qDa ~ zz zz sz zz m”M N«N o 2, NvN‘N @«W %ﬂm BN lew M».NNNW@ NN 0ve e
z 22T 22 32 "2z Ay =T el g i ey s i on v pubn wi
< Z - 857 t0Cky €97 IS YILZTL BT 6% e 86w et 1eee 9@) v 99gy oML
pd oZ2Z2CZ220 Z 2 OB BLZ PuAQ B_e w8 Wt o BZIE Wi PR wz BRu—yeeh ew
@) 2 N 8Cve _1TvC CTve 8SYC ZVva_€8El (Eer  zye <Ol Lyt il€l Bvi WSl ity £9€e
Z o ozZ2Z2E==22Z2 so ZZ @ Bk L e e vl QNOMN T avel el _ \9we A& wwn =Bz
2e'¢ : g2 L 2 2 Q ez Uz, 22 squg B2 32 0612 ZS 91z

2" 0zz2E222  JZ2Z ERAZEAE LZL vk bk Lonk ol e rm & b
- 89 %, REZ- LB $508— 96 "€2— CEEZ 6! 02 ASTT : DA 7z
Zz o Z2zZzZ2.2Z2Z m. pN Z NKNQ»NQ mj@ N«Nw@odlwv_mﬂﬁ\w NNSANEGW>N%_/Z&. cw.ﬁm 5Keq
NNtNNNNNNpaONrTNyNl.NNOMNNNYNNNNNNanNrC“l

SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830
PCT/ US2008/ 009932 Nb ad n o N'Nnn A

wOR206982830 W n apl
NdNON p NN

6LET
9z
822
JIR%]
05T
woT
sveT
4324
weL
vzee
6592
8692
;%4
zeT
svzT
[9X>4
86°CT
PLET
&ZZvT
X374
s
9
[V
822
£Te
%4
1z
[£ix44
syt
10€C
6197
68T
1Z€T
612
1622
-4
9zT
8012
[ 424
e
91z
812
we
pravs
25474
FINY
T4
66'CC
v feq

STEe
62T
8672
8792
(1% 74
8602
£5°7C
SH'e2
[ X 44
£7'ze
EEPT
h14

SHIe
88'¢2
z62C
1zz

i:x4A

6L
S8'7C
zTse
zrie
f44 ¢4
yT'iz
8L
erie
Se62
a1°zz
6172
8474
F¥74

oz'9z
6L
Srel
£9'12
10'€2
56712
S6°LT
s6'ie
ecee
%52
812
ge'ee
20T
stze
S1i2
6E12
€rie
we
€ feq

(<4114
weT
seee
1062
SLve
6LTt
8T
8L'€
oLeT
8L'eT
vz
9902

2GS
P0€Z
1822
Iy 44
L4 %A
9sT

80T
€rzz
062
1182
e
(444

9022
122
89'€Z
144 %4
16¢C
8662
EV'ET
€T

k44

1Zvz
16'SC
62
612

£02
[ox4a
8522
wz
¥8'€T
86°€Z
wee
Gt
yIET
t feq

14354
9'€e
cLrez
16'bZ
60T
8661
Jxx44
See
24 ¥4
8T
sovZ
£0z
[~2%4
ree
[k44
L'zz
BS'CT
g0'ee
EL'sT
1414
61T
(74
6082
-1 444
go0eT
[2:a24
Le2T
£9'22
[413%4

344
(%4
(874
[4+4
80°€Z
(VA4
4y <4
2802
¥4
[X>4
S91Z
202
1612
344
S9°€T
1642
¢4
69°€C
1 feq

Lee
29¢T
28°¢e
8962
;4
8T0C
THET
S0'v2
€rve
[
1424
6'0Z
L
[3:344
86T

v
8962
P6°5e
££°92
86°12
e
682
[: 344
S6°12
$9'92
29°ce
v8° e
1622
144
60°9Z
v8ee
€672
€9°¢2
29'02
6822
[4{3x4
8102
[:hard
1374
Lze
2622
¥4
8r've
$8'v2
6v'22
=344
Sh'ee
0feg
wBom

OIN W W WY WB NN WD WD OO OO EO®ONMENMNMENMNMMBENRMRRIDIDD®D®EMmD DD M

dnoig

39

SUBSTITUTE SHEET (RULE 26)



o
[ae]
2
>
=2 o002 =z e © Vil 2202 1oh v @l G0SLSpeeL subL spol |ecqT ZEL 252 ‘U Cesa swor ve0l e €26 o v
20T % . m pd m =2 20z 2z | CO c Teser L5 20 _svvl 22 Cowfl LBl W2 Jrel  sLsLOrsz) %.N eeoL mmm 29 evs 659 8rr v
o 2 ez — pd © zZ Z - sl Lol o8t Zoal vssl, 9 Los_ t  ssd  CEL L ~mr.QN (@] ‘s ere  e¥s sV 9v v
Z2Z g5 (@) Z < Z zZ =2 Z B2z O 2 Z0O 60 o 2o 2Bc oo 08wl 6. 000 &7 . - %d voL o8t 9L o I
nZ cc2 o 2 =z pd szt €8} oL oz ezt ZB1EZ ogs Neel _m,mN@Dﬂo ws e avZ g, 95 Ools L €8S  98E v th v
202 — 2> Pz mr _W cZ > w— N L Osar., soer mmv.lmmﬁ 2i_srel senleosr gor eoil e . wz reBP @6 ez ers weor e v
= Z Z o Z zZ cvz_ ze@2 98l . 002200 @ LBl 0ol _zoel sLSiZ0e@ reer ok ool @s<Lope. Ues DL m—.w. @s oew s0r 65 2 v
Z m. Z Z0 Z o= Z 2o lu6 _se9 2B llkiel zzv 2@ Q@Q Ze_ i@ eal so€ ke 669 4D _zel 989 61’9 28 68V 8Ll b v
> pd —_Z Z zZ > LZvL pezz N:W ovel oral Lol svs szl weloe@d Qe &b Sz sl W] o &£ Zuor e e0s 26 zZie  op v
pd @ pd 2o _ Z2 222 2221 Z OofD se'tL a8 o ABe sy (BoZ owst 6] CEtL (01 _g2g vz _exd GRo <96 8L S8F 68 »
LL Z I >~_o©2 zZ zZ svel_iaez SmuC ovs_cots a2 ezer e sioiourn 06 A oo esv<l Ll Qoo @Oz ws ze ss evr e e
pd W Z >_2 2 ~O 2 222 2 Zeo@ vosz S8 Loz gf5 owl @sO 19t pe sivl _zgal —HAD Lrol mim @8 ssTl gL w5 L8 v
o=2 =2 1 zZ m zZ O3 2 665 Lozl g6l ieal sioz>qriz @el oz (eorz molign) cost o vmoﬁ— @rr vl 681 leor 9 e
Z2cao_Zc Z - =2 ez ozz Z ._ss71 9L Ne6'9L Nomﬁum 89@) v O e P8 %vN W ul ks ez wS vt S €
Z O] < Z zZ 2 Z Wy 2> a2l sovileeoL H90F WAL veL L e Ss8_ zos Sers Py oL 108 S5y ve €
22 . Z > Z. Z o Z2 22z20 e QW@N 18’61 m IR > TRPAL:" %nr vezz _poel 0t ocoL cowl &2 _ 00QL €08 ULl 620 2LE € ¢
-2 mn > oZ Z . Z 2 vsve 80z 2L el . BUO sv <G N.mwsﬁ ‘o, 20 bLL oy e o »Zevs. (Bv €5 69 29€ £ €
N m N N N C O N @VNVN 8°2Z &r. v WW.GN m@ Q,PN 50t NN |7 ag'sl mNA—.F w—. &L pv.@ n Q—.m 262 8501 8 88°9 te £
22 - pd W pd - _Z. 1 LT Zefed) sl eoez 192 G Oreos m.& cafz >z gea<{itkd Qrir esol etz Lt svoz 8  zoLL Of ¢
zZ o Z Z Z -2 s Zekld o &L Omer sosK) ik <€zer TlLa iz mv.ﬁ szvL _ v w.m eda g 228 608 4 98 s88 &L 6 €
ZoZ2 _ @) Z > Z e sefl vl wil__ s (Ol oie  ee2l AL vl 6500 1 Osop. zo9y 169 (@2 rr Osza Les 806 o v 82 £
pd 2o . 22 =2 2o0Z2 1222 N Z Xcer arel & liver sseil oLt @11 seot mw,m €5 vozL l8y &L 6 L6988 999 9 .2 ©
2 cZ =z pd > zZ Z S OILSNE0 G T+ vost @zOerd _zor  ees< ddd LLks 8 O~ 869 sbL 6 5% o e
zZ Z o Z - Z Qaoaz 202 c Z Cuiel e68L O Lrvl S0l 296 sezz A8 Ls6l Mw sz'8) vn, s 0L 91T 0B 696 ST €
202 E Za © © Z Z e2®@ CulizZ 500 ezl #Lov__ze0z _gee wdr __iqe €Lo<Lexd e Z ,vQ@ v 965 zZv oS b2 z
zZ Z 20 2Z22_2 — ZZ2Z2Z g0l w8 Iy DTz g8 &b Odrg. 1zel va® Los yse Zyee  &£r | $e Oy mv €0’ v 689 I8Y 66§ € z
Z © zZ > Z o mmv iz oz AT ] & -4 1__1@ e sy ‘0 et yo @ nv_qA el 3m.N a9 OEU ‘9 TOL  ¥B'Y  LL'Y zT z
Z Z 1 >22 . Z O Z 20 o122e0s ucel 2 vuL 6 .Mm.omr £0t €20, AQEL 200 zewL 221Gl QoL sk OB LB leeL BBzl LR SZOL L2 z
s o 74 0] < Z Z >_ 2 3] L wpEe 951e QI Bz @6 @z _sior  yor. &6} OVONT egziZzveL  EHLL €€l SeZTL  ZLIL OF z
Z 22022 . Z 22 -2 (C Oesoc v52qC &z Qs czolbsd® 04 czez Boqy grzt off) (o1 @B z:ED 28  seh 199 SooL 6L z
zZ . Z Z @) O > Z <t _mer ey oo .802C aB6 zowl (be 28 12 geo_x) Oy 8z Ceag. vy 6zL Slv  SOv 8l z
pd <C 21 02222 W 22222 9o Drom wul €u sror zeeiQsvi LBCO sost Zof) R KR Iﬂ,op@v 76 2. 96 w9 8Le L z
z .Z > . O 202 c EW Kz iso ol 205 owfe Lbbg  ZZ  veuL el .ev0L OQvL e B8l el'8 '8  6ZL 689 O z
2z Z>2o0 2 @) Z2Z2Z~>2Z2 Zisor veel 28 gist  LsiZvlol Nm.w 2028 Avzn W.m 500 (DG 208 __v28 2 vee B Zve  Si z
oz m Z — — 295 C4iE SmeL B (C 8 Lzl svz. _zeal ZE0L 597 %m.o_. &h wd ms=  Osag sz Obog @.m 889 995 st WL z
2 Z Z . m pd QW —_ yN 21591y e zst 5wl A ol Ow‘cv w2 T v o 2. @5 @0 Cdvs Wm €% 9P 80S £S5V vEY €t z
@ Z > Z o N Z Z2 2o sz vz ec . bt cle @iz ez 16D (WoiQsow (BFeC el _zeet oL erzL s 68w 2L L
ZZ Z- cZ22+LuW o>zZ22 WTle ste eS8 vse 92 G529 weZees gy 569 Zibp. v0e  WE 85 ¥ mme oS w9 Bv2  6b8 L L
W o pd pd Z O O b £Brz_ osiz yg020 v sal .meu T Nwm @9 _ov1L gD Ot 2TSL SLOL 2EL  99L 95A O L
220 2 c 22 =2 2222 oz _ o e @ Qra conZize Lo ecel Zers @e e fes G Oesd .Wa s Ls 9 6 L
® © > C o _z =z pd W (Cae Loy scc  w0el 5z el Q2 e _velT svorme@ (DsqQ zeer_sesh soch vl seoh svih 8 v
22 2. .22 @) 1 oZ22 oz G O ve0z 0002 (D wdvol gezelzove 61z eiszZzoer dvzz sou ez egoelsags ldder vir esor et o '
>2Z2 Z Z. © m 98, oz zey w@xL_ loB» Lo sgn (Qiel 2801 cefl ol w2 evA sl wwa zdT ggv_S0L  68Y 6L L9€  WE 9 L
2 Z zZ W .2 Z o ZZ ~Z2 LL U Zra zenl o2 SLse LEVEESYiL L8t 966 60> @t sozt (o mwvu.NS.nP L1898 el 120l 918§ '
eE= < @ 2 Z o — =z T wpz s 2Bzl 2851 1B 159 AL _sotL 532L(C 0B O 6_vo@ . 16 86 29 28 ¥ L
22 pd 22 zZ 22 w1l o WS> st re el o'V 8Tyt Beelovel (B> Lijei Zuss. §28  .ze Ocs %Nvm LSS 628 5L uv € '
M (@] o > < oZ2 >  esm o o s0el ek mm i sse_osp ZLo— R LG, @B _ 29 z9el €5¢ 0P 158 2 L
Z2Z R Z a2 ca0un 2z 0000 .2 s s Qeiz 59l <l O Zoz® ses  SL0 2@ W 20 ﬁv‘m vrEL  SL9 ETLL ) V
M @l ~ 2 Z = w0 Lwo zwo Lwo zwa Zwa zwa ik ZGia wa zwa Lwo zuwa (IaOz S (Dwa zwa _ wo me_mr wag zwa L wa
222 _ 22zZ2Z2Z2 NNNC&DI.N@Q«@HNN?Q Z ZaG o, Lol Z e Lfeg (© _mm O «mo | feg
(@] ‘oN dnousy

Z o o o =2 o))
NNWOCV c 2222 oz=z2 nNNmOWNO NNdWNNNmNNN -0 . OS_mcmN

< — . .O cmre
ZZaFZ>CZzzz0Z22202%02202°I22220Z2az220>225 1 | dQ 3 SUEYPQounL 7z xpuaddy
=

40

SUBSTITUTE SHEET (RULE 26)



lg'SL OLEL  822F 28°EF ZPLL 900L €804 ZEEL PZOL bPEL L6 SLHL 266 bSLL 228 LML 6Z0L EbL 960 69  6L9 15D 96 9
LL 9LSL T8  bISL L0SL 188 SLB  OLGh 96 8
/6L oL sie  z8 626 ov8 oL se  cos zeor v Ples e zie sz oes  eve  vie  ige  sse  vew 260 t6 8
P 1021 89%L B6'EL L #2L  SLCL €021 2%l vE'6  OLEL LG 6SZ  ZOL 28I IvB ML 6’8 €6'ZL &Ll @v'6 €211 2601 €6 8
A §50L  pbEl m.N ob 9L'LL BLOL 2. 8 26 ¥SLL b2 6 oL m: 66  BeL  Ie'6 E.o 87'L 199 -®L L9 29 b 95D 26 e
2 m.m_ V oW MN 956 80l 986 661 »Nm mom v; 200 202 ve  evs  SL9 16 8
< M Wz o < : V| 8 vmum ,W v:m.mm e manmv ﬁ OFN DE 286 €59 05 06 8
O Fa~we S e v s 69 P 68 8
! s> e = O %%MNWV Nom NWM mmw L: g ofm 68's N@ 889 mo_O m moMM Mm ;m _,nm m: 6L LV 9L 88 8
co R © = \V _ 4 .
—ES<£20p7 vamehamHMMQ%%mWEm %wmwmmWWmm%@&lm he s 55w s
6 0L €€v 61's  8¥ §5 o8 8
ZESZ2Z21 € W 1 — M mn Oavm cos s er_ Qe ﬁ se9 5D zas! @ —e0@ 552 m oW S 16 szs fb <8 8
N — o) S AM *mrM h r,I:.T m QQQ@ VIS mp | sez Swe mm E»W 509 |amﬁ 9%  wO¥ €S 8 L
Zo @ 1 = Z> 7 p mr4§3 e N m @ m lor me/ 8L mﬂ SN £L'8 mmw v8 €58 1L €8 L
= W - © NN WN .nvt 2B Rm V Vu m$ W nJ .,N mo b 33 POV 67 Eeh 5T 28 L
= T E OZ >o ez v V07T &g, aaTLS/LEL ﬂ:: & &:.Qﬂ 7 mw Q ToB~ 2e8 192 s52 18 ’
pN - o c = LL 5o —Cc bmmF moi Mnr wxo_mmmr mWN &MU.MN: ¢®FW. am“mml %md mmd & L m m 2: $97 §8) 9L GL 86C 08 L
L) . SECEL_ Lyl Vi LOSIC 95T LI <¥B' 114 +~5T0L (s 5= L vl €2 569 €96 €2S 8’v 6L L
prd = ym > > Z = = 0> ZnSus Sm w_~ %rpaygi mm FOWN.I« %6 mw!mmmmv o I««VJ €06 me ﬂﬂﬁ 69 ¢9 €L 8L L
— ~ L=—60gL *-80° 4] b o LT e 51 € P8EL  90L L¥eL 4L L
S = ! = = M ©S nmmmrqwm +9s M«nn mNrVwmm mop ovu-yﬁ Dmnﬁu me %2 1 eQ m@wwN WJ m_mNﬁ%W me sgz 8L w8 9L L
aoZ A ”. ﬂ = c (\ ‘o £ 205 QN ES T ERE @R mm :hmm 96°¢K. Nm_ JERL SR momU .mmumem 668 mmmu E.m £ 50 SL L
- >SN0 EE& £ Ol ;96 PPL 908  1Z6 1vs  sve ese Q0L A9 8F LIS B89 88 ¥SE  £LE v L
o= WJ c m o = % vel awN w2 sztM r_.mw Ew ES %m& 2ZsC e Rm omG 55C &9 W mvx 02 685 wS € 1L
. N~ GG EL 500 z5 523 g Nw 6¥S 9y S e 9
Z o — © NF b %.FN mom 381l VWFDQ v L ooy mvNomm nM_% 668 616 BB Il 9
S bl M oL nm 1 NQ Nv e 6 r e ..l:m %o% 952 mmNa.u. ﬁwwm Yy~ 00T ] @y e5P e
s oL 9
e o f < . z O m QMFQ > w WN @INN N« 8 08" ¥ i0p B bT A Q awom n_mmw 619 168zt 69 [
= . Y =, ‘o 2ol 80 ¢ o e em
EZo zZz> Z$zZL mmmﬂ e, 226 nmm mNQ 6'g B0 160t ge 86D T efy  vel &z :n Eev prv) 06 ese  ass  so 9
>Z prd O >0 e ik A\M/:— oz ofsl 880l gzD FIO @. me dm Ero i oss e, ol mN mE I8 €68 HOLL /9 9
c> . > > Ze6zL T8 5o 2811 zzel 2B £SEL_ LO0L m ald] tmm Lg  vsar NmVJ -2 D m oL €19 €€9 99 9
O W..l Z = Z G m nm m yMa M.wmb % m_$f NU ﬂnnDa €' vl 0l Nww, nﬂmrrnwo% ~ mo < .m 166 ¥2L €8 1) 9
— ofeL SouvL -2 oL, 616 S :: 5" 86°6 T 24y 9 oy 6vs 19 9
@m W — €& = ! = QNU /.\_| W mmm& yo'Ly mmr %I mﬂRNM N FNmoN Grol - mon N Oomm LsoL /s8R 1e's €8 8
7 o ~ £ ~_ | © 0 e amw@u 62> m 819 609 3¢ &0 mw 37 Enmu 6y 9 Y 29 9
- o prd _ ! L& sspL awﬁ TBLL_ 786 mc_;: ZLo) %Nr PO 890L oy e mmh O Toe zviEews” 97 vmmm 659 9v9 289 19 9
W m:N O e _Z N oom o) e teos sop KD T GLB €26 ~078 264 Wmm 98 m; & t.PN:nU €16 99 858 16 09 [
2 _2Z ' V| o 2Be T2 ee 260w . Suee 2 4a@ — V2 c0v w82 SZv vy AP 6 s
Z p prd N Z N O =, Fm” m mne caozl s021 —ovh Z~ﬂ|Ao~m Hw mowm.u t~ WAM NNH g eLel geel L e ¢
c W nU m a O Z ,mn coE mh 7 Dol v .rnnh %0 &00 m.T sZv  v6v l0v IS s
c o ~ © ot ﬁ@%v& N el muoNJMm WOQ 56 AL 60— o 21 2Lz m g0¢ Iv €9 96 s
e D e O=z0 D DL E S Zwn&m o eptpZosor _oxe ooy rzr @6 41 (g mm og8 vmm “Bos_ Boe  ccw : .mmm 8¥9 09 9L S5 s
O (@) (@) ©
s o S s et mnwm Oﬂmm Loy £ Pk oy 2 195 Qzole ~$¢mmvN &= _szp _nm 8Ly egy  80F  +6 s
© u— N D: e - - W m m O Z ez Toost o oty op1 N M m_..: ~3m 21 EBY _BET 856 — OF mvm S92, 2D €86 €5 g
W s m m NM vest - vhe ma vl Ia for e G S @ L G nf.m A m~ 06 iS55 6oL S s
< @ o p V Mﬁ Am m 69'6 NG MMN%Q Omn & me szt QW £L'9 m@.G,m: % seL 866 €L 1§ s
> ﬁ.{_/ zzS y Q- Nmm O 'y ! vrwr nmmﬂmn. N A :«O Ve :O sop loopy 5O muor =) s9 €89 L 0 H
m o Z - W - \.@‘. u: “sqor QT mrwr @ F60E _weg & BQ 0@ THoe ivE iy me 816 1.6 &6 & s
= 2, c Z2Z2< - zZ N.umn_m:t_G wum___ol o g, T :;NNMM_ LuQ @sum .oog_oocm =wa N_ﬁmmn\m”_% @H@_ twa zwo Lwa
1 p 1z ko<t Lo t q 54 ke 1A=q Ao 6 Ao S ¢ deq | feq
np®anNm~DpaNNNVNw Qy = pmmmmﬂm z$'E QO =y oy dros
] >
Ww.. . EE20ZE41acdO0O0EZ OmnNP E0Z0cCz0ETocliS0oz>ZcoEEMZE
=

41

SUBSTITUTE SHEET (RULE 26)



~~pp p mpp ~~pp ~~pp M ~pp p NMmn mO~ 0 oMf C
OMQndNmMMmMdNS2Vm g.9-: NO OO Md AM
wOoLwwH238BN O A MO MMY mf < NN D OH p dppChpgzossiw932
A> NaD6 Vdpp d mNop AQ WOY dOODGmmnmpp Qp
ONpp MmN Mmirl NQONRNO (p MAfDN* MmNO MM
QmONOh~ pF MY mMOnm~"." ~paOCper ~m'
p ~~pof stoNvi ~dmmp'" ~~~~nfcv~-ar m

pi ai H~n*"_ mmmi d 6 6 nnmE
anb~ooui ncndvmm~Qdcnmmm<mi' i ermto 0
M-nnm-me~mt~$ong3cRo~H~~nm. i ~n ' Nw~~~~ age 'one o~
"Mbehhnﬁzmumohwmh’fs(nrg}aﬁdﬁ) and M’rremaoeYn . pm v~nmm
coMraoan—v i do nm Y!Z-N- -\ ~ ~ N
el ML ?egagd-w n NIV N MR \A""ﬂj* L P A onl
tf) VoV ¥V b,V vv Wa (=45 -1 86NNNN
NNAINTN NN N MMMMMMN M[OBM M[N& Qacar ajla a Q
a1Q O 40 pBUBHTI[TUTE SHEET (JRUISE 26) 5200 2089/ P25830
RCTAUS2008/ 009932 N mMN A 9 NIO® h|i0s3 mMNDp ANW
N-N'‘n WoEv b R "' n~ mWQlo P~ In 8 M4t Dr mO
OMNa ¥ o HWImN Or- oty NS RSB A WW
o¢ - ﬁ‘wf\l """rrrr:r ()r:‘;h OoéhQrA
OOt N WN Cc W 3o NP mgsm ul N
IIDWOMWO MIEWW(DAr mOWMQs0 MO N O An
tl0 (0 JO 2 QQriee N O mQ m Q @ r sm N Oso- - [ No.3s nro -
DIz A[./3N N @ NNMQNQANajme#tr MO M C
921 fi WNm-~[1lc! mMmQOmMNKE hOINOW¥EhimAQ
1B him®olo2® |1 mN O E~.§ml\l hm;ggncg h

2 i16, '
QN2 NoF ‘?_Jégl‘—‘ S oomr N ORI T -
r—Lafpmg g~ M N fO N g (WP Ngdmpyyhiry N O
NN NPT N[ vz yy NIn W [ETW Ne7T aodnp MO oO
mWaminrzoN | @80 Q OCD NN[O® (Y GeQ [Nopg WM H W
mN20 JV#V W¥WE CIJr WNN (Y sd d & {70kbnmin (VW
n N2m |~ 28 N #aH mmA N NmpASN § NN N RS m QN N
D N2N NI N ON 036y d m Wi O [NID Ny NRSE P OOW
¢o%h 4 HalRE N mN NN O G—Erhwd{-4b N h G
NEMD VI 376 RALAT HN-O- N .
r P11 "L n fDV C NI T[T VO TNy 1 m O
oz T {WE 35126\ AmmmmATREMCI7WTh2®W T p N m
B dsWiHl Va0 + 1e/® M N VOINmMmDIN® h] Bol |7 A .D
VO3N ]+ + v2C%J p nono7zfDiy moB2 fo rQ~
d B 6]ci3n éf5afl Eh Nto OWhr™N h d3Q |1~ mN
M—Q rdi ¥ NI Nh mOQO NmOO@NWHNODDO.D
W—NoiNB 103 17 ma .G Asd+{cdatadiO .Dm

37133 | 5357 7 ol R

e 1} 1 \'34"\4()995{_fA<AN’\7\'7V"\52”~J'§'5,_’J m 1 (]
GW P TEC AT Yor P OO O Mmr [[OHGT D3 V N pnD v
N AM |- Qs do0 Pmr OV NO7 nead 04 LI~ m N

4Q Im37 m--37--} Vn h__ ad WsWn 8 N| 31 n WNd
WW4O Iy Nesh Q 86NIN .DAQMIQ i@ ntéN WO WQ Q
'1.4Q Fzglh dlg;iuwo‘ ANA m\8~r\|32r)|g-§; W W W
\“M:np h41m 4344 VWW N W mso (:'I|89 1.05

4 42 9.198 8 90 0.49

4 43 0.766 8 91 0.64

4 44 1.77 8 92 0.48

4 45 0.332 8 93 0.67

4 a8 1.31 8 94 0.62

4 47 1.448 8 95

4 48 1.38 8 96 0.89

42

SUBSTITUTE SHEET (RULE 26)



NQOOO OC ON( NW OON NOMQN mmm,, m
y =, Omh mWO, hhmmmqgr WNmMNAWAW' QQ
W@zmMm(mmgNr QWONA~-cma NM~ N W~ PCTMUBRODB/009932
A B NONOMhNQ Ooo0A viroc;, odui of mm
An'"dr ~ 0r" o.dmm NppNNmMddoNMNHh
N unj Wdl\UmNNWNAWWNmNaNthNNmWh
QWr hE.ONM.DOAhNenmr NdeW mO QN
No ONNMMMMNTr m» ~~WWOhQAANMW.D
Amu) Wh~ ~2 6 NOO- NC6 ONOWA hc;~WmQQh 6
COoWNhVIi V W TNOP) of mWv7r) Nh Pl N O
Nd QO N~h OW1l dNaD (0 L9 Nbco NdDb? Wr 0O
I~mmNhm EfOpr ApOt?2OTr NVm.0 O m

FRMEA MWWm~h ~WQmMQh ~mmlO~~ ~~~ W~
~An Ahti-NurbrrBfiWacy SEOAWOIAE bmDIinéd Trleatthdnt of 8 CY-0F MhdCisplBtirrin Mice

NB&MriNgiSubcutakboug LOCMuoN MN T M. DNo NN d mQ m
MOANMQQOQNQG6 OcoDQmMfdhdO rOmm mO

b .0 .DmmAr mb 4 (.~{yyEOOWN.O
RA%%\%BRINOMp m(f .D.Oui VANNQONS8 .hg
N NO prr"mr NW6Nm6WWr mt.i rrr mmh
hr,: hroror h mWC WWWE O m ~. hi
Nth@Vm(VM ‘EORYMQ%NNUN~nWmN ‘umo o
W N .¢p; m mOm< . N nWBxigd O O< nv .n"Vti AOW
W.oov WmamWv ~n mWmN .o of "~vi .0 J w ui
D m.aDDR. W .c m mCisaDiamire fuchidtoplalinur(@splati)o’ a O
OmdmNWNvah| ma WwA .~f NNnW MNor m
Y Nwg - QEO).O.-GrarFPWNteamPf-I-V! tai m
va ~ 0 FWQh .OWWmm!- WNNMYvVvI mv mhNET
MmN WINNNNTF- N V\MPQ?'NNN MNYNNr NNmao
r ul WWu> N AW ONPI NOd QWR N
WAAI‘?thf| VWOmLEhQNb MNMWMOMMh QW
h CD QL m16 mN hLGw@LQ\Q{\CH}cNoﬂaNO-O m-~j ap O
Wm G m6IQNW||6A WO Op r h WWONN
h NOmMgmr's Nm Q Mi@ata . O WWQ~-Dm.D~ ONC
pmMmOOWOhIhIci <hA|l RG h6mmOr Qt7 NCU
.0.0M-a0 Gtr a [|M1H"t§ero 06 .00 D .d Ah NtO A
N WA 'AmQr P n'D6-i~ o hb6r
QOB §~mra HO qu\log&f%éecjﬁép"ﬁ$ .., p nn
vi " "&Hcd R~ cdvr f vaab pymm~m
of ~aP u ri v a < npgrcextdﬁhlwlﬂglﬁ mn MO I n O
ONN@baS mr ODm@t&]dmdl‘béﬂlat;thO mdCc WV .DO1l rn
NNm'r NQNOOWmM QWmANTf QOInv .O t m
IDQWA MmMOQ mu) | Aupn@ ¥@uiem Un cc aUyaMo.hh
Oco bhpp. OD .0co Eh.NOOM NNWnGAQNdmM
va mANW Q/\olTHmafWeiﬁthNuntprNQNmW
r oa 200) ( QNecd
OV‘%‘Yy of o ui crATV ﬁ“gﬁ?%‘?aWS 10d00tOld O

0 V aiyym Width

43

SUBSTITUTE SHEET (RULE 26)



‘'MmM_ayppEVCIN. O0O0OmMr ONAmMabD Y no mm
INQWQNN damd Oi h mNr mNwn NON h N WA
WO200IMEBA M Q A QWt0 QWO 0L mn N N m6 6PCTUS2008/609932
QNmMmMmn QWNHh QNmMmmMmmM Nammp .} NI!) mOp

yy pV. n~nNNNinN.~N(DfO . I\IOmtOc
IerbAnnOnmmmm~OOmeWG oNi A WO cOi

M ONNNNN(OhhmhNNMMMMAd mIO !0 10 m
MmMMAAhhNhhAhAhA RhNMWWWWMmMWmb Wmm 0

41 SUBSTI TUTE SHEET (RULE 26) WO 2009/ 025830

PCT/ US2008/ 009932 Appendi x 2.3 Tunor Weights (in

gPUMBRYG oup Ani mal # Wi ght Group Animal # Weight 1

1483549 0.74 12 2.25501.36 13 3.084 551

Orodss] 1 Idlthib. sy, the Tibittod2ffedt B SCVIF dorfg3vith.c@platid (BDDP) was

5,76 554 0.41 1 7 4.778 555 0.66 1 8.3.488 5 56
gevpluatedon thegrewihof @ gbcutpnaqyscagger gowp frpmygurine kewis lung

S B 1 G R ef e e

6sLbBut8Beoudly Withan@thed LEbcells, f6llowed 1y tnaafrﬁerﬁ with S\83@7 opCDDP

19 7.102 6 67 1.04 2 20 16.56 6

Uons I combyiaigh i 16 Sosegine Aoy 5 Up s amiRgrapg Y so

Zﬂjeghd%z\lrhl@ dBDP WAS adRintsteréd B ?njgéilogoﬂ\ da ‘2@ andPrR. In téthl, 7
3.126 7 75 2.83 3 674 93 3 29

SQFQQPWWW use@2GrQip30 vehieks; @rcm %.@DDP 2 mg/kg, Group 3: CDDP 6
mg/kg; Group 4: SCV-07 10 mg/kg; Group 5: SCV-07 20 mg/kg; Group 6: SCV-07 10
mg/kg plus CDDP 2 mg/kg; Group 7: SCV-07 20 mg/kg plus CDDP 2 mg/kg. Body
weights were recorded once every 3 days, tumor sizes were measured once every
other days, and tumor weights were measured on Day 16 (necropsy day) at the end of
the study.

[0089]  Throughout the course of the study, no animal died. The statistical results of
body weights showed no significant differences between either of SCV-07 treatment
alone groups (Groups 4 and 5) and the vehicle control group (Group 1), indicating no
effect of SCV-07 on animal growth. By contrast, from Day 3 onwards, the group
receiving 6 mg/kg CDDP treatment (Group 3) consistently showed statistically
significant decreases in body weight. Group 2, the group receiving 2 mg/kg CDDP
treatment, showed statistically significant decreases in body weight only on Day 15,
while Group 7, which received 2 mg/kg CDDP in combination with 20 mg/kg SCV-07,
consistently exhibited statistically significant decreases in body weight relative to Group
1 from Day 3 onwards.

[0090] Tumor measurement data showed that the mean tumor volumes of Group 2
and Group 3 were statistically significantly smaller than that of Group 1 on Day 6. On
Days 8, 10, 12 and 14, the mean tumor volumes of all groups were statistically

significantly smaller than Group 1. On Day 16, the mean tumor weights of all treatment
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SUBSTI TUTE SHEET (RULE 26) WO 2009/ 025830
PCT/ US2008/ 009932 Exanple 3 An Anti-Tunor Efficacy
Study of Conbi ned Treatnent of SCV-07 and Cisplatin in
Mroeps Bearlbwg Babatbamaolie kinidr TinkibitiorAbdlcdatied thiaedds on BYvor

Body Weight CO2 Carbon Di oxi de CDDP Ci s-Di ani ne

Dreigntayesp PALP U RTQ-€1)s AT- 5@%&943 IRk P19V g3 % (p<0.01),
I

M@g{ﬁqégkﬁ ) é@(g% E}%O%r er e%r%g%%g rgwgr%pesn? roup

| & FanbiGroum7  $espectivetiar d Devi at| on TV Tunor VoI ume TW
Z[Z%B%[JBV\%‘ ht @ggqgéﬁhg*lﬁuﬁ{gh%&ses in h|s gtudy wgs vahd as tﬁe positive

control drug CDDP effectively reduced the tumor growth. Treatment with SCV-07 (10
mg/kg or 20 mg/kg) inhibited tumor growth as reflected by the smaller tumor volumes
and lower tumor weights in these groups relative to those of the vehicle control group.
The treatment regimens of SCV-07 (10 or 20 mg/kg) in combination with CDDP (2
mg/kg) led to higher inhibition of tumor growth than SCV-07 treatment alone, but

without increased anti-tumor efficacy compared to CDDP alone (no additive effect).

Introduction

[0092]  This study was designed to evaluate the anti-tumor effect of SCV-07 used
alone or in combination with CDDP in murine Lewis lung cancer (LLC) model in order to
explore its therapeutic potentlal for the treatment of lung cancer. CDDP was also used

as the positive control drug to validate the cancer model.

Materials and Methods

Test and Control Articles
[0083] PBS was used as the negative control article (vehicle), and CDDP as the

positive control. CDDP was purchased from PUMC hospital. Manufactured by Qilu
Pharmaceutical Co., LTD, each vial of the medicine contains 10 mg CDDP powder.
Prior to use, PBS was added to one vial of CDDP to achieve the proper dose level as
indicated in the dose formulation table (Table 3.1). The formulation was kept on ice,

protected from light, and used immediately. Test article (SCV-07) was dissolved in PBS
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WD 2009/ 025830 PCT/ US2008/ 009932 Sunmary [0088] In
this study, the inhibitory effect of SCV-07 along with

wee@plzssn (CDDP) was eval uated on the growt hP@Ff/US2008/009932

subcut aneous cancer grown fromnurine Lew s | ung
carcinoma (LLC) cells inoculated in C57/BL6 mce. A
total of 70 mce were inplanted subcutaneously with
murine LLC cells, followed by treatnent with SCV-07 or
CDDP al one or in conbination for 14 consecutive days.
SCV-07 was adm nistered daily by sc injection, while
CDDP was adm nistered by ip injection on days 1, 6,

ab Gichidve the pidﬂeﬁhoseﬂev@sr adiipdicsted en tsheh; keptamdcd, ;protected from
vehicle; Goup 2: CDDP 2 ng/kg; Goup 3: CDDP 6
H@Pk@ndeﬁwﬂwoww 10 ny/ kg; Group 5: SCV-07 20
mg/ kg; Group 6: SCV-07 10 ng/kg plus CDDP 2 ny/kg;
Group 7: SCV-07 20 ng/ kg plus CDDP 2 ny/ kg. Body
wEabigh3-4: 984 ance every 3 days, tunor sizes
wer e rreaoubgglegqgle eve € ot hiegsoitdkfatiornd t unor
wEEgient we surled VOHay (16 (Gig@Arpsy day) at the
end of he sgﬁ% ro@@b’lkg)l'hroughout t hel course of the
StReM-07ng _ani Hhl diled. Phe stlatistPcal rlesults of

body wei ghts Zhowed no signifli cant4di fferences between
ei Chep of SCV207 trleat ment  al one 0gy oups| (G oups 4 and
5) and the vebicle [contrpl grioup (1@ oup [1), indicating
no effect of SCV-07 on ani mal growfh. By contrast,
fromDay 3 onwards, the group receiving 6 ng/kg CDDP
t Tesh Bysiern a( Aol Blustoamdsi st ent |y showed statistically
significant decreases in body weight. Goup 2, the
VMt Ludg GavcerCealls (i/ARg CODP  treat ment, showed
statistically significant decreases in body weight
only on Day 15, while Goup 7, which received 2 ny/kg
qD0¥3] i N Muin® Lawis lubig canden c&ll8 wesgd dtgaifédvrdT the Cell Culture Center of
consi stent |y exhi bi tgd statistically SIanI fi

i hress AEade iy G MRP RS GrRces U ANS ARG, xfo Gpinay. 1 Anasagels
398 Rk slad il O9Re TREIIE BN i Bt RHMIWSHcIA 3.1 for

he nmean tunor vol unes of G oup d Goup 3 were
sd%alisynlce&bdiqptailogm ficantly smaller than that of G oup
1 on Day 6. On Days 8, 10, 12 and 14, the nean tunor
volunmes of all groups were statistically
sTansfdteant |y smaller than Goup 1. On Day 16, the
mean tunor weights of all treatnment 44 SUBSTI TUTE
d0es5T ( Rbirty flzeynalvfzbmgwms savaladralisg 098206941 #6 mice were
u [ [
el 5 e 1 Rihe b 3BoiRy Rahe) Scihce CRlS Bl P R'Erina,
(Trelantials wérd. sBoedks . dntweighed 848 p 48 a0db 2 grams4Ab e start of
ég<0 01), 40.81 % (p<0.01) and 56.13% (p<0.01), for
B88dY, Goup 3, Goup 4, Group 5, Group 6, and
Group 7, respectively. [0091] In sunmary, the tunor
nodel used in this study was valid as the positive
control drug CDDP effectively reduced the tunor
grom h. Treatnent with SCV-07 (10 ng/kg or 20 ny/kg)
inhibited tumor gromh as reflected by the snaller
tunor volunmes and |ower tunor weights in these groups
relative to those of the vehicle control group. The
treatnent regi nens of SCV-07 (10 or 20 ng/kg) in
conmbination with CDDP (2 ng/kg) led to higher
i nhi bition of tunor growth than SCV-07 treat nent
al one, but w thout increased anti-tunor efficacy
conpared to CDDP al one (no additive effect).
I ntroduction
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[0092] This study was designed to evaluate the
anti-tunor effect of SCV-07 used alone or in

W@ ooopiozsssd on with CDDP in nmurine Lewis | ung caPCEDS2008/009932
(LLO) nodel in order to explore its therapeutic
potential for the treatnent of |ung cancer. CDDP was
al so used as the positive control drug to validate
t he cancer nodel. Materials and Methods Test and
Control Articles [0093] PBS was used as the negative
control article (vehicle), and CDDP as the positive
control. CDDP was purchased from PUMC hospital.

Meimbaigdsseegty by Q 1 u  Phar maceuti cal Co., LTD each
vial of the medicine contains 10

FIIOP%H t A\NifaAs WRIBSrQRshUEae i %‘{SO%’ng gheg b‘B‘f”@fﬁP"ﬂi gutoclaved
£ 4k

Yo 2 Y B0 FRferfy R Qe qpbflrE e iidlfoom was

wasinla@atl abZe to@6:;C, apdmee'eb&ﬂa Hunddityl waghmaintained ats4do 60%. A 12-

I medi ately. Test article CV- 07 s .di ssol yed i

pegr | 'gby%bg'gﬁaWWéegﬁema"(t%eﬁ%e@e} %8@%%@@?50&*6'%‘1

PGEMSSARRARIAARE 3 aJ ﬁb/t@ﬁN/lﬁlVﬁerfl@ Water 9R€ Be?ﬁbg Re)\&ﬁ@l.lfﬁ?odent

as I ndi cated on tab ; kept on ice, protected from

| Digt{tertiiend Allsarimals Mrmaamreameédw 3 drys lbefoe tumobinseulation.

Formul ati on Dose | evel Dose Concentration Treatnent

(mg/ kg) Volume (ng/nmL) (mi/kg) SCv-07 10 52 205 4

CDipRridedtalProcgiubesl. 2 Test System and Ani mal Husbandry

Murine Lung Cancer Cells (LLC) [0094] Miurine Lew s

| TurGorcGUNoapaedbd s were obtained fromthe Cell Culture

Center of Chinese Acaderry of Medi cal Sciences (CAMNS5;

e ca wer e adapt
b4 7 0ne Vi e TRl e g TP PR R i SRE B By aces
Saetd I Clvaterbatf Gent&ivdiHing wab ceiukteadatisd dopfent IR vial was
System [0095] Thirty-five male and thirty-five fenale,
htéa\h/@q\ sing apentic tissipmutgre fecbBiqyR e Callgwerejeediataly eany! ifiged

614 P08 a2y B TR 25, RS Aok o
welig et hepwaiza id 8. 1and.2Lgioanal sating (NS )sind therosubctitareously

tud 46 SUBSTI TUTE SHEET ULE. 2 WD 2009/ 02583
POPHAITOR) D038 MUATIHEF. SHRLOAID RS | CAANFaKS when the

VWaiFrer GafidRsrN0As Sﬁprbﬂmété]yo‘F | &y Qﬂe %'ﬂf?@al@ Q¥reC BGRSNIYAd Wnth CO;
autocl aved wood chips as the bedding materials. The

t feqmsataml éle@imwrh exca$ﬂdnﬁlhe mo‘cm!umsas repeatedavithedother mmce to
:genggqﬁjé a ﬁ\u Qen num er of LL% cells wqh Me%fc’e {F?r%sBFa%{a%ﬁ%. at 40
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hour |ight/12-hour dark cycle was mai ntai ned except

when interrupted by study-related events. Aninmals
wowee/02a0 ad libitumwi th sterile water and BeP¢T/n§2008/009932

KeAoXi eLi Rodent Diet (certified). All animals were

acclimated for 3 days before tunor inocul ation.

Experinental Procedures Tunor Cell Adaptation [0097]

One vial of LLC cells was renmoved fromthe liquid

ni trogen stock, and placed into a 37 C water bath.

Gentle swirling was conducted until the content of the

vial was thawed. Using aseptic tissue culture

t RhsriGRllenocul@ocel | s were i medi ately centri fuged

with a TDSA-W5 centrifuge at 1000 rpm 20-25C, for 5

mn. After centrifugation, the cells were suspended

i 90981 1 tQn the daywf tyroerimplantatianmaprradnatgiyd -2 reells in 0.1 mL were

SHRGUSABSR T By 55 Ry M 558 el B o

titipRintgibAnat aefinsdasayroxi mately 1 cm the aninmals
wer e eut hani zed with CO2 overdose and the tunors

exci sed. The procedure was repeated with another 20
N$08y besigemeTahenent Refifeai ent nunber of LLC cells

i ad te transplan ility. 4 , .
b MG b BB B Rerh i sdines B e e i gheo
| groeps, ahd @usingQRR8ared ubing théaygimen btdbrding toTaBIB B Brgily, SCV-
a(gﬁéoxi mately 1.2X106 cells in 0.1 nL were .
sQan admigistsiag anag el e syRcytaneors ipisctionipn 1 gp)sespiivg dgys ata
o _ 3 ol ant st .
- g 18 Rl b ffRfani AR, RAIEH0P Wil Ry
DadmidistetducoreDaysel, §, aver £2.r andom y assi gned i nto
di fferent wei ght-matched groups, and dosing was
started using the reginmen according to Table 3. 2.
BE vahfdtign ofSGMi-tubhor Bfisctadm ni st ered once daily via
Sl a J . 3 .
S EHDa} 0] i) BOARIYL BN st e
windyeveidbBPvevagecandedhqgreeiaverysSaldyg, argdmorssyare etacureDaigiog a

1, 6, and 12. | ' f i -t Ef 0010
e BiFS Sy BMAA A Bl PP 1% e 8P were
CORRABLGIBYCIS, AphixiatiohHhd OO verlskcidBd 8nd REGREEL

once every 3 days, and tunors were neasured using a
cal i per once every 2 days. At the end of the study

(BorlBlumd W& Ui PuiRy Be idhbiving MoraRth: by CO2

asphyxi ation, and the tunors were excised and wei ghed.
Tunor vol une viaeos Yplknest kehotsVVigthtWadtpidl | owi ng

formul a: T -V = j j

| S B HBbo NP APEs oo Sl ekt Tl
formul a belmgwv)= B0 = TVEN 8R) TVEenre ¥ VOO UQ
treated)/ TV vehicle X 100% [ 00101] Were, TV is the

tunor volunme on the day of measurenent, "vehicle"

denot es 't he 0 recei ving PBS, and "dr treated", .. |
QERTES WiPgaotlrR i B Wlhotenon (B o ot EfsgeliSgisnt. “vehicle
S&ﬁ@g&%@ﬁ%@&viﬁ&ﬁég, &R)d tr%gt@a'_/&%5%3@rou S receivin? SCV-07

009932 [00102] The anti-tunor effect o
SaWw@TCRREdd al one or in conbination with CDDP
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was al so eval uated by tunor weight.
of each nouse was recorded

af t er eut hanasi a,

and

The tunor wei ght

t he

w@eroemeis3t nhi biti on of tunor wei ght was cal cul B€ETUS2008/009932
(TWvehicle
- TWdrug treated)/ TWvehiclex 100% Mean and st andard

according to

devi ati ons were cal cul ated using Excel.

the formula below PI(TW) _

Tabl e 3. 2:

Treat ment Regi nen and Study Design G oup G oup Nane
Treat ment Nunber of Dosing Necropsy Nunmber Aninmals
2 Positive CDDP 2

Days Day
Li p.,

g/ kg,

1 Vehi cl
on 10

e PBS 10 Contr ol
Control 1 days

1, 6,

and 12 3
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Statistical

[00103]

Analysis

Inter-group comparisons were performed in terms of tumor volume, tumor

weight and body weight, using a student’s t test. P values of less than 0.05 were

considered to be statistically significant.

Results and Discussion

Mortality

[00104]

Throughout the course of the study, no animal died.
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Turmor Wei ght [00106] Raw data of tunor weights

nmeasured on Day 16 were tabulated in Appendix 3.15.
wabh@ozisaul at ed percent inhibition (Pl) val uesPOEESIHODNIIZ2

tunor weight and the statistical conparison results

bet ween each of treatnment groups and the vehicle group

were tabulated in Table 3.10. As shown in Table 3.10,

the nean tunor weights of all treatnment groups were

| oner than that of the vehicle group. The PI val ues of

Goup 2, Goup 3, Goup 4, Goup 5 Goup 6 and G oup

7 were 58. 90% (p<0.01), 77.35% (p<0.01), 16.84%

(PpuoorcHize 37, 45% (p<0.01), 40.81% (p<0.01) and 56. 13%

(p<0 01), respectively. Al though the conbination

t foB AIsE THavD B refmbntCdata 6 RHRP sBe Aefe Ya})um mmpﬁgﬁ‘(ﬁlxé:’s% 1-

val ues than the corresponding groups (i.e., Goups

ahd4 5)Theheaicutatedimead turB@\WaTMes end statistical tméng resglie oPleach

VGl oy et SRR BRI TS Sls. Tumors

Sivavel vt meaduriibls irtanyf dré@én hyf 4. &Iredses mdan Rlmoh@IuMRRNn all of
ei ther of the conbination treatnent gr ou%ésj and the

CoRRrY PEePhBruPat waee stgishioply(gndfiganty) smalie ithas thayofngroup 1

b o Gl SR SR T A o e

PGEMrh@‘ZQﬂ‘SDQﬁQQSﬁ) 12oshd e itigd ineaBAdd] vdRamesiat all gloups were
bod ght nmeasurenent were |isted in Appendixes

3sty t'Sa'Qf'gn'f%@'yrsgﬁJP’ttﬁa%ﬁr%’t"aﬁ i stical conparison of

each treatnent group versus the vehicle group were
tabulated in the Tables 3.11-3.16. [00108] As shown in

t Remaraf¥pigst 3. 11-3. 16, there were no statistically

sfogruef | R datalofthmoendgits behswedoreBai Oivereltabul atedih Mppéndix
groups and the vehicle control group on Da 0. On Da

33 1@ Jiip calcplaisappescang mkipjtica dal cplygp bes mor ypighy and the
Sg'é(f 8ida128mp Kol g%suﬁ§ %t@b&@é’acﬂ%@ fr@él?n@ﬁt drSuRof tNlaBJegmeSgroup
by 9. 33% l2.'E><O 0l1) and 8.31 01),” respectively

r wbrattamted)mtmm/fem cAsasrgmmup Tafﬂh 8r1, themeeandumor welghts of all

b ¢SmO te Rt e otdh VST R e Ry PEboun 2.
d@gw Goup heehﬁgys \cﬁmqhs%n@fer&r;wmré%5a@d<>/o7(p\a@o¢) 77.35%

% ( p<0. 01) and658%( <0.01 | ower than the
v@ﬁp@ﬂb 1§+86%p(p<@ﬁ5)pay4@% (mweon We (rRt0d) and 5§30 $p9.01),
Orpeiydy U815 e A B PRlmefi AR R0 OMos €8 7) e

ower e ve
r ﬁngF!I ivelaby thaﬁihé)atyrre]saonduligl-‘grboﬂy(l eeigiblms LDéndESXxualSreBelved
were 13.62% F]P<O OlL‘§ and 6. 65% (P<0.05) | owe
t ﬁﬁh’ 0t7 Heeatreat aloge dhess! valies werq '\‘félhiﬂhetj‘i'abé*iﬁt Q%Gfotlﬁé which
b%@&ved@b@ﬁﬁr@aﬂ#enﬁ)@h@ﬁ' hgr’e \A%re ﬁo stgﬁqlcgllg‘éfgjﬁﬁc% dl?f;réhces in Pl
01), . 38% (P<0.01) 42% (P<0.05), and
1Idet@6% QIFPteGQOtb)B Cbmhmatntmmeatmbat grelmscdnd the QPP treatment alone

respectivel Throu our se_ of study., . .
* SRR Cotalre 2 incledupy 87 Penve e ffon e chPPig biibatqn iy
bgdy-o7wei ghts of Groups 4 and 5 that received SCV-07
treatment alone, indicating that SCV- 07 had no
significant effect on animal body wei ght, when used

al one. On the contrary, the CDDP treatnment was
associated with the | oss of body weight, and the
observation was especially pronounced in Goup 3, the
group receiving high dose (6 / kg) of CDDP. The

conbi ned use of CDDP with SCV-07 did not alleviate the
wei ght loss, but my in fact make the CDDP-associ at ed
wei ght | oss nore pronounced. Hi gher weight |oss was
noted in Goup 7, the group receiving CDDP i n

conbi nation with hI%U
SUBSTITUTE SHEET (RULE 206)



SCV-07, than in Goup 2 which received CDDP al one. 51
SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830
wWERASROE8/ 009932 Concl usi on and Di scussi on PODLSB)S/009932
In conclusion, the tunor nodel used in this study was
valid as tunor growmh was inhibited by positive
control drug CDDP. Daily adm nistration of test
article SCV-07 at 10 ng/ kg and 20 ng/ kg was effective
agai nst the tunor growth. Mean tunor volunes in
animals of all SCV-07-treated groups were
significantly reduced in conparison to that of the
veedyoveigitont rol group from Day 8 onwards. Tunor
V\{Eabﬂb? S ,Raw\itit& 6 baRY FelRBHSd SRFbneeht Wade lidfed .rvw;spéna.kés)s 16-3.21.
significantly reduced in the groups receivin
mhigs\dis of staigicRIFOBEYLIEIN of Paticreatrnent graupy ey ﬂ’ﬁs‘/ehlde group
r [ apy. The conbi ned use of 10
ﬁ%%t¥hﬂg§%9np%?g&é%§16%ﬁﬁith 2 ng/ kg CDDP produced
4@0&3% aqrsdsrﬁﬁmha%e mablet t3. 0IA3. 06, themsDwerg rmavdthtistically significant
onparison to 16. 84% and 37. 45% i nhi bi ti on obt ai ned
V\Pfﬁﬂe[]%&fsﬁ?@“’i@"ﬁ@}c'k@f thg trestmpglorqyPsend tye valigp eontrghgoup on Day
5 d o}
o B ol R kg o BLE PRBBP: HBKAS Sovg? 20
t ingikg} éxhibitedriecteates srebarfy vERIMOBY mal%@ﬂpop)ramm (R<0.01),

ddi t f t ot ds the i bi t f Q
grfeabﬁciq\\fg Y 81@ egﬁ tq—ﬁg&géﬁle&?@n%e&@% ﬁo tlcaLfIy significant
t fif&veREdtlin %d}"&%m 8th§f ?Bb[@ |ﬁ§6ﬁ1béhsoﬁi§ﬁﬁ§9é’rﬁ-‘c?§/group On Day
indicating a’toxic ef When used al one

nGtthe dodewainhts csit&totu@tﬁs ead Vyvesqe 4046%c@r.0n bargd @58%0(970 01)

0 ' t h
Budohinlth et On P il s JRrSHshd, aRe were
WIE 51 95¢AE000A ) Versoon §840.05), ang amiah b k@01 )vmér tlﬁamﬁe véﬁ.cl@rgﬁoup
exacer bate the CDDP-associ ated wei ght | oss,

m@seqeﬂtw'bﬁrb@am dhe\Brdygveightepideieups 3?%7@]\{%%@)3 62% (F’<0 01)
t

FEFR BT STER e TIRRETAGE gl BekeBAR). @By 95, the bocy

SkEgHts DUCroUpsEE B, 6RuldE7 26)e VIS 720 Q+MRH834038% (P<O0. 01) 10.42%

(ERRS ] S A oo Hdhe GPTHEreYo 5o e bGP

Nﬁ@%ﬁrSWQhJ rsﬁﬁ&n%Fe WefeVhy/ %tl&ﬁbt}}ﬁmgmmhﬁe@%@@ in body

(TV) SID) 1 Vehicle Control - Positive 2

Queigints lof Gropgs 4 kigd 3 thabreceived|S QV04 deaiment ADDR irGnatinglhatSCV-
n@% ka% n%osi&iﬁ_caﬁt éfiect on animal body weight, when used alone. On the contrary,
the CDDP treatment was associated with the loss of body weight, and the observation
was especially pronounced in Group 3, the group receiving high dose (6 mg/kg) of
CDDP. The combined use of CDDP with SCV-07 did not alleviate the weight loss, but
may in fact make the CDDP-associated weight loss more pronounced. Higher weight
loss was noted in Group 7, the group receiving CDDP in combination with high dose of

SCV-07, than in Group 2 which received CDDP alone.
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4 Test Article 1 SCV-07 10 0 - - 10 ng/kg 5 Test

Article 2 SCV-07 10 0 - - 20 ng/ kg Conmbination 6
wED#90275830 ng/ kg 10 0 - - + CDDP 2 ng/ kg ConbP@EUSINS/009932
7 SCV-07, 20 nglkg 2 + CDDP 2 ng/kg 10 O - - Table

3.4: Mean tunor volume (cn) on Day 4 Nunber of Tunor
G oup Goup P1L P Nunber Nanme Treatnent Survived

Vol une (TV) Value Animals (Mean SD) 1 Vehicle
Control PBS 10 0.0070.0024 2 Positive CDDP Control 2
ng/ kg 10 0. OOOO 0006 93.90 0.0000 1 Positive 3

Contr ol kg 10 0.0000.0002 98.66 0.0000 2 4 Test
A@@NQ'HS@nlanS jsa@Fsiam 0. 0060. 0040 16.97 0.3989 10 mk 5

T@ﬁio%f t1h 8orIudionCie umdkPnddeided 4r0[ﬂﬂ;@tlﬂi@ wad th(f&'iamoﬁd}owth

Conbination 6 1 SCV-07, 10 ng/kg + ! K
masontygw by@gsitiBconolBirenBDB @a'lssegswsmm 0£§HIEE5|1g R%QE'W

0 / at.i.o
BAPPAIEFR ¥ Ciip TR AR re B P gy B
Ovdldhs Tahhimaks of all/l‘ﬁﬂ:t\/—t)ﬂ-ltt’eated Ogrdms (verg srgnlflﬁhi'yly&educed in
Nunmber of Tunor G oup G oup Nunber
TeuRRATEeH todiytaf \t}@ovewem?@tr?'mup\i&m pay Rrﬂnwardsﬁ (Weghveights,

[ & t
Bl T Sy ST o % v DD SH ARG roduh i roups

receiving 10 mg/kg or 20 mg/kg SCV 07 alone and in the groups receiving combination

therapy. The combined use of 10 mg/kg or 20 mg/kg SCV-07 with 2 mg/kg CDDP
produced 40.81% and 56.13% inhibition of tumor growth, in comparison to 16.84% and
37.45% inhibition obtained when using 10 mg/kg or 20 mg/kg SCV-07 alone, and
58.90% and 77.35% inhibition obtained when using 2 mg/kg or 6 mg/kg CDDP alone.
These results suggested that the combined use of SCV-07 and CDDP produced no
additive effect towards the inhibition of the tumor growth.

[00110] The mean body weights in CDDP treatment groups were significantly
decreased, indicating a toxic effect. When used alone, SCV-07 did not cause any
statistically significant loss of body weights in alt SCV-07-treated groups, indicating that
SCV-07 had no effect on animal body weight. However, when SCV-07 was used in
combination with CDDP, it may exacerbate the CDDP-associated weight loss, as
higher weight losses were noted in Group 7, the group receiving CDDP in combination

with higher dose of SCV-07 throughout the course of the study.
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1 3 Positive CDDP Control

0.0000 2 4 Test Article 1 SCV-07 10 0.0960. 0348
WO 39825800 0689 10 mk 5 Test Article 2 SCV- 07PADUS2008/009932
0.0690. 0229 3.31 0.8185 20 mk 6 Combination SCV-07,
10 ng/ kg 1 + CDDP 2 mg/ kg 10 0.0690.0229 3.31 0. 8185

Conmbi nation 7 2 SCV-07, 20 ng/kg + CDDP 2 ng/kg 10

6 ng/ kg 10 0.0040. 0039 93.76

0. 0550. 0241 22.63 0.1384 Table 3.6: Mean tunor vol une

(cm on Day 8 G oup G oup Number of Tunor
Narme Treatnent Survived Vol une (TV) Val ue
SD) Vehicle 0.4490.088 Contro
Pbafiles ve CDDP 0. 0890. 045 Contro
0.0000 1 3 Positive CDDP 0.0350.029 Contro
1Table 9.3: MEa tBRAO/olEMS em SOBPRY RUTE SHEET (RULE 26) WO

(Mean

P1 P Nunber
Ani mal s
PBS 10 0 2

2 ng/ kg 10 8 80. 19

6 ng/ kg

009/ 025830 PCT/ US2008/ 009932 |4 Test Articl e SCV-07
D. 8R99. 110 Grodd MY/ kg 10 8 26. 'é‘uc‘bﬁfﬁs kst | Pl P
Amuimbbre | SCWeie 0. 2700 682°% 20 n%‘é 10 ueP+7 3| ATO0Q3 Value
5 Conbi hati on SCV{07, 10 0. 185( f g/ kap)+CDPP 2 10
A 58.70[0. 9ek@e ny/ kg Conbi natijon SCV-07, 20 7 P ng/Kg
- 2 1Co@mrol6190. 044PE4. 12 (. 0000 g/ k@ Table 3.71: -
Mean tumor volune!(cm on Day 10 Group! G oup Nupber gf
Tumer Pl PpmﬁUﬁbel NamepBpeat ment ﬁer|ved Vol ufre (v
Val ue  An ﬁﬁg&? (Mban BEykd Vehicl & 1.1020.%244
rtrof "Dgoshh’/e
3 CDDP
Cogtrol 6 mglkg 10 0 -
4 Test Article 1 SCV-07 10 0 )
10 mg/kg
5 Test Article 2 SCv-07 10 0 )
20 mg/kg
Combination
6 1 SCV-07, 10 mg/kg 10 0 }
+ CDDP 2 mgl/kg
Combination
7 > SCV-07, 20 mg/kg 10 0 _
+ CDDP 2 mg/kg
Table 3.4: Mean tumor volume (cm3) on Day 4
Number of
Group Group . Tumor PI P
Treatment Survived Vol
Number Name Animals (Megnu;ngD) (TV) Value
1 Vehicle
Control PBS 10 0.00710.0024
Positive
2 Control oo 10 0.000£0.0006 | 93.90 | 0.0000
1 mg/kg
3 Positive CDDP
Control 6 10 0.000+0.0002 | 98.66 | 0.0000
2 mg/kg
4 Test Article 1 SCV-07 10 0.006+0.0040 | 16.97 | 0.3989
10 mg/kg
5 | TestArticle 2 N0 10 0.0040.0016 | 42.01 | 0.0032
mg/kg
Combination
6 SCV-07, 10 mg/kg
1 -+ CDDP 2 mglkg 10 0.0041+0.0039 | 51.10 | 0.0168
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2 Positive CDDP 0.2210.087 Control
0.0000 1 3 Positive CDDP 0.0920.065 Contro

6 ny/

2 my/ kg 10 3 79.98

kg

wa008/0&B367 0. 0000 2 4 Test Article SCV-07 0.BOBH0SD09009932
1 10 ng/kg 10 0 36.92 0.0008 5 Test Article SCv-07
0.6210.179 2 20 ng/ kg 10 5 43.70 0.0001 6 Comnbination
SCV-07, 10 0.4020.125 ng/ kg + CDDP 2 10 6 63.55 0. 0000
ng/ kg 7 Conbi nati on SCV-07, 20 0.3930.089 2 ny/kg +
CDDP 2 10 2 64.37 0.0000 ng/kg 55 SUBSTI TUTE SHEET
(RULE 26) WD 2009/ 025830 PCT/ US2008/ 009932 Table 3. 8:

an tunor volune (cm) on Day 12 Nunber of Tunor oup
> oup Pl @”mtf\'liﬂf?fér @@yrm,'ﬁbe,@xkgent Sur vi yed g V?
/al ue  Ani mals Megn + CBDP 2imy/ei cle ' 5650% ’6°°%é:?>nt?“o5 0.0002
PBS—10 2 Posit1Tve CBBP—6-4816-095 Controt—2 nuyf kg
10 1 69. 28 0. OOOO 1 3 Positive CDDP 0.1850. 116
Cont r ol n% 10 5 88. 1§ 0.0000 2 4 Test Article
staplg 3- 'Vl? du 9th|U'm(FM/MQWQ 30.92 0.0038 5 Test
At cl e [SCV;07 0.9020.329 2 20 |ngidugerd0| 4 42,41 00093 |
6 ;rati% URSCV{07, Tastn@n6490. Bibived my/ K gortimeDDR &) | Ve
10 55 J000| ny/ kg Conbi nat AmMaISCY- @iéan 28DY |2
Mg/ Kg + |CDRehidis 10 [0 64860. 209 58 58 0. 0p00 Nyl Kg (56
Control PBS 10 0.071+0.0222
Positive
2 Corntrol boP 10 0.015:0.0072 | 78.57 | 0.0000
1 ma/kg
Positive
3 Control coop 10 0.004+0.0039 | 93.76 | 0.0000
) 6 mg/kg
4 Test Article 1 o 10 0.096+0.0348 | -35.62 | 0.0689
mg/kg
5 Test Article 2 SCv-07
20 mg/kg 10 0.069+0.0229 3.31 0.8185
Combination
6 SCV-07, 10 mglkg
1 + CDDP 2 mglkg 10 0.069+0.0229 3.31 0.8185
Combination
7 SCV-07, 20 mg/kg
2 + CDDP 2 mglkg 10 0.055x0.0241 | 22.63 | 0.1384
Table 3.6: Mean tumor volume (cm’) on Day 8
Number of
Group Group . Tumor Pl P
Number Name Treatment Survived Volume (TV) | Value
Animals | (Mean + SD)
Vehicle
L Control PBS 10 0'44930'088
2 Positive CDDP o | oo0ses00as | o
or;n ro 2 makg 3 . .
Positive
3 CDDP 0.035+0.029
Cogtrol 6 mg/kg 10 1 92.13 | 0.0000
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SUBSTI TUTE SHEET (RULE 26) WO 2009/ 025830
PCT/ US2008/ 009932 Table 3.9: Mean tunor volune (cnm
P Nexryes2008/009932

woeoDagssint Group Group Nunber of Tunor

Narme Treatnent Survived Vol unme (TV) Val ue
SD) 1 Vehicle Control
Positive CDDP Control
0.0000 1 3 Positive CDDP Contr ol

(Mean

Pl

6 nmg/ kg 10

Ani mal s
PBS 10 2. 3880.5225 2
2 ng/ kg 10 0.8020. 0858 66. 44

0. 3740. 2229 84.35 0.0000 2 4 Test Article 1 SCV-07 10
1.4670. 3658 38.58 0.0002 10 ng/kg 5 Test Article 2

SCV-07 10_1.2590. 2956 47 30.0.Q000___20 g/ kg 6
Comiyj nat i tast 8d0le07, 1Gawokg 1|+ CDDP 2| gmbbo 44
1. 0270. 2889 57 01| 0. 08@eg/Kgonbi|nat 1Bn 7| 2 s@y- 07, | 26-73 | 0.0153
g -kg—+ .3, kg—10—-0-—0076-12647 6203006666 TFable
3. 1% l\/bgl%sfg ** ywei gi8C\(-] on |Day,}6 NUORE0®O9ZTUNGL, 5 | 1 1003
r oup G_roup r eat ment Z(Smgﬂq'gved Weight A P Sunber ™ '
Name /—"\||| \0;_ f\lq Sty—t Vehrcte
Contér ol gﬁwﬁ’? §g1°g Pasi tiye CDOFBEERIINI <3 7o | 0.0000
g/ kg 10 1.680 43' % OOCO 13 Positi4/e CDDP
ContT ot %0 . TesSt
Articl e - lQn K 9@0@73923 16. 94 0. Q991"Ol@"“ﬁ‘i/ei&g\2 0.0000
5 Test Article 2 SCV- Ofghl 2. 550. 4791 37.45 9.0000 20
ng/ Kg © Conbi nation SCV-0/7, 10 1T ng/kg + CODP 21
2.420. 4954 40.81 0.0000 ny/kg 7 Combi nation SCV-07,
2%able 3.7: Mean tumor volume (cm’) on Day 10
Number of
Group Group : Tumor PI P
Number Name Treatment Survived Volume (TV) | Value
Animals (Mean # SD)
Vehicle
1 Control PBS 10 1.1 0230'244
Positive
2 Control CDDP 10 | 022120087 | 59 98 | 0.0000
1 2 mg/kg 3
Positive
3 Control ooe 10 | 0:092£0.085 | o4 67 | 0.0000
> mg/kg 8
Test Article
4 SCv-07 0.69510.209
1 10 mg/kg 10 0 36.92 | 0.0008
Test Article
5 SCV-07 0.621+0.179
2 20 ma/kg 10 5 43.70 | 0.0001
Combination SCV-07, 10
6 1 mgkg+CDDP2 | 10 | 949%0125 | 6555 | 0.0000
mg/kg
Combination SCV-07, 20
7 2 mg/kg + CDDP 2 10 0'39330'089 64.37 | 0.0000
mg/kg
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2 ng/ kg + CDDP 2 10 1.790.5690 56.13 0.0000 ng/kg 57
SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830
wERODLASRAOE/ 009932 Tabl e 3. 11: Mean body wei ghe€T/§2009609932
Day 0 G oup Group Nunber of Tumor PI P Nunber Nane
Treatment Survived Volume (BW Value Animals (Mean
SD) 1 Vehicle Control PBS 10 17.400.8069 2 Positive
CDDP Control 2 nmg/kg 10 17.520.9402 -0.69 0.7629 1
Positive 3 Control 6 ng/kg 10 17.570.8970 -0.98
0.6612 2 4 Test Article 1 SCV-07 10 17.390. 7156 0.06
0.9769 10 ng/kg 5 Test Article 2 SCV-07 10
Table3.85Mean {umar yolupg fem)enBawd? 6 Conhi nati on

SCy- 07, |10 /kg + CDDP 2 10 |INuni¥oBR50 42 0.14496
e Pr7 ConiPifat i on SG¥a®ent 20 |2 Somiveg |+ 8 1

1648'P8T 601972747 0. 1935 ny/ kg |Tabimals. 1@,;,,84\4993[)§)cdgv) Value

gt (0) vaRiciPaY | 3 NOmber of unor G opp G ou
Tr edt ment Hﬁt(\;laved P1 Regdunber| Nagg Vo 0@5?@3836 al ue
Ani mal s|{(Mean SD}y 1 Vehicle Cgntrol PBS 10

-I[7.570. 848BositriePo$i t1 V Cdntrol 2 /
16. $61. 45920htal5 0. 074PP°F posilti vao 3 35{@?&}8%5 NE9as | 0.0000
10 15.931.5762 9. 33 0. 2 4 Test Arficle 1 SCVY-07

g
[0 17, 670. Pddie- 0] 57 0657)%%9 10ny/kg 5 Tesfasphigle 2
mafkg 5

Scv-D7 10 Cana0. 3676 0. 8662 10 88.16 | 0.0000
2
Test Article
4 1 SCV-07 10 1.081+0.326 30.92 | 0.0038
10 mg/kg 1
Test Article
5 SCV-07 0.902:0.329
2 20 ma/kg 10 4 42.41 | 0.0003
Combination SCV-07, 10
6 1 mg/kg + CDDP 2 10 0'649$0‘175 58.55 | 0.0000
mg/kg
Combination SCV-07, 20
7 2 mgfkg + CDDP 2 1o | 964820209 ) 55,58 | 0.0000
mg’kg
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20 ng/ kg 6 Conbi nati on SCV-07, 10 1 ng/kg + CDDP 2 10
16. 651. 3277 5.24 0.0814 ng/kg 7 Conbinati on SCV-07,
wQo2/omgskg + CDDP 2 10 16.110.9061 8. 31 0. 001BCT/Ilokgy009932
58 SUBSTI TUTE SHEET (RULE 26) WO 2009/ 025830
PCT/ US2008/ 009932 Tabl e 3.13: Mean body weight (g) on

Day 6 Nunmber of Tunor G oup G oup Treatnent Survived
Pl P Nunmber Nane Vol une (gW Value Aninmls (Man
SD) 1 Vehicle Control PBS 10 18.090.7795 2 Positive
CDDP Control 2 ng/kg 10 17.521.2639 3.15 0.2405 1
Positive 3 Control 6 ng/kg 10 16.201. 1402 10. 45
Taile2.9: Mean fumer vgluing (em?) onBaygtA 10 18. 120. 6250 -0. 17
D. 9254 | 10 ng/ kg|5 Test Arti c| QumbedsM- 07, 10
157880 | 4497°% 16/ 0. 4776fme?0 npiskgivea Gomy isfion B | P
S| 10T g/ kg + CODP 2 1 Anfudil 1. @kdrs gopl 0. 2204
oKy T Cgghggrat Tom SCv=07, 20 2 ngf kg + CODP 210
16. 9010088ty 58| 0. 008ss ny/ kg Tabl e |3 dbbi0.9dan body
pvei ght {(g) on Day 9 G oup G oup Nunbgr of Tunon Pl P
Nunber | NaRwesitive eat ment ~§yg vi vegd Vol umg (BW Val ue
Ani mal $ (eatre! SD) 1 .\gdaqcl e Cont'Pol |FEE824Q0858 | 66.44 | 0.0000
18 400185111 2 Phsitive CODP Fontrol 12wl kg 10
itiye P
17.341) 09¢8 4759 0. 149@0P 1 3 Posiyhi Ve (Hikb.2220 | 8435 | 0.0000
2 mg/kg -
4 | TestArticle 1 SV 10 | 1.467+0.3658 | 38.58 | 0.0002
mg/kg
5 | TestAticle2 oot 10 | 1.2500.2956 | 47.30 | 0.0000
mg/kg
Combination
6 SCV-07, 10 mg/kg
1 + CDDP 2 mglkg 10 1.027+0.2889 | 57.01 | 0.0000
7| ComepEon | scv-07, 20 mgikg 10 | 0.907+0.2647 | 62.03 | 0.0000
+ CDDP 2 mg/kg DR ) )
Table 3.10: Mean tumor weight (g) on Day 16
Number of Tumor
Group Group Treatment SuL:Tr]viS;g Weight Pl P
Number Name Animals (Mean {TW) Value
SD)
1 Vehicle
Control PBS 10 4.08+0.6159
Positive
2 CDDP
Coqtrol 2 ma/kg 10 1.6810.4358 | 58.90 | 0.0000
Positive
3 Control GCDDP 10 0.9240.4679 | 77.35 | 0.0000
2 mg/kg
4 Test Article 1 SCV-07
10 markg 10 3.39£0.5793 | 16.84 | 0.0193
5 Test Article 2 SCV-07
20 malkg 10 2.550.4791 | 37.45 | 0.0000
6 Combination SCV-07, 10
1 mg/kg + CDDP 2 10 2.42+0.4954 | 40.81 | 0.0000
ma/kg
7 Combination SCV-07, 20
2 mg/kg + CDDP 2 10 1.79+£0.5690 | 56.13 | 0.0000
mg/kg
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Control 6 ng/kg 10 15.730.7558 14.51 0.0000 2 4 Test
Article 1 SCV-07 10 18.590.6173 -1.03 0.5748 10 no/ kg

wW®200e825880 ti cl e 2 SCV-07 10 18. 240. 5522 0. 87 OrGRGN20082009932

mrg/ kg 6 Conbi nati on SCv-07, 10 1 ng/ kg + CDDP 2 10
16. 801. 5463 8.70 0.0103 ng/kg 7 Combi nati on SCV-07,
20 2 ng/ kg + CDDP 2 10 16.300.7394 11.41 0.0000 ng/kg
59 SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830

PCT/ US2008/ 009932 Tabl e 3.15: Mean body wei ght (g) on
Day 12 Nunber of Tunmor Group Goup Treatnent Survived
Pl P Nunber Nane Vol une (BW Value Animls (Man
stablqi*%ﬂmareb eight @pan DayPo 241 4789 2 Positive

Control 2 np/kg 10 18. 23un®dsst | 5. . 1905 | 1
P@?‘tpi e f]§°‘@ont ol TRawhkg [18udied21. §

P
2 NiMPest | Article 1 SCwnBRIsL( (w.ga,ag&;mggﬂ galue
op 5484 T0Amd Ko 5 Test Articte 2 SQv-07 10
19. 120, 85280t 62| 0. 826 20 g/ kg 6 | Goabiorsabs pn
SCV-07, 10 1 nmo/kg + CDDP 2 [10 18.291.9116 4.94 0. 2298
g/ kg 7 GBesBveat | on gg¥p07, 20 2 ng/ 2 10
17.961] 1869"®! 65| 0. og.ag,kg my/ kg t&bl e1%5¥6’94% no-Bddy0-7629

Y=Yl ght (n\ J‘\n Dals f:rnnp A nup Nugber—of  Tuhor—Pi p

Nunber | Nap@ ™ eal mencoser vi vied Yol urfe., u
Ani mal $ ( "tfo Sh) 16wk cl e YO! urg; 6BWeo¥?! USos | 0.6612

4 | Test A”'c'e 1 SCv-07 10 17.39:0.7156 | 0.06 | 0.9769
10 mg/kg
5 | TestArticle 2 SCV-07 10 17.15:0.5442 | 1.44 | 0.4272
20 mg/kg
6 Combination SCv-07, 10
1 mg/kg + CDDP 2 10 17.10:0.9250 | 1.72 | 0.449
mg/kg
7 Combination SCV-07, 20
2 mg/kg + CDDP 2 10 16.97+0.6019 | 2.47 | 0.1935
ma/kg

Table 3.12: Mean body weight (g) on Day 3

Number of
Group Group . Tumor Pi P
Treatment Survived Volume
Number Name Animals (Mosn & SD) (BW) Value
’ Vehicle
Controt PBS 10 17.57+0.8486
Positive
2 Control CDhDP 10 |16.56+1.4592 | 575 | 0.0747
1 2 mg/kg
Positive
3 CDDP
Cogtrol 6 mglkg 10 15.93+1.5762 | 9.33 0.0096
4 | TestAticle 1 SCV-07 10 | 17.6740.7469 | -0.57 | 0.7829
10 mg/kg
5 | TestArticle 2 SCv-07 10 | 1752403676 | 0.28 | 0.8662
20 mg/kg
6 Combination SCV-07, 10
1 mg/kg + CDDP 2 10 16.65+1.3277 | 5.24 0.0814
mg/kg
7 Combination SCv-07, 20
2 mg/kg + CDDP 2 10 16.11+0.9061 | 8.31 0.0016
mg/kg
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Contr ol

PBS 10 20.061.2057 2 Positive
ng/ kg 10 17.551.6216 12.51 0.0010 1 3
w@ewhozds3® ng/ kg 10 15.171. 9810 24. 38 0.
Article 1 SCV-07 10 19.011.1939 5.23 0.
Test Article 2 SCV-07 10 19.310.8724 3.
m k 6 Conbination SCV-07, 10 1 ny/kg +

CDDP Cont r ol
Positi ve CDDP
0000 PCHUI9%/009932
0661 10 mk 5
74 0.1284 20
CDDP 2 10

2

17.971.9647 10.42 0.0102 ng/ kg Conbi nati on SCV-07, 20
2 ng/ kg + CDDP 2 10 17.141.1394 14.56 0.0000 ng/kg 60
SUBSTI TUTE SHEET (RULE 26) WD 2009/ 025830

PCT/ US2008/ 009932 C 4. . cal I I I 11 "rcv I |
Table/3.13: Mean bogy weight(gdopDay6 | | | O 7 7 L1 1
ca L~ LT eV T [gmbeorl| T 3 1T 1 1]
umor
dod Ja I8P 111 Srebimend || Bubived 1 1 yhiukie! | BT | &
1‘ l? | | Nq Q) Animals (MeaniSD)
1 Vehicle
Control PBS 10 18.09£0.7795
Positive
2 Control CDDP 10 175241.2639 | 315 | 0.2405
1 2 mg/kg
Positive
3 Control GCDDP 10 | 16.201.1402 | 10.45 | 0.0004
2 mg/kg
4 | TestAricle 1 SCV-07 10 |18.12:0.6250 | -0.17 | 0.9254
10 mg/kg
5 | TestAdicle2 ) SCV-07 10 [17.86:0.4492 | 1.16 | 0.4700
20 mg/kg T ) i
6 Combination SCV-07, 10
1 mg/kg + CDDP 2 10 17.51+1.2512 | 3.21 | 0.2294
mg/kg
7 Combination SCV-07, 20
2 mg/kg + CDDP 2 10 16.90+1.0088 | 6.58 | 0.0085
mg/kg
Table 3.14: Mean body weight (g) on Day 9
Number of
Group Group . Tumor PI P
Number Name Treatment iurlwvelzd Volume (BW) | Value
nimals | (Mean + SD)
1 Vehicle
Control PBS 10 18.40+0.8511
Positive
2 Control cobop 10 17.74+1.0926 | 359 | 0.1492
1 2 mg/kg
Positive
3 Control GCDDP 10 15.73+0.7558 | 14.51 | 0.0000
2 mg/kg
4 Test Article 1 SCv-07 10 18.59:0.6173 | -1.03 | 0.5748
10 mg/kg e ’ ;
5 Test Article 2 SCV-07
20 malkg 10 18.24£0.5522 | 0.87 | 0.6240
6 Combination SCvV-07, 10
1 mg/kg + CDDP 2 10 16.80+1.5463 | 8.70 | 0.0103
mg/kg
7 Combination SCv-07, 20
2 mg/kg + CDDP 2 10 16.30+0.7394 | 11.41 | 0.0000
mg/kg
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ND—20097 0@@%‘@@ PCT/US20087/ 009832 TV N N 1T T=
1 Control PBS 10 | 19.2441.4789
Positive
2 Control coop 10 18.23+1.8233 | 525 | 0.1905
1 2 mg/kg
Positive
3 Control GCDDP 10 |16.62:16164 | 1362 | 0.0014
2 mg/kg
4 | TestArticle 1 SCV-07 10 18.80:1.0429 | 182 | 0.5484
10 mg/kg
5 | TestArticle 2 SCv-07 10 10.12:0.8522 | 062 | 0.8266
20 mg/kg
6 Combination SCv-07, 10
1 mgr/kg + CDDP 2 10 18.29+1.9116 | 4.94 | 0.2298
mg/kg
7 Combination SCV-07, 20
2 mg/kg + CDDP 2 10 17.96+1.1862 | 6.65 | 0.0468
mg/kg
Table 3.16: Mean body weight (g) on Day 15
Number of
Group Group . Tumor PI P
Number Name Treatment Sur:vwed Volume (BW) Value
Animals | (Mean + SD)
1 Vehicle
Control PBS 10 20.0621.2057
Positive
2 Control ZCDDP 10 | 1755416216 | 1251 | 0.0010
1 mg/kg
Positive
3 CDDP
Cor21trol 6 morkg 10 15.1741.9810 | 24.38 | 0.0000
4 Test Atrticle 1 SCv-07
10 malkg 10 19.01+1.1939 | 523 | 0.0661
5 Test Article 2 SCv-07 10 1931408724 | 3.74 | 0.1284
20 mg/kg
6 Combination SCv-07, 10
1 mg/kg + CDDP 2 10 17.9741.9647 | 10.42 | 0.0102
mg/kg
7 Combination SCV-07, 20
2 mg/kg + CDDP 2 10 17.1421.1394 | 14.56 | 0.0000
mg/kg
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Ccv Cocfficient of Variation
DMEM Dulbecco's modified Eagle's medium
DMF N, N-dimethyl formamide
DTIC 5-(3,3-Dimethyl-1-triazenyl)imidazole-4-carboxamide
FBS Fetal bovine serum
LLC Lewis lung carcinoma
MTT Methylthiazolyldiphenyl-tetrazolium bromide
NA Not applicable
oD Optical density
PBS Phosphate buffered saline
RPMI Roswell Park Memorial Institute
SD Standard Deviation
SDS Sodium dodecyl sulphate
SOP Standard operation procedure
VBI Vital Bridge (China), Inc.
Vs : Versus
Summary

[00111]2+ The study was undertaken to evaluate the in vitro cytotoxic effect of SCV-07 on
B16, LLC, and RenCa cells.
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[00 112] 0 Bﬂp LILC qr Ff\f,an ll%xv%rf c@tucﬁd lp\lgg]wleﬁ)glaps ) tpe meigr)ce of SCV-
07loRa poditivd coRtrdlldkdgNi.&, B 13} 5-Fu, And CisplBtin)la012differdAt coAcai@ions
in%ﬂfgr@dggrquanwgowmlyg[gé Po%e%ryfgm%ggV@Nwﬁpe[\gﬁs%n ﬁafoéld'\fr)n the
pldond tdhcemtraBo® appldxivhdied from the lefficaBious d0sa of WNerprevidus. i vivo

studlle_sl‘?‘hélg‘onc ntgagon%ins EL%’EMf sBIa "(]_)% é)s%kcg cﬂpe\ptrﬁg %60 Cso

value$ regoftedin the literature. The mcubatlon time of SCV-07 and positive control drugs

ZO
=~

varied from 24 to 72 hours. The inhibitory effects of the drugs on cell proliferation were
determined by the MTT method.

[00113] The treatment of 5-Fu and Cisplatin resulted in significant cytotoxic effects in the
corresponding cell lines. The ICsp values for 5-Fu to inhibit B16 celi proliferation were
estimated to be 0.26, 0.38, and 0.26 pg/mL in three assays. In RenCa cells, the ICs values
for 5-Fu were estimated to be 0.03, 0.04, and 0.04 ung/mL in three assays. The ICzq values
for Cisplatin to inhibit LLC cell proliferation were estimated to be 3.26, 3.07, and 3.10
pg/mL in three assays. SCV-07 at all test concentrations (0.05 to 100 pg/mL) did not inhibit
cell proliferation in the cultured B16, LLC, and RenCa cells. The ICs values for SCV-07
were not obtained due to the lack of fit of its concentration-inhibition curves.

[00114] Inconclusion, this study demonstrated that SCV-07 did not have in vitro cytotoxic

effects on cultured B16, LLC, and RenCa tumor cells.

Introduction

[00115] The objective of the study was to evaluate in vitro cytotoxic effects of SCV-07 on
B16, LLC, and RenCa cells.

[o0116] SCV-07 is an immunomodulator. It has been demonstrated in the previous in
vivo studies to inhibit the growth of tumor cells (B16, LLC, or RenCa) subcutaneously
implanted in mice ). In this study, the in vitro cytotoxic effects of SCV-07 on these tumor
cell lines were evaluated.

[00117] B16, LLC, and RenCa cells were cultured in 96-well plates in the presence of
SCV-07 or a positive control drug (DTIC, 5-Fu, or Cisplatin). The incubation time of the
drugs in different cell lines varied from 24 to 72 hours. The MTT assay was used for the

assessment of the inhibition of cell proliferation.
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then sterile filtered, stored at 2-8°C, and protected from light with tin foil. Prior to use, the

stock solution was further diluted to various concentrations with culture media.

DTIC

[00119] DTIC was purchased from Sigma (Cat. # D2390, Lot # 026K1363). A stock
solution of 10 mg/mL was prepared by dissolving 8.8 mg of DTIC in 500 pL of 0.1 N HCI,
followed by the addition of 380 pL of Milli-Q water. Once prepared, the stock solution was
sterile filtered, stored at 2-8°C, and protected from light with tin foil. Prior to use, the stock

solution was further diluted to various concentrations with culture media.

5-FU

[00120] 5-Fu was purchased from Sigma (Cat. # F6627, Lot # 1256K1499). A stock
solution of 0.5 mg/mL was prepared by dissolving 4.8 mg of 5-Fu in 9.6 mL of sterile
Dulbecco’s PBS (Invitrogen, Cat. # 14190-144). Once prepared, the stock solution was
sterile filtered, stored at 2-8°C, and protected from light with tin foil. Prior to use, the stock

solution was further diluted to various concentrations with culture media.

Cisplatin

[00121] Cisplatin was purchased from Qilu Pharmaceutical Co. LTD. A stock solution of 1
mg/mL was prepared by dissolving 10 mg of cisplatin in 10 mL of sterile Dulbecco’s PBS
(Invitrogen, Cat. # 14190-144). Once prepared, the stock solution was sterile filtered and
stored at 2-8°C. Prior to use, the stock solution was further diluted to various

concentrations with culture media.
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[00123] B16 melanoma cell line was obtained from Shanghai Cell Bank, Chinese

N
C

Academy of Sciences. The cells were cultured in RPMI-1640 medium supplemented with
10% FBS, 100 units/mL Penicillin, and 100 pg/mL Streptomycin.

LLC Cell Culture

[00124] LLC cell line was obtained from Shanghai Cell Bank, Chinese Academy of
Sciences. The cells were cultured in DMEM supplemented with 10% FBS, 100 units/mL
Penicillin, and 100 pg/mL Streptomycin.

RenCa Cell Culture

[00125] RenCa cell line was obtained from Chinese Military Academy of Sciences. The
cells were cultured in RPMI-1640 medium supplemented with 10% FBS, 100 units/mL
Penicillin, and 100 ug/mL Streptomycin.

MTT Assay
[o0126] MTT assay was conducted according to VBl SOP 65.026. Briefly, the

suspensions of B16, LLC, or RenCa cells were prepared with the corresponding culture
media described above. One hundred pL of the cell suspensions were seeded into each
well of Falcon® 96-well flat-bottom plates. The seeding density was 10000 cells per well
(for B16 and LLC cell lines) or 7000 cells per well (for RenCa cell line). Drug treatment was

performed by adding 25 pL of drugs to the plates and then incubating the plates at 37°C
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celjincgbation@was qontimued for 4 hours. At the end of MTT mcubatlon the extraction

buffer consisting of SDS and DMF was added to the plates to solubilze formazan converted
from MTT by viable cells. OD of each well was then measured with Tecan Infinite M200

plate reader at 570 nm.

Table 4.1. Drug Treatment Design

Cell Drug Duration Final Drug Concentration (ng/mL.)
Line (hours)
SCV-07 24 0 1005101102 |05} 1 2 5 10 | 20 50 100
B16 DTIC 24 0 |025105| 1 (25} 6 10 | 25 | 60 | 100 | 250 | 500
5-Fu 24 0 |005{01(02|05] 1 2 |15 10 | 20| 50 100
SCv-07 48 0O |005]01|(02|05]| 1 2 5 10 | 20 50 100
LLC
Cisplatin 48 0] 01 (02|05 1 2 5 10 | 20 | 50 | 100 | 200
SCv-07 72 0 |005|/0110205] 1 2 5 10 | 20 50 100
RenCa
5-Fu 72 0 {(005|/01]102]|05] 1 2 5 10 | 20 50 100

Data Analyses
Calculation of Mean and SD

[00127] Raw OD data were imported into Microsoft Excel for the calculation of mean and
SD.

76

SUBSTITUTE SHEET (RULE 26)




"ZNNNNOLIN N, - NN d Nrr 61l mr NNNN
NNN NNIDNAd .~0L010O0Or N~.-~NNN NN
w@209MBIN Nr mO mMN~O NNNNNNN N NcDUBDB/009932
Wmr mrn mN ~NNN NmMNOLNmMC aWoCDiom
mu) N NNNNNNN NCOa NNIOK) of r Wcor c
MOi Nr NNNNNN ONCOMV d (VNNI4 NN
IO MmMION NNNNN s NNNNNN O & 01 NNO
NNNNNNNNN ONO) 01 OYYU\N\N NNmx x EE
aa o\\0 TAWIJUEOONOUO MOINNCOCDT T
r+ r+ x b HaaoOIl Xx Oal o, _ v NN> > >\\>\\
CaII:curI‘zra){iorl}I o¥ lClglo EEVN E C

[00128] The ICso for inhibiting cell proliferation was calculated with Prism 5.01 (GraphPad
Software, Inc.). The concentrations of a drug that resulted in cell killing were excluded from

determination of the ICso. The ICsp was estimated by using the formula below:

Top — Bottom
Y = Bottom + T+ lg (X~ LGgIC5U}

Herein, X stands for concentration of a drug, and Y for corresponding OD. Bottom
stands for theoretically lowest OD (corresponding to the maximal inhibition of cell
growth), while Top represents the theoretical highest OD. The I1Csq represents the
concentration of the drug producing 50% response. Upon entering all X and Y values,
the values of Bottom, Top, and 1Cso were automatically determined via the program by
fitting to the built-in inhibition model (i.e., Log [Inhibitor] vs Response maodel).

Results
Effects of SCV-07 on B16 Cells

[00129] The effects of SCV-07 and positive control drugs on B16 cell proliferation were
measured. The calculated ICsg values are listed in Table 4.2. Raw data and the calculated
mean and SD are tabulated in Appendices 4.1-4.4. The concentration-inhibition curve of
SCV-07 was essentially flat, indicating the absence of a cytotoxic effect (i.e., inhibition of
cell proliferation) of SCV-07 on B16 cells. DTIC was initially used as the positive control.
However, the cytotoxic effect was noted only at higher concentrations (i.e., 250 and 500
ng/mL), and ICsq was not established due to the failure of the curve to converge. This is
probably due to the lack of hepatocyte-dependent activation of DTIC. The inhibition of cell
growth was observed for 5-Fu at a range of concentrations from 0.2 to 20 pg/mL. Cell
killing was induced at 50 and 100 ug/mL. The two concentrations were thereby excluded
from the ICsp analysis. The ICso values were determined to be 0.26, 0.38, and 0.26 ng/mL
for 5-Fu in three assays. On the contrary, ICs values were not obtained for SCV-07 due to

the lack of fit of its concentration-inhibition curves.
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the lack of fit of its concentration-inhibition curves.

Table 4.3. IC5, for Growth Inhibition of LLC Cells

ICs0 (1g/mL)
Assay ID SCV-07 Cisplatin
12060704 - 3.26
12060705 - 3.07
12060706 - 3.10

““indicates that ICsg value was not obtained due to lack of fit.
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(i.e., Log [Inhibitor] vs Response nodel). Results

Ef fects of SCV-07 on B16 Cells [00129] The effects of
SCV- 07 and positive control drugs on B16 cel
proliferation were neasured. The cal cul ated |1 C50
values are listed in Table 4.2. Raw data and the

cal culated nean and SD are tabul ated i n Appendi ces
4.1-4.4. The concentration-inhibition curve of SCV-07
was essentially flat, indicating the absence of a

©

cytotoxic effect (i.e., inhibition of cell
proliferation) of SCV-07 on 1316 cells. DTIC was
initially used as the positive control. However, the

cytotoxic effect was noted only at higher
concentrations (i.e., 250 and 500
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cal cul at ed omass and. H4 an . 2ed3u| at4esl | . Agpendi@es | 1.67%
4.8-4. 10. [Theasppncenizuat i anaadanpbhishd Orp. g48aVE 00do84 | 1.90%
SLV-7 vag g8 @l 43T 1 & 4041NPh GAL4 ND, 138 RBSRAES QT 78y
the bleleb‘ﬂbé&yf' 3. 40|§§3||\,dot_4§ | p'A4u%l‘3_ [_be4d'49” bfﬂpﬁa lldego(y
Oy g OX e e e O SERNSH O D W6 0276 For 3999 0 6w
50 0.3363 | 0.3357 | 0.3322 | 0.3286 | 0.3332 | 0.0036 | 1.07%
100 0.2875 | 0.2919 | 0.2906 | 0.2729 | 0.2857 | 0.0087 | 3.06%

Appendix 4.3: Raw Data and Calculated Mean and SD of MTT Assay 12050702

Cell line

B16 (10000 cell/well)
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Drug treatment (SCV-07 vs 5-Fu)

Drug treatment time
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SCV-07 Conc.
1.0873 1.1178

1.

(ug/nl) OD1 OD2 OD3 OD4 Mean SD CV O

1631 1.2261 1.15 0.060 5.25%0. 05 1.
wa2®9/03583@254 1. 1413 1. 1492 1. 14 0.013 1. 18B%%/UR2008/009932

1. 176 1. 1741 1. 1855 1. 085 1. 16 0. 047 4. 07% 0.2
1. 1172 1. 1665 1. 1437 1. 1428 1. 14 0.020 1. 76% O.
5 1. 1495 1. 0958 1. 0733 1. 1737 1. 12 0. 046 4. 14%
1 1. 1579 1.2365 1. 1515 1. 2437 1. 20 0.049 4. 13% 2
1. 2077 1. 198 1. 1919 1.2058 1. 20 0. 007 0. 61% 5
1. 211 1. 1803 1. 1288 1. 1662 1. 17 0.034 2. 91% 10
1. 1513 1. 1447 1. 137 1. 2029 1. 16 0. 030 2. 58% 20
1. 1496 1. 2003 1. 0976 1. 148 1. 15 0. g%% 3. 65%, 50_
1. Bz 11 9999 1 0984 {1 %4 894 1 0. 6p96 n‘h 7! Oo¥dp |139d1%
1. 0813 1. 24%%2 1. Oogd3 1 0.16893| 97194 | P 5 0. §66, | 2020%
SUBSITI TUTE &HESST |( RUEHES 26) 0-\1@1230-9585@588@850 0. 0228 3.33%
PCT/ 1US2008/ 0@9282 oDM1€ Caneés29( ug/ask) | AD&’s0DR 0GEX37 QN 3. 75%
Meany SD CV 0.Gs5dz [130%58. 228733k 2848324 09480 [L.0. 126 0. 1.70%
062°5. 28%| §.7dk 1. olbthd_1.d3998 LoUhd7 |1 9920 B, 024 | 2.91%
0- 04 129 oy 9% 14174 o prIPE thro 04 Puok | GI0B5 1 5 oo
o0 a5 a0 erg otgm 1S foer* T alug 1005, AR oo
12 %02 4 96649 5 633303 O 640935 05 70855 18,6528 | BaU37] | 5. 69%
0. O¥B 4. (689530 P. 568866 G 565663016062 p75%88 || 48T | P23k
0. 032 2. 70% 25 1. 1756 1. 138 1.2473 1. 1683 1. 18
0.046 3.92% 50 1. 1646 1. stB®2 1.204 1. 0905 1. 15 0.
084t/ (db/mi09% &0 1. 1285 1. &4 1) bpb1l|1ume4eb7| 1.5pl0 cv
U U3g 5. 20% 642 [U.gI5588 U- P40l DoS5adé | . 5663°( B: 6b51 | 4.43%
0-98%5° °“”/‘¢ 290 10005683 0 P8R Vo%h30 O Packe DoOdeo 010 14
Dmﬁ 5 B [SyEmt! TUbE hiEET, SEtFo2il7 YO ePido 920n3Y 7 ez
AN RN W COIR < M WE A 04093 S Ara1 ['8,J36 | 2.86%
treat nent |(&@93%07 Ws445F )0 4¢48) | Q e | B 413P0 Q00078 | 1.76%
cel 1 Iwel 1) Bxd%déP tir #addsent] Q-69d5 4. §{6Un L. 5&BV} O70131 | 2. 24%
Conc2 (ug/ LY. €5 |OD2433B3 | GN4Ban 0SO3TVY 0.8210. 684G 30 | 3. 09%
0. 6673 0.668L101 108. £0368070.2143204. 3390%. 466705 00018626 3. 43%
0.6944 0. /006,03 145§ 304 7904 38150843373 927/89dd. £ 00510691 2. 66%
V. HgeY U 15086l 1923003 73 1P 38UV %743 1 107%892- P oYe0687 1. 79%
O3t O 19 8 088 544 T 40P 306 097 { 5237 | 0.0137 | 4. 22%
100 0.2669 | 0.2823 | 0.2876 | 0.272 | 0.2772 | 0.0094 | 3.41%

Appendix 4.5: Raw Data and Calculated Mean and SD of MTT Assay 12060704

Drug treatment (SCV-07 vs Cisplatin)

Cell line LLC (10000 cells/well) Drug treatment time 48 hours
SCV-07
Conc. (ug/mL) OD1 oDz 0D3 0b4 Mean SD Cv
0 1. 4131 1.3671 1.4141 1. 4641 1.4146 | 0.0396 2. 80%
0. 05 1. 4385 1. 4471 1. 3818 1. 4299 1.4243 | 0.0292 2. 05%
0.1 1. 4923 1. 5682 1.4111 1. 3321 1.4509 | 0.1019 7. 03%
0.2 1. 55628 1. 5654 1. 4445 1. 3831 1.4865 | 0.0877 5. 90%
0.5 1. 4889 1.5723 1. 4563 1. 4307 1.4871 | 0.0616 | 4.14%
1 1.4774 1. 6092 1. 4985 1. 4398 1.5062 | 0.0728 4. 83%
B4
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1 0.7415 0.7574 0.7718 0.7476 0.7546 0.0132 1. 75%
0. 7591 0.6618 0.7503 0.739 0.7276 0.0446 6.13%

1
2

w@2008085800 7472 0.7613 0.7359 0. 7515 0.0124 1.BSPAISH08/009932

0.7604 0. 7323 0.7637 0.7508 0.7518 0.0141 1.88% 10
0. 7405 0.7439 0.7174 0.6915 0.7233 0.0243 3.35% 20
0.7291 0.6819 0.7529 0.7262 0.7225 0.0296 4.10% 50
0.5887 0.6665 0.7022 0.677 0.6586 0.0489 7.43% 100
0. 6107 0.5747 0.6334 0.6176 0.6091 0.0248 4.08% 5-Fu
Conc. (ug/nL) OD1 OD2 OD3 ON Mean SD CV 0 0.6025
0. 6102 0.5967 0.5826 0.5980 0.0117 1.95% O 05 0. 6949
0. 6641 0.6086 0.5543 0.6305 0.0621 9. 85% .6278
0. 6051 0 6152378 6158 5%153- 4¥99098- 0384041 fiﬁ%' 0034 | 4-99%
0.5763 0. 551085112 D58370[ 0. 49849 6. 40686 | 0. 5768, 49616 | 4.17%
0. 4868 0. 4703t506 41661.04880(7 104901595 134423% 11. 051564 %. 0457 3.09%
0.4%44 0. 44831792 4631, 582145(/6. 4340076. 4126 7P01. 2883. 44286702 | 4.72%
0.4342 0. 4424986 4540 58414434, §49084. 50480D01. 520. #366774 | 5.08%
O 3% 0424 1ol AT 1279 BaOUTq 578001, 1090] 30555 | .05
U. 4U05 U. Ul U 4U00 4U47 U. UUSZ U. OoUY7 ZU U. 50UD
0. 3811—0-38070-3761% 0. 379600023 0-62% 5003363

0.3357 0.3322 0.3286 0. 33?‘5351.86 86 1.07% 100 0. 2875
Concp gl 90BD1 2l7290% 2857 B3 0da7 984 0aba MeHendli xSt 3 CV
Raw ®at a_gnd- 4238 clul ht3éef Meard- And SDH6EE MIT4ASsa\W. 0535 | 3. 79%
12080702 |Dig8t rieat.2it ( $CQB407 JUs4465 Fl)L. 3Tdl | Of 9091¢ 6. 66%
B16(.20000 {celdebmvel | ). 2Bxeug| trr st ment 3198 ne 12495a0Ur0s048 | 3. 75%
SUBRH TUTE PHREY | RULBs426) 1WWEs2009/ £258B0 . 2224 | 0.0822 | 6.73%
PCTY LSZ008T ORISR Goptey (1007 7e) POTOERZ| GReeEN 5 11
e o sis L5 o ae ! (R P (ko) T Paalr (00096 oo
6.73% 0. |100%b3s 869 - 9hd § Fedol ol & WG 2 29%
3 809 0 2 684979 o %4396 ol BP0 A6 ol P142980] §xdp4 | 5.22%
5.32% 0.5 0.2p892| 00- 284 D 0786 |0074308 D.073¥2 (0o&IEd | 5.98%
4.29% 1 0.[74%6290. 792480 74061836 711 081887 74 7618208340032 | 1.73%
4.4768% 2 Q. 30A%1 0. 72Q8890. [/68T590.|678%90. f1B8B. DI70064 4.05%
5.2406 5 Q. 6329 0] 78091 9D. [/44619.(69540. pIO230. D4H60013 | 1.08%
6.68% 10 0.6511 0. 7422 0.7219 0. 7425 0. 7144 0. 0433
6.06% 20 0.694 0.6401 0.6941 0. 7006 0.6822 0.0282
4.14% 50 0.6777 0.6159 0.5761 0.5922 0.6155 0.0446
7.24% 100 0.5076 0.5969 0.5342 0.5324 0.5428 0.0381
7.01% 5-Fu
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Conc. (ug/nL) ODL OD2 OD3 ON Mean SD CV 0 0. 6183
0.6048 0.6115 0.4979 0.5831 0.0571 9.79%
W@2000%s00 5703 0. 5218 0.5778 0.0422 7.31%

COO0OO0OO0OO0O0OO0

Aﬁ%fé’é@"% 4

Raw Dat a and Cal cul ated Mean and) 5D .@f.;

. 6158
. 5388
. 4553
. 4464
. 4249
. 4086

0.
0
0.
0
0

0.

5688 0.5398 0.5882 0.0412 7.00%
. 526 0.5072 0.5388 0.0323 5. 99%
4541 0.4382 0.4601 0.0231 5.01% 1 0.4534
. 4319 0.4357 0.4419 0.0098 2.23%
.4251 0.3913 0.4180 0.0180 4.31%
4028 0.3941 0.4027 0.0062 1.54%
.367 0. 3859 0.3523 0.3735 0.0171 4.58%

. 3672 0.3688 0.3629 0.3686 0.0053 1.43%

9] 309

Datazaéﬁi4

O

0.05 0.6181
0. RCOUSD82009932
0.2 0.5831
0.5 0.4926

2 0.4307
5 0. 4054
10 0. 3888
20 0. 3756
50 0. 3154

ki A S

§Q)\’f vs C1 splatin)

0703 eat SCV- 07, V
§%g?ir6000 cel @PMOI (fe)l Wellgtreat nDerH eat ours © 48 hours
SC\V/-07 Cohec- /||r1/nd \ oDl O0P2 0b3—aN !\lean CD L 0
0.5745 0 6092 0.5949 0 6477508066 00309 5 09% 005
©negoe/™) 75 0Bl 6089 BD%B45p PPB525 (PPA330 Hleaboy 88D cv
SUBSTI TUTH SHEFT [ RULE326) IW362009/ é438301- 4155 | 0.0668 | 4.72%
PCT¢. 052008/ 009932] 0.3230. 6G96000. [/292518. 694 42@L 6956402, | 2.83%
69738 0. 0245 134194% 0.3819. V292018. [/ 11307@. 7483s6% (108377 | 2.73%
V. 7859 0. UlhUsgeg 2074 Bghz 6p9041dg0B 403388711 ByR08. U349 | 2.53%
i K 2'1636395/:; BT g3 BB MR PLI ISP AR50 | 2. 444
024500 da 1T Bod a2 L IStro T 508 T S oy 1ags20 | 5. 08
0.73%2 0. 02143588 ohod- 3787 o] 23830 711370 67775l lg | Apo4PL | 2.97%
0. 7081 0. (255382 5hod- 4387 0| 168757 .16 (. LABB (. GOAB | 2. 00%
0. 6403 0./036838. b6%365D .1643960| 633F60. 6UE8670.| 7BG305 | 2. 20%
0. 6328 0. (0371363760% . A0 O.1. HA63| Q. 582 | 01.3686 [ 0. 68R2| 2. 18%
0.5%98 0. (1873531 23%. 439Fu| Gomsn1 |(ughgnk) | QDE3ID? ©ODER5ON 4. 35%
MeampSD CV 103945 6029 999.55b61 Q3 PO Ty Ba054461 Q1 560, 0208 | 1.47%
U. U201 4. 45% U.Uo U.b/75Y U.OYUL U. 95Y92o U. 052Z20Y U. 59U/
0 0606—16189% 02 0.569 OC;;};EQMU 507904717 0-5149
0402 7.-82% 04684 07473570, 4973 0. 4692 0. 4772
%’“ﬁ 18/nb) RQ/PEIJ 53800 4ahod8 aladP 435 Mg ads oD o
00078 1. 769 3% o s8AR1h Edstl®h lsda®0% 5704998 GakA570 | 4.07%
0.09311 2. 24963265 0 453887 4p464T@34P 11141640317 3802421010951 | 6.87%
0. 0030 3.09% 1934 0] 41.944D. 4033660. 41158319, 38BB8TP. 406¥785 | 6.10%
0. 0040 3. 43% 2099 1.072 | 1.2569 | 1.2888 | 1.2069 | 0.0956 | 7.92%
1 1.0624 | 0.9971 | 1.0372 | 1.1493 | 1.0615 | 0.0644 | 6.07%
2 0. 857 0.8196 | 0.858 | 0.8878 | 0.8556 | 0.0279 | 3.26%
5 0.6211 | 0.6123 | 0.6541 | 0.6823 | 0.6425 | 0.0321 | 4.99%
10 0.3884 | 0.4067 | 0.4585 | 0.4381 | 0.4229 | 0.0314 | 7.42%
20 0.2526 | 0.2307 | 0.258 | 0.233 | 0.2436 | 0.0137 | 5.64%
50 0. 186 0.1812 | 0.1837 | 0.1882 | 0.1848 | 0.0030 | 1.63%
100 0.1609 | 0.1473 | 0.159 | 0.1601 | 0.1568 | 0.0064 | 4.08%
200 0.1228 | 0.1226 | 0.1224 | 0.1237 | 0.1229 | 0.0006 | 0.47%

Appendix 4.7: Raw Data and Calculated Mean and SD of MTT Assay 12060706

Drug treatment (SCV-07 vs Cisplatin)
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10 0.4113 0.394 0.3915
0. 3864 0.3903 0.3819 0.
w®2®3625860 3291 0. 3243 0.
0. 2669 0.2823 0.2876 O.
Appendi x 4.5: Raw Data

0.3873 0.3960 0.0106 2.66%
3743 0.3832 0.0069 1.79%
3047 0.3237 0.0137 4. 2p%/U3D08/009932
272 0.2772 0.0094 3.41%
and Cal cul ated Mean and SD of

MIT Assay 12060704 Drug treatnment (SCV-07 vs
line LLC (10000 cells/well) Drug

Ci spl ati

n)  Cel |

treatnment tine 48 hours

1. 4146 0.0396 2. 80%

20
50

SCV-07 Conc. (ug/nL) OD1 OD2
OD3 ON Mean SD CV O 1.4131 1.3671 1.4141 1.4641

0. 05 1. 4385 1. 4471 1. 3818 1.

Cell line

RenCa (7000 cells/well)

4299 1. 4243 0. 0292 % 0. 1 1.4923 1. 5682
Cqllghipg 1. Lé@z@”?%@éb@/we“gmg 7. 48, rentment tigeog 1 48 hours
5654 1.4445 1. 3831 1. 4865 0. 0877 .5.90% 0. 5 1 4889
1. 5723 1.4563 1.4307 1.4879CV607 0616 4. 14% 1 1. 4774
(bnc.BOQ2LL.] 4085 1 4828 1| B052 0. @A28 |4. M83% |84 5D .oV
SUBSIT TUTE $SHBET |( RUB0E26) 1WM312009. @25%830 1.4200 | 0.0638 | 4.50%
PCTJ b5520087 YORBSZ 21 B5u/ 8P 11434B 7051, 1eg5299 1148839 0. 0539 | 3.77%
TAgqr O QT 3A0% 997 3nsal. [P L3Rad- [P0 Jeok, 400238k 40 0282 | 2 04%
14875 0 Gad7% dood- SAH ol JoA57 ety Tders 10052, 8. 81%
1 G883 0 A76% 4 7baflGqol 43884 (LAWY, 1y 1ghs | GEH0| 2.95%
1.5261 0. Q7¥878: 0g04- 4840 [ 13888 |1 WEHE 1 4340861 |4%8F72 | 2. 65%
1. 4299 0. (293782 05%. 3686 p| dt 3582 Gonle 3631ud/ it 3640DI| ©PPB4 | 0. 62%
OD3 ON Medn1SROCN 0 381244B8. 3867340639974 |1.1. 3802 | 10. 4782 | 0. 56%
0.0585 3. 19%3566 |1 1..32981| 1, 2868 114643 |1.1446%8 1.8 | 2. 56%
0. 0944 ©. fb%ss@e 2 1L.33866pP 1141784461 3917531 1139531~%.3;156 1.12%
299%,U. V9 70 Qord L1240 [T 5087 1) 453‘31 9. 0469 | 3.23%
1120y SJI 4}¢1$\J‘3|8‘f§§3,5’°’°1*41§5 i;i?i\@éo‘jﬂo’g@ 10 0227 | 1.61%
08629 0 8683 0.0342 3.03% 5 0 6476 0.6367 0.654
0.6724 06527 0.0150 2. 290%isRIRtan 4029 0 4246 0_4569
@na30g/mh) 4298010, 0224032 22ps PP (. 2588 0.|238ean), 257 SD cv
0. 2308 0. 2452262 0147 366 8pol. 51390, 104016 1874304 18RE66Y. | 4. 58%
1887 10. 187121320032 1..3Z&%0 | 106550.| 1647970.| 148H70. A BWB4 | 5.98%
0. 8393 0.]157839. 0064s8¢4 0p% 36800 O1. 336241 Q. 3¢h819 & 0629 | 4.83%
121g 0. 1237 I35 123D 1970013 54887 1 855SUBITHBYTE Sl | 6. 15%
(ROLE26) 1V ¢00f 095890 PGT)H9200871949937 o7ppergliiy |5 a7
ooy R Bt Eamnt Skt PSS YEE D BT 9D CheetT | .07 | 1 omw
TEUES Y N 06228 | 0.6287 \[0.6673 | 0.68417 | 0.6807 | 0.0297 | 4.57%
10 0.3873 | 0.4067 | 0.4589 | 0.4376 | 0.4226 | 0.0318 | 7.53%
20 0.2473 | 0.2358 | 0.2583 | 0.2328 | 0.2436 | 0.0117 | 4.78%
50 0.1833 | 0.1825 | 0.1841 | 0.1885 | 0.1846 | 0.0027 | 1.45%
100 0.1612 | 0.1493 | 0.1591 | 0.1599 | 0.1574 | 0.0055 | 3.46%
200 0.1238 | 0.1223 | 0.1222 | 0.1239 | 0.1231 | 0.0009 | 0.75%
Appendix 4.8: Raw Data and Calculated Mean and SD of MTT Assay 12070704

Drug treatment (SCV-07 vs 5-Fu)

Drug treatment time

72 hours

SCv-07
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Cel |
48 hours

SCV- 07 Conc.

line LLC (10000 cells/well) Drug treatnent tine
(ug/m.) OD1L OD2 OD3 ON Mean SD
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Appendix 4. 9: Raw Data and Calculated Mean and SD of MTT Assay 12070705

Drug treatment (SCV-07 vs 5-Fu)

Cell line RenCa (7000 cells/well) Drug treatment time 72 hours
SCV-07
Conc. (ug/mL) 0D1 0D2 0D3 0D4 Mean Sb cv
0 1.1302 1.0936 1.1067 | 1.0937 | 1.1061 | 0.0172 1. 56%
0.05 1. 0943 1. 0399 0.9717 | 1.0023 | 1.0271 | 0.0528 5. 14%
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2 1.3762 1. 3586 1. 3582 1. 3631 1. 3640 0. 0084 O.
62% 5 1.3890 1. 3812 1. 3867 1. 3997 1. 3892 0. 0078
w@2®8925830 1.3536 1. 3438 1. 4203 1.3918 1. 377dT/0SDBE®9932
2.56% 20 1.3870 1. 3834 1. 4179 1. 3917 1. 3950 O.
0156 1. 12% 50 1.3991 1. 4275 1. 4750 1. 5036 1. 4513
0. 0469 3.23% 100 1.4015 1. 3835 1. 4165 1. 4369
1.4096 0.0227 1.61% GCisplatin Conc.(ug/nL) ODL OD2
OD3 OD4 Mean SD CV 0 1.3262 1. 3668 1. 4249 1.4716 1.
3974 0.0639 4.58% 0. 1 1.3274 1. 3206 1.4551 1.4797
1. 3957 0. 0834 5.98% 0.2 1.2235 1. 2814 1. 3661 1.
3362 1. 3018 0.0629 4.83%, 0. 5 1, 2338,1. 1176 1

2648 1 2874-9329295d. 1640758 K78 15440864 | 10924 1 0. Pfdbo| 4. 3%
1. 0629 1. 139091 0798990, 40828 3| 87! 2 1008H0R I00HB1p 4. 26%
0. 8627/ 0. 890104608663. 0h1016/8 019993% 13169 6212827. bASF257 2. 50%
0. 6673 0.6841006507. 008229(7 140658 % 019861 .| 38FB70. 40651 1 5. 80%
0. 4589 0. 437604004226, 74318 171793% 120328 241840} 23583 | 5. 10%
V- 2983 U. 4345%¢ds 2459 beed- 17 101158 70 19818 | WOasngY H0B1 | 2. 32%
= R 1 0 U i D e M) ffn’ 10675 11 Box 0, (ugR | 4. 28%
01383 o 1930181 bad- DH8de 10T3Loh LAk 2o 0b] Doy | 5. oo
Dat 2%nd Gallc?fBat ed IMMW Asls 8(p31p @7028R 4| 2.69%
Dr ud0d r eatn8n®146 SCV-109008s |5 1FPL7 (0R1964] i b 9%8nICA- §22B0D 2. 18%

cells/well) Drug treatnent tine 72 hours SCV-07 87

SUBSTI TUTE SHEET (RULE 26) W4F2009/ 025830

BRI GSZRPE 009P32] Caig. (U0’ Wby JD1 062 [OWBerOF Mean [ v
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2708 005 ole QR TH b RS 110k Do s¥ |9 8RS O OH6° 3 87
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50 0.2216 0.2162 0.2188 0.2141 0.2177 0.0032 1.49%
100 0.1911 0.1943 0.1915 0.2014 0.1946 0.0048 2.45%
W@ 200908830 TUTE SHEET ( RULE 26) WD 2009/ 025830 PCT/US2008/009932

PCT/ US2008/ 009932 Appendi x 4. 10: Raw Data and

Cal cul ated Mean and SD of MIT Assay 12070706 Drug

treatnment (SCV-07 vs 5-Fu) Cell |line RenCa (7000

cells/well) Drug treatnment tine 72 hours SCV-07

Cone. (ug/nm.) OD1 OD2 OD3 ON Mean SD CV 0 1. 1688 1.
CLAIME034 1. 1105 1. 1218 1. 1261 0.0294 2.61% 0. 05

1.0531 1. 0261 0.9896 1.0755 1. 0361 0. 0370 3.57%

.1.1.0397 1.03 266 0290 Q08 86%

1. B rdetiog SbeAmBITRT GeatBuoatiens part RIQUING0JATBIR0 S0,
tedbicibg 08igCcabeer/ 26n&af9s9 tHer€@dHar d metatiadlk i043tng frad%e 1
Rarge3e ButdicB 3821y o 1 GediRgacted Rony pgeatido. gabitid or
fedocibg giovii ®5Iudg %ﬁ@erl:e%@méta@&gﬂ; tRer@bh 8r 5 nBR8stadidof

e 08 eyt encer gaiousidg e o dag shoipgtoghrisng

adoEEterihgdd e QubR? Bn @FfFOdRE dmdmd8f 4n DEARINGn&iLlatorl 00

gﬁ%&g%dqﬁﬁﬁﬁg 0235 0.9533 0.9749 0.0350 3.59% 5-Fu
1

OD2 OD3 ON Mean SD CV 0 1.1193

1.1103 1.0773 1. 1065 1.1034 0.0182 1.65% 0.05 0.6672
0. 6226 0.6392 0.6112 0.6351 0.0243 3.83% 0.1 0.4884
0. 4797 0.5381 0'§§§9 0 3 0. 4. 50@6 0.2 0.4135
0.3988 0.4097 0. 8 0. 0 0. 3.5 X5 0.3272
0.3209 0.3339 0.3217 0.3259 0.0060 1.8 ol 0. 3059
0.3016 0.2980 0.3086 0.3035 0.0047 1.54% 2 0.2928
0.2838 0.2900 0.3075 0. 99$810. 0100 3.4%9% 5 0.2995
0.2954 0.2865 0.2940 0.2939 0.0054 1.85% 10 0, 2794

2851 2808 0.2921 0.2844 0.0057 2.01% 20 0'62652

O O

105 4.0 0/ 50 229 .
WG58 5 058 BiTNeoeso 984 ol ona pbiidR & an
aroir286 oPhétersyicZimBo Bcid @t 8 deri0stk2 tBeréﬁP/Qso%@ to treat at least

ST TUTE. ULE 2 WO 2009/ 0 58
B e D555 ek Rpilng CacRe B EE SIS APRIBRE of 871
meatdsisgn adtnd kaata qamctd gutside teniuhg i thembbjbbm bngo as to

(LG Y oS ARGE Iy e BSeE o AR o By sl
grid fretastasimihierayf, catsaidenstastpaistafl gapees cel inrsgid lung from
¢4MRbPLdik BGtsie the tung, in the subject.

2. The method of claim 1, wherein X is L-tryptophan or D-tryptophan.
3. The method of claim 1 wherein said compound is SCV-07.

4. The method of claim 1 wherein said compound is administered at a dosage

within a range of about 0.001-1000 mg.

5. The method of claim 1 wherein said compound is administered at a dosage

within a range of about 0.01-100 mg.
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10.

1.

12.

13.

14.

16.

16.

17.

18.

reducing growth of lung cancer cells, a netastasis
thereof, or a netastasis of cancer cells in a lung

wo camiozmssecer cells outside the lung, in a subjRCI/PS2008/009932

conprising admnistering to the subject an effective
anmount of an i nmunonodul ator conpound of fornula A R
NHCH(CH) " C-X I I COHO (A wherein, nis 1
or 2, Ris hydrogen, acyl, alkyl or a peptide
fragment, and X is an aromatic or heterocyclic am no
dbe chethrodeofabiaimviavhereint daid erfipowsd issdrnimistéreatat a dbsageast

1l e t. . hARRRI reduce. sai d | ung, cancer,
Bl ey Eou bHBDL 06 rolig SRS ER SRR T2 | ung
froma cancer outside the lung in the subject, or so
4B8e methadraf plaimak whesgistsajshearnRoyndds administerid ibt @ dosage
WRBHGraBE OV dbo 0 DAL 0! HERg ea:sleafbo‘a?we?gg . said

met astasli s thereof, or sald netastasSis cancer cells

in said lyng.from cancer cells oqutside the lung,. in
The Piiyct hin 1 WherS Bl s oRoWBHaN N Y-OTwABR & Firisisred
htd dygige Within @ Faridetof YPo@WGON-106d mghe net hod of claim -
1 wherein said conmpound is SCV-07. 4. The nethod of

' 2] i d._conpound is.adniH-Stered at .a
ShE B NI P i R8P B M 660 ftistBrpqt =
desage avithin & ramigenof abdnetr0e0 0009 6000 egrkm sutgedt ody weight.
adm ni stered at a dosage w thin a range of about

Pl dT1aif3 Mrgﬁ%fﬂ?ﬁﬁ@nﬁgyr%%%(uggi%gr?f@er. 6.

The nethod of claim 1l wherein said conmpoun

dm ni stered. at a dosage W thin a rapge of about
BBl R Bl PRy LB Rk oy s i Ered A Hevass
withis baamgelofdbaue0.,00$-a0do agrpound is adm nistered at a
dosage w thin a range of about 0.01-100 ng/ kg subject

ol A el o goerdF 80 o fpobhd| R BRRd & S8he
withip ararge efrapeub®. 199uU1g.0. 001- 1000 ny. 9. The met hod

of claim1l wherein said conmpound is SCV-07, and

PisingiHdb & RirAt 0whefaIA 36 HhipAURd & ddANERBePéd aPPHEsage
0,.00001- 1000 ng/ kg subject body wei ght. 10. The nethod
R f 230N aha k9-ROGAN- 1008 meikensPlerEbaceihtnnr y | ung
cancer. 11. The nethod of claim 10 wherein said
Treammetiod of slaad rtdwhetein edidaionodng agriministdhédatta dosage

£ 0..001- : . _The nethod. claim 10
o/ hé'?@?%&gfa?fc?%g 8%@@8&53 inég]’g%ﬁ‘i'tﬂ?%t%p’éa’egg[ a dosage
within a range of about 0.1-100 mf:; 13. The nethod of
haainaihed ofaiame Brwhsagia seigrimatmentiis fai@ling eansee thetastasis.
dosage wthin a range of about 0.00001-1000 ng/kg
Bhednethod O i b SWHereid 4aid BampdBA RBPhinislerddatlddosage
erein said 08{}?8@{;3 boc, adm ni stered at a dosage

A renge o aheut?-08 14090 9 1- 100 my/ kg subj ect body
wei ght. 15. The method of claim 3 wherein said
Theoaetimed of claini 06 whelaim gaid @nopound tsasindisistered dtta dddage

.&Q?arfge ocfl?%gp?%id%%gii n said conpound is

i
adm ni stere osa

The method of claim 15 wherein said compound is administered at a dosage

within a range of about 0.00001-1000 mg/kg subject body weight.
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19.

20.

21.

22.

23.

within a range of about 0.001-1000 ng. 17. The net hod
of claim 15 wherein said conpound is adm nistered at a

walomagess3mi t hi n a range of about 0.1-100 ng. 1BCT/URm®08/009932

met hod of claim 15 wherein said conpound is

adm ni stered at a dosage wthin a range of about

0. 00001- 1000 ng/ kg subj ect body weight. 96 WO

2009/ 025830 PCT/ US2008/ 009932 19. The nethod of claim
15 wherein said conpound is adm nistered at a dosage
Thet dniethod of elage 16 whabeinitaid.cOdnp©08d isEdngnistebgdeatta dosdyge

i. gh 20. . Th f ' in said
os"gatéarfgs? "gt‘i‘gak“e"lgﬁt&gs%ggﬁg. g%&bné@ﬁ%ygﬁé claim17
wherein said dosage is about 10 ng. 22. The met hod of
Theanathed whelpisn 42 @g\'efﬁ"& 6 GaRADUIF aPaYtil MIA i s
admnistered in a treatnent reginen additionally

THeChB@ib @ aiEifh 17 Wheadin Said Aosade is@dBUt M@Mgof radiation
or a chenotherapy agent. 23. The method of claim22

RSB R, ek B PRI AR AR ha GERALE 515 Y i88hec in a
treatment regimen additionally including administration of at least one of

radiation or a chemotherapy agent.

The method of claim 22 wherein said chemotherapy agent comprises at least
one of cisplatin, 5-Fu or DTIC.
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