WO 2016/054101 PCT/US2015/053027
1/46

Potency of epitope-specific ARCC-mediating mAbs

% maximum specific killing
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mAly CH27: original cDNA segquences
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ID NG: 57

GAGGTECAGCTGOIGCGAGTCTGGGHETGLCTTIGLTCCAGCCELGLGEETCCCTGAGACTCTCTTIGTGC

G
GCCTCTGGATTCAGCGTCAGCTACCACTATATGLCCTGGETCCGCCAGGUTCCAGGGAAGGLAZTGG

P
Fat

AT f\l{l/\/\li\

GG T CTATTATTTATGE
SGETCTOTATTATTTAT

A CCCAGACTOTOTOR N TaTare
TACGCAGACTCTETGAAGSGCCGATTCECC

N

e
CAAATGAGCH

e Yar: Jara XM TR N T
AGACACCTCCAGGAATACALCY

.f\r[ TTA Falasinaval; ]1r‘<r'1/‘4 i

s .

-

e e N el Valal oy, S NerVelelele
CCTGAGACGTGACGACAGCGE

CUTONA r

TN Y TR N 7 N T VT 6N (7 7y T O T
GLGAGGGGACTCGCCTCECTCTICGATCTCT

TCCCG

COCGACGCACCOTEOTCALT
SGCCGAGGCACCOTGETCALCT G

TCGTCAGCATCCCLGACCAGLCICAAGHT

CGAGCCTCEACAGCAZCAGC

>KO03061 CHZ7 KC  SEQ

-
-

NG: 58

AARTTGT

- v R e TETOTT e e PtaTar TeutTelals
TGACRCAGTCTCCAGGCACCCTC LLL TCCAGG \GCCACCCTCTCCTG
~R N TR § S ey PN
CCAACTAL P GGOCALG

GGCCAGTCGGCGTETTARCG ACCTAGCCTY ATCA AGTCCCA
CCTCATGTACGGTCCTTACAACAGGCCCACTGECATCCCGGGCAGLTTCTIGGLGCEAGTGETCT
GGGCCACTCTTCACTCTCAACATCGACAGACTGGAGCUTGTTGATCGAGCAGTCTATTACTGICTACA

CTTTGACTCTCGATACTTCTTCGTGGGCGTTCGGLCGAGGGACCARGGTGLAGETCARACGAR

LAl
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Ial
£ kl

el Ial i Palle s Tal Waty Pol Il f’ ST ST T R Ialnla i ; -~ AT T —
CTGCACCATCTTCTTCACTCTTCCAARAAACATCTGAAGCAGTTTTAATCTCAACTTCTCTCATCARAAC
e et eTeTele AR TN R R YR £ . e Tals e o~ TR YO N T
CCGELEGEGEEGEGAGATCAACALC GGCCAGCCACGETTGETTGGACCGGCACGGGLGGECCGEGECCCACA
GUGAAAAAAAGGGGGAGALCC STGTGAGGGCACTAGAGGGGTGEEEACAGACCCTTCTGEGEACT

- GG CAG AT GO CCCCAC AT OO AACCAGOCGCCCACCACT N NI O T 7 N T T e
TEAAGGGGGAGAGTCGUCCLCACATGLCCCAACTGGEEGEECICACCACCEEGEUGETTTCACGEGACGT

N NaTeleT Fren e MR T VR B I O O Y
TAACGGGCCGGAAT ACAANGCCCCLCCC

ot e
LA
ST alaTaralar il

TAT

e ey ACCOOR0
SGAGGGGGEARMACAAACTCCGC

el

CAAALAGGGGCCTTITATTCTCAAACTAACAACGLGLGCCCCCAAACCCTCCAAAATTTTTICCCCCCAA

FYelay:

ACCRAAACACAAACCCCCLCCCCUCLCCCCCCoCCCCCcococoecrcoecoececoeocececoereact

ceoeoecLcoeoccocreceeeecoeLeece
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mAb CH27: cleaned DNA seguences

SHO04021 CHZ7 HC clean 3EQ ID NO: 59

GAGGTRCAGCTGGTGRAGTCTGEGEETGGCITEGTCCAGCIGGGGGEETCCCTGAGACTCY
AGCCTCTGGATTCAGCCTCAGCTACGACTATATGECCTGGETCLGCCAGGLTCCAGGGAAGGRACTGG
AGTGGGETCTCTATTATITRIY C
ATCTCCAGAGACACCTCCAGGAATACACTGCGATCTTICARATCAGCAGCCTGAGACGTGACGACAGCGE
GTTTACTICTGT SETTPOTGCGCCCGAGGCACCCTGETCACTO

Y
TOTOGTORAGCA
LUTULITCAG

Tl

GTEC

TINID

s
TOTATR

TTALGS

NN
Ky

lalalalal it Talatale
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GAAATTOTICTTGACRCAGTCTCCAGGCACCCTGTCTTIGICTCCAGE
TTAACGTCRACTACCTAGCCT

ATRACHKY

Seddlaa

et I eTalar Valalalnlahtalalte
ACGAAACAGCCACCCTCTCCTG

R o o
AGAC

f\r‘(( als

Clalalls

eTeloter:
GCCAGA

ATST el

TGEGGOGE \‘\ e f\l[,‘!r‘ﬂ
TOATIINATAT L

TTOT

sGGCAGG
S SR CUTOTTOATCGASO
GACAGAL GAGCCTGETTOATCGAGCAG

TCGGUCGAGEGACCAAGGTGGAGK

oA

I

Ak
W AT

mAlk CHZ27: amino acid sequences
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EVEY

EVOLVESGGGLVOPGGSLRLSCAASCEFSVEYDYMAWVROAPCKGLEWVYS Y
ISRDTSRNTLDLOMSSLRRDDSGVY WERGTLVIVSSA

EIVLTQSFGTLSLSPCETATLSCRASERVNVENY LAWY QHRPGGSPRL
GPLETLNIDRLEPVDRAVYYCE FGRGTKVEVER

RETGIRGREWGEWS

Figure 5 cont.
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mAl CHZ8: original <DNA seguences

>HO04367 CHZS HC SEQ ID NO: 63

CAGG CTACACACACC CCTACGCTC AACG
GAC SCCGACTCUTCCTCGEGELTAAACTUTATAARACATGACAA

AAGATAGTAACCTAGGAATAGAACAATGCAAT

A
ACARAATATCATCATCCG

A

; FTRR RN T T ~ T ) (VTR S e e

TACTAAACGAACTCATCCTTCGACACTGCTACCGECCT
\TCA A

CCCAAGTATATGCTCGATTTIGTTAARAATAGTCAG

-
A G
AGAACTATATCTATCTGCAATGGCTTACAGCTAAGCC! CTACAATAAAARCAACAAGCGGGAAC

GCTTCCAAAGAAARAAACCATATACTCAGGTCTGTICAC CTCAATCACCGACTTTCACACATTTT
TTCCCAGGCTTACARAGATATTCAGGGTITITITTITTIC TTCCATTCCAGAGGAACCACAGTGCAGT
GTGTCAGTAGGGGELETAAGGAAAATAAGCCTGETTCOTCAGTGIGICTCTCTGGUAAG T GGCG
CCTCCTTITAGARATAATCTCACCCCAGCCCCCUGUCCACCTCCAGGGAATGGACGAGTAGTCGAGACAA

DOV Y ‘-r~r TATGTTALGE A hNeleley: AR A alelsleleteletey: \r\r\- Fal.
ATCTTCCC TATGTTAGAAGAAACAACCAACCCAGATAAAATGUCEGLGEEAA TCACA

‘.]'\r[,\n[l :C
Taly A n e

CTCAAAAAAAGACACGECGGLCTGETATG

CAAACTCAACCTATATCGCATCTAACAGGGGATAAAGT

m ,’\.

e s~ CTOT S » [ - R ST T
TGEGAGAGATCGGETTTCTCTCCTTACAGAACGGAGACCCCLGUGAATTARAAATGEGGEECCAAGAGAAA
duskarh TV T N ’ 1 ST AT T T ‘ P - r g
AGAGTTAATTTTTCTTCTGGGTATGTGATGGGEGEEGAGAATAATCTGCGCACCAGACZCACAGGGTAG
NS e T R ~r T CTOOT GOOTOTGGA . Y
CTGCGTACGTCTCGGEGGETCCCTGAGACTCTCOCTGTGCAGCCTCTGGATTCAGCGTCAGGAACGACC

AGATGGCCTGELTCCGLCAGGUICCAGGGAAGUGACTGGAGTGGETICT

331 CHEZE KC CEQ ID NO: ©

1NN

CCACCCTCTOOTG
GGCCAGGCTCOCA

e adalalsil

-~

GAAATTGTGTTGACRCAGTCTCCAGGCACCCTGTCCTIGTCTECA
=

AGGGCCAATCGGCGCATTGACA sTACCA

Tl rnlIrNr\ﬂxr\r‘(—

GAACGCC

e

H

A AOTGE - - CoeT
AANCAGGGCCACTGEGCA CCAGACAGGTTCAGTG A

.*rwr*«m ~ N O

C

GGCTCCTCACCCATGGETGETCTA GGTC
GEGCCAGAGTTCACCCTCETCATCAGCAGACTGOAGCCTGAACGATTTTGCAGTCTATTACTG
CTTTCTCTACGAMAATCCAGCGTGCGEUGTTCEGECCEAGEEACCAAGATAGAGGTCAAGCGAALCTGTGEG
CTGCACCATCTGCTCACATCITCCAACCATATGATGAGCACTTGAAATCTGARMACTGCCTCATCACCT

CTCGCGGEGEEAAAAACAAGARCGETGGEEEGCGUCACAL

Giaaioal GLUA
I lalalale .
AGUCCCCHETGEE

i

OO AAAAATT T TATGTCGOT (/L'vf\r‘,‘l7) 7
P A R A S N S

S UGUICARARAL ROICIORNE T AR A

“

STAGACCGUAAAATGLCGGGECCARATITCC
CCAAAGAACT
CARAAGAGGACGGEGLAGAGAACCGEEEGGCCCCTOCCGGATATATATCTGTAAACAGUCGLGLCAATG

GATTTCCTCCCCCCTETGEGECCCTAMARAAALAGGGEGTGTTCTTAAACCCACAAAARARAGGGARAAALCGG

TGTCCCGEGAAACACACCTTTCTICCCAATATTATTTICGCGCGOGEAARAALAGARARALACAADAADARA

lalatal

GGAACACCGETA

TARRTAACAGAGG CAAACAL

Figure 5 cont,
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mabh CH28: cleaned DNA saguences

HOC4367 CHZS8 clean SEQ NG: 65
GGTGCAGUTGETGCGAGTCTGEEEETAGCTGUGTACETCTCOGHLGEETCCCTGAGACTCTCOTETGS
AGCCTCTGEATTCAGLGTCAGGRACGACCAGATGGECCTGGETICGUCAGGLICCAGGGAAGIGACTGG
AGTGEGEGE A A A AT GO NG T AGTUCATACTACECAGAUTIII U CGARRGECCGCTTOGCC

ATGTCCAGAGACACCTCUAAGAATACAG

ATGAACAGUCTGAGACGTGACGACACAGC

TGTTTATTTICT GGGGUCLTGGCACGLTGGTCGETG
TCTCGTCAGCA
s

GAAATTGTGTTGACRCAGTCTCCAGGCACCCTGTCCTIGTCTCCAGGGGAGAGAGCCACCCTICTCLTG

CT A A
CAGGGCCAATCOCCCCATTGACATGAACGUCTTGECCTGCTACCAGCACCCATCTOGCCAGGCTCCCA
GECT OO T CACC AT RGO TS T AR AREGUCR TR ATCUCAGACAS AGTGGEET

GGGCCAG CTCOTCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTCTATTACT

il atolaralalay, Netey: TAGAGCTCARAGOG!
TTCGECCGAGGGATCAAGATAGAGGTCAAGCGE

mabh CH28: amino acld seguences

SOV QARG oTay e
EVOLVES SCAASGES V’RNQQMAW\/ ROAPGKRLEWVIS Y INDGANPTYALS
FO T N O STAVY FC AR S EE T . roa
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]
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Figure 5 cont.
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mAb CH44: original cDNA seguences

PR S
CCTGAGACTCT

AGUCTCTGGATTCAGCETCAGTCACGACTY CTGGATCCGCLAGGUTCCAGGARRGGGALTGS

AGTGGATCTCTATCATATATAACACTGGTTICTCGATACTACTACGCAGACTCTGTGAAGGGCCGETTC
S CCTOTCCAGAGATAC GTO o~ o o~ -~ R L T Ay ——

GCCOTCTCCAGAGATACGTCCAACAACACACTCATTCTTCACATCAGCCGECCTGACACGTCACGACAC

GGCTATTTATTTCTIGTGCCAGGGGAGTCGCCTICGTTICTTICCAATTIGTOGLGCCETGLCACCCTGGTCA

CTGTCTCGTCAGCT GCCCATCGETCTTCCCCCTGGCACCCTCCTCCAAGAGC
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GAAACGACACTCACGCAGTCTCCAGCCATCCTGOTCIGTCTCTCCAGGGGAAACCGCCACCCTICTICTG
CAGTCGCCGTGTTGACATCAACGGCCTCGCCTGGTACCAACACAGGCCTGGCCAGGCTCCCA
TCATGCATGETGETTTATAATAGGGCCECCGGCA
CAGAUTGGAGCUTGAAGA
TTTACTATGA AGCET TCGGCCGAG

GCACCAT

(,u

R N N T Y T T T By £ e
CTCAGGCAGGETTCACTGECAG

Yelattall
ATAT

L

STab Naleinht
GGAGTUCTAT

e

N R s -
SGACCAGEGTGEGAGGGUARAACGAALCT
e
S e T o~ ~ i~ . Tt A N S S e P

TGECACAATCOATCACGCATCCGLCECEGAAGGGCGAGCAAAGGECICUCLGCCGEICCECLCEEEEEEG

S g etelels e OO N [ N e N e R ey e e atataTe P
GEEGGEHGEEEEETGEGEGEEECCCCOCTEEECELEEGGEHECUCCACCCLCICOGGLEICOCCCCEEELCT

el

DTRAAT

AAARARACAACCTICCAATGACAGT

e Rielalalalalelelaiatalole N e e s elclalolaiols telalalalalalalale L~ latel .
GGCCCCCCCCOCCCCCCEGELOCCCCCCCOGEELEGEGCCUCCACAGGGLECCELEHLGGGECCCCITCC
sislelslels 7 S N cOooe slsslslelsals siesiocle lstelsle cOCon e Tl
SCCCCCCCCCCAAACCCCCCCCCCCoCoCCecooeceecoarigreroeoereerereceecrerecee

slolelelel

elosleslclalser T Y eslclolslelslslslclsisloslelnlclalo e slolnle N e T e e
CCCCCCCCCCARACCCCLC CCCClH CCCCCCete LUl CCCCCCCCCceeeree

N T S [ S Y O R S S Y N N R g . Joelsleslclelsloisleloloslelelcoslelsleeleielelels e
CCCCCCCCCCCCCCCCcCoCoCCceeeooceelococeceooioieereeeeeeeeereeeceeecea
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mab CH44: clsaned DNA seguences

»HO04016 CHA4

T Ty NN e T
clean SEC I NO: 7
\d

CACCTOOTGeACTCTOCGCaTEAC
GAGGTKC TGGTGGAGTCTGEEEETGGCE

AGCCTC FTCAGT

T LA

GTCAGTCACGARCTTCATGHCCT

WORLTR Y
GRS

PCT/US2015/053027

OO CACC T GCGGGaTC U TGAGACTOTCOTATE
CCTGGEGGEEETCCCTGAGACTCTCOTETGE

GATCCGCCAGGUTCCAGGARAGEGACTGG

~
e

AGGEGCH TC

SCCCTCTCUAGAGATACGTCCRACAACACACTGATTICTTCACATGAGUGGCCTGAGACGTGACGATCAC

GGUTATTITATTTCTIC

CTGTCTCGTCAGCC

s
-4

S>ROC305¢6 CH44 KC clean SEQ IC

\,
-
=
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~d
[\

GAAACGACACTCACGCAGTCTCCAGCCATCCTGTCTGTIGTCTLC

~ TOCO RO OCT AT R
GGGGCCETGECACCCTGET!
el S N N alalalalar CTC '

ACGGGAAACCGCCACC CTCCTG

CAGGGCCAGTCOCCE TG TTGACATGRAACGECCTCGCC TGCTACCAACACAGGCCTGGLCAGGCTCCLA

2 ~\ PN

(_,r Rauals m(v 2T OIS RN *\\\\.“\\\\ Ry “\ AN TR

(10N ROl o A TR AN AT AATAL

gl il ~ I atar Ve iniala sl
SOTCAGGECAGGTTCACTGGCAGTTEGETCT

GGGCCAGTCTTCACTCTCACCATCAGCAGACTGGAGCCTGAAG

mab CH44: amino acid sequencss

>HOCA4016 CH4A4 HC AA

EVOLVESGGGVVHPGGSLRLE

T

ALBSRDT

S

Doamay

PGETATLECRASRRVIMNGLAL

QHR

o
g
<
e
,_3
,__

-
el

SRLEFPEDFGVYYC

Figure 5 cont.
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GATTTTGCGAGTCTATTACTGT

DTN Y ARADD
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SEC ID NO:
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SEQ ID NO:
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SEC ID NO:
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SEQ ID NO:
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SEQ ID NO:
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SCTGTSSDVG GYNYVSWYQH HPGKAPKLIT

SEVNNRPSGYV PDREFSGSKSG NTASLTVSGL QAEDREAEYYC

CCGOOOOTY OT U SO .
GGGSGEGEEV QLVESGGEGLYV

WVGRIER SKYNNYATYY ADSVEGRETI SKRDDSENSLY

AMNWVEREQA

H J"

LOMNSLKT

SEQ 1D NOC: 10
cagagegeac tgactcecagoee coctteogoec tecgggtete ctggacagag cghgacaato

tcatgeacty ggacttcaay cgatgtggge gggtacaact

catcocggga aggcecacetaa actgatcatt agocgaagtga acaatcgace aagoggegto

o = et et

cecegaccyggt toageggeag caagicotgygc aataccgceca gtotgacaght ctcagygceoetg

caggcoegagy atgaagetga gtactattge tcatcataca ctgacatcca taacttcegtce

s =

tteggeggng CCgTgYcyy

49tgy ggtccat

gecageetotyg gattcaccett cageacatac getatgaatt gggtocgoca

tcaagagatyg attcecaaagaa ctcactgtat

.(
;\“\
[us
+
i
{u
9}
¢}
@
s
9]

gecgactoty tgaagygt
£

ctgecasaatga acagcect acyggoegtgt attactgtgh gage

\_5‘“"’
aactitcge attottacot getrtattyggy gacaggggac actggtgact
AACTLCggCa atrtorttacgn JCTTatn Jacaggagac alCtggugalt

gyt

gtguc:

cttocy

ttyggagaagy aggtegetge acttgaaaay gaggtageag coctyggagaa a
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acgaagceega ttactattgt getetgtggt

cagaactgas Lgtgotggga gugugtggat

cagetgeagy agtceoggocee cggactggte aaaccotcte
.

aagctgaaca gegtgaccegt cgoogacaca gocgtgtact
ctgagaactc tgagaaacyge attitgacatc tgugyacagy
tceggaggat gtggeyggtog aaaagtggec geactgaasgy

gagaagagtey ccgcacttaa ggaaaaggte geageoectga
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getecaggga agoggcectaga gtgggttgga aggatcagat ccaagtacaa caattatgea

et e et e
gaagggtaga thcaccatct caagagatga titcaaagaac

agacacggta acttoeggceaa ttettacgtyg tottggtttg
L

gttgetgett tggagaagga ggtogetgea cttgaasagy aggtoegeage cchtggagasa

ISl

PSL TVEPGGTVTL TURSSTGAVTE TSNYANWVQOQ KPGQATR GT

ARFSGSLLG GKAALTITGA QAEDEADYYC ALWYSNLWVE GGCTELTVLG GGGEGGGEOV
LVOSGGGVE KPGGSLRLSC EASGE (SF

SSNGRETISR DNAKNSVELO LDRLSADDTA VYYCARADGL TYFSELLQYI FDLWCGQCARY

<
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S5GGCE KVAALKERVA ALKERKVAALK ERVAALKE

gecectteachty accgtgteos cagyoggaac Ly

.

FacCcCct
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acatgeagat ccageacagy cgcaghgace acatotaact acgecaatty gotgoagoag

acaaaaggygc tooctggacce

cetgeacggt tttcectyggsag tcectgctggge goaaaggecyg ctoetgactat tacocggygyges
caggcocgagy acgaagcecega ttactattgt getetghbggt atageaatct gtgggtgtte

o
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tgtgctggga go
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gtggat ccggcygoagy togacagygtyg
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cagetggtge agtctggggy aggegtitto
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agocectggag ggtcocctgag actcetectgt
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gattcacatt tactgaatat tacatgactt gggtcocgeca ggctectyggy
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ctgaattact ccaatacatt tttgacctet ggggecaggg agoeccgyggto
ge

accgtetoct coggaggaty tggeggtgyga aaagtggeey cactgaagga gaaagttget

goetitgaaay agaaggtegs cgecacttaay gaaaaggygtcg cagcoecotgaa agag
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cagetggtygyg agtctygygagg tggoegtggte caccectgygasg
gecageototyg gattcagegt cagtcacgac thcatggeet ¢
A8 tgyg agtggatcte tatcatatat sacactggtt
tetgtgaagy geogottege actetocaga gatacgtcoca

atgageggee tgagacgtga cgacacggcet

t
tggggccg tggcaccctyg ghtcactgtet

agagtguccy catgtaagga gaaagtitget getttgaaag

cagcecoctgaa
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