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N7
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N
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\Z
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N2

Supernatants from clones screened for binding activity to DENV
using capture ELISA, CPE, PRNT.

\Z

Extraction of total RNA {Clontech’s NucleoSpin)
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Synthesis of cDNA using Clontech’s Smarter Pico

N

Sequencing of heavy and light chain DNA

\Z

Amplification and Cloning of newly amplified domains into IgG1
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Expression of recombinant dengue 1gG in Freestyle 293F
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Purification of 1gG on ImmunoPure Immobilized Recombinant
Protein A sepharose column (Pierce)

\Z

Characterize recombinant human monoclonal antibody

Figure 1: Flowchart of the process of antibody screening,
expression and characterization
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(A)

Apall

Clone

Light Chain Sequence

Heavy Chain Sequence

DIVMTQSPLSLSVTPGQPASISCRSSQSLLHSDGRT
SLOWFLLRPGQFPQVKISELSRRESGVPDRVSGSG
SGTDFTLKISRGEAEDVRAFYCIYGIYVGRSAKGPS
WRSN

QVQLVQSGAEVKKPGTSVKVSCKASGYNFTRYYVHWVRQ
APGQGLEWMAWINPNSGGSKYAQMFQGRISLTROTSISTA
YLELFSLTSDDTAVYYCADLTAFDVWGQGTLVTVSSGTTV

TVSS

DIVMTQSPLSLSVTPGQPASISCRSSQSLLHSDGRT
SLOWFLLRPGQFPQVKISELSRRFSGVPDRVSGSG
SGTDFTLKISRGEAEDVRAFYCIYGIYVGRSAKGPS
WRSN

EVQLVESGGGVVQPGRSLRLSCAASGFSFSSYGMHWVR
QAPGKGLEWVAVIWYDGSKTYYGDSVKGRFTISKDNSKK
MVNLQMDSLGVEDTAFYYCARGIAGGWAFWGIDLWGQGT
LVTVSS

DIVMTQSPLSLSVTPGQPASISCRSSQSLLHSDGRT
SLDWFLIRPGQFPQVKISELSRRFSGVPDRVSGSG
SGTDFTLKISRGEAEDVRAFYCIYGIYVGRSAKGPS
WRSN

EVQLVQSGGGVWRPGKSLRLSCAASGFTFDRYGMSYWR
QAPGKGLEWVSGINWNGGSTGYADSVKGRFTISRDNAKN
SLYLQMNSLRAEDTAFYYCAREYGSGSYINWFDPWGQGT
LVTVSS

DIQMTQSPLSLPVTPGEPASISCRSSQSLLHTNGNN
YLDWYLQKPGQSPQLLIYLGSNRASGVPDRFSGS
GSGTDFTLKISRVEAEDVGVYYCVQALQTKTTFGQ
GTKLEIKR

QVQLVQSGAEVKKPGTSVKVSCKASGYNFTRY.YVHWWRQ
APGQGLEWMAWINPNSGGSKYAQMFQGRISLTRDTSISTA
YLELFSLTSDDTAVYYCADLTAEDVWGQGTLVTVSSGTTV

TVSS

DIQMTQSPLSLPVTPGEPASISCRSSQSLLHTNGNN
YLOWYLQKPGQSPQLLIYLGONRASGVPDRFSGS
GSGTDFTLKISRVEAEDVGVYYCVQALQTKTTFGQ
GTKLEIKR

EVQLVESGGGWQPGRSLRLSCAASGFSFSSYGMHWVR
QAPGKGLEWVAVIWYDGSKTYYGDSVKGRFTISKDNSKK
MVNLQMDSLGVEDTAFYYCARGIAG GWAFWGIDLWGQGT
LVTVSS

DIQMTQSPLSLPVTPGEPASISCRSSQSLEHTNGNN
YLDWYLQKPGQSPQLLIYLGSNRASGVPDRFSGS
GSGTDFTLKISRVEAEDVGVYYCYQALQTKTTFGQ
GTKLEIKR

EVQLVQSGGGVVRPGKSLRLSCAASGFTFDDYGMSVWWR
QAPGKGLEWVSGINWNGGSTGYADSVKGRFTISRDNAKN
SLYLQMNSLRAEDTAFYYCAREYGSGSYINWFDPWGQGT
LVTVSS

DIVMTQSPGTLSLSPGERATLSCRASQNVYSYLGW
YQHKPGRSPRLLIFGVTSRATGVPDRFSGSGSGTD
FTLTISRLEPEDFAVYYCQQYAGSAYTFGQGTKVEI
K

QVQLVQSGAEVKKPGTSVKVSCKASGYNFTRYYVHWWRQ
APGQGLEWMAWINPNSGGSKYAQMFQGRISLTRDTSISTA
YLELFSLTSDDTAVYYCADLTAEDVWGQGTLVTVSSGTTV
TVSS

8*

DIVMTQSPGTLSLSPGERATLSCRASQNVYSYLGW
YQHKPGRSPRLLIFGVTISRATGVPDRFSGSGSGTD
FTLTISRLEPEDFAVYYCQQYAGSAYTFGQGTKVEL

K

EVQLVESGGGWQPGRSLRL.SCAASGFSFSSYGMHWVR
QAPGKGLEWVAVIWYDGSKTYYGDSVKGRFTISKDNSKK
MVNLQMDSLGVEDTAFYYCARGIAG GWAFWGIDLWGQGT
LVTVSS

DIVMTQSPGTLSLSPGERATLSCRASQNVYSYLGW
YQHKPGRSPRLLIFGVTSRATGVPDRFSGSGSGTD
FTLTISRLEPEDFAVYYCQQYAGSAYTFGQGTKVE!
K

EVQLVQSGGGVVRPGKSLRLSCAASGFTFDDYGMSWVR
QAPGKGLEWVSGINVWNGGST GYADSVKGRFTISRDNAKN
SLYLQMNSLRAEDTAFYYCAREYGSGSYINWFOPWGQGT
LVTVSS

10

DIVMTQSPDSLAVSLGERATINCKSSQSVLHGSNNK
NYLAWYQQKPGQPPKLLIYWASTRESGVPDRFSG
SGSGTODFTLTISSLQAEDVAVYYCQQYYSAPHKFG
QGTKLEIK

QVQLVQSGAEVKKPGTSVKVSCKASGYNFTDYYVHWWRQ
APGQGLEWMAWINPNSGGSKYAQMFQGRISLTRDTSISTA
YLELFSLTSDDTAVYYCADLTAFDVWGQGTLVTVSSGTTV

TVSS

1

DIVMTQSPDSLAVSLGERATINCKSSQSVLHSSNNK
NYLAWYQQKPGQPPKLLIYWASTRESGVPDRFSG
SGSGTDFTLTISSLQAEDVAVYYCQQYYSAPHKFG
QGTKLEIK

EVQLVESGGGVWWQPGRSLRLSCAASGFSFSSYGMHWVR
QAPGKGLEWVAVIWYDGSKTYYGDSVKGRFTISKDNSKK
MVNLQMDSLGVEDTAFYYCARGIAGGWAFWGIDLWGQGT
LVTVSS

12

DIVMTQSPDSLAVSLGERATINCKSSQSVLHSSNNK
NYLAWYQQKPGQPPKLLIYWASTRESGVPDRFSG
SGSGTOFTLTISSLQAEDVAVYYCQQYYSAPHKFG
QGTKLEIK

EVQLVQSGGGVVRPGKSLRLSCAASGF TF DDYGMSWVR
QAPGKGLEWVSGINVWNGGST GYADSVKGRFTISRDNAKN
SLYLQMNSLRAEDTAFYYCAREYGSGSYINWFDPWGQGT
LVTVSS

Figure 3:

Identification and recombinant expression of antibody

Heavy and Light Chain Templates from B-cell line 14c10.
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Figure 4: Recombinant antibody no: 8 from B cell line
14C10 has neutralizing activity for Dengue serotype 1.
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Figure 5: Serotype specificity of recombinant 14C10.8 antibody
tested by PRNT and ELIZA.
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Figure 5 contd: Serotype specificity of recombinant 14C10.8
antibody with PRNT and ELIZA.
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Figure 7: In vitro Antibody Dependent Enhancement of
Dengue serotype 1, infection of K562 Cells by 14c10.8
Expressed as recombinant human IgG1, 1gG3 or IgG4.
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Figure 8: 14c10.8 is specific for a linear epitope on Dengue
Serotype 1 E-Protein
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EU448410:

MRCVGIGNRDFVEGL SGATWVDVVLEHGSCVT
TMAKDKPTLDIELLKTEVTNPAVLRKLCIEAKIS
NTTTDSRCPTQGEATLVEEQDTNFVCRRTFVDR
GWGNGCGLFGKGSLITCAKFKCVTKLEGKIVQ
YENLKY SVIVTVHTGDQHQVGNETTEHGTIATIT
PQAPTSEIQLTDYGALTLDCSPRTGLDFNEMVL
LTMKEK SWLVHKQWFLDLPLPWTSGASTSQE
TWNRQDLLVTFKTAHAKKQEVVVLG SQEGAM
HTALTGATEIQT SGTTTIFAGHLKCRLKMDKLTL
KGMSYVMCTGPFKLEKEMAETQHGTVLVQVKY
EGTDAPCKIPFSSQDEKGVTAQNGRLVTANPIVT
DKEKPINIEAEPPFGE SYIVWGAGEKALKL SWFK
KGSSIGKMFEATARGARRMAILGDTAWDFGSI
GGVFTSVGKLVHQIFGTAYGVLF SGVSWTMKI
GIGILLTWLGLNSRSTSLSMTCIAVGMVTLYLG
VMVQA

DVU88535:

MRCVGIGNRDFVEGL SGATWVDVVLEHG SCVT
TMAKDKPTLDIELLKTEVTNPAVLRKLCIEAKISN
TTTDSRCPTQGEATLVEEQDTNFVCRRTFVDRG
WGNGCGLFGKGSLITCAKFKCVTKLEGKIVQYE
NLKYSVIVIVHTGDQHQVGNETTEHGTTATITPQ
APTSEIQLTDYGALTLDC SPRTGLDFNEMVLLT
MEKKSWLVHKQWFLDLPLPWTSGASTSQETW
NRQDLLVTFKTAHAKKQEVVVLGSQEGAMHTA
LTGATEIQTSGTTTIFAGHLKCRLKMDKLTLKG
MSYVMCTGSFKLEKEVAETQHGTVLVQVKYEG
TDAPCKIPF SSQDEKGVTQNGRLITANPIVTDKE
KPVNIEAEPPFGESYIVVGAGEKALKLSWFKKG
SSIGKMFEATARGARRMAILGDTAWDFGSIGGY
FTSVGKLIHQIFGTAYGVLFSGVSWTMKIGIGIL
LTWLGLNSRSTSLSMTCIAVGMVTLYLGYMVQ
A

EU0B1234;

MRCVGIGSRDFVEGLSGATWVDVVLEHG SCV
TTMAKDKPTLDIELLKTEVTNPAVLRKL CIEAKI
SNTTTDSRCPTQGEATLVEEQDANFVCRRTFY
DRGWGNGCGLFGKGSLITCAKFKCVTKLEGKI
VQYENLKY SVIVIVHTGDQHQVGNE STEHGTT
ATITPQAPTTEIQLTDYGALTLDCSPRTGLDFN
EMVLLTMKEKSWLVHKQWFLDLPLPWTSGA
STSQETWHNRQDLLVTFKTAHAKKQEVVVLGS
QEGAMHTALTGATEIQTSGTTTIFAGHLKCRLK
MDKLTLKGMSYVMCTGSFKLEKEVAETQHGT
VLVQIKYEGTDAPCKIPFLTQDEKGVTQNGRLE
TANPIVTDKEKPVNIEAEPPFGE SYIVIGAGEKA
LKL SWFKKG SSIGKMFEATARGARRMAILGDT
AWDFGSIGGVFT SVGKLVHQIFGTAYGVLFSG
VSWTMKIGIGVLLTWLGLNSRSTSLSMTCIAV
GLYTLYLGVMVQA

Figure 9: Neutralization activity of recombinant 14¢10

against various genotypes.
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AF425619:

MRCVGIGNRDFVEGL SGATWVDVVLEHGSCVTTMAK
DKPTLDIELLKTEVTNPAVLRKLCIEAKISNTTTDSRCPT
QGEATLVEEQDANFVCRRTFVDRGWGNGCGLFGKGS
LITCAKFKCVTKLEGKIVQYENLKY SVIVTVHTGDQHQV
GNETTEHGTIATITPQAPTSEIQLTDYGALTLDCSPRTG
LDFNEMVLLTMKEKSWLVHKQWFLDLPLPWTSGAST
PQETWNREDLLVTFKTAHAKKQEVAVLG SQEGAMHT
ALTGATEIQT SGTTKIFAGHLKCRLKMDKLTLKGMSYV
MCTGSFKLEKEVAETQHGTVLVQVKYEGTDAPCKIPFS
TQDEKGVTQNGRLITANPIVTDKEKPVNIEAEPPFGE SY
IVVGAGEKALKL SWFKKG SSIGKMLEATARGARRMAI
LGDTAWDFGSIGGVFTSVGKLVHQIFGTAYGVLFSGV
SWTMKIGIGILLTWLGLNSRSASLSMTCIAVGMVTLYL
GVMVQA

GQISTE8T:

MRCVGIGSRDFVEGLSGATWVDVVLEHGSCVTTMA
KDKPTLDIELLKTEVTNPAVLRKLCIEAKISNTTTDSRC
PTQGEATLVEEQDANFVCRRTFVDRGWGNGCGLFG
KGSLITCAKFKCVTKLEGKIVQYENLKY SVIVTVHTGD
QHQVGNESTEHGTTATITPQAPTTEIQLTOYGALTLD
CSPRTGLDFNEMVLLTMKEKSWLVHKQWFLDRLPLP
WTSGASTSQETWNRQDLLVTFKTAHAKKQEVVVLG
SQEGAMHTALTGATEIQT SGTTTIFAGHLKCRLKMDK
L TLKGMSYVMCTGSFKLEKEVAETQHGTVLVQIKYE
GTDAPCKIPF STQDEKGVTQNGRLITANPIVTIDKEKP
VNIEAEPPFGE SYIVIGAGEKALKL SWFKKGS SIGKM
FEATARGARRMAILGDTAWDFGSIGGVFTSVGKLVH
QIFGTAYGVLE SGVSWTMKIGIGVLLTWLGLNSRST
SLSMTCIAVGLVTLYLGVMVQA

Figure 9 contd: Neutralization activity of recombinant

14¢10.8 against various genotypes.
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Figure 10: 14c10.8 has prophylactic and
therapeutic activity in vivo.
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Figure 14

Identification and recombinant expression of a fully human antibody with neutralizing
activity for Dengue Virus.
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Figure 15

HM14c¢10 exhibits binding activity for multiple DENV1 clinical isolates.
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Figure 16

Fit of the post-fusion crystal structure of DENV1 E proteins into the cryoEM map of Fab
HM14c¢10 complexed with Dengue 1 virus.
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Fab
HM14c10 {Il)

E protein

Figure 17

Stereo-diagram of the Fab HM14c¢10 and E protein binding interface.
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Figure 18

Superposition of the variable regions of homology model of HHM14¢10 (green) with
reference human monoclonal antibody (PDB code 2GHW) (blue). Figure is showing
(A) side and (B) top view of the antibody variable regions.
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A
B Fab position * Fab density ° Antibody Number of fitted atoms /  Average map value at
chain  number of atoms outside atom positions after
contour after fitting © fitting
1 a light 8347584 2.077
b heavy 936 /663 2.074
1 a heavy 936 /666 1.791
b light 834/ 580 2117
I a light 8347333 2.286
b heavy 9367676 1.936
II a heavy 936 / 640 2.022
b light 834 /629 1.909
C

Figure 19

Fitting of the homology model of HM14¢10 variable region into HM14¢10:DENV1
cryoEM density map.
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AVLRKLCIBARISNTTTDSRCPTQGEATLVEEQDTHEVCRRTFVDRG
AVLRKLCIEARISNTTTDSRCPTQGRATLVEEQDARFVCRRTFVDRG
WP AVLRELG IBAR ISRTTTOSRCPTRGEATLVEBEQDANF VCRRTFVDRG

DENVI JestPac 74 MRCVG IGHRDFVEGLSGATWVDVVLEHGSCVTTHAKDK PTLDIBELLKTE
DERVI Ehi D1 MRCVGIGSRDFVESLSCATWYDVVLEHGSCYTTMAKDKPTLDIELEKTE
DENVE D1-05k-2016-140106 MRCVGIGSRDFVEGLSGATHVDVVLEHGSCVITHAKDKPTLDIELLKTE

DENVI PVPI5¢ WENGCGLFGKGSLITCAKFRCVTKLEGRIVY SVIWTVHTGDQHQVGRETTER {TOYGALTLDCSPRTIGLDFNEMVLLT 200
DENV1 Hawalil WGHGCGLFGRGSLTTCAKFRCVTKLEGK TV SVIVTVHTGRQEQVGRETTE HTDYGALTLDCSPRTGLDFHEMVLLT
DENV DIMy$7-10245 WGRGCGLFGKGSLITCAKFKCVTRLEGK. SYIVIVHTGDOHQVGRETTE: \TDYGALTLDCSPRIGLDFNEMVLLT
nguvl westrac 74 NGRGCGLFGRGED [TCAKFRCVTRLEGKE SYLVPVHTGDGHQVGRETTE]

TOYGALTLRCEPRTGLOFNENVLLT

SV IVIVHEGDOHQVGRESTEH
YGALTLDCSPRTGLDENEMYVLLT

DENVE Bhi & WONGCGLFGRGS LITCAKFRCYTRLEGR L
SYIVIVHTGOQOHQVGNESTE!

TDYGALTLRCSPRTIGLUFNEMVLET
ol
DENV! D1~05k-2916~040106 WONGCGLFGKGSLITCARFKCVIKLEGRIVRY

DEWVI FYP159 HXERSWLVHKQAFLOLPLPHT SGAS TPGETRIRERLLVTFRTAHAKKQEVAVLGS QEGAMHTALTGATEIQTS KIFAGHLKCRLEMDKLTLKGHSYY 300
DENVI Hawall HKEK SHLVHKGAWFLOLPLPWT SGAS TPLETHNREDLLVTFRTAHARKGEVAVL.GSQEGANHTALTGATEIQTSERTKIFAGHLKCRLRMDKLTLKGHS ¥V
DENV1 DiHy%7-10245 MXEKSWIL VHRQHFT DLPLPWT SGAS TSQETWNRQD LI VT KTAHARKKQEVVVLGSQRGAMHTALTGATEI(TS 'TIFAGHLKCRLKMDKLTLKGHMS YV
DENVE WeehPac 74 MBKESHIL VHKQWRT.DT.PLPWT SGASTSQETHNRQD LIVTFKTAHARKQEVVVEGSQEGAMHTALTGATE LTS TFPAGHLKCREKMDKL TLRKGHS TV
DENVI Ehi D1 MKEKSWLVHKQWFLOLPLRPWT SGAS TEQETWNRGDLLYTEKT RKQEVVVLGSQE TALTGATELQTS! TFAGHLKCRLRMDKL TLAGHS YV
DENV1 D1-05k-2916~040106 MKERSWLVHKOWFLOLPLPWISGASTSQET YDLLVTFKT KKQEVVVI.GSS TALTGATEIQTS! TFAGHLKCRLRMDKLILKGHS TV
DENVI PYP156% HCTE3E TQHGTYLVOVKYEGIDAPCKIPFSTODERGYTQNGRLITANP IVIDKBKPYNIEAEPPFGES Y IVVAAL KLSWFKKGS 396
DENV1 Hawairi MCTSS. TOHGTVLVQVKYEGTDAPCKIPF 8 TQDERGVTQNGRLI TANP IVIDKEKPVRIEAEPPFGESY IVVAAL KLSWFEXAS
DENV1 DI1My%7-10245 MCT TOHOTVLVQVKYEGTDAPCKI PY S 50DEKGVTQHORLVTARDIVID KERPINIEAEPPEGESY IVVGA KLSWFKKGE
DENV! WostPac 74 MCT AETQHGTVLVQUKYEGTDAPCKIPPS5)DEKGVIQNGRLI TANPIVIDKERPYNIEAEPPFGESY IVVGA LKLSWFKXGS
DENV! Ehi D1 MCTGSF TOHGTVLVQIKYEGTDAPCKIPFSTQDEKGVIONGRLITANPIVIDRERPVNIEARPPFGESY IVIGA KLSWFRKGS
DENV1 Di-05k-2916=040106 MCTGIFPRIEREVAETOHGTVLVOIKYRGTDARPCKIPFLTODEKGVIQONGRLITANPIVTDKERPVNIEARPPFGESY IVIGA LSWPKKGS

B

DENV] Hawail MRCVGLGNRDFVEGLSGATWYDVVLEHGSCYTTHAKDRF TLD I ELLRTEV AVLRKLECIBEAKL SHNTTTDSRUPTRUEATLVEECDANEVURRTEFVORG 100
DENVY RH{7 MRCVAVGNRDFVEGLAGATWYDVVLEHGGCVTTMARNEP TY,DIEIJQKTRA%.ATT.RKLCTRGKTT’NTTTDS'RCPTQGRAIT.PEFZQDQNYVCKH’F‘{VDRG 100
DENV2 NGC MRCIGISNRDF DIVLEHGSCVITMAKNKPTLDFELIKTEAXQPATLRKYC IEAKLTNTTTDSRCPTOGEPSLNEEQDKRFVCKHSHVDRG 100
DENV4 H241 MRCVGVGHRDFVEGVSGOANVDL VL BHGGC VT THAGGKP TLDFELIKTTAREVALLRTYC IEAS L SNITTATRCPTQGEPYLKEEQDOOYICRRDVVDRG 100
TNV NY93Y FNCLGMSNRDE‘LEGVSGA’IWVDLVLEGDSCVTIMSKDKPTIDVKH!(NMEAA&LAEVRSYCYLATVSDLSTmCPTHGBAHN‘DmDPAPVCRQ_GWDRG 100
DENV1 Hawail WONGCALFGRUBLITCAKFRCVTKLEGK IVQYEN BYIVTVHT-GDQHQVONE T ﬁ'['DYGAL’l’I)DCSPR'YULDFNB 175
DENVI HB7 WONGCALFBKOSLVTUAKPGC LESTRAKVVGHEN] TVITEVHT-(DRHQVONE P~ PEYGTLALECAPRTALDPNE 191
DENV2 NGC WGNGCGLFGXGGIVTCAHFTC}G(MC{GXW ENHEY TIVITPHE ~GEEHAVGHDTGKI TGYGTVIMECSPRTGLRFRE 195
DENV4 H241 WANGCOLFOXNAVVTCARFSC 30K ITARLYEL ERGE Y TVVYTVHN~GDTHAVOND LN IPOYOELTLOCEPRUGIDINE 125
WRV NY9Y WGNGCGLEFGKGSIDTCARFACSTKAIGRTILKEN. EVATFVHGPTTVESHGNY ST GEYGEVTVDCEPRSGIDTNA 200
DENV1 Hawaii M’VEL’PMKP.KSm-V}IXQWF[DLPLW'PSOAS’K‘PQP.’K‘WNRHDLLV’[‘PKTA!IAKKQEVAVLL\SQEC}AMH’TAL‘PGR‘PE'[QTS‘ §l‘](1PAGIILKCRLKMDKL‘!‘Y- 294
DENV3 HB7 MILLTMKNEAWMVHROWFFDLPLPWTSGAT TR PTWNRKELLVTFRNAHAKRQEVVV LGS QEGAMHTALTOATET QTS T3IFAGHLRKCRLRMDKLRL 292
DENVZ NGO MVLLQUMENKAWLVHROWE LODLPL PRLPGADTQGSNRIQKE L LV T FRNPHAKKQDVYVLGE QEGARH PALTGATBIQME 6 -GNLLFTGHLKCRLRMDRLQL 294
DENVE HZ4l MILUKMKKKTWLY HKQWE LOLPL BNAAGADT SEVHRNYRERMVEFKVPHAKRQDVIVLOSQRUAMHS ALTOATEVDSGD-ONHUFAGHLKCKVRMEKLRI 294
WKV NY99 YYVMTYGTRTFLVHREWFMDLNL PWSSAGS T -~ -VWRINRETLMEFEE PHATKOSVIALGSOEGAL HOALAGALPVEF SSNTVRKLTSGHLRKCRVRMERLGL 297
DENV1 Hawnil ROMSYVMCTGSF AEPQHATVLYQVRYEGTDAPCK I PFE~TODEKAVTENORLITANP TV TDK~~BKPYN TRAEPRFOES Y TVVAAG) LELSWFRRKOS 396
DENV3 HB7 KGMSYAMCLNTEVE SETGHGT ILIKVEYRGEDAPCKIPFS ~TEDGQYGKARNGRLITANDP VYV TKR ~~EERPVNIEAEPPEFGESHNIVIGIG] KINWYRKGS 394
DERVZ NGO KGMSYSMCTGKEKY ETAETQHGT IVIRVQYEGDGS PCK I PEE—TMDLEKRHYLGRL ITVNP TVTEK~~DSPUN IBABPPFGDAY I LIGVEPGQLKLNWERKGS 3926
DENVZ H241 ROGMSYTMCSGRFST! AETQHGTTVVRVKYEGAGAPCKVP IE~-TRDVNRERVVGRIISSTPFARYT--NSVTNIELEPPFGNSY IVIGVADSALTLHWFRRGS 396

WNV NY9%9 RGTTYGVCSKAFKE'I:G‘I?ADTGHGTVVLELQYTGTDGPCKVPI SSVASLNDLTPVGRLVIVNPFVSVATANARVL IELEPPFGDSYIWGRG&QINHHWKK 5G5S 402

Figure 20

HM14c10 epitope on dengue serotype 1 (genotype PYP159) and comparison of the
epitope with (A) other DENV1 genotypes and (B) dengue serotypes and West Nile virus
(WNYV).
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Figure 21

Infectivity and in vivo efficacy of labeled DENV1.
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A CR4354 complexed with WNV HM14¢10 compiexed with DENV1
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Figure 22

Comparison of epitope bound by a West Nile virus antibody CR4354 and dengue 1
specific HM14¢10.



