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Figure 1

Alpha Toxin

Leukotoxing

2 T#A not relevant
In rabbf modl
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WEEM (VH) 73/BEA

i

Rz 0
Lo L2

VH 73I/BEAN (RAES)

MEDI4893
KU
MEDI4893*

AT

EVQLVESGGGLVQPGGSLRLSCAASGFTFSSHDMHWVRQ
ATGKGLEWVSGIGTAGDTYYPDSVKGRFTISRENAKNSLY
LOMNSLRAGDTAVYYCARDRYSPTGHYYGMDVWGQGT
TVTVSS (RAKE 19)

SAR1H4
BTk
SAR114-
N3Y

QVOLOQESGPGLVKPSETLSLTCTVSGGSIQNSY WSWIRGP
PGKGLEWIGYLYSSGRTNYTPSLKSRVTISVDTSKNQFSLK
LSSVTAADTAVYYCARTHLGGFHYGGGFWERDPWGQGTL
VTVSS (BREA &S 20)

F1H10

CifA

EVQLLESGGGLVQPGGSLRLSCAASGFTESSFAMSW
VRQAPGKGLEWVSAISGSGGNTY YADSVKGRFITISR
DNSKNTLYLOMNSLRAEDTAVYYCAKIAFDIWGQGT
MVTVSS (5% 5 68)

SART2

CHfA

EVQLVESGGGLVKPGGSLRVSCAASGFSFRNALMSWVRQ
APGKGLEWVGRSKTDGGTTDYAAPVKGRETISRDDSKNT
LYLOQMNSLKTEDTAVYYCTTGPGGGPPGDYYYDGMDVW
GQGTTVTVSS (BMER 21

SARS(

CHA

EVQLVESGGDEVKPGGSLRLSCAASGEFTFSDAWMTWVROQ
APGKGLEWVGRIRSKTAGGTTDYAAPVKGRFTISRDDSK
NTLYLOQMTSLEIEDTALY YCMTDGLGLINFGDSDPHHY W
GQGTRVTVSS (BFIEH 22)

SARIL3

EVQLVQSGAEVKKPGESLKISCKAXGYXFTSYWIGWVRQ
VPGKGLEWMGITYPGDSDTRHSPSFQGQVTISVDKSISTAY
LQWSSLKASDSAMYYCARHQSGSHGFDAFEIWGQGTMVY
TVSS (BA%HE 23)

SAR132

CifA

EVOLVOSGAEVEKPGESLEISCKGSGYNFTNYWIAWVRQ
MPGKGLEWMGHYSGDSDTRYSPSFLGQVSISVDKSFTTA
YLOQWRSLKASDTAMYYCARRPGGQEKPYDYWGQGTLVYT

VSS (BA&F S 24)

SAR3S52

EVQLVESGGGLVKPGGSLRLSCAASGFTFNNAWMSEWVR
QAPGRKGLEWYGRIKSETAGGTTDYAAPVKGRESISRDDSR
NTLYLEMNSLKTEDTAVYYCTTDSYTPLEEPCPNGVCYTY
YYYGMDVWGQGTTVTVSS (BRIHE 25)

SAR372

CHA

EVQLVESGGGLVQPGGSLRLSCAASGFIFNRYSMNWVRQ
APGKGLEWVSYISSSSSPIYYADSVKGRFTISRDNAKNSLY
LOMNSLRDEDTAVYYCASRVTLGLEFDFWGQGTLVTVSS
(FAHE 26)

SARS10

ClfA

QVTLRESGPALVKPTQTLTLTCTFSGFSLSTSGMCVGWIRQ
PPGKALEWLALIEWDDDKYYNTSLKTRLSISKDTSKNQV

VLTMTNMDPVDTGTYYCARHSSSSRGFDYWGQGALVTVY
SS (RAHE 27)
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Ooooao
EVQLVQSGAEVKKPGESLKISCKGSGYSFTTYWIAWVRQ
SARS4T CLEA MPGKGLEWMGITYPGDSDTRYSPSFQGQVTISADKSTATA
A YLQWSSLNASDSAMY YCARQGGSHGYDAFHMWGQGTM
VTVSS (R51% 5 28)
EVQLLESGGGLVQPGGSLRLSCTASGFTFSTYALNWVRQA
SAS] Clia PGKGLEWVAGINGTGYNTY YADSVRGRFTISRDNSKNTV
TLEMNSLRVEDTATYYCHK VPWWGQGTLVSVSS (ft51 %
B2 29)
QVOLOESGPRLVKPSETLSLTCFVSGGSINNSY WTWIRQPP
SAS1O ClEA GQGLEWIGFVFSSGRTNY SPSLKSRVTISVDTSKNLFSLRL
' TSYTAADTAVYFCARQVHYDEWSGYSLTKITNWEDPWGQ
GTLVTVSS (RAHKE 30)
OVQLQESGPGLVKPSETLSLTCVVSGGSINNSYWTWIRQP
CAS203 CliA PGQGLEWIGFVYSSGRTYYSPSLKSRVTISVDTSKNFFSLR
' LNSVTAADTAVYFCARQVHYDLWSGYSLTKTNWEDPWG
QGTLVTVSS (RAES 31)
SAN481- | Ofar¥3 Y | QLQLVESGGGAVQPGRSLKLSCAASGTTFSTYAMHWVRQ
SYT RO APGRGLEWVAVTSFDGSNEYYIDSVKGRFTISRDNTKNTL
SAN481- YLOMTGLRVEDTALYFCARDEYTGGWYSVGYWGQGTLY
SYT* TVSS (R7% 5 32)
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Ooooao
AR (VL) TR/BMER
Hitk 5% 30)] VL 7I/BEN (BAES)
B
MEDI4893 DIQMTQSPSTLSASVGDRVTITCRASQSISSWEAWYQQKP
RO AT GKAPKLLIYKASSLESGVPSRFSGSGSGTEFTLTISSLQPDD
MEDI4893* FATYYCKQYADYWTFGQGTKVEIK (B A% 5 33)
SAR114 DIQMTQSPSSLSASVGDRVTITCRASQSITSYLNWYQQKP
j136) CLEA GKAPKLLIYASSSLOSGVPSRFSGSGSGTDFTLTISSLQPED
SAR114- FATYYCQESYSTPPTFGOGTKVEIK (A% 34)
N3Y
DIOMTQSPSSLSASVGDRVTITCRASQGIRNDLGWYQ
IO CliA QKPGKAPKRLIYVASSLQSGVPSRFSGSGSGTEFTLTI
SSLQPEDFATYYCLQHNSYPFTFGPGTKVDIK (R %
5 69)
SYELTQPPSVSVSPGQTARITCSGDAVPKKYAYWYQQKSG
SAR72 | CHA QAPVLVIYEDKKRPSGIPERFSGSSSGTMATLTISGAQVED
EADYYCYSTDSSEGVFGGGTKLTVL (BF% S 35)
SYELTQPPSVSVSPGQTARITCSGDALPKKYAYWYQQKSG
SARS0 | CHA QAPVLVIHEDTKRPSGIPERFSGSSSGTMATLTISGAQVED
EADYHCYSTDSSGVVFGGGTKLTVL (RFI% & 36)
DIVLTQSPDSLAVSL.GERATINCKSSQGVL.SRSNNKNYLA
SARIIZ  |cima WYQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLT
ISSLQAEDVAVYYCQQYYNNLRTFGQGTKVEIR (B3 % &
37)
DIOMTQSPSTLSASVGDRVTITCRASQRISNWLAWYQKKP
SAR132 | ClfA GKAPKLLIYKASTLESEVPSRFSGSGSGTEFTLTISSLQPDD
LATYYCHOQYISYYTFGQGTKLEIK (R¥I& 5 38)
QSVLTQPPSVSAAPGEKVTISCSGSSSNIGANSVSWYQQFP
SAR352 | CIfA GTAPKLLIYDNDKRPSGVPDRFSGSKSGTSATLGITGLQTG
DEADYYCGTWVGILSAGWVFGGGTKLIVL (BA% 5 39)
EIVLTQSPATLSLSPGERATLSCRASQSVSSNLAWYQQKPG
SAR372 | CIfA QAPRLLIYDASNRATGIPDRFSGSGSGTDPTLTISSLKPEDF
AVYYCQLRSNWAYTFGQGTKLEIK (AR % 5 40)
SYGLTQPPSVSVSPGQTARITCSGDALAKQYVYWYQOQKP
SAR510 | CIfA GQAPVLVIDKDRERPSGIPERFSGSSSGTTVTLTISGVQAE
DEADYYCQSADSSRTYVFGTGTKVTVL (MBS 41)
DVVMTQSPLSLPVTLGQPASISCRSSQSTL.VHSDGNTYLNW
sARS47 | Clia FQQRPGQSPRRLIYKVSNRDSGVPDRFSGSGSGTDFTLKIS
: RVEAEDVGVYYCMQGTHLTWTFGQGTKVEIK (BFI &S
42)
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gooad

DIVLTQSPESLAVSLGERATISCKSSQSLFFKSNNKNYLAW
SASI CIfA YQQKPGQPPKVITYWASTRESGVPARFSGSGSGTDFTLTIS
SLQAEDVAVYFCHQYYSTQYSFGQGTKLEIK (RAKE 43)
DIOMTQSPSSLSASVGDTVTITCRTSQSISNFLNWY QQK PG
SAS19 | CIfA KAPKLLIYAASSLOQSGVPSRVNGSTSGTEFTLTLSSLQPED
FATYYCQQSYSTPWTFGQGTKVEIK (B F& & 44)
DIQMTQSPSSLSASVGDTVTITCRTSQSISNFLNWYQOQKPG
SAS203 | CIfA KAPKLLIYAASSLOSGVPSRFNGSTSGTDFTLTLSSLQPED
FATYYCQQSYSTPWTFGQGTKVEIK (RAHKE 45)

10
SAN481- | BrakFly | QSVLTQPPSASGTPGORVTISCSGSSYNIGSNYVYWYQOQF
SYT KU PGTAPKLLISRSIQRPSGVPDRFSGSKSVTSASLAISGLRSE
SAN481- DEADYYCAAWDDSLRAWVFGGGTKLTVL (RAIHE 46)
SYT*
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S EREHEY IR

btk

Hitko
b

AERESITIVREN ®ARS)

MEDI48G3

AT

EVOLVESGGGLVQPGGSLRLSCAASGFTFSSHDMH
WVRQATGKOGLEWVSGIGTAGDTYYPDSVKGRFTIS
RENAKNSLYLOMNSLRAGDTAVYYCARDRYSPTGH
YYGMDVWGQGTTVTVSSASTKGPSVFPLAPSSKST
SGGTAALGCILVKDYFPEPVTVSWNSGALTSGVHTTP
AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSN
TEKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVELEPP
KPKDTLYITREPEVTCVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GREYKCKVSNKALPAPIEKTISKAKGOQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGK (B51% % 47)

MEIDI4893*

AT

EVQLVESGGGLVQPGGSLRLSCAASGFTFSSHDMHEW
VRQATGKGLEWVSGIGTAGDTYYPDSVKGRFTISRE

NAKNSLYLOMNSLRAGDTAVYYCARDRYSPTGHYY
GMDVWGOQGTTVTVSSASTKGPSVEPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL

QSSGLYSLSSVVYTVPSSSLGTQTYICNVNHKPSNTKY
DKRVEPKSCDKTHTCPPCPAPELLGGPSVELEFPPKPK

DTLMISRTPEVTCVVVDVSHEDPEVEINWYVDGVE

VHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWOQQGNVESCSY

MHEALHNHYTQKSLSLSPGK (f5 & & 48)

SAR114-
N3Y

CifA

QVQLOESGPGLVKPSETLSLTCTVSGGSIOQONSY WSWI
RQPPGKGLEWIGYLYSSGRTNYTPSLKSRVTISVDTS
KNQFSLEKLSSVTAADTAVYYCARTHLGGFHY GGGF
WEFDPWGQGTLVTVYSSASTKGPSVFEPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSESSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KRVEPKSCDKTHTCPPCPAPELLGGPSVELFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVY
HNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEY
KCEVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTEKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQOQGNVESCSVM
HEACSYHLCQKSLSLSPGK (fid##F & 49)
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SARI14

CIfA

QVQLQESGPGLVKPSETLSLETCTVSGGSIONSYWSWI
RQPPGKGLEWIGYLYSSGRTNYTPSLKSRVTISVDTS
KNQFSLKLSSVTAADTAVYYCARTHLGGFHYGGGF
WEFDPWGQGTLVTVSSASTKGPSVEPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKD
TLMISRTPEVTICVVVDVSHEDPEVEKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (E5& 5 70)

SAN481-
SYT

4

\l

b3

QLQLVESGGGAVQPGRSLKLSCAASGFTFSTYAMHW
VRQAPGRGLEWVAVTSFDGSNEY YIDSVKGRFTISRD
NTKNTLYLOMTGLRVEDTALYFCARDEYTGGWYSV
GYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLY
ITREPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMT
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (R #1% 5 50)

SAN481-
SYT*

BATRELY

QLOQLVESGGGAVQPGRSLKLSCAASGFTFSTYAMHW
VRQAPGRGLEWVAVTSEDGSNEYYIDSVKGRFTISRD
NTENTLYLOQMTGLRVEDTALYFCARDEYTGGWYSY
GYWGOQGTLVTVSSASTKGPSVEPLLAPSSKSTSGGTA
ALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEM
TEKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK (A& S 51
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e REHY /R
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Hik ORI

REREBHTI/EBERN BAES)

MEDI4893
- 308
MEDI4893*

AT

DIGMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQ
KPGKAPKLLIYKASSLESGVPSRESGSGSGTEFTLTISS
LOPDDFATYYCKQYADYWTFGQGTKVEIKRTVAAPSY
FIFPPSDEQLKSGTASVVCLLNNIFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLETLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGE (B &ES 52)

SAR114-
N3Y

CIfA

DIOMTQSPSSLSASVGDRVTIITCRASQSITSYLNWYQQ
KPGKAPKLLIYASSSLOQSGVPSRISGSGSGTDFTLTISS
LLOQPEDFATYYCQESYSTPPTFGQGTKVEIKRTVAAPSV
FIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOQWK VDN
ALQSGNSQESVTEQDSKDSTYSLSSTETLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGEC (BCH %% 53)

SAN481-

SYT Bt}

SAN481-
SYT*

[ g o =

QSVLTQPPSASGTPGQRVTISCSGSSYNIGSNYVYWYQ
QFPGTAPKLLISRSIQRPSGVPDREFSGSKSVTSASLAISG
LRSEDEADYYCAAWDDSLRAWVFGGGTKLTVLGQPK
AAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAW
KADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQW
KSHRSYSCQVTHEGSTVEKTVAPTECS (B3 &% 54)
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International application No.

INTERNATIONAL SEARCH REPORT PCTAIS2019/055143

Box No. | Nucleotide and/or amino acld sequence(s) (Contlnuation of Hem 1.c of the first sheet)

1. With regard te any nuclectide and/or amine acid sequence disclosed in the international applieation, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
inthe form of an Annex G/ST.25 text file.

D on paper or in the form of an image file.

b. furnished together with the international application under PCT Rule 13fer.1{a) for the purmposes of international search
ohly in the folm of an Annex G/ST.25 text file.

o. D furnished subsequent te the international filing date for the purposes of international search only:

D inthe form of an Annex G/ST.25 text file (Rule 13ker.1{a)).
D on papar ar in the form of an image file (Rule 13#er.1(b) and Administrative Instructicns, Section 713).

2 D In addition, in the case that meore than one version or copy of a sequencs listing has been filed or fumished, the required
statements that the information in the subsequent or adklitional copiss is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additicnal comments:

Form PCT/ISA/210 {continuation of first shast (1)} (January 2015)
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International application No.
INTERNATIONAL SEARCH REFORT PCT/US2019/055143
Box No. Il Observations where certaln clalms were found unsearchable (Continuation of Item 2 of first sheet)

This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the fellowing reasons:

1. I:I Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Mos.:

bacausa thay relata to parts of tha internaticnal applicaticn that do not comply with the preseribed requiremants to such
an extent that nc meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa thay are dapandant claime and ara not drafted in accardanca with tha sacond and third sentsnces of Rula 6.4{a).

Box No. lll  Observations where unlty of Inventlon Is lacking (Continuation of kem 3 of first sheet)

This International Searching Autherity found multiple inventions in this international application, as folkows:

see additional sheet

As all required acditional search fees were timely paid by the applicant, this intematienal search report covers all searchable
claims,

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only soms of tha required additional 2earch fees were timaly paid by the applicant, this intsrnaticnal search report covers
enly thoze claims for which fees wara paid, spacifieally claime Nas.:

4. No required additional search fees wers timely paid by the applicant. Genssguently, this internatienal seareh report is
restricted te the inventian first mentioned in the claims; it is covered by claims Nos.:

1, 3, 6, 7, 10, 11, 111, 112, 119{(completely); 2, 4, 5, 8, 9, 12-118

113-118(partially)
Remark on Protest The additional search fees were accempanied by the applicant's protest and, where applicable, the
payment of a protest fea.

The additional search fees were acccmpanied by the applicant's protest but the applicable protest
fos was not paid within the time limit specifie! in the invitation.

I:l No protest accompanied the payment of additional search feas.

Form PCTASA/210 (continuation of first sheet (2)) (April 2005)
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INTERNATIONAL SEARCH REPORT

International appilcation No

PCT/US2019/055143

A. CLASSIFICATION OF SBUBJEGT MATTER

INV. CO7K16/12 CO7K16/22 A61P31/04 A61K39/395
ADD.

Anocrding to Intemational Patent Classifioation |PC) or to both national slassification and IPC

B. FIELDSSEARCHED

Minimum documentation searched (classification eystem followed by classification symbala)

CO7K A6LK AB1P

Documentation searchad other than minimum decumentation to the extent that such documents ares included in the fiskls ssarched
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1, 3, 6, 7, 10, 11, 111, 112, 119(completely); 2, 4, 5,
8, 9, 12-110, 113-118(partially)

A composition comprising (a) an antibody or antigen-binding
fragment thereof that binds to S. aureus AT, (b) an antibody
or antigen-binding fragment therecf that binds to 5. aureus
C1fA, and (c) an antibody or antigen-binding fragment
thereof that binds to at least one 5. aureus Teukotoxin; a
medical use thereof for the treatment or prevention of a
Staphylococcus aureus infection

2. claims: 2, 4, 5, 8, 9, 12-35, 68-110, 113, 114, 117, 118(all
partially)

A composition comprising an antibody or antigen-binding
fragment thereof that binds to at least one S. aureus
leukotoxin and an antibody or antigen-binding fragment
thereof that binds to S. aureus AT; medical use thereof

3. claims: 2, 4, 5, 8, 9, 12, 36-110, 115-118{all partially)

A composition comprising an antibody or antigen-binding
fragment thereof that binds to at least one S. aureus
leukotoxin and an antibody or antigen-binding fragment
thereof that binds to 5. aureus C1fA; medical use thereof

4, claims: 120-160

A method of treating or preventing a 5. aureus infection in
a subject with diabetes comprising administering to the

subject an antibody or antigen-binding fragment thereof that
binds to 5. aureus AT
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