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Figure 1A-B: Sequence for 767-1gG1.3 with identified tryptic peptides underlined (A)
Light chain (85.6% coverage) (B) Heavy chain (76.1% coverage).
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Figure 2A-B:

BVQLVESGGGLVQPGKSLRLSCAASGFTLEDYAMAWVROAPGKGLEWVSGIDWNSENIGYADSV

KGRPTISRDNAKNSLYLOMNSLRTEDTALYYCAKVPGYSGGWIDARDDWGQGTMVTVSSASTKG

PSVFPLAPSSKSTSGGTAALGCLVKDYFPREPVTVSWNSGALTSGVHETFPAVLQSSGLYSLSSVV

TVPSSSLGTQTYICNVNBKPSHTKVDKRVEPRSCCKTHTCPPCPAPEAEGAPSVFLEPPKPREE

LMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVENAKTRPRREQYNSTYRVVSVLTVLHQDWL

NGKBYKCKVSNKALPAPIEKTISKAKGQPRBPQVYTLPPSRBEITKNQVSLTCLVKGFYPSDIA

VBWBSNGQP?HNYKTTPPVLDSDGSFFLYSKLTVDKSRHQQGNV!SCSVHEBALBNHYTQKSLS

LSEG

Sequence for 767-IgG1.3 with identified Lys-C peptides underlined (A) Light

chain (63.3% coverage) {B) Heavy chain (76.3% coverage)
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Figure 3: 767-1gG1.3 and INX200 exhibit opposite pH dependent binding
characteristics.
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Figure 4A-C: DAR 8 conjugation with linker A does not impact VISTA binding
of (A) INX200 (B) INX201 or {C) 767-1gG1.3.
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Figure 5: G-CSF changes at 6h post ConA in peripheral blood. Plasma concentrations
measured using a mouse 7-plex (SEM; n=5/group){Dosing: Dex-0.2= 0.2 mg/Kg, Dex-2 =
2mg/Kg, INX210 and INX210A at 10 mg/Ke, [INX210A provided 0.2mg/kg dex payload]).
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Figure 6: Cytokine changes at 6h post ConA in peripheral blood. Plasma
concentrations measured using a mouse 7-plex (SEM; n=10/group, ordinary one-
way ANOVA as compared to ConA-only group)(Dosing: Dex at 0.2 or 5 mg/Kg,

INX210 and INX210A at 10 mg/Kg).
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Figure 7: Cytokine changes at 6h post ConA in peripheral blood. Plasma concentrations
measured using an ELISA assay (SD; n=6/group; one-way ANOVA as compared to ConA-only
group) {Dosing: Dex at 0.02, 0.2 or 2 mg/Kg, INX200A at 10, 5 and 1 mg/Kg).
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FIG. 8

Sequence Legend for INX200, INX201 and INX210

SVSTB92_VH
QVQLVQSGAEVKKPGASVKVSCKASGYTFANYLIGWVRQAPGQRLEWMGDIYPGGGFISY
NEKFKGRVTITRDTSASTAYMELSSLRSEDTAVYYCARRFDYGGYFFDYWGQGTLVTVSS

>VSTB92_VL
DIVMTQSPLSLPVTPGEPASISCRSSQSIVHSNGNIYLEWYLQKPGQSPQLLIYKVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHVPWTFGQGTKLEIK

>gG1_LALA
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHRDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCAVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDE
LTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>IgG1_INXLALA
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHRDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCAVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDE
LTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQAGNVFSCSVMHEALHNHYTQKSLSLSPGK

>lgG2_sigma
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPAAASSVF
LFPPKPKDTLMISRTPEVTCVVVDVSAEDPEVOQFNWYVDGVEVHNAKTKPREEQFNSTFR
VVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKTKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPGK

>Human_Kappa_Constant
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

. INX200 = VSTB92 variable regions on human IgG1/kappa with L234A/1235A (LALA)
mutations in the Fc

. INX201 = VSTB92 variable regions on human IgG1/kappa with
L234A/L235A/E269R/K322A (INXLALA) mutations in the Fc

e INX210 = VSTB92 variable regions on human IgG2/kappa with
V234A/G237A/P2385/H268A/V309L/A3305/P331S (IgG2 sigma) mutations in the Fc

. Signal sequences not shown
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FIG. 11A

Exemplary Steroid Structures

INX-SM-1 (6aR 6bS,7S,8aS,8bS,10R,11aR,12a8S,12bS)-10-(4-((2-aminothiazol-5-yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-1,2,6a,6b,7,8,8a,8b,11a,12,12a, 12b-dodecahydro-4H-naphtho[2',1:4,5]indenc[1,2-
d)[1,3]dioxol-4-one

INX-SM-3 (6aR,6bS,75,8aS5,8bS,10R,11aR,12aS,12bS)-10-(4-((3-aminobicyclo[1.1.1]pentan-1-yl)methyl)phenyl)-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-dimethyl-1,2,6a,6b,7,8,8a,8b,112a,12,12a, 12b-dodecahydro-4 H-
naphthoi2',1:4 5)indenoft,2-d][1,3]dioxol-4 -cne

INX-SM-53 (6aR.6bS,75,8a85,8b8,108,11aR,12a8$,12bS)-10-(4-((3-aminobicyclo[1.1.1]pentan-1-yl)methyl}phenyl)-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-dimethyl-1,2,6a,6b.7,8,8a,8b,11a,12,12a,12b-dodecahydro-4 H-
naphthoi2',1":4,5]indeno(1,2-d][1,3]dioxol-4-one

NHz

INX-SM<4 (6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12bS)-10-(3-(3-aminobenzy)bicyclo[1.1.1]pentan-1-yl)-7-hydroxy-
8b-(2-hydroxyacetyl)-6a,8a-dimethy!-1,2,63,6b,7,8,8a,8b,11a,12,12a,12b-dodecahydro-4 H-
naphtho[2',1":4 5]indeno{1,2-d][1,3]dioxol-4-one
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FIG. 11B

Exemplary Steroid Structures

INX-SM-54 (6aR,6bS,7S,8aS,8085,108,11aR, 12a8,12bS)- 10-(3-(3-aminobenzyl)bicyclof1.1.1]pentan-1-yl)-7-hydroxy-
8b-(2-hydroxyacetyl)-6a,8a-dimethyl-1,2,63,6b,7,8,8a,8b,11a,12,12a,12b-dodecahydro-4 H-
naphtho{2',1":4 5lindeno{1,2-d][1,3]dioxol-4-one

INX-SM-6 (6aR.6bS,75,8a8,8bS,10R,11aR,12a8S,12bS)-10-(2-(3-aminobenzyl)thiazol-5-yi)-7-hydroxy-8b-(2-
hydroxyacety!)-6a,8a-dimethyl-1,2,6a,6b,7,8,82,8b,11a,12,12a,12b-dodecahydro-4H-naphtho[2',1":4,5]indeno[1,2-
d]{1,3]dioxol-4-one

INX-SM.56 (6aR,6bS.7S5,8a8,8bS5,108,11aR,12a8,12bS)-10-(2-(3-aminobenzyl)thiazol-5-yl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-1,2.6a,6b,7,8,8a,8b,112,12,12a,12b-dodecahydro-4H-naphtho{2',1:4,5]indeno{1,2-
d][1.3]dioxol-4-one

0 N
0 S—nH,
o 'S
—
(e}

INX-SM-2 (6aR 6bS,7S5,8aS,8bS,10R,11aR, 12aS,12bS)-10-(4-((2-aminothiazol-4-yl)methyl)pheny!)-7-hydroxy-8b-(2-
hydroxyacety!)-6a,8a-dimethyl-1,2,6a,6b,7,8,8a,8b,11a,12,12a, 12b-dodecahydro-4H-naphtho(2',1':4 5jindeno[1,2-
d](1,3]dioxol-4-one
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FIG. 11C

Exemplary Steroid Structures

O,
3N
o
wi NH,
\ (o]

INX-SM-8 (6aR,6bS5,7S,8a5,8bS,10R,11aR,12a8,12bS)-10-(4-((3-aminobicyclo[1.1.1}pentan-1-yl)oxy)phenyl)-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-dimethyl-1,2 62,6b,7,8,8a,8b,112,12,12a,12b-dodecahydro-4H-
naphthoj2',1":4,5)indeno{1,2-d][1,3])dioxol-4-one

fo) N
ol M
Mm—N :

07

INX-SM.7 (6aR 6bS,7S,8aS.8bS,10R,11aR,12aS,12bS)-10-(4-((4-aminothiazal-2-yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a 8a-dimethyl-1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-dodecahydro-4H-naphthof2',1":4,5]indeno[1,2-
d]{1.3]dioxol-4-one

o N
ALY

INX-SM-57 (6aR,6bS,75.8a8,808,10S,11aR,12a8,12bS)-10-(4-((4-aminothiazol-2-yl)methyl)phenyl)-7-hydroxy-8b-
(2-hydroxyacetyl)-6a 8a-dimethyl-1,2,6a,65,7,8,8a,8b,11a,12,12a,12b-dodecahydro-4H-naphtho[2',1":4,5]indenol1,2-
d][1,3]dioxal-4-one

o,
o 00 N
S
0" NH,
B

INX-SM-8 (6aR,6bS,7S,8aS,8bS,10R,11aR,12a8,12bS)-10-(4-((3-aminobicyclo{1.1.1]pentan-1-ylJoxy)phenyl)-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-dimethyl-1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-dodecahydro-4H-
naphthof2',1":4,5lindeno(1,2-d][1,3]dioxol-4-one
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FIG. 12A

Exemplary Anti-VISTA mAb Sequences (without signal sequences)

INX200

>INX200_HC

QVQLVQSGAEVKKPGASVKVSCKASGYT FANYLIGWVRQAPGQRLEWMGDIY PGGGFISYNEKF
KGRVTITRDTSASTAYMELSSLRSEDTAVYYCARRFDYGGYFFDYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVP
SSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTC PPCPAPELLGGPSVFLF PPKPKDTLMI
SRTPEVTCVVVDVSHRDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCAVSNKALPAPIEKTISKAKGQPREPQVY"LPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHY TOKSLSLSP
GK

>INX200 LC
DIVMTQSPLSLPVTPGEPASISCRSSQSIVHSNGNIYLEWYLOKPGQSPQLLIYKVSNRFSGVP
DRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHVPWTFGQGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSFNRGEC

767-1gG1.3
>767-IgGl.3_HC
EVQLVESGGGLVQPGKSLRLSCAASGFTLEDYAMHWVRQAPGKGLEWVSGIDWNSENIGYADSV
KGREFTISRDNAKNSLYLQMNSLRTEDTALYYCAKVPGYSGGWIDAEDDWGQGTMVTVSSASTKG
PSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSSLGTQTY ICNVNHKPSNTKVDKRVE PKSCDKTHTC PPCPAPEAEGAPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK PREEQYNSTYRVVSVLTVLHQODWL
NGKEYKCKVSNKALPAPIEKT ISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIA
VEWE SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWQQGNVFSCSVMHEALHNHYTQKSLS
LSPG

>767-1gGl.3_LC
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQOKPGQAPRLLIYGASSRATGIPDRFES
GSGSGTDFTLTISRLEPEDFAVYYCQQYGSSPFTFGPGTKVDIKRTVAAPSVFIFPPSDEQLKS
GTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS STLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

INX201

>INX201_HC
QVOLVOSGAEVKKPGASVKVSCKASGYTFANYLIGWVRQAPGORLEWMGDIY PGGGFISYNEKF
KGRVTITRDTSASTAYMELSSLRSEDTAVYYCARRFDYGGYFFDYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTC PPCPAPEAAGGPSVFLE PPKPKDTLMI
SRTPEVTCVVVDVSHRDPEVKFNWYVDGVEVENAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCAVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
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FIG. 12B

ESNGQPENNYKTTPPVLDSDGSFTLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSP
GK

>INX201 LC
DIVMTQSPLSLPVTPGEPASISCRSSQSIVHSNGNIYLEWYLQKPGQSPQLLIYKVSNRFSGVP
DRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHVPWTFGQGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVITKSENRGEC

INX231
>INX231 HC
QUQLVQSGAEVKKPGASVKVSCKASGYTFTSYWLHWVRQAPGQGLEWMGY I TPNTLHTDYNQKF
KDRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARLDGDYDYALDYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSHNSGALTSGVHTFPAVLOSSGLYSLSSVVTVP
SSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGGPSVFLEPPKPKDTLMI
SRTPEVTCVVVDVSHRDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCAVSNKALPAPIEKT ISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGEYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFZLYSKLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSLSLSP
GK

>INX231 LC
DIVMTQTPLSLSVTPGQPASISCRASESVEYYGTSFMQWYLQKPGQPPQLLIYTASNVESGVPD
RFSGSGSGTDFTLKISRVEAEDVGVYYCQQSRKVPYTFGQGTKLEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPVTKSFNRGEC

INX234

>INX234_HC
EVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIGWVRQMPGKGLEWMGIIYPGDSDTRYSPSF
QGQVTISADKSISTAYLQWSSLKASDTAMYYCARDDALYGGY YLDYWGQGTLVTVSSASTKGPS
VFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTV
PSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHRDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCAVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGEYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSTFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TOKSLSLS
PGK

>INX234 LC
DIVMTQSEDSLAVSLGERATINCKSSQSVLYSSNNKNYLAWYQQKPGQPPKLLIYWASTRESGV
PDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQVYSTPLTFGQGTKVEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRGEC
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FIG. 12C |

INX237
>INX237_HC

QUOLVQSGAEVKKPGASVKVSCKASGYPFTGY FMHWVRQAPGQGLEWMGRINPYNGGTVYNQNF
NDRVTMTRDTSTSTVYMELSSLRSEDTAVY YCARWTFDGLEMDYWGQGTTVTVSSASTKGPSVE
PLAPSSKSTSGGTAALGCLVKDY TPEPVTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVVTVPS
SSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHRDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKE
YKCAVSNKALPAPLEK'I'LI SKAKGQPREPQVYTLPPSRDELITKNQVSLITCLVKGEYPSDIAVEWE
SNGQOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHY TOKSLSLSPG
K

>INX237 LC

DVVMTQSPLSLPVTLGQPASISCRASENVDKYGISFMNWFQQRPGQS PRRLIYATSNQGSGVPD
RFSGSGSGTDFTLKISRVEAEDVGVYYCQQSKEDPYTFGQGTKLEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPVTKSENRGEC

INX240
>INX240_HC

QVQLVQSGAEVKKPGASVKVSCKASGYTFTDYVISWVRQAPGQGLEWMGEI Y PGSGNTY YYEKF
KGRVTMTRDTSTSTVYMELSSLRSEDTAVY YCARVLVSVMDYWGQGTLVTVSSASTKGPSVEPL
APSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSS
LGTQTY I CNVNHKPSNTKVDKKVEPKSCDKTHTCPPC PAPEAAGGPSVFLEPPKPKDTLMISRT
PEVTCVVVDVSHRDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CAVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESN
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

>INX240 _LC
EIVLTQSPDFQSVTPKEKVTITCSASSSINYITWYQQKPDQSPKLLIKDTSKLASGVPSRFSGS
GSGTDFTLTINSLEAEDAATYYCHQRSSYPWTFGQGTRLE IKRTVAAPSVFIFPPSDEQLKSGT
ASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC .
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FIG. 13

mADb binding to monocytes
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Figure 13: Binding study for INX200, and 767-1gG1.3 vs. human IgG1si. Median fluorescence
intensity measured for monocytes incubated with serial dilutions of antibodies tested (0-333
nM); dashed black line corresponds to autofluorescence of unstained cells; n=1.
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FIG. 14
Intracellular VISTA in monocytes

100~

INX200 at 0 min

Timepoint [min]

@ INX200 -@- 76719gG1.3 -M hulgG1si

Figure 14: Internalized fraction of anti-VISTA antibodies. The intracellular pool of the cell
bound antibodies were plotted over the 60 min of the timecourse; for each data point
fluorescence was normalised to fluorescence of INX200 at time 0 min; mean +SD n=2

donors.
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FIG. 15
INX200 Internalization rate in monocytes
80~

60—

40-

% of mAb internalized

I | | 1 1 || 1
0 10 20 30 40 50 60
Timepoint [min]

-@- INX200 - CDA45 (HI30)

Figure 15: The internalization rate of the INX200 antibody. The internalization rate of
INX200 antibody was assessed in monocytes over 60 min timecourse; anti-CD45 antibody
was not Internalized at any timepoint; shown as mean +5D, n=2 donors.
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FIG. 16

ADC-INVIVO-11
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Figure 16: PK study for INX200, INX200A vs. human IgGl. Plasma
concentrations of antibodies at annotated time points in hVISTA KI mice (SD;

n=5/group).
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ADC-INVIVO-14
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Figure 17: PK study for 767-lgG1.3, 767-1gG1.3A vs. human IgGl. Plasma
concentrations of antibodies at annotated time peints in hVISTA KI mice (SD;
n=5/group).

57/174

SUBSTITUTE SHEET (RULE 26)



WO 2022/150637 PCT/US2022/011687

FIG. 18

FKBPS FKBPS
Dex treatment 8+ INX201J treatment
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Figure 18: FKBP5 transcriptional activation following Dex (left) and ADC INX201J (right)
treatment in peritoneal resident macrophages and spleen monocytes. Dex (left) effects were
evaluated at 4 and 24h post 1 single i.p. injection at 2 mg/Kg. ADC (right) effects were analyzed
at 24, 48, 72 and 96h post 1 single i.p. injection at 10 mg/Kg delivering 0.2 mg/Kg of GC payload.
FKBPS transcription levels were measured by real time PCR and presented as Log2 fold change
vs. PBS control group. Four mice per group were pooled together to generate sufficient material
for the RNA preparation.
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FIG. 19
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Figure 19: In vivo Dex treatment prevents the ex vivo induction of pro-inflammatory
cytokines in PRM. Dex effects were evaluated at 2h post 1 single i.p. injection at 2
mg/Kg; IL-6 and TNFa were evaluated on cell supernatant (collected at 1h) using a
mouse 32-plex (see methods section) (n=4 mice/group; unpaired T test).
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FIG. 20

TNFa

400—

300-
_ Dex INX201
E whkh
B 200+ *ERR hfokdd
o

100==

0

| T
20 02 02 02 02 payload
-2h d-1 d-2 d4

Figure 20: In vivo INX201) or Dex treatment prevents the ex vivo induction of TNFa.in
PRM. Dex effects were evaluated at 2h post 1 single i.p. injection at 2 and 0.2 mg/Kg;
INX201) effects were evaluated at 1 day (d-1), 2 days (d-2) and 4 days {d-4) post
injection at 10 mg/Kg (equivalent to 0.2 mg/Kg payload). Cell supernatants were
collected at 2h. TNFo was measured using an ELISA {see methods section) (n=4
mice/group; ordinary one-way ANOVA as compared to PBS-only group).
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FIG. 24
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Figure 24: INX201J, INX231P, INX234P and INX240P ADCs have comparable potencies
in preventing ex vivo induction of TNFa in PRM. ADCs effects were evaluated at 7 days
post 1 single i.p. injection; ADCs were dosed at 10 mg/Kg (0.2mg/Kg of GC payload). Cell
supernatants were collected at 2h. TNFa and IL-6 were measured using ELISA (see

methods section) (n=4 mice/group; ordinary one-way ANOVA as compared to PBS-only
group, SEM).
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FIG. 25
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Figure 25: INX231P, INX231R, INX233P and INX234P have comparable potencies in
preventing ex vivo induction of TNFo and IL-6 in PRM. ADCs effects were evaluated at 7 days
post 1 single i.p. injection; ADCs were dosed at 10 mg/Kg {0.2mg/Kg of GC payload). Cell
supernatants were collected at 24h. TNFa and IL-6 were measured using ELISA (see methods
section) (n=4 mice/group; ordinary one-way ANOVA as compared to PBS-only group, SEM).
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FIG. 26

TNFa IL6
250 20000~

pg/mL
pg/mL

PBS 231P 231R 2010 231S 231V 231W PBS 231P 231R 2010 231S 231V 23W

Figure 26: Potency evaluation of GC linker payloads INX R, INX O, INX S, INX V and INX W vs INX
P conjugated to INX231 or INX201 in preventing ex vivo induction of TNFa and IL-6 in PRM. ADC
effects were evaluated at 7 days post 1 single i.p. injection; ADCs were dosed at 0.2mg/Kg of GC
payload. Cell supernatants were collected at 24h. TNFa and IL-6 were measured using ELISA (see
methods section) (n=4 mice/group; ordinary one-way ANOVA as compared to PBS-only group,
SEM).
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FIG. 33
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Figure 33: Potency evaluation of GC payloads INX234V, INX231A7, INX231A12 and INX231A23 in inducing FKBP5
transcription in peritoneal resident macrophages. ADCs effects were evaluated at 7 and 21 days post 1 single i.p.
injection; ADCs were dosed at 0.2mg/Kg of GC payload, except for INX231A7 that was dosed at 0.08 mg/Kg of
payload. FKBP5 expression was measured by quantitative real time PCR and presented as Log2 fold change vs. PBS
control group (n=4 mice/group; ordinary one-way ANOVA as compared to PBS-only group, SEM).
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FIG. 35
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Figure 35: IL-12p40 changes at 2 (left) and 4h (right) post LPS in peripheral blood. Plasma
concentrations measured using a mouse multi-plex; Dosing: Dex (square) was dosed 2h before LPS
stimulation at 0.02, 0.2, 2 and 5 mg/Kg, INX201J (circle) was dosed 2 or 17h before LPS injection at 10
mg/Kg providing 0.2 mg/Kg of GC. The PBS only group (grey solid triangle) indicates the baseline
cytokine level in the absence of stimulation; PBS + LPS (black solid triangle) (SEM; n=5/group except
where technical failures are excluded from analysis; ordinary one-way ANOVA as compared to PBS +
LPS group).
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Figure 36: Cytokine changes at 2h post LPS in peripheral blood. Plasma concentrations measured using a
mouse 5-plex; Dosing: Dex was dosed 2h before LPS stimulation at 0.002, 0.02, 0.2, 2 mg/Kg (square) or

at 2mg/Kg 17h pre LPS (black solid square), INX201J {circle) was dosed 17h before LPS injection at 0.02,
0.06, 0.2 mg/Kg of GC payload. The PBS only group (solid grey triangle) indicates the baseline cytokine
level in the absence of stimulation; PBS + LPS {solid black triangle) (SEM; n=5S/group, except where
technical failures are excluded from analysis; ordinary one-way ANOVA as compared to PBS + LPS group).
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Figure 37: TNFa. changes at 2h post LPS in peripheral blood. TNFa plasma concentrations measured
using ELISA; Dosing: Dex was dosed 2h before LPS stimulation at 0.2 and 2 mg/Kg (square), INX201J
(circle) was dosed 17h before LPS injection at 0.06 and 0.2 mg/Kg of GC payload. The PBS group (solid
black triangle) received PBS at 2h pre LPS. IgG1si) (G1sil) group (triangle) received human IgG1 silent
conjugated to GC at 0.2 mg/Kg of payload 17h pre LPS. {(SEM; n=5/group except where technical
failures are excluded from analysis; ordinary one-way ANOVA as compared to PBS group).
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Figure 38 TNFa changes at 2h post LPS in peripheral blood. TNFo plasma concentrations
were measured by ELISA; Dosing: Dex was dosed 2h before LPS stimulation at 0.2 and 2
mg/Kg (square), INX201J (circle) and INX201N {inverted triangle} was dosed 17h before LPS
injection at 0.2 mg/Kg of GC payload. The PBS group received PBS at 2h pre LPS (solid black
triangle). (SEM; n=S/group except where technical failures are excluded from analysis;
ordinary one-way ANOVA as compared to PBS group).
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Figure 39: TNFa (left) and IL-12p40 (right) changes at 2h post LPS in peripheral blood. Cytokine
plasma concentrations were measured by ELISA; Dosing: PBS (solid circle), INX201) (square),
INX231J (triangle), INX234J (lozenge), and INX201P (inverted triangle) were dosed 17h before
LPS injection, at 0.2 mg/Kg of GC payload (SEM; n=5/group; ordinary one-way ANOVA as

compared to PBS group).
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Figure 40: TNFa (left) and IL-12p40 (right) changes at 2h post LPS in peripheral blood. Cytokine
plasma concentrations were measured by ELISA; Dosing: PBS (solid triangle), INX201J (circle),

INX2010 (square) and INX201P (lozenge) were dosed 17h before LPS injection at 0.2 mg/Kg of

GC payload (SEM; n=5/group except where technical failures are excluded from analysis; ordinary
one-way ANOVA as compared to PBS group).
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FIG. 42
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Figure 42: TNFo (right) and IL-12p40 (left) changes at 2h post LPS in peripheral blood.
Cytokine plasma concentrations were measured by ELISA; all ADCs and PBS were dosed 20h
before LPS injection, at 0.2 mg/Kg of GC payload (INX231P (square), INX231R (triangle),
INX233P (lozenge))}{SEM; n=5/group except where technical failures are excluded from analysis;
ordinary one-way ANOVA as compared to PBS group (solid circle)).
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Figure 43: TNFa (right) and IL-12p40 (left) changes at 2h post LPS in peripheral blood. Cytokine
plasma concentrations were measured by ELISA; all ADCs and PBS were dosed 20h before LPS
injection, at 0.2 mg/Kg of GC payload (INX231P (solid square), INX231R (solid triangle), INX2010
(solid lozenge), INX231S (circle), INX231V (square), INX231W (triangle)) (SEM; n=4/group except
for INX231S where 2 technical failures were excluded from analysis; ordinary one-way ANOVA as
compared to PBS group (solid circle) showed non-significant data).

83/174

SUBSTITUTE SHEET (RULE 26)



WO 2022/150637 PCT/US2022/011687

FIG. 44
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Figure 44: FKBPS transcriptional activation following ADCs treatment in peritoneal
resident 4 days post ADC treatment. ADCs were injected i.p. on day 0 delivering 0.2 mg/Kg
of GC payload each; PRM were isolated on day 3. FKBP5 transcription levels were
measured by real time PCR and presented as Log2 fold change vs. PBS control group (SEM,

ordinary one-way ANOVA as compared to PBS group, n=4).
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FIG. 49
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Figure 49: VISTA is highly expressed in liver endothelial cells. CD45-CD31+ non-immune
endothelial cells isolated from hVISTA knock-in mouse liver and stained with anti-human
VISTA (red line, shifted right) or unstained (solid gray).
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FIG. 50
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Figure 50: FKBP5 transcriptional activation following INX201J injection in adrenal gland,
brain, liver and spleen. INX201} effects (red) were measured at 20h post 1 single i.p.
injection at 0.3, 3, 10 mg/Kg (delivering 0.006, 0.06, and 0.2 mg/Kg of payload,
respectively). Dex effects (blue) were measured 2h post a single i.p. injection at 0.2 or
2mg/Kg. FKBPS5 transcription levels were measured by real time PCR and presented as Log2
fold change vs. the mean of the PBS control group. (n=4 mice/group; ordinary one-way
ANOVA as compared to PBS-only group, SD)
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FIG. 51
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Figure 51: INX-SM-3, INX-SM-4, and INX-SM-1 inhibit IL-1 (left) and IL-6 (right)
production. Cytokine levels were measured at 24hr for human PBMC incubated with
1ng/mL LPS and serial dilutions (1000 — 1nM) of steroid payloads, with the no treatment
control plotted on the log-scale x-axis at <1nM; n=1 donor, standard deviation plotted
from technical duplicates.
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FIG. 52
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Figure 52: INX-SM-1, INX-SM-3, INX-SM-4 and  INX-SM-6

Budesonide
INX-SM-1
INX-SM-3
INX-SM-4
INX-SM-6
INX-SM-56

inhibit  IL-1B

production. Cytokine levels measured at 24hr for human PBMC incubated with 1ng/mL
LPS and serial dilutions (1000 — 1nM) of steroid payloads, with the no treatment control
plotted on the log-scale x-axis at <1nM; n=1 donor, standard deviation plotted from technical

duplicates.
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Figure 53: INX-SM-9, INX-SM-31 and INX-SM-35 inhibit IL-18 (top) and IL-6 (bottom)
production. Cytokine levels measured at 24hr for human PBMC incubated with 1ng/mL LPS and
serial dilutions (1000 — 0.2nM) of steroid payloads, with the no treatment control plotted on the
log-scale x-axis at <0.2nM; n=2 donors-representative donor shown. Standard deviation plotted

from technical duplicates.
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FIG. 54
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Figure 54: INX-SM-32 inhibits IL-1pB (top) and IL-6 (bottom) production. Cytokine levels
measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions (500 —
1nM) of steroid payloads, with the no treatment control plotted on the log-scale x-axis at
<1nM; n=2. Representative donor shown. Standard deviation plotted from technical
duplicates.
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FIG. 55
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Figure 55: INX-SM-10 shows robust inhibition in IL-1B (top) and IL-6 (bottom) production. INX-
SM-33 demonstrated modest inhibition of cytokine production. Cytokine levels measured at
24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions (1000 — 0.5nM) of steroid
payloads, with the no treatment control plotted on the log-scale x-axis at <0.5nM; n=1 donor,
standard deviation plotted from technical duplicates
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FIG. 56
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Figure 56: INX-SM-2 and INX-SM-7 show inhibition in IL-18. Average Cytokine levels
measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions {1000
—0.16nM) of steroid payloads, with the no treatment control plotted on the log-scale x-
axis at <0.16nM; n=1, standard deviation plotted from technical duplicates

96/174

SUBSTITUTE SHEET (RULE 26)



WO 2022/150637 PCT/US2022/011687

FIG. 57
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Figure 57: Halogenation at both C6 and C9, but not C9 alone provides increased potency.
Average cytokine levels measured at 24hr for human PBMC incubated with 1ng/mL LPS
and serial dilutions (1000 — 0.16nM) of steroid payloads, with the no treatment control
plotted on the log-scale x-axis at <0.16nM; n=1, standard deviation plotted from technical

duplicates.
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FIG. 71
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Figure 71: INX-SM-14, INX-SM-15 and INX-)2 have similar inhibition of IL-1f (top) and IL-6 (bottom). INX-SM-17 weakly
inhibits IL-1B but not IL-6. INX-SM-14, INX-SM-15 and INX-J2 inhibit IL-1B and IL-6 with similar potency. Cytokine levels
measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions (1000 — 0.15nM) of steroid
payloads, with the no treatment control plotted on the log-scale x-axis at 0.01nM; n=1 donor, mean of technical

duplicates plotted.
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FIG. 72

2500
—_ -& INX-SM-40
=1 2000
% -o- INX-SM-34
e - INX-J2
Q
=
o
(&]
2
=
0 1 1 1 I 1
0.01 0.1 1 10 100 1000
Payload
Conc (nM)
50000 -
~ - [NX-SM-40
£ -o- |[NX-SM-34
o)
e —4+— INX-J2
J
c
o
(&
3 10000
0 1 T 1 1 1
0.01 0.1 1 10 100 1000
Payload
Conc. (nM)

Figure 72: INX-SM-40 and INX-SM-34 weakly inhibit IL-1f (top) and IL-6 (bottom) relative to INX-J2. Cytokine levels
measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions (1000 — 0.15nM) of steroid
payloads, with the no treatment control plotted on the log-scale x-axis at 0.01nM; n=1 donor, mean of technical
duplicates plotted.
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Figure 73: INX-SM-49 and INX-SM-47 weakly inhibit IL-1B (top) and IL-6 (bottom) relative to INX-J2. Cytokine levels
(IL1-B and IL-6) measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions (1000 — 0.15nM)
of steroid payloads, with the no treatment control plotted on the log-scale x-axis at 0.01nM; n=1 donor, mean of
technical duplicates plotted.
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FIG. 74
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Figure 74: INX234A9 and INX201V show enhanced potency over INX234) and INX20LJ in reducing IL-18 production.
Cytokine levels measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions of anti-VISTA
conjugates with respect to conjugated payload concentration {1000 —0.15nM), with the no treatment control plotted
on the log-scale x-axis at 0.1nM; n=1 donor, mean of technical duplicates plotted.
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FIG. 75
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Figure 75: INX V and INX A23 at equivalent or reduced DAR show enhanced potency over INX J in reducing IL-18
production. Cytokine levels measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions of anti-
VISTA conjugates with respect to total ADC concentration (20 — 0.003ug/mL), with the no treatment control plotted
on the log-scale x-axis at 0.001ug/mL; n=1 donor, mean of technical duplicates plotted.
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FIG. 76
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Figure 76: INX V conjugates have enhanced potency over INX J conjugate in IL-1B impact even with reduced DAR.
Cytokine levels measured at 24hr for human PBMC incubated with 1ng/mL LPS and serial dilutions of anti-VISTA
conjugates with respect to total ADC concentration {20 — 0.003pg/mL), with the no treatment control plotted on the
log-scale x-axis at 0.001pg/mL; n=1 donor, mean of technical duplicates plotted.
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FIG. 77
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Figure 77: PK for INX200 vs. human IgG1. Plasma concentrations of
antibodies at annotated time points in hVISTA KI mice (SD; n=5/group).
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Figure 78: PK for 767-1gG1.3 vs. human IgG1. Plasma concentrations
of antibodies at annotated time points in hVISTA KI mice (SD; n=5/group).
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Figure 79: PK for INX231, INX234, INX237 and INX240. Plasma concentrations of
antibodies at annotated time points in hVISTA KI mice (SD; n=5/group). Left graph shows
y and x axes in Log10, while for right graph, only the y axis is in Log10
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FIG. 80
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Figure 80: PK for INX901, INX904, INX907 and INX908. Plasma concentrations of
antibodies at annotated time points in hVISTA KI mice (SD; n=5/group).

120/174

SUBSTITUTE SHEET (RULE 26)



WO 2022/150637 PCT/US2022/011687

FIG. 81
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Figure 81: PK for INX201J, INX231J, INX234J and INX240J. Plasma concentrations of
antibodies at annotated time points in hVISTA KI mice (SD; n=4/group).
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FIG. 82
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Figure 82: Changes in plasma corticosterone levels. (SEM, one-way ANOVA, n=8
except for PBS control group in right graph with n=6).
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Figure 83: Ag-specific CD8 T cell numbers from peripheral blood on
day 6 post immunization. (SEM, one-way ANOVA, n=5).
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Figure 84: Ag-specific CD8 T cell numbers from peripheral blood on day 6 post
immunization. The graph on the left shows the control group with all samples included,
the one on the right shows the control group with one outlier removed (SEM, one-way
ANOVA, n=5 except for naive; one sample was excluded in the group with Dex at 0.2 mg/Kg

as a failed immunization).
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Figure 85: Ag-specific CD8 T cell numbers from peripheral blood on day 6 post
immunization. In this experiment, multiple samples had to be excluded due to a technical
problem during processing: PBS group n=3, Dex at 2 mg/Kg n=2, Dex at 0.2 mg/Kg n=3,
INX201J D-1 n=5, INX201) D-7 n=2, INX231J D-7 n=3, INX234) D-7 n=5, INX240J D-7 n=4
(SEM, one-way ANOVA, D=day).
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Figure 86: Ag-specific CD8 T cell numbers from peripheral blood on day 6 post
immunization. For technical reason, we excluded 2 samples in the PBS, INX231P and
INX234P groups; for all the other groups n=5 (SEM, one-way ANOVA).
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Figure 87: Changes in absolute cell numbers in peripheral blood in the 2 experiment schedules.
OVA challenge on days 14 to 18 (Part 1) and on days 21 to 25 (Part 2) (SEM, one-way
ANOVA, n=10 except for naive group with n=5).
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Figure 89: A-B: Changes in immune infiltrate in BAL in the 2 experiment schedules. OVA challenge
ondays 14 to 18 (Part 1) and on days 21 to 25 (Part 2); A) Changes in myeloid infiltrate;
B} in lymphocytic infiltrate (SEM, one-way ANOVA, n=10 with 2 samples censored in control
group, 3 in both Dex group and INX201J group; for naive group n=5).
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Figure 91: Lung disease scoring for Part 1 of the study. (SEM, one-way ANOVA,
n=10 except for naive group n=>5).
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FIG. 92
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Figure 92: FKBPS transcriptional activation following INX231J injection in spleen (left) and blood
(right) cells. INX231) effects (red) and higG1si) (grey) were measured at 20h post 1 single i.v. injection
at 5 mg/Kg (delivering 0.1 mg/Kg of payload). Dex effects (blue) were measured 2h post a single i.p.
injection at 2 mg/Kg. FKBP5 transcription levels were measured by real time PCR and presented as
Log? fold change vs. the mean of the PBS control group. (n=4 mice/group; ordinary one-way ANOVA as
compared to PBS-only group).
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Figure 93: FKBP5 transcriptional activation following INX231P injection in C57BI/6 mice.
INX231P effects (red) were measured at 20h post 1 single iv. injection at 10 mg/Kg
(delivering 0.2 mg/Kg of payload). Dex effects (blue) were measured 2h post a single i.p.
injection at 2 mg/Kg. FKBP5 transcription levels were measured by real time PCR and
presented as Log2 fold change vs. the mean of the PBS control group. (n=4 mice/group;
ordinary one-way ANOVA as compared to PBS-only group).
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Figure 94: FKBP5 transcriptional activation following INX231P injection in C57BI/6 or hVISTA
KI mice. INX231P effects (red) were measured at 20h post 1 single i.v. injection at 10 mg/Kg
(delivering 0.2 mg/Kg of payload). Dex effects (blue) were measured 2h post a single i.p.
injection at 2 mg/Kg. FKBP5 transcription levels were measured by real time PCR and presented
as Log? fold change vs. the mean of the PBS control group. (n=4 mice/group; ordinary one-way
ANOVA as compared to PBS-only group).
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Figure 95: In vivo Dex treatment causes decrease in ex vivo monocyte inflammatory response to
LPS. Mice were injected i.p. with PBS or Dex at 2 mg/Kg or 0.2 mg/Kg. After 2h, spleen monocytes
were isolated, put in culture and subjected to LPS stimulation at 0, 10 and 100 ng/ml. 24h
supernatants were analyzed on Luminex 32-plex (n=5 mice/group but samples 1,2,3 and 4,5 were

pooled into 2 samples).
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FIG. 98
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Figure 98: FKBP5 transcriptional activation in B cells or monocytes. Cells were treated with 20
nM of free J payload, or equimolar amounts of payload conjugated to INX201 (INX201J) or isotype
control (hulgG1sil). Transcript levels were analyzed as technical duplicates.
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Figure 99: FKBP5 transcriptional activation in monocytes. Cells were treated with increasing
amount of INX201J [0-100nM payload]). The O payload represents treatment with unconjugated
INX201 antibody alone at the same amount of antibody as in the 100nM payload INX201J dose.
Transcript levels were analyzed as technical duplicates
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FIG. 100
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Figure 100: FKBP5 induction in T regs from 2 donors treated with 20nM

INX-SM-3 (free payload) or the molar payload equivalent of INX231P (conjugated
payload). Samples were generated and analyzed as singlicates. Isolated Treg purity
was >75% as assessed by flow cytometry.
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FIG. 101
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Figure 101: FKBP5 induction in T regs from 1 donor treated with 20nM payload equivalent
of INX201) relative to 20nM payload equivalent hulgGlsi). Samples were analyzed as
technical duplicates. Isolated Treg purity was 275% as assessed by flow cytometry.
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Figure 103A-E: Quantification of antigen density for VISTA, CD74, CD163 and mTNFa
on identified. cell populations A) monocytes express VISTA, CD74 and CD163; B) B cells

express CD74; C) CD4* T cells, D) CD4* T regs and E) CD8* T cells express VISTA (mean £SD, n=5
donors).
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Figure 104A-F: Quantification of antigen density for VISTA, CD74, CD163 and mTNFa on
identified cell populations in human blood A) monocytes express VISTA, CD74 and CD163; B) B
cells express CD74; C) neutrophils express VISTA, D) CD4* T cells, E) CD4* T regs and F) CD8* T cells
express VISTA (mean £SD, n=3).
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FIG. 105
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Figure 105: Steroid responsive genes in bone are significantly impacted by Dex. INX231P has limited impact.
Fkpb5 (left) RANKL (middle left) ddit4 (middle right) Fam107a (right). INX231P effects were measured at 20h post
1 single i.p. injection at 10 mg/Kg (delivering 0.2 mg/Kg of payload). Dex effects were measured 2h post a single i.p.
injection at 2 mg/Kg. Gene transcription levels were measured by RNAseq and presented as normalized
counts. (n=5 mice/group; ordinary one-way ANOVA as compared to PBS-only group).
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Figure 106: Induction by ADC relative to vehicle control of steroid responsive gene expression in peripheral
blood cells in cynomolgus monkey. INX234P effects were measured at 24h post 1 single i.v. dose at 10 mg/Kg
(delivering 0.2 mg/Kg of payload). Gene transcription levels were measured by RNAseq and presented as
normalized counts. (n=2 vehicle, n=6 ADC/group; unpaired t test vs vehicle).
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FIG. 107
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Figure 107: Limited to no impact of FKBP5 in white adipose, brain and bone. INX234P effects were measured at
24h post 1 single i.v. dose at 10 mg/Kg (delivering 0.2 mg/Kg of payload) or D8 (vehicle). Gene transcription levels
were measured by RNAseq and presented as normalized counts. (n=2 vehicle, n=3 ADC/group for tissues; unpaired
t test vs vehicle — INX234P was non significant).
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Figure 108: Steroid responsive genes may show residual Dex effect at 24h in white adipose tissue; ADC gene
expression is similar to vehicle control. Free Dex (2mg/Kg) and INX234P (10 mg/Kg - delivering 0.2 mg/Kg of payload)
effects were measured at 24h post 1 single i.v. dose or day 8 (vehicle). Gene transcription levels were measured by
RNAseq and presented as normalized counts. (n=2 vehicle, n=2 dexamethasone, n=3 ADC/group for tissues; unpaired t
test vs vehicle).
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FIG. 109A
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FIG. 109C
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Figure 109A-C High accumulation of active payload (INX-SM-3) at 24h in INX234P treated monkeys correlates
with VISTA expressing tissues. (A) Released payload (INX-SM-3), or (B) cysteine modified linker/payload (INXP-cys)
or (C) Dexamethasone, was measured at 24h post 1 single i.v. dose of either INX234P (10mg/kg — delivering 0.2mg/
Kg of payload) or free dexamethasone (2mg/kg). Accumulated compound levels were measured by LC-MS/
MS and presented as ng of compound/g of tissue (n=3 ADC/group for tissues, n=2 dexamethasone).
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Figure 110: Human whole blood from healthy donors was activated with LPS (100uL per well in U
bottom 96 well plate; 1ug/mL LPS; 2hr at 37C). Cell surface protein expression levels on
activated monocytes was assessed by flow cytometry. Directly conjugated antibodies
were used -for staining including anti-VISTA clone GG8, CD163 clone GHI/61, CD74 clone
332516, and mTNFa clone mAbl1l. VISTA expression on the activated monocytes was
similar to expression levels observed on non-activated cells. By contrast the protein
expression levels of the other detected antigens (CD74, CD163, mTNFa) were low. Particularly
the results indicate that mTNFa MFl was only marginally higher than the FMO control.
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FIG. 111
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Figure 111: INX234P PK analysis. INX234P was dosed i.v. at 15 mg/Kg. Animals were bled at the time points
indicated, serum was isolated and antibody levels measured (n=4 cynomolgus monkeys, SEM).
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Figure 112: Hematological changes induced by one dose of INX234P. INX234P was dosed i.v. at 15 mg/Kg. Animals
were bled at the time points indicated, blood smear done and different cell populations counted (n=4 cynomolgus
monkeys, SEM) (WBC= white blood cells, NEUT= neutrophils, LYMPH= lymphocytes, MONO= monocytes, EOS=
eosinophils, BASO= basophils, RBC= red blood cells, Retic= reticulocytes).
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Figure 113: Cortisol changes induced by one dose of INX234P in individual animals. INX234P was dosed i.v. at 15

mg/Kg. Animals were bled at the time points indicated, serum isolated and cortisol levels measured by ELISA (n=4
cynomolgus monkeys).

FIG. 114

PBL-SM3 normalized/ml PBL P-cys normalized/ml
60 . 800
- Cyno1
= Cyno2 600
_ -+ Cyno3
%, - Cyno4 %, 400
= o
20
200
i i
0 24 48 72 96 120 144 168 192 0 24 48 72 96 120 144 168 192

hours post dose hours post dose

Figure 114: PK of linker payload {P-cys) and released payload (SM3) in PBL. INX234P was dosed i.v. at 15 mg/Kg.
Animals were bled at the time points indicated, PBL isolated and analyzed by MS (n=4 cynomolgus monkeys, SEM).
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Figure 115: PK of linker payload (P-cys) and released payload (SM3) in serum. INX234P was dosed i.v. at 15 mg/Kg.
Animals were bled at the time points indicated, serum isolated and analyzed by MS (n=4 cynomolgus monkeys, SEM).
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Figure 116: Steroid responsive genes in PBL are upregulated by INX234P. INX234P was dosed i.v. at 15 mg/Kg.
Animals were bled at the time points indicated, PBLisolated and subjected to RNA isolation, gene transcription levels
were measured by RNAseq and are presented as fold changes vs pre-bleed (n=4 cynomolgus monkeys).
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Figure 117: INX201J, INX231P and INX231V induce FKBP5 in human PBMC by 4h. FKBPS induction in human
PBMC incubated with 1 uM conjugated payload at 4h as measured by RT PCR relative to GAPDH. n=1 donor.
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FIGURE 118A

(6aR,6bS,75,8aS,8bS,10R,11aR,12a8S,12b "2 o * CHicooH
S)-10-(4-((2-aminothiazol-5- oj,..\mN»—Nuz
yl)methyl)phenyl)-7-hydroxy-8b-(2- )
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b- °
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxo!-4-
1 one AcOH salt

INX-SM-1

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((2-aminothiazol-4-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
2 one AcOH salt

©/\EN & CH3COOH
" | D—NH,
< >

INX-SM-2

)

(6aR,6bS,7S,8aS,8bS,10R,11aR,12a8,12b
S)-10-(4-((3-aminobicyclo[1.1.1]pentan-1-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a, 8b,11a,12,12a,12b-
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
3 one

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b | o Ho
S)-10-(3-(3-aminobenzyl) {
bicyclo[1.1.1]pentan-1-yl)-7-hydroxy-8b-(2- RS
hydroxyacetyl)-6a,8a-dimethyl- -0
1,2,6a,6b,7,8 ,8a, 8b,11a,12,12a,12b- _—

dodecahydro-4H-
INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4- NH,
4 one

((6aR, 6bS, 7S, 8aS, 8bS, 10R, 11aR, i

12aS, 12bS)-10- (2- (3-aminobenzyl) HO . Nk

thiazol-5-yl) -7-hydroxy- 8b -(2- . { Zgw@f\@/
HH

hydroxyacetyl)-6a, 8a-dimethyl-1, 2, 6a, 6b,
7, 8, 8a, 8b, 11a, 12, 12a, 12b- INX-SM-6
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
6 one

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((5-aminothiazol-2-yl)methyl)
phenyl)-7-hydroxy-8b-(2-hydroxyacetyl)-
6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxo!-4-
7 one
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INX-SM-

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((4-aminocuban-1-yl)methyl)
phenyl)-7-hydroxy-8b-(2-hydroxyacetyl)-
6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
10

(6aR, 6bS, 7S, 8aS, 8bS, 11aR, 12a8,
12bS)-10-(4-((4-aminobicyclo[2.2.2]octan-
1-yl) methyl) phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a, 8a-dimethyl-1, 2, 6a, 6b,
7,8, 8a, 8b, 11a, 12, 12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
11

S-(cyanomethyl)
(25,6aS,6bR,7S,8aS,8bS,10R,11aR,12a8S,
12bS)-10-(4-((6-aminospiro[3.3]heptan-2-
yl)methyl)phenyl)-2,6b-difluoro-7-hydroxy-
6a,8a-dimethyl-4-oxo-
1,2,4,6a,6b,7,8,8a,11a,12,12a,12b-
dodecahydro-8bH-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxole-
8b-carbothioate 2,2,2-trifluoroacetate

INX-SM-
13

(6aS,6bR,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((3-aminobicyclo[1.1.1]pentan-1-
yl)methyl)phenyl)-6b-fluoro-7-hydroxy-8b-
(2-hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,118,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
14

(2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS,
12bS)-10-(4-(((1r,4R)-4-
aminocyclohexyl)methyl)phenyl)-2,6b-
difluoro-7-hydroxy-8b-(2-hydroxyacetyl)-
6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1':4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
15

(25,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS,
12bS)-10-(4-(((1s,4S)-4-
aminocyclohexyl)methyi)phenyl)-2,6b-
difluoro-7-hydroxy-8b-(2-hydroxyacetyl)-
6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphthof2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one
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FIGURE 118C

(6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)-
10-(4-((3-aminobicyclo[1.1.1]pentan-1-
yl)methyl)benzoyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl- '
1,6a,6b,7,8,8a,8b,9,10,11,11a,12,12a,12b-
INX-SM- | tetradecahydronaphtho[2',1":4,5]indeno[1,2-
16 c]pyrrol-4(2H)-one

(6aR,6bS,75,8aS,8bS,11aR,12aS,12bS)-
10-(4-((3-aminobicyclof1.1.1]pentan-1-
yl)methyl)benzyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,6a,6b,7,8,8a,8b,9,10,11,11a,12,12a,12b-
INX-SM- | tetradecahydronaphtho([2',1":4,5]indeno[1,2-
17 c]pyrrol-4(2H)-one

(6aR,6bS,75,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((4-aminocyclohexyl)oxy)phenyl)-
7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
18 one 2,2,2-trifluoroacetate

6-(4
((2S,6aS,6bR,75,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-6a,8a-
dimethyl-4-oxo-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
INX-SM- | 10-yl)benzyl)spiro[3.3]heptan-2-aminium
21 2,2 2-trifluoroacetate

CF4COOH

(2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12a8,
12bS)-10-(4-((3-aminobicyclo[1.1.1]pentan-
1-yl)methyl)phenyl)-2,6b-difluoro-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-
1,2,6a,6b,7,8,8a,8b,112,12,12a,12b-
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
24 one

(2S,6aS,6bR,75,8aS5,8bS,10R,11aR,12aS,
12bS)-10-(4-((6-aminospiro[3.3]heptan-2-
yl)methyl)phenyl)-2,6b-difluoro-7-hydroxy-
8b-(2-hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
25 one
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INX-SM-

(2S,6aS,6bR,7S,8aS,8bS,11aR,12aS,12bS
)-10-(4-(3-aminobenzyl)phenyl)-2,6b-
difluoro-7-hydroxy-8b-(2-hydroxyacetyl)-
6a,8a-dimethyl-
1,6a,6b,7,8,8a,8b,9,10,11,11a,12,12a,12b- .
tetradecahydronaphtho[2',1":4,5]indeno[1,2-
clpyrrol-4(2H)-one

INX-SM-

(6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)-
10-(4-((5-oxa-2-azaspiro[3.4]octan-7-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b, 11a,12, 12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
32

(6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)-
10-(4-((6-aminospiro[3.3]heptan-2-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphthol[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
33

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((3-aminooxetan-3-
yl)methyl)pheny!)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodeca hydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one (INX-SM-33)

INX-SM-
34

(6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)-
10-(4-((3-aminobicyclo[1.1.1]pentan-1-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,6a,6b,7,8,8a,8b,9,10,11,11a,12,12a,12b-
tetradecahydronaphthof2',1":4,5]indeno[1,2-
c]pyrrol-4(2H)-one 2,2 2-trifluoroacetate

INX-SM-
35

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((1-amino-3,3-diflucrocyclo
butyl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl
1,2,6a,6b,7,8,8a,8b, 11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-

one
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(6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)- Q
10-(4-((4-amino-2-oxabicyclo[2.2.2]octan-1-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-

INX-SM- | naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
36 one 2,2,2-trifluoroacetate

H
° NH, !

.CF,COOH

(6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)-
10-(4-((6-aminospiro[3.3]heptan-2-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,6a,6b,7,8,8a,8b,9,10,11,11a,12,12a,12b-
INX-SM- | tetradecahydronaphtho[2',1':4,5]indeno
37 [1,2-c]pyrrol-4(2H)-one

NH,

6-(4-

((6aR,6bS,7S,8aS,8bS,10R,11aR,12a8,12
bS)-7-hydroxy-6a,8a-dimethyl-4-oxo-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
INX-SM- | 10-yl)benzyl)spiro[3.3]heptan-2-aminium
38 2,2,2-trifluoroacetate

C : “NH,

CF3COOH

40

(6aR,6bS,7S,8aS,8bS,11aR,12a8S,12bS)-
10-(4-(3-aminobenzyl)phenyl)-7-hydroxy-
8b-(2-hydroxyacetyl)-6a,8a-dimethyl-
1,6a,6b,7,8,8a,8b,9,10,11,11a,12,12a,12b-
tetradecahydronaphthof2',1":4,5]indeno[1,2-
INX-SM- | c]pyrrol-4(2H)-one

(6aR,6bS,7S,8aS,8bS,11aR,12a8S,12bS)-
10-(4-((3-aminobicyclo[1.1.1]pentan-1-
yl)methyl)phenyl)-7-hydroxy-6a,8a-
dimethyl-4-oxo-
1,4,6a,6b,7,8,8a2,9,10,11,11a,12,12a,12b-
tetradecahydronaphtho[2',1":4,5]indeno[1,2-
INX-SM- | c]pyrrole-8b(2H)-carboxylic acid compound
42 with 2,2 2-trifluoroacetic acid

INX-SM- | one
43

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((6-aminospiro[3.3]heptan-2-
yl)oxy)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12, 12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
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FIGURE 118F

INX-SM-
44

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((6-aminospiro[3.3]heptan-2-
yl)oxy)-2-fluorophenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((3-aminospiro[3.3]heptan-1-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one 2,2 2-trifluoroacetate

INX-SM-
46

(6aR 6bS,7S,8aS,8bS,10R,11aR,12aS5,12b
S)-10-(4-((6-aminospiro[2.5]octan-1-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one 2,2,2-trifluoroacetate

NH,
.CF3COCH

INX-SM-

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-10-(4-((2-azaspiro[3.3]heptan-6-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indenof1,2-d][1,3]dioxol-4-
one 2,2,2-trifluoroacetate

INX-SM-
48

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-10-(4-
((octahydrocyclopenta[c]pyrrol-5-
yl)methyl)phenyl)-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H- ,
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one 2,2,2-trifluoroacetate

CF3;CO0H

INX-SM-
49

(6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12b
S)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-10-(4-((3-
(methylamino)cyclobutyl)methyl)phenyl)-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d]{1,3]dioxol-4-
one
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INX-SM-
53

(6aR,6bS,75,8aS,8bS,10S,11aR,12aS,12b
S)-10-(4-((3-aminobicyclo[1.1.1]pentan-1-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b, 11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

H
v/ .
2 \@®
INX-SM-53 NHz

INX-SM-
54

(6aR,6bS,7S5,8aS,8bS,10S,11aR,12aS,12b
S)-10-(3-(3-
aminobenzyl)bicyclo[t.1.1]pentan-1-yl)-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

NH,

INX-SM-

(6aR, 6bS, 7S, 8aS, 8bS, 10S, 11aR, 12aS
,12bS)-10-(2-(3-aminobenzyl) thiazol-5-yl)-
7-hydroxy-8b-(2-hydroxyacetyl)-6a, 8a-
dimethyl-1, 2, 6a, 6b, 7, 8, 8a, 8b, 11a, 12,
12a, 12b-dodecahydro-4H-
naphtho[2',1":4,5}indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
57

(6aR,6bS,75,8aS,8bS,10S,11aR,12aS,12b
S)-10-(4-((5-aminothiazol-2-
yl)methyl)phenyl)-7-hydroxy-8b-(2-
hydroxyacety!)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

INX-SM-
63

(6aS,6bR,7S,8a8S,8bS,10S,11aR,12aS,12b
S)-10-(4-((3-aminobicyclo[1.1.1]pentan-1-
ylymethyl)phenyl)-6b-fluoro-7-hydroxy-8b-
(2-hydroxyacetyl)-6a,8a-dimethyl-
1,2,6a,6b,7,8,8a,8b,112,12,12a,12b-
dodecahydro-4H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-4-
one

NH,

INX-SM-
74

(25,6aS,6bR,7S,8aS,8bS,10S,11aR,12a8S,
12bS)-10-(4-((3-aminobicyclo[1.1.1]pentan-
1-yl) methyl)phenyl)-2,6b-difluoro-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-1,2,6a,6b,
7.8,8a,8b,11a,12,12a,12b-dodecahydro-
4H-naphtho[2',1":4,5]indeno[1,2-
d][1,3]dioxol-4-one

INX-SM-74

NH,
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INX N

' (S)-4-(2-(2-bromoacetamido)acetamido)-5-

| (5-(4-

| ((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-

dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)thiazol-2-yl)amino)-5-
oxopentanoic acid

INX O

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-((3-
((6aR,6bS,75,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)bicyclo[1.1.1]pentan-1-
yh)methyl)phenyl)amino)-5-oxopentanocic
acid

INX P

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-(4-((6aR,6bS,75,8aS,8bS,10R,
11aR,12aS5,12bS)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b, 11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl) bicycle[1.1.1]pentan-1-
yl)amino)-5-oxopentanoic acid

INX Q

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((4-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12a5,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)thiazol-2-yl)amino)-5-
oxopentanoic acid

INXR

(S)-2-(2-bromoacetamido)-N-((S)-1-((3-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,
12a8S,12bS)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a, 12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl) bicyclo[1.1.1]pentan-1-
yl)amino)-1-oxopropan-2-yl)propanamide
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(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-(4-((28,6aS,6bR,7S,8aS,8bS,
10R,11aR,12a8,12bS)-2,6b-difluoro-7-
hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethy!-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)bicyclo[1.1.1]pentan-1-

INX S yl)amino)-5-oxopentanoic acid

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-(4-((6aR,6bS,7S,8aS5,8bS,10R,
11aR,12a8,12bS)-7-hydroxy-6a,8a-
dimethyl-4-oxo0-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6h,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d](1,3]dioxol-
10-yl)benzyl)bicyclo[1.1.1]pentan-1-

INXT yl)amino)-5-oxopentanoic acid

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(4-((6aR,6bS,7S,8aS,8bS,10R,
11aR,12a8,12bS)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a, 8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3]heptan-2-yl)amino)-
INX V 5-oxopentanoic acid

(S)-6-amino-2-(2-(2-
bromoacetamido)acetamido)-N-(3-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,
12a$,12bS)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12, 12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)bicycle [1.1.1]pentan-1-

INX W yhhexanamide

(S)-2-(2-(2-bromoacetamido)acetamido)-
N1-(3-(4-((6aR,6bS,7S,8aS, 8bS,10R,
11aR,12a8,12bS)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a, 8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl) benzyl)bicyclo[1.1.1]pentan-1-

INX X yl)succinamide
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INXY

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-(4-((62S,6bR,7S,8aS,8bS,10R,
11aR,12aS,12bS)-6b-fluoro-7-hydroxy-8b-
(2-hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2.,4,6a, 6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3] dioxol-
10-yl)benzyl)bicyclo[1.1.1]pentan-1-
yl)Jamino)-5-oxopentanoic acid

INX Z

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((4-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)bicyclo[2.2.2]octan-1-
yl)amino)-5-oxopentanoic acid

INX A1

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3,3-difluoro-1-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)cyclobutyl)amino)-5-
oxopentanoic acid

INX A2

(45)-4-(2-(2-bromoacetamido)acetamido)-
5-(((2S,3R,4R,5S)-4-(4-
((6aR,6bS,75,8a8,8bS,10R,11aR,12a8,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,82a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d]}[1,3]dioxol-
10-yl)benzyl)cuban-1-yl)amino)-5-
oxopentanoic acid

INX A3

(S)-6-amino-2-(2-(2-
bromoacetamido)acetamido)-N-(6-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12a5,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3]heptan-2-
yl)hexanamide 2,2,2-trifluoroacetate
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INX A4

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indenc[1,2-d][1,3]dioxol-
10-yl)phenoxy)spiro[3.3]heptan-2-
yl)amino)-5-oxopentanoic acid

INX AS

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(3-fluoro-4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12a8,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5}indeno[1,2-d][1,3]dioxol-
10-yl)phenoxy)spiro[3.3]heptan-2-
yl)amino)-5-oxopentanoic acid

INX A6

(S)-6-amino-2-(2-(2-
bromoacetamido)acetamido)-N-(6-(4-
((2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho{2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3]heptan-2-
yhhexanamide

INX A7

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-6a,8a-dimethyl-4-oxo-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1':4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3]heptan-2-yl)amino)-
5-oxopentanoic acid

INX A8

(45)-4-(2-(2-bromoacetamido)acetamido)-
5-((3-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS5,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1':4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3]heptan-1-yl)amino)-
5-oxopentanoic acid
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INX A9

(4S)-4-(2-(2-bromoacetamido)acetamido)-
5-((1-(4-
((6aR,6bS,7S5,8aS,8bS,10R,11aR,12a5,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-

2,4 6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[2.5]octan-6-yl)amino)-5-
oxopentanoic acid

INXA10

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(4-((6aR,6bS,7S,8aS,8bS,11aR,
12a8,12bS)-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
1,4,6a,6b,7,8,8a,8b,9,11, 11a,12,12a,12b-
tetradecahydronaphtho[2',1":4,5]indeno[1,2-
c]pyrrol-10(2H)-yl)benzyl)spiro[3.3]heptan-
2-yl)amino)-5-oxopentanoic acid

INX A11

(8)-2-(2-(2-bromoacetamido)acetamido)-
N1-(6-(4-
((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3]heptan-2-
yl)succinamide

INX A12

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(4-
((2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-6a,8a-
dimethyl-4-oxo-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indenof1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3]heptan-2-yl)amino)-
5-oxopentanoic acid

\—_400

INXA13

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-(4-
((6aR,6bS,7S,8aS,8bS,11aR,12a8,12bS)-
7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
1,4,6a,6b,7,8,8a,8b,9,11,11a,12,12a,12b-
tetradecahydronaphthof2',1":4,5]indeno[1,2-
cJpyrrol-10(2H)-
yl)benzy!)bicyclo[1.1.1]pentan-1-yl)amino)-
5-oxopentanoic acid
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((3-(4-

INX A14

(S)-4-(2-(2-bromoacetamido)acetamido)-5- 0.

((2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-6a,8a-
dimethyl-4-oxo0-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":.4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)bicyclo[1.1.1]pentan-1-
yl)amino)-5-oxopentanoic acid

((6-(4-

INX A15

(S)-4-(2-(2-bromoacetamido)acetamido)-5- 0s "

((6aR,6bS,7S,8aS,8bS,10R,11aR,12a5,12
bS)-7-hydroxy-6a,8a-dimethyl-4-oxo-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d]{1,3]dioxol-
10-yl)phenoxy)spiro[3.3]heptan-2-
yl)amino)-5-oxopentanoic acid

((6-(4-

INX A16

(S)-4-(2-(2-bromoacetamido)acetamido)-5-

((2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-6a,8a-
dimethyl-4-oxo0-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)phenoxy)spiro[3.3]Jheptan-2-
yl)amino)-5-oxopentanoic acid

INX A17

(S)-4-(2-(2-bromoacetamido)acetamido)-5- O]
((6-(3-fluoro-4- o,
((6aR,6bS,7S,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)phenoxy)spiro[3.3]heptan-2-
yl)amino)-5-oxopentanoic acid
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INX A18

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(4- |
((2S5,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-6a,8a-
dimethyl-4-oxo-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indenco[1,2-d]{1,3]dioxol-
10-yl)-3-fluorophenoxy)spiro[3.3]heptan-2-
yl)amino)-5-oxopentanoic acid

INX A19

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
(6-(4-
((6aR,6bS,75,8aS,8bS,10R,11aR,12aS5,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]}indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)-2-azaspiro[3.3]heptan-2-yl)-5-
oxopentanoic acid

INX A20

(4S)-4-(2-(2-bromoacetamido)acetamido)-
5-(5-(4-
((6aR,6bS,75,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-2,4,6a,6b,7,8,8a,8b,11a
,12,12a,12b-dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)hexahydrocyclopenta[c]pyrrol-
2(1H)-yh-5-oxopentanoic acid

INX A21

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-(4-
((6aR,6bS,75,8aS,8bS,10R,11aR,12aS,12
bS)-7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)cyclobutyl)(methyl)amino)-5-
oxopentanoic acid

INX A23

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((6-(4-
((2S,6aS,6bR,7S5,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1:4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)spiro[3.3}heptan-2-yl)amino)-
5-oxopentanoic acid ]
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INX A24

((4S)-4-(2-(2-bromoacetamido)acetamido)-
5-((1-(4-
((6aR,6bS,75,8aS,8bS,11aR,12aS,12bS)-
7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)-2-oxabicyclo[2.2.2]octan-4-
yl)amino)-5-oxopentanoic acid

z
T

INX A25

(4S)-4-(2-(2-bromoacetamido)acetamido)-
5-((1-(4-
((6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)-
7-hydroxy-6a,8a-dimethyl-4-oxo-8b-(2-
(phosphonooxy)acetyl)-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)-2-oxabicyclo[2.2.2]octan-4-
yl)amino)-5-oxopentanoic acid

INX A27

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
(((1R,45)-4-(4-
((2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1":4,5]indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)cyclohexylyamino)-5-
oxopentanoic acid

INX A28

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
(((1S,4R)-4-(4-
((2S,6aS,6bR,7S,8aS,8bS,10R,11aR,12aS
,12bS)-2,6b-difluoro-7-hydroxy-8b-(2-
hydroxyacetyl)-6a,8a-dimethyl-4-oxo-
2,4,6a,6b,7,8,8a,8b,11a,12,12a,12b-
dodecahydro-1H-
naphtho[2',1':4,5)indeno[1,2-d][1,3]dioxol-
10-yl)benzyl)cyclohexyl)amino)-5-
oxopentanoic acid

INX A29

(S)-4-(2-(2-bromoacetamido)acetamido)-5-
((3-(4-
((6aR,6bS,7S,8aS,8bS,11aR,12aS,12bS)-
7-hydroxy-8b-(2-hydroxyacetyl)-6a,8a-
dimethyl-4-oxo-
1,4,6a,6b,7,8,8a,8b,9,11,11a,12,12a,12b-
tetradecahydronaphtho[2',1":4,5]indeno[1,2-
c]pyrrol-10(2H)-yl)benzyl)phenyl)amino)-5-
oxopentanoic acid
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Figure 119: INX234P treatment reduces human PBMC expansion. Peripheral blood was collected on day 21 and human
CD45 positive cells quantified by flow cytometry. Mice were dosed once a week from day 0 to day 34 (SEM; n=8/group)
(Dosing at 10 mg/Kg, INX234P provided 0.2mg/kg of INX P linker payload).

FIG. 120

5 1004
= K
H west 5
3 -©- hig o i -+ higG1
b-d Q 1 —_
2 B N3P S g i INX234P
K] & INX234 5 e -t INX234
= [}
£ g i
® g i
7 + r J ¢ T T T 1
0 2 40 60 20 40 60 80
Weekly  Day Weekly Day
treatment treaiment
1207 -o- higG1 1207 -5 INX234P
& 1104 ) £
S H 5
> 100 > >
h-] ° o
2 2 2
5 % ] K
= ] =
£ £ £
£ w s 2

0 20 40 60 80 0 20 o) 80 80
Day Day

Figure 120: INX234P treatment improves mouse survival. Mice were dosed i.p. at 10 mg/Kg (or 0.2 mg/Kg of INX P
linker payload) once a week from day O to day 34. Upper left graph shows the mean weight changes as percentage of
initial body weight; the 3 bottom graphs show the individual mice % of weight loss; the right upper graph is a Kaplan-
Meyer survival curve; the grey bar above (lower graphs) or below (upper graphs) indicates the treatment period (SEM;
n=8/group).
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Figure 121: INX234V/P treatment reduces human T cell expansion. Peripheral blood was collected weekly starting on
day 15 post transfer and human CD45+ CD3+ positive cells were quantified by flow cytometry. Mice were dosed once
a week from day 0 (SEM; n=8/group) (Dosing at 10 mg/Kg, INX234V and INX234P provided 0.2mg/kg of INX V or INX

P linker payload respectively).
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Figure 122: INX234V/P treatment improves mouse survival. Mice were dosed i.p. at 10 mg/Kg (or 0.2 mg/Kg of INXV
or INX P linker payload) once a week starting on day 0. Upper left graph shows the mean weight changes as percentage
of initial body weight; the 3 bottom graphs show the individual mice % of weight loss; the right upper graphis a Kaplan-

Meyer survival curve.
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Figure 123: INX234P treatment improves mouse survival. Mice were dosed i.p. at 10 mg/Kg (and 0.2 mg/Kg of INX P
linker payload where applicable) for both INX234P and INX234, once a week from day O to day 61. Upper left graph
shows the mean weight changes as percentage of initial body weight; the 3 bottom graphs show the individual mice
% of weight loss; the right upper graph is a Kaplan-Meyer survival curve; the grey bar above (lower graphs) or below
(upper graphs) indicates the treatment period {SEM; n=10/group except the INX234P group with n=9).
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Figure 124: High dose dexamethasone treatment improves mouse survival. Mice were dosed i.p. at 2 (high) or 0.2
{low) mg/Kg once a week from day O to day 61. Upper left graph shows the mean weight changes as percentage of
initial body weight; the 3 bottom graphs show the individual mice % of weight loss; the right upper graph is a Kaplan-
Meyer survival curve; the grey bar above (lower graphs) or below (upper graphs) indicates the treatment period (SEM;
n=10/group).
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Figure 125: INX234V treatment improves mouse survival. Mice were dosed i.p. at 10 mg/Kg (and 0.2 mg/Kg of INX V
linker payload where applicable) for both INX234V and INX234 once a week from day 21 to day 80. Upper left graph
shows the mean weight changes as percentage of initial body weight; the 3 bottom graphs show the individual mice
% of weight loss; the right upper graph is a Kaplan-Meyer survival curve; the grey bar above (lower graphs) or below
(upper graphs) indicates the treatment period (SEM; n=10/group except for INX234 treated group where n=5).
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Figure 126: Low dose dexamethasone treatment improves mouse survival. Mice were dosed i.p. at 2 (high) or 0.2
(low) mg/Kg once a week from day 21 to day 80. Upper left graph shows the mean weight changes as percentage of
initial body weight; the 3 bottom graphs show the individual mice % of weight loss; the right upper graph is a Kaplan-
Mever survival curve; the grey bar above (lower graphs) or below (upper graphs) indicates the treatment period (SEM;
n=10/group).
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Figure 127: INX234V treatment prevents T cell expansion and activation. Mice were dosed i.p. at 10 mg/Kg {and 0.2
mg/Kg of V payload where applicable) for INX234V or INX234 and at 2 (high) or 0.2 {low) mg/Kg of Dex once a week
from day 21 to day 80. Upper left graphs show naive T cell number from blood for INX234V and INX234 vs PBS on the
left and Dex at high and low doses vs PBS on the right; lower left and right graphs indicate the frequencies of CD45RB+
CD4 T cells for the same groups; the grey bar above indicates the treatment period (SEM; n=10/group except for
INX234 treated group where n=5).
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