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1H NMR comparison of D4-5100 and intermediate

1H NMR confirmed the attachment of 8 molecules
Loading: 15%

1H NMR comparison of D4-5100 and intermediate
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*H-NMR for D4-disulfide-Dasatinib (AVT-5113)

§i

& molecules of Dasatinib attached with the dendrimer.
Drug loading: ~14%.

FIG. 58B
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D4-5113 stability in PBS

24h stability n PBS @ 37°C

SRR

No degradation was observed,

FIG. 58D
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D4-4531 intracellular release

Under intraceliuiar conditions, ~89% drug
was released in 15 days

FIG. 58G
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1H NMR comparison of R428 AXL inhibitor

£3-R328

The purity of the final compound s »98.9%,

The drug is visible at 323nm,

FIG. 584

128/138



PCT/US2022/033112

WO 2022/261504

A8S "Dl

BUSSELG UZIGNH ~ did
PSR J8H ~ 44
PLAERL G BETOIA ~ di

Yy AG ATUNOUS 95T WSl $59) Iy Ay Asprtdugr Dfvy A Aandu 941 uey) sia
WUETE TS MG
4

FUFE A U0 A ALL SR G Y

dH PUB 4y dIA U 8Z9-Y 10 AlIQeIs Bluseld

129/138



PCT/US2022/033112

WO 2022/261504

184 'Oid

W

% S - &

BERIBIST JO BoUBsId W 8T JO UOIENERAB AMINRIS

130/138



WO 2022/261504

=N
3

S
Ea

131/138

PCT/US2022/033112

FIG. 58M



PCT/US2022/033112

WO 2022/261504

N8BS "Olid

{99-99-0v} 1011 8244

ORI 7YY usdOBABE POYIBIN Y 1dH

132/138



PCT/US2022/033112

WO 2022/261504

08¢ "Bid

patejAsie-n 10§ %ST Buipeo) Brug Bpynsip @ patejAyje-N Uajul
¥ uoneBURd JBWUPpUSQ 7 5andopuy JO SSgINN
JOUGIYUL XY (YO QUINBLLIBANG /E060-d L punodiuod/3nig

(JouqIyut 1Xv) andojeue £060-dL JO SISPYIUAS

133/138



WO 2022/261504 PCT/US2022/033112

HNMR comparison of D4-5132 {D4-TR-0803 analogus}- AXL Inhibitor
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FIG. 58P

134/138



PCT/US2022/033112

WO 2022/261504

S S e S ] \\\\\\N

08¢ 'Did

‘%G1 ~ §1 Buipeot 3nig

JOUGIYU] IBIND-BESY-1( 18 S65Y-P( -SIOUGIYUL [T JO SISBYIUAS

135/138



WO 2022/261504 PCT/US2022/033112

1H NMR characterization of D4 cabozantinib analogues

From 1H NME, sttachment of 8-7 mnlacudes is confirmmed,
The drug loading based on & molecules ia V15% for both the conjugates.

FIG. 58R
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HPLC of D4-Cabozantinib analogues

Tsooook

Caborantinib analogues are >38% pure by HPLL,

FIG. 5885
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D4-Cabozantinib binding affinities for met & VEGFR-2 Kinome assay

Compounds MET nM VEGF nM
D4-4588 0.7 27
04-45895 1.6 14
D&-4598 .88 30
D6-459% {131 1
AVT-4538 Q.63 7.5
AVT-4585 .88 5.8

D4-4595 & D4-459

Plasma and intracellular conditions

oy 4 g i N O
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FIG. 58T
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