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FIG. 1. Synthesis of P1 and P2
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FIG. 2A. Synthesis of Payloads P3-P9, P13, P14, and P17
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FIG. 2B. Synthesis of Payloads P10 and P11

j\oj)J\AH?\OH

NHFmoc
(Fmoc-Glu(OtBu)-OH)

W
3) HAT, DIPEA, DM, 1,4 >L 2 2 HY
2) piperidine, rt, 2 h OJ\/\H‘\H o, O
NH,

15a, R
16b, R

A
)

14
2

H
CH,CH,COOtBu

H
CH,CH,COOH

FIG. 2C. Synthesis of Payload P19
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FIG. 3. General Synthesis of Linker and LP1-5 and LP20
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FIG. 4. Synthesis of LP6
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FIG. 5. Synthesis of LP7
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FIG. 6. Synthesis of LP8
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FIG. 7. Synthesis of LP9
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FIG. 8. Synthesis of LP10 and LP11

2
FmocHN H
° [¢)
M

NH,
N° NHz 116
1) 116, DIPEA, DMF, rt, 4 h
P7, R = CH,COOH 2) piperidine, DMF, rt, 10 min.
P8, R = CH,CH,COOH
)
NH ﬁ’ o o
2 NN o o.
N N
O ) H/\& Qa\g b
H 107 o
o 1 o DIPEA, DMF, rt, 4 h
NJI\NH2 123a, R = CH,COOH
H 123b, R = CH,CH,COOH

ZT

NH;

1L

N” 'NH
N 2

o] H (o] H o] Oinjn\r(
eataiati il
O o

LP10, R = CH,COOH
LP11, R = CH,CH,COOH



WO 2020/106780 PCT/US2019/062302

10/15

FIG. 9. Synthesis of P12 and LP12; and P16 and LP16
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FIG. 9A. Synthesis of LP13 and LP14
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FIG. 9B. Synthesis of LP15
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FIG. 9C. Synthesis of P18 and LP17 and LP18
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FIG. 9D. Synthesis of LP19
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FIG. 10. Synthesis of Azide 105a
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FIG. 13. Activation of Cholesterol Efflux by an anti-MSR1 ADC Having a P2 Payload
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