E249: Synthesis of Lenacapavir sodium
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(R)-epichlorohydrin

1) Copper iodine, THF, -78°C
2) allylmagnesium bromide,
THF, 20°C

3) KOH

4) n-Buli, 2,2,6,6-TMP,
TBE, -5°C

BE,
o 5) NaOCl, TEMPO,

12) LDA,, THF, -78°C
then DMF

F

17) (S)-t-butylsulfinamide,
Cs2C03, NMP

Cl
o

6) KOtBu,

then NaNO,, H3PO,, H,0

7) 1,2-ethanedithiol, p-TsOH
o AcOH
8) p-TsOH, MEK/H,0

<

13) hydroxylamine-O-sulfonic acid
Acetic acid, water, 50°C

Br. N 19) Conc HCI, MeCN
7 Br
22) LiOH, EtOH

23) BBj, NEts, TsP, MeCN
24) BB,, PdCly, cyPPh;, KHCO3
Me-THF/H,0

e
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9) LIHMDS, F4CCO,Et,
10)Ethyl hydrazinoacetate
LiCl, HCI, EtOH, 45°C

Knorr pyrazole synthesis

11) Olah’s reagent, DBDMH,
DCM, -10°C

16)B,piny, Potassium proprionate,
Pd(PPhs),Cl,

14) hydrazine, F
EtOH, 80°C Br KF
15) CF4CH,0TH, Cs,CO;, F
DMF, rt N\
N
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cl NH,
F
NH3+ 20) Anion exchange to mandelate
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Pd(PPhy),Cly, NEt;, 70°C

25) MsCl, Et;N
then NaOH
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Lenacapavir sodium
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E249: Synthesis of Rameswaralide

1)MW, water, 200°C 3)K2CO03, 12, DMAP 5)MeLi, THF, -78°C

HO
ar 2) TBSCI, Et;N, DMAP oTBS 4) A, Pd,(dba);, AsPhg, CuT o~ 6) TBAF 4 7¢c,BoCM it ~\_O
— OH ozg o olBS —— >
HO

Piancatelli rearrangement o Diels-Alder lactonisation

13) LiBr, CAN, NBS, 100°C
14) DBU, DCM

8) NBS, THF, 0°C
9) TESOtf, Lutidine, DCM,-40°C
P

g

10) AIBN, Bu;SnH, toluene, 85°C
11) TBAF, THF

12) ZnEt,, DCM
Then CHBr3, 0,
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Simmons-Smith
Cyclopropanation

20) D, LiIHMDS, THF, -78°C
21) MeOH, mesitylene 120°C
sealed tube

15) CuTC, AsPh;, Pdy(dba)s

16)Et3N, TESOTF, DCM
17)TBAF:AcOH, THF

18) CuCl, Pd(OAc)2, air 19) Pyrrolidine, pyrolidine HCI

Wacker-Tsuji Oxidation Stork enamine cyclisation Julia-Koclenski Olefination

Rameswaralide
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