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Step 1: Synthesis of Linker

o}

Ho)l\/\/\/\/\/\/NHZ

12-Aminododecanoic Acid (AD)
C12Ha5NO,
Mol. Wt.: 215.33

AD -Boc
Cy7H33NO,
Mol. Wt.: 315.45

Step 2: Synthesis of DBTg

Thapsigargin (Tg)
C34H50012
Mol. Wt.: 650.75

Step 3: Synthesis of BOC-12-ADT

DBTg
C30H44014
Mol. Wt.: 580.66
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FIGURE 1
Synthesis of G-202
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Mol. Wt.: 878.1
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Step 4: Synthesis of 12-ADT (TFA salt)

Boc-12ADT
Cy7H75NO14
Mol. Wt.: 878.1

Step 5: PG-202

12-ADT
CoHerNO 42
Mol. Wt.: 777.98
(TFA salt MW = 892.00)

R .

CH,Cl,

EDC, iProNEt
HOBt, DMF

D
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12-ADT
Cy4oHe7NO; 5
Mol. Wt.: 777.98
(TFA salt MW = 892.00)
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NHBOC/\/\H/ :l/f\)k /\/\n/ I\)( J<

Boc-Asp-Glu(OtBu)-Glu(OtBu)-Glu(OtBu)-OtBu
Ca9HgaN504
Mol. Wt.: 1030.21
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PG-202

0 Co1H148N¢O29

MW = 1790.17
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Step 6: Crude G-202 (TFA Salt)

o O © ! 0 O 9y o
N : N )<
PG-202 /|\ /|\
o Cg1H148NsO29
MW = 1790.17
Et,SiH
TFA/CH,CI,
Oy OH OxCH
\/ %/
H\n/\‘)J\ H i H X
N N OH
2 O~ "OH O™ OH
Crude G-202 (TFA Salt) 9
[¢) Formula: CggH101F3NgOag E CJ\OH
FW: 152355 °
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Step 7: Purified G-202 (Free Base)

o O%_/OH O%_/OH
N N OH
) I r H/\/\g/ H/\/\[O]/
2 0" “OH 0~ "OH
Y Crude G-202 (TFA Salt) 0
Formula: CggHg1FaNgOag
FW: 1523.55 FaC™ o
Chromatography
Oy ~OH o OxOH

G-202 (Free Base)
CasH100Ns027
Molecular Weight: 1409.52
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