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FIGURE 1

p-Methoxybenzylthioether Acid

ﬁ?lask ) l ) [ Waste
CHARGE :

piperidine

3,3-dimethylacrylic acid

p-methoxybenzylthiol

HEAT to 95 °C
STIR for 15 hours

CHARGE {Separatory Funnel |

methylene chloride - WASH

with 3 portions 1M HCl
then water """"'""""“'"’ agueous to waste

DRY
organic phase over MgSO,

IBiichner Filter !
[Flask | FILTER the dried solution ===«= - solids to waste

CONCENTRATE
the product solution

CHARGE |Biichner Filter |
heptane to precipitate 2 FILTER the slurry ===e=sssses  filtrates to waste

|Flask |

CHARGE
CH,Cl, to dissolve product

CHARGE [Biichuer Filter ]
heptane to precipitate mmmefipe FILTER the shurry evesees suesecfp filtrates to waste

{Vacuum Oven |
DRY the product




FIGURE 2

2/3

p-Methoxybenzylthioether Hydrazide

thioether acid oxalyl chloride, CH,Cl,
CH,Cl,

CHARGE
oxalyl chloride solution

HEAT [Rotary Evaporator |
10 35 °C and stir for 1 hour === CONCENTRATE rxn. mix. ====%- distillates to waste

[Flask |

CHARGE CHy(Cl
COOL to -76 to -65 °C

SLOWLY CHARGE NH2NH2 CHARGE CH,Cl,
CHARGE

acid chloride solution
stir 30 minutes

WARM the reaction mix by {Rotary Evaporator !
removing cooling bath s CONCENTRATE rxn. mixseer==d distillates to waste

[Fiask |
CHARGE
reaction concentrate
methano) |Biichner Filter ]
NaOH - FILTER reaction mixeeas=ses=sep solids to waste
{Separatory Funnel |
wash CH,Cl, sol'n with H,0  ==="#water to waste
|Rotary Evaporator I
CONCENTRATE rxn. mix.*****® distillates to waste
CHARGE CH,Cl,, MgS04
[Biichner Filter |
FILTER the dried solution ====# solids to waste
|Flask | [Rotary Evaporator |
CHARGE s CONCENTRATE filtrates ==** distillates to waste
crude product CH,Cl, filtrate
ethy! ether | Biichner Filter |
heptane $ FILTER precipitated product === filirates to waste

[Vacuum Oven |
DRY the purified product
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FIGURE 3
DMH LINKER
[Flask | |Biichner Filter ) [Waste
CHARGE FILTER reaction mixture =»es=«««§ solids to waste
trifluoroacetic acid iﬁtarv Evaporator
thiol hydrazide, anisole CONCENTRATE filtrates
trifluoromethanesulfonic acid CHARGE CH,Cl,
STIRat10-15°Cfor2h CONCENTRATE solution s=»e«su  distillates to waste
CHARGE cold methanol |Separatory Funnel j
|Flask | CHARGE concentrate, water
CHARGE 8queous e WASH with 3 X CHyCl; =eex«~ ==« Organics to waste
CHARGE basic resin |Biichner Filter |

until pH = 6.5 10 7.5 ssmmmmmmsomeseemfip-  FILTER off resin ssceveessnvnnadie  solids to waste
CHARGE ag. HCl to filtrate

[Rotary Evaporator |
CONCENTRATE solution ===«ss««dpp- distillates to waste
CHARGE ethanol
CONCENTRATE solution  ss=«es«s g distillates to waste
CHARGE ethyl acetate
CONCENTRATE solution veseessj distillates to waste
CHARGE ethyl acetate
[Flask | STIR at 20-25 °C for 15 min
CHARGE filter cake, EtOAc - |Biichner Filter |
HEAT to 50 °C FILTER the Slurry seessssssecsal  filtrates to waste
\ IBiichner Filter |
[Flask | FILTER the slurry  «sessscavascadin  filtrates to waste
CHARGE HCl salt cake, water «ff=== DRY cake
CHARGE basic resin | Biichner Filter }
until pH = 6.5 10 7.5 swesmsselfp-~ FILTER Off T€SIN_evswusnruzasscaafp  solids to waste
|Rotary Evaporator |
CONCENTRATE solution sss===vs. - distillates to waste
CHARGE ethanol
CONCENTRATE solution «ss==o  distillates to waste
[Flask | CHARGE ethyl ether
CHARGE CL-332258, crude <= CONCENTRATE solution =«-«« distillates to waste
and CH,Cl, [Biichner Filter ]
STIR at 15-30 °C for 30 min =gy , FILTER off insolubles s=csareuo. e solids to waste
|Flask | Biichner Filter
CHARGE filtrates, silica / FILTER off silica '"'""""""'> solids to waste
STIR at 20-30 °C for 30 min [Rotary Evaporator |

CONCENTRATE solution



