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FIGURE 1

p-Methoxybenzylthioether Acid

[Flask | . [Waste

CHARGE

piperidine
3,3-dimethylacrylic acid
p-methoxybenzylthiol

HEAT to 95 °C
STIR for 15 hours

CHARGE |Separatory Funnel |

methylene chloride sl WASH

with 3 portions 1M HCI
then water “""""""""‘“} aqueous to waste

DRY
organic phase over MgSO,

{Biichner Filter i
| Flask | FILTER the dried solution ==»«+§#-solids to waste
CONCENTRATE
the product solution
CHARGE {Biichner Filter |
heptane to precipitate ~—fgp- FILTER the slurry wecsraveses i filtrates to waste
|Flask |
CHARGE

CH,Cl, to dissolve product

CHARGE [Biichner Filter |
heptane to precipitate s FILTER the slurry seeseassnseacpp filtrates to waste

{Vacuum Oven |
DRY the product




FIGURE 2
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p-Methoxybenzylthioether Hydrazide

thicether acid oxalyl chioride, CH,Cl,
CH,Cl,

CHARGE
oxalyl chloride solution

HEAT [Rotary Evaporator —1
to 35 °C and stir for [ hour =¥ CONCENTRATE rxn. mix. =« distillates to waste

{Flask B
CHARGE CH,Cl,
COOL to -76 to -65 °C

SLOWLY CHARGE NH2NH2 . CHARGE CH,CJ,
CHARGE /

acid chloride solution
stir 30 minutes

WARM the reaction mix by {Rotary Evaporator 1
removing cooling bath ey CONCENTRATE rxn. mixa=«»=»%- distillates to waste
|Flask R
CHARGE
reaction concentrate
methanol |Biichner Filter 1
NaOH ==p- FILTER reaction mixreevssssesndp solids to waste
fgeparatory Funnel 1
wash CH,Cl, sol'n with H,0 ===® water to waste
!Rotarv Evaporator ]
CONCENTRATE rxn. mix.==*=*% distillates to waste
CHARGE CH,Cl,, MgS0O4
[Biichner Filter |
FILTER the dried solution sesed solids to waste
|Flask | |Rotary Evaporator ]
CHARGE s CONCENTRATE filtrates === distillates to waste
crude product CH,Cl, filtrate
ethyl ether I Biichner Filter 1
heptane ¥ FILTER precipitated product =s=4 filtrates to waste

[Vacuum Oven )
DRY the purified product
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FIGURE 3
DMH LINKER
[Flask | |Biichner Filter | [Waste
CHARGE FILTER reaction mixture «x=see««fp  solids to waste
trifluoroacetic acid IRotary Evaporator o
thiol hydrazide, anisole CONCENTRATE filtrates
trifluoromethanesulfonic acid CHARGE CH,Cl,
STIRat10-15°Cfor2h CONCENTRATE solution sssessiie  distillates to waste
CHARGE cold methanol |Separatory Funnel |
[Flask | CHARGE concentrate, water
CHARGE aqueous  «fmmemmmmmmmees  WASH with 3 X CH)Cl, exerxs oo Organics to waste
CHARGE basic resin |Biichner Filter

until pH = 6.5 t0 7.5 escmmmmmmmmmmemipe  FILTER Off resin sasusssssanvevadis  solids to waste
CHARGE ag. HCl to filtrate

|Rotary Evaporator !
CONCENTRATE solution s==s«sx= o distillates to waste
CHARGE ethanol
CONCENTRATE solution sssssses g distillates to waste
CHARGE ethyl acetate
CONCENTRATE solution ssses«sjp- distillates to waste
CHARGE ethyl acetate
[Flask | STIR at 20-25 °C for 15 min
CHARGE filter cake, EtOAc v\ [Biichner Filter I
HEAT to 50 °C FILTER the slurry wwassessssnasefi  filtrates to waste
\ {Biichner Filter |
|Flask | FILTER the slurry  «sessseasaseadip-  filtrates to waste
CHARGE HCl salt cake, water <= DRY cake
CHARGE basic resin |Biichner Filter i
until pH= 6.5 10 7.5 sesemeesmomelilp ~ FILTER Off reSin _ssssesassnsenseafp  solids to waste
[Botary Evaporator
CONCENTRATE solution acessasas » distillates to waste
CHARGE ethanot
CONCENTRATE solution ss=s«die  distillates to waste
[Flask | CHARGE ethyl ether
CHARGE (C1-332258, crude {-——— CONCENTRATE solution ------} distillates to waste
and CH,Cl; [Biichner Filter
STIR at 15-30 °C for 30 min =ewedip- , FILTER off insolubles s=sesus«-u e solids to waste
IFlask | Biichner Filter

CHARGE filtrates, silica / FILTER off silica ----"-"""""b solids to waste
STIR at 20-30 °C for 30 min [Rotary Evaporator |
CONCENTRATE solution




