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Synthesis Methodology
IBHIET. DFIENNSERREmMITOI — NCRIRREFEXEHE

N _ L Traditional Microwave
METBEICARDEF T, ThUE. IFEIEMIRRISICDOVT, 3DDERKRATY Setting Up Reaction 60 minutes 60 minutes
TNBBUREL . RICEEHTNET, Perform Reaction 480 minutes 5 minutes

Workup of Reaction 60 minutes 60 minutes

Purification Methodology

Glass Column Automated ACI™

sem san sam Prepare Column 60 minutes 15 minutes
=< 1= =
1 fra 4 Run Column 60 minutes 15 minutes

Identify Fractions 60 minutes 0 minutes
LS Isolation Methodology
=2 \
45 4OH§ FEﬁ 1 Ew%%ﬁb Biotage’ V-10
40 %,92 Sﬁﬁ I Rotary Evaporator Touch
35 KERBARREZE(ICLOTIFEN Evaporate Sample 15 minutes 5 minutes
30 U ORI RIADFT Summary
;2 Total for one Step 795 minutes 160 minutes
. 3 Step Synthesis 2385 minutes 480 minutes
0 8] In Hours 39.75 hours 8 hours
5 - Relative Time 100% 20%
0
ek Biotage R1. WROF57ELEBiotageBEMET—II0-2FVT. 3DDATYIT THI-SY D FREMI DDCHD
DIRFFEIDLEER
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(EERIIE. REN0RE LA BERISRENASICABENSTL Hydantoin Synthesis
—ORDENBOET . ZOR, HRMEFER T TGRS

BICTBTENBOEBVET. LD, GEROMATSETIL, B I\ ’
BERIAMAIBSRIE NN RE, RISHIERCRMOTLEVET ., C HN COOEt N

NTlE. BNON FERECARL THR S 3CLITE R A, it A oA =g
SROMALEIROIC, TAIDEORIIE. /LETOERORIS O "NH  BaoH),/DMF

REZM LT3 ALV THIIEN D OHNFT  HRZBA5m
BaRE(OEKRT DN TEINSTY  N1IOKRT7SANEHS
A% (MAOS) ZRWSE. RRBS(SEEFE NS RISZE153 T

ITOTENTE RICFHZENE LTI, ALEVIDFEEF D Microwaye Heating: 4 min; 90% y@eld
£, B1(C AROBHIL— ML T, 5> M OBHRETH Conventional Heating: 45 h;  54% yield

F3 ROFRIED2D0H1ZRUET . WINDIHES. MAOS

V= NEIRERDTTIEICLEATKRIBICE R ESN TWET,
Epoxide Ring Opening

OH
g NH,

Microwave Heating: 7 min; 93% yield
Conventional Heating: 10 days_ 13% yleld
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DUNK(IEFTI,

O BH./S(CH,), OH

THF
Cl Cl

99 %

B2 AFEF> (JOYY)) O&EIL—k

TERDNNZR

Step Temperature (°C) Time

1 -25 7 hours
2 23 18 hours
3 130 3 hours

2. MEROHNEAC L DRI

NAJORENIER

Step Temperature (°C) Time
1 100 2:20 min
2 120 5 min
3 150 5 min

R3. YA IORNNZMC LD/ EHFRE

p-(Trifluoromethyl)
cresol
PH,P / DEAD / THF

78 %

S

Cl

CF,

MeNH, / MeOH /
DMF

69 %
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BiotageWBEEN{tT—IJ0—TI(. Biotage® Selekt FlashiFE> X7 L Z{ERL
F9 . CORBFAE—REPREZZBLUTGRETEINTHED. BB LENZISY> 1S

2T LAOFTIER/NOITYRITUD KT, 22083 LF v >INV ERNEL TLRI8H, 18

DEEBE T2 EEITICENTEE T, Biotage® SfarhzAFREDERIEL
HE'—/J\G)SEDEEE%EE’&%EELIL\E@Z X4(xSfarh3 AESfar HChS AZRRULEARK
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Sfar HCHh3A (HC(EHigh CapacityDBg) (&, ZEERRSFArDS AAOTERD

NILELERUT, 2BOBREEEZHEHOTVET . ETOSfarhSAlE12barhs

20barOEETOFEANBIFET. Selekt> AT ATIIEAFIEDHZHT LDFE]
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Glass Column slieiss
Flash System
Typical Flow Rates 1-10 mL/min 25-100 mL/min
Average Preparation Time 30 minutes 5 minutes
Typical Run Time 0.5-2 hours 5-15 minutes

KA. HSANS LEBENTFYVS 12 AT e BWERERN BRI EDLEER

mALl
15001 Sfar 60 um

1000 +

500 +

mAU

2000 Sfar HC
1500 ~
1000 ~
500 ~
0 - - 7

Biotage® Selekt four component mix

» Sample methyl paraben, propyl paraben,
quinoxaline, and 4'-methoxy
acetanilide in acetone

» SolventA hexanes
» SolventB ethyl acetate

» Gradient 7% Bfor1CV
7-50%Bin 8 CV
100% B for3 CV
» Detection A-all 200-400nm, 254 nm, 280 nm

» Load 0.1 mL (30 mg)
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B 5. UV-VIStR i ga& a8k UIcBiotage® Selekt
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ELSD-A120

6. Biotage® ELSD-A120
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B]7. Biotage® Dalton 2000 Mass Detector
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Solvent BP Biotage® Centrifugal Blow-down
(°C) V-10 Touch Evaporation Evaporation
CNBOBRAIN ORI CHITET. RBARRRAERRT I Evaporation
TE, TORER, JOITRT L0, FCADRE BB TIFRIEVE NMP 202 18 minutes N/A 12 hours
FEIFEZRIRLTVET DMSO 180 15 minutes 180 minutes N/A
DMF 150 4 minutes S0 minutes N/A
A, - LA BB ALED. | Pyridine 115 5.5 minutes 70 minutes N/A
@Jf 0)“_' tb_di‘im_ \)L’i{ﬁa(?::b’i B b)% LIz, Water 100 9 minutes 140 minutes 240 minutes
Fy R\ RS2 {FE>CEERN ORI DT ZRICERZHUIIDITBEN TEET, Methanol 65 S e i —— O A
Cyclohexane 81 2.5 minutes 40 minutes 20 minutes
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