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(Ac-L-pro-L-phe-OCHy5)

(50 mL) 1
1
1
1
1
(5mL) 3
1
1
(50 mL) 1
(50 mL) 3
1
1
(50 mL) 1
1
1
1
1
(3-7cm) 1
2
1
(100 mL) 1
1
1
(250 mL) 1
Chemicals
Dichloromethane 30 mL
N-Acetyl-L-proline (Ac-L-Pro) 1509 (
L-Phenylal anine methylester hydrochloride (HCI.L-Phe-OMe) 2.15¢(
Isobuty! chloroformate 1.5mL
N-Methylmorpholine 24 mL
M ethanol
Sodium hydrogen carbonate (NaHCO3) 1% 40 mL




Hydrochloric acid (HCI) 0.2M 40 mL

Anhydrous sodium sulfate Na SO 29 ( )
Cotton wool

Diethyl ether 30 mL

Wash bottle with acetone (for rinsing) 500 mL

TLC eluant (chloroform-methanol-acetic acid (7:0.2:0.2) 15mL

I ce/sodium chloride cold bath [-20°C - —15°C]

Compound B
Acetone
C3HeO
58.08
-95°C
56 °C
0.79 glem®
R11
9
S16
S23
S33
Hydrochloric acid
HCI
36.46
1.200 g/cm®
R34
R37
S26
S36
45




M ethanol

CH,O
32.04
-98°C
65°C
0.79 g/cm®
R11
R23-25
R39/23/
24/25 ..
S7
S16
S36/37
45
Dichloromethane
CH.Cl,
84.93
40°C
1.325 g/cm®
R40
S23-24/25 x
S36/37

I sobutyl Chlorofor mate

CsHO.Cl

136.58

128.8°C

1.053 g/cm®

;{D

R10

R23

R34

S26

$A45

S36/37/39




N-M ethylmor pholine -

CsH;;NO
101.15 . __i
—66 °C r
115-116 °C/750torr & ‘
0.920g/cm’®

R11

R34

R20/21/22

S16

S26

45

S36/37/39

L-Phenylalanine methyl ester hydrochloride

Ci1oH13NO, HCI

215.68

158-162 °C

0.920g/cm’®

N-Acetyl-L-proline - -

C/H1NOs

157.17




Diethyl ether (Ether)

C4H100

74.12

-116°C

34.6°C

0.706 g/cm®

R12

R19

R22

R66

R67

S16

S29

S33

Cleaning paper

Sponge
Waste container

Flash evaporator
Balance
UV lamp




(Ac-L-pro-L-phe-OCHy)

N- -L- -L-
13 (opiae)ﬂ
STEP1
N- (NMM)
O\ O CH3 ; 1 O
fol R N N-methylmorpholine(NMM) é/
N + CH—CH,—O. 7 NT ™
Co O T e DCM?, -15 °C to -20 °C L9
CHs; 3 cl o= \CH3 (\::o _CH,
A OCH2CH\CH
isobutylchloroformate . . 3
N-Acetyl-L-Proline mixed anhydride
activated intermediate

N-methylmorpholine

-15°C to -20°C

N- -L-
STEP2
N-
v,
C
N o .
_C . CI'H3"NCHCOOCH;
o= \CH3 IC:O
(0] +
(CH3),CHCH, B
activated L-Phenylalanine methyl ester
intermediate hydrochloride
L-
1 —
N- (NMM) =

2DCM =

@

PNy
e + NMM.HCI
N~ CTN ocH,
' H
~C.
CHs +  cot
C CHs
¥ CHCH,OH
Ac-L-Pro-L-Phe-OCHj3 CHy” 2
M,= 318.37



N- -L-
)  50-cm®
DCM
20
1.2 cm?® (0.0109 mol)
(IBCF )
10
-20
2
(HCl  H,NPheOCH;
(NMM
60
-15 -20 60
cm®
(DCM ) ,
20cm® 0.2 M HCI
HCI
1 %NaHCO;
(brine
(DCM )
1
NaH CO3

1.50 g(0.0095 mol) (AcPro

(DCM )20 cm®
AcPro
AcPro

-15 -

(NMM )
1.5 cm*(0.0116 mol)

-15

N-
2.15g 0.0100 mol)
1.2 cm® (0.0109 mol)  N-

-15 -20

250 cm®
50
( 5cmd)

20 cm( )
)10 cm®

CO;



50 cm® 50 cm®

50 cm®
(Na,SO,4 )
(DCM, 3 5 cm’) DCM
20 cm®
5
1 5cm®
2 3
Student Code
© :

2 1 1

B C
( )
TLC - - (7:02:0.2
uv
TLC uv
TLC Ry

TLC

Student Code

N- -L- -L-

10
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N- -L- -L- (Ac-L-pro-L-phe-OCHy)

1 Ac-L-Pro-L-Phe-OCH3; ( C): g
Ac-L-Pro-L-Phe-OCH; C

0p =

2 TLC
B
C

Loyttt bbb o]

0 1 2 3 4 5 6 7 8 9 10 11 12 13cm

4 Ac-L-Pro-L-Phe-OCHj; ( C) R

11



Student Code;

Student Name:
2
5 TLC
C
]
] B
O]
]
6 Ac-L-Pro-L-Phe-OCH; C (
)
;
[a], =
- 5 (step2)

12




( C, CeHgOG, ASCHZ
AscH, = AscH™ + H* K, = 6.8x107°
AscH = Asc® + H* Kp = 2.7x107%?
CeHgOg == CeHgOg + 2H + 2
HO OH 0
HO o~ "0 HO
OH OH
(CeHsO%) (CeHsO%)
KIOs 1M HCI
3CgHg0g + 105~ = 3CgHcOs + I~ + 3H,0
I
|05 + 51~ + 6H" = 3I, + 3H,0
HCI
1.
KIO3 = M
2. 2M HCl
3.

Potassium iodate

KIO3

214.00

560 °C

13

1M



3.930 g/cm®

R8

R36/38

R42/43

R61

S17

S22

A5

S36/37/39

Ascorbic acid

CsHgOs
176.13
193°C (dec)

1.

2.

3.

4,

5.

6.

7.

8.

9. 25.00

10.

25.00 mL
2 M HCI
(Vfina) 1

(mg CeHsOg/mL)

250-mL

250-mL
25 mL

14

(Vinitia)

40
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@ )

No Vinitia Vfina Vv
mL mL mL

N

| mg CsHgOg / mL

2 )
L 5M HCl

CeHgOg + 105 + H"+ClI~ = CeHeOs + ICI + HO

2. 25.00 mL
1M HCI Vi 5M HCI Vs
a Vo=(32) Vu
b. Vo= (2/3) Vi
c. Vo=V,
d

15

KIO3
Vi




