AKHWEEA Drugs&Clinic 534% H28 2019424 973 -

6-(4-(1-FR C )R E)-5- 5K 2RI E R T 2B

T

i 1,2 N
1
2

REVI oML M B OERAY, B K7

- BUNEERERS: #%be, SiM SiFH 550025

SN R ERER RAFIFE s, i $RPH 550014

# E: BB X 6-(4-(1-RZI)FIL)-5- AR OEM G R T 4TIk, F35%  DUSRIEFFAEER, BB, &k,
KA AR RSB AR AT 6-(4-(1-F8 L) % 35)-5-58 R . R AT Hisfb &Y, 4 MS. "H-NMR HiiE 7 4
M, JRESHCN 97%, ARG T 2HEWEN 212%. it G T —MigRIEFRIR, ATERE RIS ERZ R
14 27 5 %o HRL

KRR WWRIEF: 6-4-(1-ROE)RE)-S5-HNR O M Al LE

hESES: R4 YRR : A NEHRS: 1674 - 5515(2019)02 - 0273 - 03

DOI: 10.7501/j.issn.1674-5515.2019.02.001

Improvement of synthetic process of 6-(4-(1-carboxyethyl)phenyl)-5-oxohexanoic
acid
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Abstract: Objective
Loxoprofen was used as starting material to obtain the target product through substitution, oxidation, hydrolysis, and oxidation

To optimize the synthetic process of 6-(4-(1-carboxyethyl)phenyl)-5-oxohexanoic acid. Methods

reaction. Results The target compound was synthesized and characterized by MS and *H-NMR. The purity was 97%, and the total
yield of this route was 21.2%. Conclusion The synthetic compounds can be used as the reference substance of the impurities in the

quality control of loxoprofen.
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Fig. 1 Synthetic route of target compound

1 BRI

85-1B M /14t 4E%%. DF-101S £ AE I Ik
WE Ik ds (YL TR AR T AT D
Varian Inova 500 MHz #Z#i L3R %X (&1 Varian
A]); Agileng 1100 Fiig{x (3 E Hewlett-Packard
AT, Agileng 1100 = RGH AR (LBEA, =AMy
A R m 2 S HFACEE ) Do Ak R
200~300 H . = 208 25 N F Bl AL T 7,
FR A T o b A s A 5 A=
2 FAEMER
21 2-(4-(B-|RIFKE)FE)XE)REE S (1)
B & R

7 250 mL [ LU NN 80 mL DMF, %1%
IIANIEZRIBZS (10 g, 40.60 mmol), FiEHE(E HE iR,
T NBRERST (16.84 g, 126.39 mmol), VR
(10.42 g, 60.92 mmol), =N 4 h, JNIEFIA
AKH, IIABEER ZBE 2L (100 mLX3), A IFA L
F, PR MRT & SRR BERANIAE 5 Ik, ToKBREREN
TEANUAR, JEBR TN, JEMAT, Aim - B
BRIl (40 1)) NBEMH, ZRE AR (i
B 12.95 g, YFEN 95%. ESI-MS miz:
359.42 [M+Na] . 'H-NMR (400 MHz, CDCls) 6:
1.586~1.603 (d, 3H, CHj3), 1.624~1.683 (m,
1H, CH), 1.800~1.853 (m, 1H, CH), 2.072~
2.082(m, 1H), 2.133~2.239(m, 2H, CH,), 2.393~
2.463(m, 2H, CH,), 2.575~2.633(m, 1H), 3.196~
3.241(dd, 1H), 3.815~3.868 (m, 1H, CH), 5.150~
5.234 (m, 2H, OCH,), 7.192~7.212 (d, 2H,

Ar-H), 7.293 (s, 1H, Ar-H), 7.314~7.349 (m,
3H, Ar-H), 7.377~7.404 (m, 3H).
2.2 2-(4-((6-F|R U S -2H-MtMR-2-£ ) E) K E) A
Bl (2) WA

7E 250 mL [P AN 100 mL & Gefiifh
A1 (109, 29.73mmol), FEFEEHE, FoHbn
N3-S0 EHER (m-CPBA, 10.26g, 59.45 mmol)-.
WIREAN (7499, 89.16 mmol), =FiRK M 4h, K
MARBIAKA, IIABSER ZBEAEHL (100 mLX3), &
HANUA, FHMAIRIREEN KA AL
KRSk, AU TR EREAT15, JERRTJ%
A, UERZET, AR - SRR RS (20 1 1)) ML
A, BREHINARERAE B 5 B AT RS 8.38 g,
W% )y 80%. ESI-MS m/z: 375.42 [M+Na]'.
'H-NMR (400 MHz, CDCly) §: 1.500~1.513 (d,
4H), 1.771~1.882 (m, 3H,), 2.388~2.452 (m,
1H), 2.541~2.584 (m, 1H), 2.832~2.876 (m,
1H), 3.033~3.071 (m, 1H), 3.741~3.783 (m,
1H), 4.475~4.481 (m, 1H), 5.082~5.141 (m,
2H, OCH,), 7.168~7.189 (d, 2H, Ar-H), 7.236~
7.254 (d, 4H, Ar-H), 7.303~7.310 (m, 3H,
Ar-H).
23 6-(4-(I-HBZE)EE)S-FRECE (3) MER

£ 100 mL 5 FOfR A I B EE 5 mL F17K 5 mL,
BN EY 2 (59, 14.19 mmol), #HtHE(liH A
ik, FAoRIMAE A4 (6.80g, 283.75 mmol),
60 ‘C M. 3h, REBEEIAAKS, MABEK CHEAE
HY (100 mLX3), FrfS7KAHA 1 mol/L #2521 pH
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8 5~6, HIBEIR SFEACHL (100 mLX3), &IFA L
M, BE MRS AL KA, TE KR ER A
T4, JEBRTRN, JEMAET, FTASHLE A LERT
X, eSS AR 2.06 g, YR AN 52%. ESI-MS
m/z: 303.32 [M+Na] . *H-NMR (400 MHz, CDCl3)
5: 1.252~1.407 (m, 4H), 1.454~1.643 (m, 1H),
1.625~1.731 (m, 1H), 2.590~2.600 (m, 2H),
3.173 (d, 2H), 3.595~3.623 (m, 2H), 4.130 (s,
1H), 4541 (m, 1H), 7.132~7.215(m, 4H, Ar-H, ),
12.113 (s, 2H, COOH).
24 6-(4-(I-BRZE)FE)S-SK2E (4) MERK

7 100 mL F5 A A 20 mL & H .,
FIIALEY) 3 (29, 7.14mmol), bk HyAAR,
oA Dess-martin %2457 (6.05 g, 14.27 mmol),
WXL 3h, RGN, g, Pk,
TR - B (50 1 1) AR, RS RER
R B EMRY 069 g, YN 35%.
ESI-MS m/z: 277 [M—H] . 'H-NMR (400 MHz,
CDCly) §: 1.493~1.503 (d, 3H, CH3), 1.826~
1.893 (m, 2H, CH,), 2.303~2.332 (m, 2H, CH,),
2.505~2.597 (m, 2H, CH,), 3.659 (s, 2H, CH3),
3.695~3.742 (m, 1H, CH), 7.147~7.200 (m,
2H, Ar-H), 7.265~7.340 (m, 2H, Ar-H). [
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