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Sulfobuty! ether-B-cyclodextrin is an anionic high water-soluble cyclodextrin derivative.
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Compound 6 could be prempltated by adding isopropanol

H
1
i in the reaction solution, the purity was more than 95.0%,
:\ and the dlmenc impurities were less than 0.8%.

0—+OCH3

OFmoc

SnCl,/C was used in the synthesis of 1-acetyl -2-deoxy-3,5-bis(O-Fmoc)-D-ribofuranose and 1-[3,5-Bis(Fmoc)-2-deoxyribofuranosyl]-5-azacytidine,
the purity was increased to 80% and 78%, the B/a of 1-[3,5-Bis(Fmoc)-2-deoxyribofuranosyl]-5-azacytidine at least increased to 1.3. In addition,
the catalysis efficiency of catalyst unchanged basically after it was used three times, and the total yield of decitabine was increased from 13% to 26%.
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imipenem monohydrate

The total yield was 64% with a purity of more than 99.0%,
and the dimeric impurities were less than 0.2%.
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Molecular Structure of Sodium Starch Glycolate (SSG) in Two Different Cross-linking Modes

a: before disil ion test; b: after disi

test; c: the cross section of Tablet B
after disintegration test Appearances of Tablet B (which Using SSG Crosslinked by
Glycolate Group) Stored at 60 C for 10 d pre and post disintegration Test
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(A) glycolate group cross-linking
mode, colored blue;

(B) phosphate group cross-linking

mode, colored red
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Dissolution Profile Changes of Different Tablets Stored at 60 ‘C for 10 d in pH 1.0 Hydrochloric Acid
(Tablet A and C were prepared by SSG crosslinked by phosphate group; Tablet B
‘was prepared by SSG crosslinked by glycolate group)
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receptor binding to drug antibody non-competitive antibody competitive

specifically with drug with drug

3
2 4

3

polyethersulfone
0 5 10 15 20
t/min

Detection of Four Hypoglycemic Agents (Peaks 1-4) in Rat Plasma without PESM

polyethersulfone membrane (PESM) 1

PEG 600

T/°C capillary column

0 5 10 15 20
t/min

Time/s Detection of Four Hypoglycemic Agents (Peaks 1-4) in BSA Solution with PESM

mV/x100
2.0
15
- 7 constituents CH3CN-H,0 10
_—) e
gradient elution 05
0.0

0 5 10 15 20 25 30 35 40 45
t/min



Related
Substances

—————— —

ChP 2015:

2: Cyclo-(Ala-Glu)

3: Cyclo-(Ala-GlIn)

4: Pyr-Ala-OH

5: L-Pyroglutamic Acid
6: D-Alanyl-L-Glutamine
7: Ala-GIn

USP 40:

2: Cyclo-(Ala-Glu)
7: Ala-GIn

8: L-Alanine

9: L-Glutamine
10: Ala-Ala-Glu

Simultaneous
Determination
by UPLC

_

mAU
50

0 10 20 30 40 50 60 70 80 90 100
t/min



H%5/(1058)



(B¥I, 1970411 AEIF))
20194 %5504 o8 9810H KR

R E

Monthly (Founded in 1970)

Vol.50 No.9 September 10, 2019

©AIl Rights Reserved

* B iR TR
* D) S w3 S | R
TR 24
Hh [ 2 2 Tl b e
1] )} WL IEE R IR A

i i R S 2 B A PR A
W AR 2 R 2L A A BAR AT BR 22 7]
RPN AR =
GBI RRI A IR A
AR B2 AT PR A ]

E 4% B JHE

Bl 8 &% 8 &4, uBR

BESRBE AR

H R B8 CREEZG T E) sl
BB A BT 1320 5 (200040)
! iE  021-62793151

& H  021-62473200

B F W # cjph@pharmadl.com

i it www.cjph.com.cn

www.pharmadl.com

iE 021-62126987, 62473200
021-62473200
ouyy@pharmadl.com
R BRI A B 2
AHRAT

g AR TR AT )R

rh [ [ B B 5 5 R BT PR A
(b 5399(548, 100044)

B AT 8 AESHIER

A EHESFmo

Director
Sponsor

Assist Sponsor

Managing Editor
Associate Managing Editor
Executive Editor

Editor by

Shanghai Institute of Pharmaceutical Industry
Shanghai Institute of Pharmaceutical Industry
Chinese Pharmaceutical Association

China Pharmaceutical Industry Association

Zhejiang Hisun Group Co., Ltd.

China Pharmadl (Shanghai) Co., Ltd.

Shandong Luoxin Pharmaceutical Group Stock Co., Ltd.
Truking Technology Limited

Lunan Pharmaceutical Group Co., Ltd.

Sunshine Lake Pharma Co., Ltd., HEC Pharma Group
ZHOU Weicheng

HUANG Zhihong, LIU Lingling

LIU Lingling

Editorial Board of Chinese Journal of Pharmaceuticals

Address for Foreign Subscriber 1320 Beijing Road (W), Shanghai 200040, China

Tel

Fax
E-mail
Web Site

Tel

Fax
E-mail
Printed by

Domestic Distributed by
Abroad Distributed by

0 086-21-62793151

0 086-21-62473200
cjph@pharmadl.com
http://www.cjph.com.cn

http://www.pharmadl.com

021-62126987, 62473200
021-62473200
ouyy@pharmadl.com

Shanghai Ouyang Printing Co., Ltd.

Local Post Office
China International Book Trading Corporation
(P.0.Box 399, Beijing 100044, China)

*BEDRN: WONE—EENAI “*” 5. fERENTIS T 44518 *To whom correspondence should be addressed
[WIFIHEAZH] CN 31-1243/R *1970*m*Ad*136*zh*P*20.00% *21%2019-09
20094FFRAUE (R E B2 Tl A &) GafBiBpra, BRARRRE B, ATFH AT CREAREARTI MBI A

ISSN 1001-8255
CN 31-1243/R

CODEN: ZYGZEA

WIET: AR 20.00 JT

P R ARS 4-205

[ 4R &A% 5 M6070

{55 cjph-cjph

f1&: weibo.com/cjph



+ 1024 -

HhE 25 Tk 44 £ Chinese Journal of Pharmaceuticals 2019, 50 (9)

E T RN MR Z 08 58 REN 77 ERE L R INER SRS

FRBEA, I, HEAM, & W', & @t
(1. v 2= 25 T 7 6 8 L R B 2 22 VRN F 7 Fhots, i 201203; 2. Lifgad i AEE AR AR A A, i 201203)

R - TR, SR A A OO SR 2R R 2 IR IR 2453) - 25%0°% (PK-PD) AT 7 M E AR Y. %
M A R SR P AR B ARG, RE BV S 25 M0 7E (A A -5 B A T B RE L AN 8, 6 T AR ORI 9 fmefit
R, RIS SRR B S RMTTVERI R A REGEREMBERRRL . TNk A IRiE i) 58 S A5 %

RHBFEI 5244 5 A R B B AT ERE L . AT & A S0

MW7 M R AN IEEAT 1 4R

5, IFZE EANL A EOEMIGR, XTSRS A

R ZEEE; RAMBEOR; HARE Y TTEIRAE; EMERAY

FE 5SS RI65.2 XEkARERD: A
DOI: 10.16522/j.cnki.cjph.2019.09.012

XEHS: 1001-8255(2019) 09-1024-05

Discussion of Assay Development and Method Validation for
Receptor Occupancy Study Based on Flow Cytometry

SUN Xiaohui*?, CHEN Yahui'?, CHEN Jubing"?, ZHU Xi*?, MA Jing"**
(1. National Shanghai Center for New Drug Safety Evaluation and Research, China State Institute of Pharmaceutical Industry, Shanghai 201203;
2. Shanghai Innostar Biotech Co., Ltd., Shanghai 201203)

ABSTRACT: In recent years, receptor occupancy has become an important part of pharmacokinetic-
pharmacodynamic (PK-PD) investigation for antibody drugs from preclinical to early clinical stage. The study of receptor

occupancy is usually based on flow cytometry. Receptor occupancy data directly reflect the degree of drug interaction
with the target in vivo, which are valuable for the calculation of first-in-human dose, optimal effective dose, dosing

regimen, etc. Scientific sensitivity and robustness of detection methods and integrity of method validation could all affect

the trustworthiness of the data. In this article, in the light of the general principles and consensuses of industry and the

experiences of our lab, considerations for the method development and validation for receptor occupancy are discussed.
Key Words: receptor occupancy; flow cytometry; pharmacodynamics; method validation; biotherapeutics
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Fig.1 Calculation of Receptor Occupancy by Detecting
Drug Levels That Have Been Bound to the Receptors
and Total Receptor Levels
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Fig.3 Calculation of Receptor Occupancy by Detecting
Total Receptor Levels before Administration and Free
Receptor Levels after Administration
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