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| therefore chose with much enthusiasm “Discovery and
Development of New Organic Synthetic Reactions Catalyzed by
Transition Metals” as the central topic of my life-long research

projects.
---- Ei-ichi Negishi
383 ERZRESRBAEL AL RO A RBL h FY LT, 2EE, 2T
Application of Physiologically Based Pharmacokinetic Modeling in Pharmaceutics:-««««««+«------
...................................................... LIU HR, CHEN F*, XIANG X Q, QUAN Y J,JINS S

DOI: 10.16522/j.cnki.cjph.2019.04.002

physicochemi-
cal parameters
preparation m
parameters
reformulation particle
biochemical parameters P size
food effect et
0 ara?nzt'\eﬂrs etc “open” sustained- and

software controlled-release
preparations

L

PBPK modeling —| population PK

B specialized nanoparti_cle
tissue/organ software formulation

volume -
| i — development of inhaled
: - dosage form preparation
anatomical [Simcyp] [GastroPIus][ PK-tS|m,]
blood et - blingual
BE of generic sublingual
drug, etc administration

and
perfusion rate

physiological
parameters

transdermal drug
enzyme delivery system, etc

kinetics, etc

ALl



- iz (Paper)
302 SRURMEIG SRR o reovervororooosooeoonnnn A, LR, BT, BER, ki

Synthesis of Flupentixol Decanoate:-:--- CHEN D P, WANG S Q, YANG X P, MAY Q, ZHANG G S
DOI: 10.16522/j.cnki.cjph.2019.04.003
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(2)-Flupentixol (8) was separated via a new method with a purity of 99.9% and a yield of 29.6%,
and the separation method has been patented and authorized in 2009.
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Synthesis of Pemetrexed Dialaning:------------ GAO J, XU J G, ZANG C, TANG Y F, ZHANG G M*
DOI: 10.16522/j.cnki.cjph.2019.04.004

Compound 4 was protected by acetic anhydride which can
1 avoid the production of self-condensation impurities of 4. !
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Pemetrexed dialanine which has more stable property was E
obtained with a purity of 99.5% and an overall yield of 69% . |
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MnCl, 4 H,0 1) NaOH (a.q)
CH,Cly, EtOH HaC CHj 2) Hel

HC N o TCHs
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CH3 HsC CH HiC

CH ® Chy

HiC HC
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1) 33% HBr-AcOH EtOH, K,CO3
CHy 2) ROH, conc.H,S0, HaC CH, HyC
R =-CH,CH,0CH,CH,0H
-\,
o7 OH RO, o oR HiC ™ o

According to the preparation idea that ester ligand was coordinated before the hydrolysis, the

sonosensitizer DEG was firstly synthesized with a purity of 95.2% and an overall yield of 73.1%.
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E Tircin was prepared by a new method with a total yield of 74.1%, and E
1 the method for preparing tircin from 4 has not yet been reported in literature. |
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Separation and
urification
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daptomycin crude daptomycin

Staphylococcus strains from
drug manufacturing
enterprises

| |
16S rRNA sequence RiboPrinter bacterial VITEK 2 Compact microbial
alignment identification system identification system

2

comparative evaluation of 3 methods in species identification accuracy of
Staphylococcus strains from drug manufacturing enterprises

detection of 12 toxin genes evaluation on the potential
risk of Staphylococcus from

drug manufacturing
seh, egc, tsst, eta, eth, etd) enterprises

(pvl, sea, seb, sec, sed, see,
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acipimox the co-crystal of acipimox-isonicotinamide

Fujicalin® SG PAGASASASAS
A-TAB Yoo
DI-CAFOS®AB0  ¥¢ vk Ye ¥
[ flowability || pI-cAFOs®AL50 %

C1890D PAGAGAS
Emcompress® Y

bulk density and
tapped density Fujicalin® SG KRTW
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C1890D pASASis
Emcompress®  Yc il

Fujicalin® SG PAgs
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) ! A tensile strength — DI-CAFOS®AB0 ¥ ¥r ¥ ¥ v
maxium radial breaking - compactibility > DI-CAFOS® A150 ¥y ¢ v
= tabletting pressure

orce C1890D Y

Emcompress® v

Notes: More Y& means better property of the excipient



needle

N

determination of

tungsten by ICP
extraction /migration
test solvent

needle connected
with the glass tip

prefilled syringes
(PFS)

filled with extraction /
migration test solvent

4000 -
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3000
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1000
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®—acotiamide hydrochloride trihydrate capsules, oral administration;
m—acotiamide hydrochloride monohydrate capsules, oral administration;
A—acotiamide hydrochloride trihydrate solution, intravenous injection
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GMP 5 IRl ;s A&IDEEN A : LLBT 27 A
Application of Six Sigma Management in Pharmaceutical Enterprises Based on GMP:
A Case from BT Company

FREP, 2 OB
(P 2RI [ PR 2 2B, T 211198)

LI Dongang, LIANG Yi*
(School of International Pharmaceutical Business, China Pharmaceutical University, Nanjing 211198)

FHE « ASCIRIU TS IO I 55 24 i GMP (B A DL KON PO RS 3 A BLAE I 25 4T L O S TS . B 56 4 1 /ST As 3
BRI R, R T A2 A TR AR R ORI L GMP B R LT, ORILE TS A B L GMP B
HA A E SRR AR, SCHMRMEAME, FTUIRATANTE GMP St E & 377N VH RS 350K 22 RE 6 R B H - 2)
IR BATBE 7 —& GMP B3R RN RGMETT R, Sa /NI ) DMAIC Fifs gk BT 2
A A P BT T AL, A 9IS 7S TG A% B B R DA R0 D 24 A B B “BEXEARE ", Dl afi ok BORHCaS »

FIE: NTURSIDAE R, FUEATEL; DMAIC
FESHS: RS XEkIRERS: C
DOI: 10.16522/j.cnki.cjph.2019.04.017

2010 hl (25 EEEITE) (GMP) 1)
SRR ) S i, A5 I ) 24 Aol P O R B KT B A
ETHBEM . GMP & 4 i &8 B AR AL B
=, e MEEE . B AN BlnE B DU f
& RGBS T 25 s AR PR M A AT N . Bt T
WABIT, 2010 it GMP it —L 5 E R, ST
WHO. Kk E (1 et 40, [R iy SE R E 7%
IR A AT B . (B SiEE RE T, P24
A2 5 GMP AN B B “ RAEHR 7, — AL
3 GMP UEHS, fEA FHEAT B8 /K SF 1 &= st T
fE. SEPr E GMP AU ZFIZAT L) “ ANATTTHE”,
J2 BT il 2 41 #R 06 50 B fe (b . BEARLE A
W RERS IR 2R FFRAE I A e . AT BRI Br3e 4+
71, ANEE GMP HE B R 24 5 A M i 2 75 2 A 7 3t A
i

Yis HHA: 2018-11-14

TEEENY: 45 1995—), 5, WiLifsik, Blrn. 4iE
HANEME . 25 55 45 B (GMP, GSP, GLP) 5 13,

BEKAEAN: B B0964—), F, #F2, WLATIH, NFLHH
FE[ A ANESE . 24 55 A B (GMP, GSP, GLP) 5 BT 4t .

Tel: 025-86185183

E-mail: 3083318949@qg.com

NEHS: 1001-8255(2019) 04-0464-06
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Tab.1 Similarities and Differences between Six Sigma Management and GMP
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W b, Sodh s glmes ), g T m
AR SFAETIT & ) DMADV Jifs (define, measure,
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st ], X PR R AT 4
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mn BT B A0 45 SR Gk, (R AP i
2O B, BAREECRES), TR R
P = ST . R A ] 7S P AR F A0 T A A = )
P A PR E AN PR F G E .

4.1 EX (D) HgE (M)

TE 8 S B 5 75 B IR A 5 TV ] SRR
AT e R E R —, WA R RS
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AT SRR S S B B BOR I S A e, A
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PR St I H 1) H AR 2 B PR A PR A W)
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B R A s o2 T P AR, R i T 25 B, Rl
FR A0 s . T R 1) T %o 7 b R SR T R T
BOR 5 AR SN Hh B 7 il 2 B DA R RS it B
PR AR T RS 7 i B ST, DRI TR S Y
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2017 = BT "] LA 77 7 72 fit A 7= i
Sk EREHL TR, LM 20 A PR R S .
AT SR KB I R SR A TR
3, AT AR CAEIRIE, EEM. REEEE.
TERAFE . PRSI H 2 5E S 4% . VA DR s A
St AR E AL, AR, BN R. IdREAE
Jrik, WA BRI AT T RA . Rz
RGEA RN, HIERHELH.

42 ¥ (A)

PRI (S) A (1)

PR R JEERL B
BEA BRI Bt
A= SRR ANIIBER RETR

AR (P)

R IESMERK, BT AR &EA~M 21 LA
PR R B R IE S A (P=0.06), JLid
FERE SIS &8 (Process Capability Sixpack) 1/ 2
FR .

MAFE B R E, R 21 A LR 4
S OP S b v I (R S (B R/ e s o 5 L8
B, 55 12, 14, 18, 19 LA =4k
HILSRH s, RN “3 AP 2 A
HL LRI 2 MbRiEZE (RN ) 7, PR A 2 4 il
BaTn, 6 13HLMB M E UL R, BE
RAN “2 A pREE O 2T 3 MR . Ht
AL, ZI RIS E . AR TR, izt R
[f) C,=0.87 <1,P,=0.52 < 1, i FEfE i =B A2 ¥,
AR R R T e dE . %0 R K Bk [ 2 PPM=
58422, #)4 3.1 PUkEIL/KF, AR KM 2.

EEXE A PR X B R R . S B
WS IR, R KR Y, KRBT
SAME A TR IR 9 M &K, HRX 9
A EHEAT FMEA 40 %, R 10 4014743,
St RN 2 B,

25k FMEA 2081, KIAE 5 AN FX5F A 72
B RPF IR, 4Bl - FEAK S B IS 5
I REAE S B 7 5 REEUR 7 5 ) R [l it I
4 i
4.3 Bt (1) S5 (©

RAE DT B gE 5, i gE Bk 5 AN
AN A F= S0 B, DR i A e s it -
5 ANE T, A E O 5 R AT S 50k T A

it (0) 5% (C)

ffatk AT igoas

£ REREfE ZRIF il 2 7]
REL =Y THTE

E 1 AF&m#H SIPOC [E
Fig.1 SIPOC Diagram of Product A



« 468 -

[ £ 25 Tk 24 Chinese Journal of Pharmaceuticals 2019, 50 (4)

A=A IAT % 1) Process Capability Sixpack 775

Tz 2
REIE A
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to] /?\ 5 ) | S
/
fm '
= 14 *}nhm
& 2 v | Hifs AL 2
), '\/k.// \/./'/. \\/ X=1.270
06| S
: ; ‘ ‘ ; ; ‘ ‘ ‘ ‘ "~ LCL=0432
1 3 5 7 9 1 13 15 17 19 1
BNz i IER #MEE
R AD:0.692 , P:0.060
4 1.0 )
UCL =1.029
=
R
R 05 /\
. A
-\\/./- W \/ v v U \. MR=0.315 .
0.0 °
1 3 5 7 9 11 138 15 17 19 21 “CH0 0 1 2 3
%5 21 S NE fe )&
au o o LAY Py ES ik
bRz 0.2793 ‘ FRfEZE  0.4658
] Cp * T Pp *
s N N ° Cpk 087 v Ppk 052
° . PPM 445093 Eil] com  *
1.0 ® ° ° PPM  58421.45
e © ° -+
[ ° [ ]
‘ ‘ o ‘ ks
5 10 15 20
MAE

B2 AF@BXRYR (%) WidEaEHREE
Fig.2 Process Capability Sixpack for Related Substances (% ) of Product A
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Tab.2 FMEA Analysis of Factors Affecting the Related Substances of Product A
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