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Improved Synthesis of Closantel Sodium----------+-+-eveveveee..ZOU Y, LI L L, CHEN R E, SU W K*
DOI: 10.16522/j.cnki.cjph.2018.08.006

Catalytic hydrogenolysis was used instead of reduction by iron powder to avoid
the discharge of iron sludge, simplify the operation, and increase the yield from 84% to 92%.
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Using triphosgene as an acylation reagent to
prepare 8, the yield was increasedfrom 81% to 94%. | .

""""""""""""""""""""" | The total yield was 77% with a purity of 99.3%. 1
L H

2

Improved Synthesis of Temsirolimus:---------------BAI W Q, TANG Z B, SONG C L, ZHANG G M*
DOI: 10.16522/j.cnki.cjph.2018.08.007

Excessive hydrolysis was avoided through closely reaction monitoring by TLC. In addition, after
a purification of compound 4, the residue of 2 was further reduced to less than 0.15%, which would
reduce the formation of impurities in the following reaction and improve the quality of the final product.
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Compound 5 was hydrolyzed in 2 mol/L H,SO, to remove 2 protective
groups in one time and afford the target compound witha yield of 94%. ﬁ

temsirolimus

The purity was increased from 98% to 99%,
and the total yield was increased from 60% to 84.3%.

Improved SyntheticProceSS ofEmpagliﬂozin................................................................
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DOI: 10.16522/j.cnki.cjph.2018.08.008

Friedel-Crafts alkylation was used instead of
the Friedel-Crafts acylation and carbonyl reduction
which usually be used in literatures to shorten the route.

| The reaction temperature increased from ~78 C
| t0-40~-20 C to make it easier to control.
v
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OH cl S T
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2

n-BuLi, Cul

LiOH (a.q)

The overall yield of this improved route was 43.0% with a purity of 99.21%.
The content of the impurity a-empagliflozin was less than 0.1%.
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) H,0, was uset_i instead o_f KMnO4 to Pd/C/H, was used instead of chromium trichloride, the work-up
avoide the waste residue and simplify the work-up. was simplified and the risk of heavy metal residue was reduced.
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The greenionic liquid [PSmim][HSO,] was used instead of perchloric acid
to increase the yield from 80.7% to 98.5%, and simplify the work-up,
in addition, the ionic liquid could be recycled and the cost was reduced.

1109 Improved Synthesis of 2-Trifluoromethylpyridine-3-carboxaldehyde----LU Y, WANG P P, QIAN C*
DOI: 10.16522/j.cnki.cjph.2018.08.010

NH3 was used instead of ammonium acetate The usage of "one pot” method
in methanol to avoid the hydrolysis of 2 and 3. was green and efficient.
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Manganese dioxide was used instead of dimethyl sulfoxide,
which was economic, low toxicity and easy to operate.

1112  Construction of 7 PKS-deleted Mutants for Streptomyces avermitilis and Improvement of Conjugal

Transformation System ...................................................... MENG L Z, WANG Y, CHU J*
DOI: 10.16522/j.cnki.cjph.2018.08.011

recombinant plasmid construction plasmid demethylation conjugation transformant screening
Neo

5'flank

Recombinant
Plasmid

product determination flask fermentation resistance confirmation deletion mutant screening
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1129 Preparation and Preliminary Stability of Scutellarin Internal Phase Thickened Multivesicular
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1149 Determination of Nine Active Components in Yinhuang Tablets by QAMS Method: -« ------exeevenen.
....................................... NING S B, WANG J F, ZHAN Z S, ZHOU M B, XIN D, TENG J L*
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Determination of (S) -Enantiomer of Ramosetron Hydrochloride by HPLC and Influencing Factors
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Development Status and Industry Upgrading
Countermeasures of Dispensing Granules of
Chinese Materia Medica

|

‘ policies and regulations‘ ‘ research status ‘ ‘ existing problems ‘ countermeasures

4 3 4 $

main content

rapid development ! | standard non-uniformed technology and communication

related documents preliminary study technology and equipment
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1166 Impact Analysis of Regulatory Strategy of Combining Manufacturing Authorization Certificate and the

GMP Certificate on Pharmaceutical Producing Enterprises----ZHUANSUN Y, YU J N, ZHU J X*
DOI: 10.16522/j.cnki.cjph.2018.08.019

= The Impact of "Two
huge Certificates in One"
influence Regulatory Mechanism on
Production & Quality
Management of Enterprises
== The Impact of "Two
Certificates in One"
great Regulatory Mechanism on
influence Sales & Operation
Management of Enterprises
The Influence of Inspection
Mode on Pharmaceutical
Producing Enterprises

little

The Influence of Routine
oderate Inspection Frequency on
influence influence Pharmaceutical Producing
Enterprises

The Impact of "Two Certificates in One" Regulatory Mechanism on Pharmaceutical Producing Enterprises

1172 Selection and Control of Starting Materials in the Process of Chemical Synthetic APIs Submission

.................................................................................................. DU S, LIANG Y*
DOI: 10.16522/j.cnki.cjph.2018.08.020

Study Range Design (Forward Analysis) Quality Backtracking Based on Initial Test Results
Comparing the synthesis process of starting materials (Reverse Analysis)
(SM) and API, focusing on: According to the results of forward analysis, test the
1. Materials used only in the starting materials. following items in API and intermediates:
2. Physicochemical properties of starting materials. 1.solvent, 2. catalyst, 3. production additives,
3. SM process by-products and other potential impurities. 4. genotoxic impurities, 5. other impurities in API

k&/‘

Formulate SM Control Items (Forward and Reverse Retrospective Analysis)
1. Low content means high process removal capability without separate control.
3. Genotoxic impurities-Appropriate control in SM

4. Related substances-Quantitative control

5. Other conventional quality control items, such as assay, melting point,
appearance, etc.




1177 Case-based Analysis on the Marketing Authorization Holder System for Medical Devices:-----------
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Medical Devices
MAH System

Strengthen management responsibility throughout product total life cycle

1182 Analysis and Proposal of Quality and Efficacy Consistency Evaluation for Generics on the Low-

cost Drugs and Drugs in Shortage ......................................... YU X W’ DONG M’ YOU C N*
DOI: 10.16522/j.cnki.cjph.2018.08.022
(2, . . .
Among the first 289 varieties: _ v Whether the low-costdrugs in non- shortage
+ Low - cost drugs will be in shortage after the evaluation;
i Impact
¢ Drugsin shortagfe AnaFI)ysis v Whether the degree of shortage for some varieties
f \’ Low-costdrugs in shortage ——) will be more serious after the evaluation;
, . .
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