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Trude tinh hinh tap chuan trong kiém nghiém thudc gap nhiéu khé khan vé
ngudn cung ng va phai mua tir nwdc ngoai véi gia cao, dic biét 1a cac tap chét lién
quan trong khang sinh nhém cephalexin va thudc tim mach captopril, amlodipin,
nifedipin. Sau qué trinh nghién ctru, tic gia da c6 cac két qua sau day:

Qui trinh tong hop tap chdt lién quan

- Tap captopril disulfid: t6i uu héa qui trinh tong hop captopril disulfid véi
tac nhan H,0.,.

- Tap 7-ADCA va D-phenylglycin: thity phan cephalexin bang enzym PGA
trong méi trudng nude, tach loai, thu hdi enzym dé dang, enzym duoc tai st dung
nén it anh huong moi trudng. Pay 13 wu diém so véi tong hop héa hoc.

- Tap D cia amlodipin: tong hop tir san pham trung gian phthaloyl
amlodipin dé rat ngan qui trinh con 2 giai doan, han ché sir dung cac dung moéi, hoa
chat doc hai, giam thiéu tap chét trong san pham tong hop, dé tinh ché.

- Tap A va B cua nifedipin: tham khao cac cong trinh nghién ciru ngoai
nuéc vé viée oxy hoéa vong 1,4-dihydropyridin cta cac chat c6 khung twong tu dé
téng hop.

Cac qui trinh tong hop tap captopril disulfid, tap A va B cua nifedipin hién
chua dugc cong bd ca trong va ngoai nude.

Phwong phdap phdn tich: luan an dong goép mdi qui trinh dinh lugng
captopril disulfid trong nguyén liéu va thanh phiam bang phuong phap sic ky long
hiéu nang cao.



Thiét ldp chdt doi chiéu: cac tap chat 7-ADCA, D-phenylglycin, captopril
disulfid, tap D cua amlodipin, tap A va tap B cua nifedipin 1an dau tién duoc thiét lap
chét dbi chiéu, du diéu kién dang ky chat dbi chiéu qudc gia.
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SUMMARY OF NEW FINDINGS

In the current context of drug quality control in Vietnam, the supply of impurities
reference standards for quality control of pharmaceutical substances and products is a
major concern because the locally produced impurity reference standards are limited and
their accessibility is costly. Especially the standards used for impurity testing of
cephalexin antibiotics, and cardiovascular drugs such as captopril, amlodipine and
nifedipine, are in urgent needs now. In this dissertation, the author achieved the following
results:

Synthetic process of related impurity

- Captopril disulfide impurity: optimizing successfully captopril disulfide synthetic
process with H,O,.

- 7-ADCA and D-phenylglycine impurities: hydrolysis of cephalexin by using PGA
enzyme. The advantages of this enzymatic method compared to chemical one are to
recover easily PGA and then this enzyme is able to reuse and less environmental impacts.
- Amlodipine impurity D: phthaloyl amlodipine as intermediate product was selected to
shorten the synthetic process into 2 steps. In consequence, the use of solvent and toxic
chemical was reduced, and the occurrence of impurities in the synthetic product was
minimized.

- Nifedipine impurities A and B: The synthetic process was developed by reference of the
published studies on oxidation of 1,4-dihydropyridine ring of similar-frame substances.



To the best of my knowledge, the above-mentioned synthetic processes of captopril
disulfide impurity as well as nifedipine impurities A and B have not yet published so far.
Analytical method: the new HPLC method for quantitative determination of captopril
disulfide in pharmaceutical substance and corresponding products was successfully
developed.

Establishment of reference standards: 7-ADCA, D-phenylglycine, captopril disulfide,
amlodipine impurity D, and nifedipine impurities A and B were firstly established and
conformed fully to establish national reference standards.
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