(12) BANMO TA SANG CHE THUOC BANG POC QUYEN SANG CHE

7 (19)  Cong hoa xa hoi chi nghia Viet Nam (VN) (10 {[INMVANENR AN
CUC SG HOU TRI TUR 1-0019889
(51)7 CO7C 209/00,209/08, 211/38 (13) B
1) 1-2016-00087 (22) 07.01.2016
(45) 25.10.2018 367 (43) 25.05.2016 338
(73) TRUNG TAM NGHIEN CUU UNG DUNG SAN XUAT THUOC, HOC VIEN

QUANY (VN)
158A, dudong Phung Hung, phudng Phiic La, quan Ha Dong, thanh phé Ha Noi
(72) Phan Dinh Chau (VN), Vi Binh Duong (VN), Nguyén Van Thinh (VN)

(54) PHUONG PHAP PIEU CHE AMANTADIN VA AMANTADIN HYDROCLORUA
(57) Sang ché€ dé cap dén phuong phép di€u ché amantadin (1) va amantadin
hydroclorua, st dung k¥ thuat chi€u xa séng Viba, giam s6 buGc cua qua trinh,
riit ngén thoi gian, hiéu sudt cao.

Phuong phap diéu ché amantadin (1) dugc tdng hop trong hai budc: Bude mot
12 cho adamantan (I) phan dng vGi axetonitril va axit nitric & nhiét do tir 20 -
50°C dé dugc thu N-(1-adamantyl)axetamit (II); budc ti€p theo 1a khir axetyl hop
chat (II) trong hén hgp dung moéi phan cuc propyleneglycol: nudc véi ty 1€ 6,5:1,
v6i su c6 mit cia NaOH & nhiét do 110 - 150°C dé thu dugc amantadin (1), sau

d6 tao muoi amantadin hydroclorua véi dung dich HCI SM.
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Linh vue ky thuat dwoc dé cap

Sang ché dé cap dén phuong phap didu ché hoat chit amantadin va
amantadin hydfoclorua. Bang cach tng dung k¥ thuat chiéu xa cua séng viba (vi
song) dé axetylamit hoa adamantan thanh N-(1-adamantyl)axetamit vdi axit
HNO; va axetonitril trong mdt budc, sau do chét nay duogc khiu axetyl dé thu
duoc amantadin va tao mudi véi axit clohydric dé thu duoc amantadin

hydroclorua.
Tinh trang k§ thuit ciia sing ché

Amantadin (1-aminoadamantan) 1a thudc khang virus A,, dugc st dung
trong diéu tri cam A (AH7N9, AHSNI1, AHINI...) va clng la thube diéu tri
bénh Parkinson. Dang sir dung la mudi amantadin hydroclorua cé cac biét duoc

la Amantadin (Puc), Symmetrel (My, Anh, Nhat), Mantadix (Phap)...

C6 nhiéu cong trinh cong bd vé viéc t6ng hop amantadin va amantadin
hydroclorua, di tir nhidu nguén nguyén liéu khac nhau nhung cha yéu 1a tur
adamantan va dan xuét cda no, tham chi cung Xuat phat tir mgt loai nguyén li€u
nhu nhau 13 adamantan nhung bang cac tic nhén, xuc tac, giai phap trién khai
phan tmg khéc nhau thi dua ra céc quy trinh diéu ché c6 hiéu qua kinh té ciing
khic xa nhau. Sau day la cic phuong phép tong hop amantadin va amantadin

hydroclorua da biét:

(1) Nam 1960, lan dau tién amantadin hydroclorua dugc H. Stetler va
dong tac gia (Chem. Ber. 93, 226-230 (1960)) tdng hop ra bang cach cho 1-
bromo-adamantan phan tmg véi axetonitril trong axit sulfuric 95% dé dugc N-
(1-adamantyl)axetamit, sau d6 khir axetyl bang NaOH trong dietylen glycol va
tiép tuc tao mudi v6i HCI dé cho amantadin hydroclorua.

(2) Nam 1964, Haaf. W. (U S pat. 3,152,180) cong bd ban quyén tong hop
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