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trien-7-ylJmetyl}-3-(7,8-dimetoxy-1,2,4,5-tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-

0x0-1-propanamin, va perindopril dugc st dung trong viéc tao ra cac loai thudc dung dé
diéu trj bénh suy tim, ddc biét hon 1a bénh suy tim c6 chirc ndng tam thu bdo tri.
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Linh vwe ki thuit dwoc dé cap

Sang ché d& cap dén hdn hop chua N-{[(7S)-3,4-dimetoxybixyclo[4.2.0]octa-
1,3,5-trien-7-yl]metyl }-3-(7,8-dimetoxy-1,2,4,5-tetrahydro-3 H-3-benzazepin-3-yl)-N-
metyl-3-0xo0-1-propanamin c6 cong thirc (II)

CH,0
®
CH.O N _— (D,

3 N\(\/ OCH3

va cdc mudi cong clla n6é véi mot axit duge dung, cac hydrat va cac dang tinh thé cua

chiing, va perindopril.

Hdn hop nay c¢6 thé st dung dé 1am thudc trong diu tri bénh suy tim, dic biét

hon 1a bénh suy tim v&i chirc ndng tdm thu béo tri.

Trong s6 cac axit duoc dung, c6 thé d& cap dén, ma khong bao gbm bt ky gi6i
han nao, axit clohydric, axit bromhydric, axit sulphuric, axit phosphoric, axit axetic,
axit trifloaxetic, axit lactic, axit pyruvic, axit malonic, axit sucxinic, axit glutaric, axit
fumaric, axit tartaric, axit maleic, axit xitric, axit ascorbic, axit oxalic, axit
metansulphonic, axit benzensulphonic, axit camphoric, axit pamoic va axit 1,5-

naphtalendisulphonic.

Céc chét e ché chon loc va dic hiéu dong Iy nut xoang, va dac biét hon 1a N-
{[(7S)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-yl]metyl }-3-(7,8-dimetoxy-
1,2,4,5-tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo- 1 -propanamin, va cic mudi
cdng cia nd véi mot axit duge dung, va ddc bi€t hon 1a hydroclorua ctia né va fumarat

cla no, cac hydrat va cdc dang tinh thé ctia chung, c6 céc tinh chat rat c6 gia tri dugc
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Iy va tri liéu, diic biét 1a cac tinh chit didu nhip giam (giam s 1an ddp cua tim), 1am
cho céc hop chét nay c6 tac dung trong diéu tri hodic phong ngira, hoidc cai thién viéc
chin doan cac bénh tim mach khac nhau c6 lién quan téi chung thiéu mau cuc bd co
tim nhu 13 chitng dau thit nguc, nhdi mau co tim va céc réi loan nhip c6 lién quan, va
ciing c6 tac dung trong cac bénh 1y khic bao gdm céc chimg rdi loan nhip, dic biét 1a

rdi loan nhip trén tdm théit, va trong bénh suy tim man tinh.

Tinh trang ky thuit ciia sang ché

Quy trinh diéu ché va st dung trong tri liu cua N-{[(75)-3.4-
dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-ylJmetyl }-3-(7,8-dimetoxy-1,2,4,5-
tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo- 1 -propanamin va cac mudi cong cia
n6 voi mot axit dugc dung, dac biét hon 13 hydroclorua va fumarat cia n6, duwgc mo ta

trong ban md ta sang ché chau Au EP 2 036 892.
Perindopril 14 chét trc ché enzym chuyén héa angiotensin.

Céc chit tic ché enzym chuyén héa angiotensin 14 mot trong nhiing nhom tri
liu quan trong trong didu tri chimg ting huyét 4p dong mach. Chung hoat dong chu
yéu biang cach tic ché su téng hop angiotensin II va ngin chin sy phan hay cia

bradykinin.

Ngoai viéc ha thip ap luc dong mach, ching con duoc chimg minh 13 1am cai
thién ti 18 mic bénh (nhéi mau co tim, tai bién mach mau ndo) va ti I¢ tr vong do bénh
tim mach ctia nhitng bénh nhan cao huyét ap, cac bénh nhan méc bénh tiéu dudng va

cac bénh nhan mac bénh mach vanh tir trudce.

Ban chét k§ thuit ciia sing ché

Muc dich cia sang ché la dé xuat hdn hop chaa N-{[(79-3,4-
dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-ylJmetyl}-3-(7,8-dimetoxy-1,2,4,5-

tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-propanamin, va perindopril cé cac


NTH117
Textbox
Mục   đích   của   sáng   chế  là  đề  xuất   hỗn  hợp  chứa  N-{[(7S)-3,4-
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tinh chit co gia tri cho phép sir dung né trong diéu tri bénh suy tim, dic biét hon 14

bénh suy tim v&i chirc nang tAm thu béo tri.

Suy tim do r6i loan chirc ning tdm thu ciia tim thit trai khong phai 12 dang duy
nhit ctia bénh suy tim. Théng thudng, cic bénh nhén suy tim c6 phan sé téng mau 16n
hon 40%. Ti 18 mac bénh suy tim duoc dé cip dén nhu "suy tim tim truong" (hodc 1a
"suy tim véi chirc ning tAm thu bao tri") ting lén theo d6 tudi. Hién nay chiém khoang
30 dén 40% céc ca nhdp vién vi bénh suy tim va, ¢ sau tudi 80, tAn xut cia né vuot
qué con sb d6 vé bénh suy tim do rdi loan chirc nang tdm thu. Bénh suy tim tAm truong
thuong dic trung cho ca sy gifin nd tim thit kéo dai va su giam kha ning cing phdng
ctia budng tAm that trai. Nhitng nguyén nhan co ban 1a chimg thiéu mau cuc bo, tdng
huyét 4p va bénh tim & nhiing bénh nhan cao tudi. Cac yéu té din dén bénh 1a tudi tac,
gidi tinh (nir), bénh tiéu duong, béo phi va ting huyét 4p dong mach. Su tai tao dong
tAm cta tAm that trai, c6 hodc khong c6 chimg phi dai, luén 1am phét sinh su phé v
chirc nang tAm truong. Trong hau hét cic trudng hop, nhan t6 kich hoat duge tim thdy
13 nguyén nhan ctia con xung huyét. Tan xuit méc bénh suy tim "tdm truong" tang lén
theo d6 tudi. Tinh nang va su phirc tap con lai trong sinh ly bénh hoc ctia n6 dugce hiéu

r3 hon bdi cac thiy thude 14m sang.

Cho dén nay, khdng c6 phuong phap diéu tri ndo duwoc chimg minh 1a hiéu qua
trong bénh ly nay, ti 1€ tir vong (50% sau 4 ndm) clda bénh ly ndy twong g vadi ti 1€ tir

vong cda bénh suy tim tdm thu.
M6 ta vin tit cac hinh vé

FIG. 1 : biéu db thé hién sy phu thudc sb 1an dap cua tim vao cic hop chét dugc

dung dé diéu tri trén dong vat thi nghiém,;

FIG. 2 : biéu db thé hién su phu thudc phan suét rat ngén thét trai va sb lan dap

cua tim vao céc hgp chét duoc dung dé diéu tri trén dong vat thi nghiém:;

FIG. 3: biéu db thé hién sy bién ddi cac théng sd tAm thu va tAm truong cac hop

chét dugc ding dé diéu tri trén déng vat thi nghiém.
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M6 ta chi tiét sang ché

Ngudi ndp don d4 phat hién ra rang viéc st dung hdn hop chta N-{[(7S)-3,4-
dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-ylJmetyl }-3-(7,8-dimetoxy-1,2,4,5-
tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-propanamin, va perindopril cho
phép thu dugc céc tdc dung dugc ly cao hon so v6i tac dung duge ly khi sir dung hoac
mot minh N-{[(7S)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-ylJmetyl }-3-(7,8-
dimetoxy-1,2,4,5-tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-propanamin
hoic mét minh perindopril. Viéc st dung hdn hop chaa N-{[(75)-3,4-
dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-ylJmetyl }-3-(7,8-dimetoxy-1,2,4,5-
tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-ox0-1-propanamin, va perindopril hon
nita con cho phép cac thong sb sinh ly quan sat dugc quay tré lai cac gia tri rat gan v6i
céc gia tri binh thuong. Nhing quan sit nay cho phép du kién sir dung hdn hop chira
N-{[(75)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-yl]metyl }-3-(7,8-dimetoxy-
1,2,4,5-tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-propanamin, va
perindopril trong diéu tri bénh suy tim, dic biét hon I bénh suy tim c6 chirc ning tim

thu bao tri.

N-{[(75)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-yl]metyl}-3-(7,8-
dimetoxy-1,2,4,5-tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-0xo-1-propanamin  tdt
hon 1a duge st dung & dang hydroclorua hodc fumarat cia né hodc mot trong cac

hydrat hoic cic dang tinh thé cia ching.

Perindopril c6 thé dugce sir dung & dang cadc mudi cong clia n6d véi mot axit hodc
bazo dugc dung, cic hydrat va cac dang tinh thé ciia chung, ddc bi€t hon la cac muoi

tert-butylamin ho#c arginin ctia n6, cac hydrat va cc dang tinh thé cta ching.

Pic biét hon. sang ché cing d& cap dén  N-{[(75)-3.4-
dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-yl]metyl }-3-(7,8-dimetoxy-1,2,4,5-
tetrahydro-3H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-propanamin, hodc mdt trong cac
mubi cdng cua nd véi mot axit duge dung, cdc hydrat hodc céc dang tinh thé coa

ching, va perindopril, hodc mdt trong cdc mudi cong cia nd v4i mot bazo duge dung,

-5-
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va dic biét hon la cac mudi fert-butylamin hodc arginin cia nd, cac hydrat va cac dang

tinh thé ciia chiing.

Liéu luong hitu dung thay ddi theo gidi tinh, do tudi va trong lwong ciia bénh
nhan, phuong thiic cip thudc, ban chét ctia s rdi loan va ciia bat ky phuong phap didu

tri nao dugc két hop.

Liéu lwong cua N-{[(7S)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-
yl]metyl}-3-(7,8-dimetoxy-1,2,4,5-tetrahydro-3H-3-benzazepin-3-yl)-N-metyl-3-oxo-
1-propanamin (sau dy goi 1 hop chit A) c6 thé thay ddi tir 5 &én 100mg mdi ngay.

Liéu lugng hing ngay cua perindopril s& tot hon khi ndm toan bd trong khoang

tir 1 dén 10 mg.

Céc duge phdm c6 thé duge sit dung 1a cac dugc phdm phu hop dé ding theo
duong miéng, dudng ngoai tiéu héa hodc duong mili, cac vién nén, vién bao dudng,
vién ngdm dudi ludi, vién nang, vién thudc hinh thoi, vién thudc dan, kem, thubc ma,
cac loai gel ding bdi trén da v.v. va cac dugc phdm co su giai phong c6 14p trinh, giai

phoéng cham, gidi phong kéo dai hodc giai phong tri hodn.

Bén canh N-{[(7S)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-yl]metyl}-3-
(7,8-dimetoxy-1,2,4,5-tetrahydro-3H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-
propanamin va perindopril, cic durge phdm nay con bao gdm mot hodc nhiéu ta duoc
hodc chét mang dugce chon tir cac chét pha loadng, chét 1am tron, chét dinh két, chit 1am

phén ra, chét hép thu, chit tao mau, chit tao ngot, v.v.

Biang céac vi du khong giéi han, c6 the ké dén:

¢ chat pha lodng: lactoza, dextroza, sucroza, mannitol, sorbitol, xenluloza,
glyxerol,

¢ chat lam tron: silic oxit, d4 tan, axit stearic va cAc mudi magi€ va canxi cta no,

polyetylen glycol,
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o chit dinh Két: magi€ nhom silicat, tinh bot, gelatin, nhua tragacan,

metylxenluloza, natri carboxymetylxenluloza va polyvinylpyrrolidon,

¢ chat 1am phan ra: chat lam dong aga, axit alginic va mudi natri cia n6, cdc hon

hop sti bot.
Vi du thue hién sang ché

Céc vi du sau day minh hoa cho sang ché.

Danh sach céc tir viét tit dugce st dung:

dP/dt .« : ap luc tang t6i da mdi gidy

dP/dt : ap luc gidm t6i da mdi gidy

HF : bénh suy tim

LVEDP : Ap luc cudi tAm truong thét trai

LVEDPVR : Méi lién quan thé tich - 4p luc cudi tAm trwong thit tréi
LVESP : Ap luc cudi tam thu that trai

LVESPVR Mbi lién quan thé tich - 4p luc cudi tAm thu thit trai
LV : Tam thét tri

Céc thi nghiém dugc ly:

Bénh suy tim dugc gy ra & loai chudt bang cach budc dong mach vanh trai
(nhitng dong vat kiém chiing ciing tri qua qua trinh thuc hién nhung khong bi budc),
gy ra thiéu mau cuc bd mét phan vach cia tdm thét trai. Céc dong vat duoc hdi phuc
trong 7 ngly va sau do, trong 12 tudn, chiing dugc cho ding hodc 3mg/kg hop chit A,
hoic 0,4mg/kg perindopril, hodc ddng thoi perindopril va hgp chit A.

Sau mudi hai tudn thuc hién, da phét hién rang cac dong vat bj budc mach vanh
phat trién bénh suy tim & ca tAm thu (tbng méau bat thudng) va tim truong (nap mau

bét thuong).

O nhitng dong vét nay, hop chit A, khi cho st dung mét minh né hozc két hop

v6i perindopril, cho phép giam dang ké s lan dap ciia tim (Bang 1 va Fig. 1).

-7-
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Bang 1
HF
(khong HF + HF + A +
dugc diéu HE +A perindopril perindopril
tri)
£ 4 tudn 372,5 3493 388,2 352,8
S61an  Qué trinh ———
dapeia  didutri 12 tudn 387,2 342,7" 387,7 353,17
tim (bpm)

T p<0,05 so v6i HF

Phuong phap diéu tri két hop perindopril va hop chét cho phép 1am ting dang
ké phéan suét rut ngin cua thét trai, c6 nghia 1 cai thién tinh co lai ctia n6 (Bang 2 va
Fig.2). Do d6, nhip tim dugc cdi thién so v6i nhitng dong vat bi suy tim ma khong

duoc diéu tri.

Béang 2
HF
(khong dugc HF + A HF " . HF A +
didu tri) perindopril perindopril
phan suét rat ngin )
(% dutémg’kinh cua 14,4 18,0 17,1 223"
tam that trai)
50 lan dap cua tim 114 127 1421 140°

(mL/phiit)
" p<0,05 so v6i HF

Bang 3 chi ra rang (Fig. 3), cic théng sd tAm thu va tAm truong khac nhau bj
bién d6i béi bénh suy tim. Sy co ngin tAm that trai kém di (dP/dty,, va LVESPVR &
nhitng dong vat HF thap hon dang ké & nhitng dong vat ddi chimg khée manh), chi ra
su suy yéu tim thu. C6 sy suy giam nghiém trong vé chirc ning tm truong: ap luc bén
trong tam that & cudi tAm trwong dugce nang lén (LVEDP), thoi gian gidn (tau) duoc

kéo dai va tinh dan hoi (kha ning tAm that cing phong) 14 thdp (LVEDPVR ting).
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Bang 3
péi  [F (khong HF+  HF+A+
ching dugicr:igheu HE+ A perindopril perindopril
LVESP (mm Hg) 140 120 118 99 105
dP/dt e (10°mm Hg/s) 9,92 6,89* 6,78 5,97 7,69
LVESPVR (mm Hg/RVU) 26,4 11,1% 16,1 16,47 15,67
LVEDP (mm Hg) 1,86 9,43% 4,89" 5,177 3,32
dP/dty;, (-10°mm Hg/s) 10,24 5,66* 5,87 5,11 6,19
tau (mili gidy) 3,54 12,64 837 7,311 6,05"
LVEDPVR (mm Hg/RVU) 0,84 6,93% 2,70° 2,36" 1,37

* p<0,05 so voi dong vat dbi chimg; T p<0,05 so véi HF; * p<0,05 so véi HF+A va so

v6i HF+perindopril

ba phat hién rang viéc diéu tri cac dong vat bi suy tim, hodc véi riéng minh
perindopril hodc véi riéng minh hgp chat A, céi thién chirc ndng tdm thu, c6 thé nhin

thdy tir LVESPVR, thong s& doc 1ap véi tai duy nht.

Ap luc cubi tAm truong va thoi gian gisin dwoc cai thién 16 rang béi khi ding
riéng perindopril hodc riéng hop chét A, va xu huéng giam tiép tuc hai thong sb nay
dugc ghi nhan khi hai hop chit duoc cho ding ciing véi nhau. Tinh dan héi ciia tAm
that trai (dwoc do bing LVEDPVR), thong sb doc 1ap vai tai duy nhét, duge cai thién
r3 rang boi perindopril va béi hop chit A. Ngac nhién 13, tic dung nay dugc ting lén

dang k& khi cac dong vét duoc cho diing ddng thoi hai phuong phap diéu tri.

Thuc vay, hdn hop ctia hop chit A va perindopril cho phép cai thién dang ké

tinh dan hoi, tré lai mirc gan véi tinh dan hoi cua cac dong vat doi ching.

Hon hop perindopril va N-{[(7S)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-
yl]metyl}-3-(7,8-dimetoxy-1,2,4,5-tetrahydro-3H-3-benzazepin-3-yl)-N-metyl-3-o0xo-

1-propanamin vi vay cho phép cai thién su suy gidm chirc nang tim truong.
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Duoc phém:

Cong thirc dé diéu ché 1000 vién nén, mdi vién chira cac hoat cht Ia 10mg hop chit A

va 2mg perindopril fert-butylamin:

Hop chit A & dang fUmMArat ...............o..oo..eueeeeeereeeeeeeeeeeeeeeseeesese e eeeeeens 12,48 g
Perindopril fer-butylamin............coceoevieiiiniiiiiiseceee e 2g
Lactoza MOnONYArat ............coeueierieinineeieeeeeeee ettt 62¢g
IMAGIE STEATAL ...ttt 13¢
POVIAOI.....ciiiiiiiiii et ettt 9¢g
Silic oxit Khan dang KE0 .........ccoieuiiiiieiiiicceceeeeeee e 0,3g
Xenluloza natri glyColat .......cceovviiiiieicece e 30g
AXIE STEATIC. ....veiiiiiiiicictee ettt sttt ettt 2,6 g

Céc vi du khac vé dugc phém theo sang ché duoc dua ra dudi day, ma khong bao gém

bat ky gii han nao:

Vi du Hop chat A Mudi perindopril zert- Mubi perindopril
' (mg) butylamin (mg) arginin (mg)
5 60 2 -
6 80 4 -
7 60 - 2,5
8 80 - 5
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YEU CAUBAO HQ

1. Hon hgp chira N-{[(75)-3,4-dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-yljmetyl }-3-
(7,8-dimetoxy-1,2,4,5-tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-

propanamin, hodc mot trong cac mudi cOng cua no6 voi mdt axit duge dung, cac hydrat
va céc dang tinh thé cla chiing,va perindopril, hosic mét trong cac mudi cdng cda nod

v6oi mot bazo duge dung, cac hydrat hodc cac dang tinh thé cua ching.

2. HOn hop theo diém 1, dwoc dic trung & chd, N-{[(75)-3,4-
dimetoxybixyclo[4.2.0]octa-1,3,5-trien-7-ylJmetyl}-3-(7,8-dimetoxy-1,2,4,5
tetrahydro-3 H-3-benzazepin-3-yl)-N-metyl-3-oxo-1-propanamin & dang hydroclorua

hodc fumarat, hodic mot trong cac hydrat hoac cac dang tinh thé cua chuing.
3. Hon hop theo diém bét ky trong s cac diém tir 1 dén 2, dugc dic trung & chd,

perindopril 13 & dang mudi fert-butylamin hodic arginin hodc mot trong cac hydrat hoac

cac dang tinh thé ciia chung.

-11-
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Fig. 1
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Fig. 3
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