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SPIRONOLACTON

(Ar—Ap) x (Ac—Ap) x C
Trong d0:
4,12 d6 hap thy cia dung djch thy,
4, 1240 hﬁp thy ctia dung dich dimeticon.
4 lé do hip thu ctia dun g dich chuén.
¢ 14 phan trdm silic dioxyd trong simeticon chudn.

Bio quan
Trong 46 dung kin.

Logl thudce
Chong ddy hoi.

Che pham
Vién nén, vién nhai, nang, hdn dich don thanh phén hoic
phm hop.

SPIRONOLACTON

C24H]204S P.tl: 416,6

Spironolacton la (2'R)-7a-(acetylsulfanyl)-3',4'-dihydro-
'H-spiro[androst-4-en-17,2'-furan]-3,5'-dion phai chira
fr 97.5 % dén 102,0 % C.,H:,0.S, tinh theo ché phim
dd lam kho.

Tinh chat ,
Bit mau tring hay mau tring hoi vang, da hinh. Thyc té
khong tan trong nudc, tan trong ethanol 96 %.

Dinh tinh

C6 thé chon mét trong hai nhom dinh tinh sau:

Nhém I: A,

Nhom II: B, C.

A. Phé hap thu hong ngoai (Phu luc 4.2) cua ché pham
phai phu hop véi pho hap thy héng ngoai cua spironolac-
ton chudn. Néu phé héng ngoai o trang thai ran cua mau
thir va chudn khac nhau thi hoa tan riéng ré ché pham va
Chuaﬂ trong mot thé tich toi thiéu methanol (TT), boc hoi
{61 cén rdi tién hanh ghi lai phd méi cia can.

B. Phuong phap sic ky 16p mong (Phu luc 5 4).

an méng: Silica gel Frs,.
Dung méi khai wién: Nube - cyclohexan - ethyl acetat

(1:24:75),

Dung djch thir: Hoa tan 20 mg ché pham trong methylen
clorid (TT) va pha loang thanh 10 ml véi cung dung moi.
Dung djch @éi chiéu: Hoa tan 20 mg spironolacton chuén
rong methylen clorid (TT) va pha loang thanh 10 ml vai
¢ing dung mai,

Céch tién hanh: Chim rieng bi¢t 1én ban moéng 5 ul maj
dung dich trén. Trién khai siic ky t6i khi dung méi di dugc
3/4 chiéu dai ban méng. Pé khé ban mong ngoai khéng khi
va quan sat dudi 4nh sing tir ngoai & bude séng 254 nm. vet
chinh trén séc ky d6 cua dung dich thir pha1 tu'ong {mg vé
vi tri va kich thudc voi vét chinh trén sic ky db cua dung
dich déi chiéu.

C. Thém 2 ml dung dich acid sulfuric (TT) 50 % (tvtt) vao
10 mg ché phim va lac, thu dugce dung dich c6 mau cam
voi huynh quang xanh luc anh vang rd. Pun néng nhe dung
dich, mau chuyen thanh dé ddm va khi hydro sulfid bay lén
lam den gzay tam chi acetat (TT). Thém 10 ml nude, dung
dich chuyen mau vang luc va van duc hodc xuat hién tia.

Goc quay cye riéng

Tir -41° dén -46°, tinh theo ché pham da lam khé (Phu luc
6.4). ‘

Hoa tan 0,100 g ché pham trong ethanol 96 % (TT) va pha
lodng thanh 10,0 ml véi cung dung méi.

Tap chat lién quan

Phuong phap sic ky long (Phu luc 5.3). Chuén bi cac dung
dich ngay trudce khi dung.

Pha dong: Acetonitril - tetrahydrofuran - methanol (TT)) -
nwoe (15:20: 425 : 540).

Hén hop dung méi: Acetonitril - nude (50 : 50).

Dung dich thir (1): Hoa tan 50,0 mg ché pham trong 2,5 ml
tetrahydrofuran (TT) va pha lodng thanh 25,0 ml bing hdn
hop dung méi.

Dung dich thir (2): Pha lodng 1,0 ml dung dich thir (1)
thanh 100,0 ml bang hén hop dung méi.

Dung dich doi chiéu (1): Pha loang 1,0 ml dung dich thi
(2) thanh 10,0 ml bing hdn hgp dung méi.

Dung dich doi chiéu (2): Hoa tan 15 mg spironolacton
chudn dung dé kiém tra tinh phi hop cua hé théng (chira
cée tap chat A, C, D, E va I) trong 1,0 ml hén hop dung
moi.

Dung dich doi chiéu (3): Hoa tan 50,0 mg spironolacton
chuin trong 2,5 ml tetrahydrofuran (TT) va pha loang
thanh 25,0 ml bing hén hop dung méi. Pha lodng 1,0 ml
dung dich thu duqc thanh 100,0 ml bang hén hop dung méi.
Dung djch doi chiéu (4): Hoa tan 5,0 mg canrenon chuan
(tap chét F) trong 2,5 ml tetrahydrofiran (TT) va pha loang
thanh 25,0 ml bing hén hgp dung méi. Pha lodng 3,0 ml
dung dich thu dugc thanh 100,0 ml bang hdn hop dung méi.
Diéu kién sdc ky:

Cot kich thuge (15 cm x 4,6 mm) duoc nhdi pha tinh end-
capped octadecylsilyl silica gel diing cho sdic ky (3 pm).
Nhiét dg cdt: 40 °C.

Detector quang phd tir ngoai dit & budc song 254 nm.

Téc do dong: 1,0 mlI/min.

Thé tich tiém: 20 pl.
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SPIRONOLACTON

BAN BO SUNG DBVNy

Céch tién hanh:

Tién hanh sac ky véi dung dich thir (1), dung dich déi
hlell (1), (2) va (4).

Tién hanh sac ky vd&i thoi gian gap 2,5 14n thoi gian luu coa

spu-onolacton

Pinh tinh cc tap chat: Sir dung séc ky dd cung cap kém

theo splronolacton chuén dung dé kiém tra tinh phu hqp

cua hé théng va sic ky dd coa dung dich di chleu (2) dé

xac dinh pic cua tap chatA,C,D,Eval. Sir dung séc ky dd

ctia dung dich d6i chiéu (4) dé xac dinh pic cta tap chit F.

Théi gian luu twong d6i so véi spironolacton (thoi gian

lrru khoang 26 mm) Tap chat A khoang 0,95; tap chat F

khoz’mg 1,2; tap chat C khoang 1,5; tap chit D khoang 1,6;

tap chat E khoang 1,7; tap chét 1 khoang 1,9.

Kiém tra tinh phu hgp cia hf; théng: Trén sic ky 6 cna

dung dich dbi chiéu (2), ty sé dinh - hdm (H,,/H ) it nhét
la 1,5; trong do H, l1a chiéu cao dinh pic tap. chit A so véi

dudng nén va H, la chiéu cao tinh tir dudmg nén 1én dén day

hém phan tach giira pic tap chat A va pic spironolacton.

Pé tinh ham lugng, nhan dién tich pic tap chét F véi hé sb

hiéu chinh 12 2,3.

Gioi han:

Tap chat I: Dién tich pic tap chit I khéng duoc 1ém hon 5
lin dién tich pic chinh thu dugc trén sic ky dé cua dung

dich déi chiéu (1) (0,5 %).

Tap chit E, F: Vi mdi tap chat, dién tich pic da hiéu chinh,

néu cin, khong duge 16m hon 3 lan dién tich pic chinh thu

dugc trén sic ky db cua dung dich ddi chiéu (1) (0,3 %).

Tap chét A, C: Vé&i mdi tap chat, dién tich pic khﬁng duoc

16m hon 2 lan dién tich pic chinh thu dugc trén sac ky do

cua dung dich d6i chiéu (1) (0,2 %)

Tap chit D: Dién tich pic tap chéit D k.hong dugce 16n hon
1,5 14n dién tich pic chinh thu duoc trén sic ky d6 cia dung

dich déi chiéu (1) (0, 15 %).

Tap chit khic: Véi mdi tap chit, d1¢n tich p1c khéng dugce

16m hon dién tich pic chinh trén sic ky db cua dung dich

6i chiéu (1) (0,10 %).

Tﬁng dn:n tich pic ctia tat ca céc tap chét khong dll’QC 16m
hon 7 l4n dién tich pic chinh thu dugc trén sac ky dd cua
dung dich d6i chiéu (1) (0,7 %).

Bd qua nhimg pic ¢6 di¢n tich nho hon 0,5 lan dlf;n tich

pic chinh thu dugc trén sic ky dd cia dung dich ddi chiéu
(1) (0,05 %).

Ghi chu:

Tap chit A: (2’ R)-To-(acetylsulfanyl)-5° H-spiro[androst-4-en-
17,2’-furan)-3,5’-dion (A20-spironolacton).

Tap cht B: (2'R)-7a-(acetylsulfanyl)-4-bromo-3',4’-dihydro-
5’H-spiro[androst-4-en-17,2’-furan]-3,5’-dion (4-bromospi-
ronolacton).

Tap chét C: (2°R)-3’,4’-dihydro-5"H-spiro[androst-4-en-17,2°-
furan]-3,5’-dion (aldon). )
Tap chit D: (2’ R)-7Ta-(acetyldisulfanyl)-3’,4’-dihydro-5’ H-spiro
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[androst-4-en-17,2’-furan]-3,5 -dion (disulfanyl-spironolacton).
Tap chit E: (2'R)-7p-(acetylsulfanyl)-3’,4’-dihydro-5"H-spiro
[andmst-4 en-17,2’-furan}-3,5 -dion (7p- -spironolacton).

Tap chat F: (2’R)-3',4’-dihydro- -5’ H-spiro[androst-4,6-dien-
17,2°- furan] 3,5'-dion (canrenon).

Tap chét G: (2’ R)-7a-(acetylsulfanyl)-6(- -hydroxy-3’,4’-dihydro
-5°H-spiro[androst-d4-en-17,2’-furan]-3, 5’-dion  (6B-hydroxy-
spironolacton).

Tap chét H: (2°5)-spiro[androst-4,6-dien-17,2’-oxiran]-3-on.
Tap chét I: S-[17a-(cthoxymethyl)-17-hydroxy-3-oxoandrost-4-
en-7a-yl] ethanethioat,

Hop chiit thiol tw do

Thém 20 ml nude vao 2,0 g ché pham, lic trong 1 min va loc.
Léy 10 ml dich loc, thém 0,05 ml dung dich iod 0,05 M (TT)
va 0,1 ml dung dich ho tink bét (TT) va tron déu. Mau xanh
lam xuat hién.

Crom

Khéng duge qua 50 phan trigu.

Lay 0,20 g ché phim vao chén nung platin, thém 1 g kali
carbonat (TT)va 0,3 g kah nitrat (TT). Pun nong nhe dén
khi hdn hop chay ra va tiép tuc nung & 600 °C dén 650 °C
dén khi chay hét carbon. pé ngudi, hoa tan hoan toan can
trong 10 ml nude ban g cach dun nong nhe, loc va pha loang
thanh 20 ml bang mede. Liy 10 ml dung dich thu diroc, thém
0.5 g ure (TT) va thém dung dich acid sulfuric (TT) 14 %
(tt/tt) dén khi dung dich c6 tinh acid. Khi hét sui bot, thém
1 ml dung dich acid sulfuric (TT) 14 % (tt/tt), pha loang
thanh 20 ml bing nuée va them 0,5 ml dung dich diphenyl-
carbazid (TT).

Dung dich khong dugc ¢6 mau ddm hon mau dung dich
chuén duoc chuan bi nhu sau: Thém 1 ml dung dich acid
sulfuric (TT) 14 % (t/tt) vao 0,50 ml dung dich kali dicromat
(TT) 28,3 mg/l méi pha, pha loang thanh 20 ml bang nudc
va thém 0,5 ml dung dich diphenylcarbazid (TT).

Mt khoi lugng do 1am khé
Khéng dugce qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C; 3 h).

Tro sulfat

Khéng dwoc qua 0,1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lwong

Phuong phap sic ky long (Phu luc 5.3). bidu kién séc ky
nhu mé ta trong phan Tap chét lién quan.

Tién hanh sic ky véi dung dich thir (2), dung dich dbi
chiéu (3).

Tinh ham lugng phén trim cua C24H32045 trong ché pham
dya vao dién tich pic thu dugc trén sic ky d6 cua dung
dich thir (2), dung dich ddi chiéu (3) va ham lugng cua
C,,H,,0,S trong spironolacton chuén.
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MUNG DDBVN V VIEN NEN SPIRONOLACTON
pio quén méi truong hoa tan (lugng ethanol khéng duge 16n hon

Trong 46 dung kin, tranh 4nh sang,

Logi th“oc
ThuUC loi tiéu khang aldosteron.

Ché phAm
Vién nén.

yIEN NEN SPIRONOLACTON

L vién nén chira spironolacton,

Ché pham phai ddp tmg cic yéu ciu trong chuyen lugn
“Thube vién nén” (Phy lyc 1.20) va céc yéu ciu sau day:

Ham lwgng spironolacton, C,,H;,0,S, tir 95,0 % dén
105,0 % so vai lugng ghi trén nhan.

pinh tinh

A. Phuong phap sic ky 16p méng (Phu luc 5.4).

Ban mong: Silica gel GF ,s,.

Dung moi khai trién: Cloroform - ethyl acetat - methanol
(20.: 20 : 10).

Dung dich thu: Can chinh xac mét lugng bot vién twong
img vé&i khoang 200 mg spironolacton vao binh djnh mirc
50 ml. Hoa tan bing methanol (TT), pha lodng dén vach
voi cing dung méi, loc.

Dung dich d@oi chiéu: Dung dich chira 4 mg/ml spirono-
lacton chuén trong methanal (TT).

Céch tién hanh: Cham riéng biét 1én ban mong 10 pl mdi
dung dich trén. Trién khai sic ky tai khi dung méi di dugce
3/4 chiéu dai ban méng. D¢ khé ban mong ngoai khong khi
vd quan sat dum anh sang tr ngoai & bude séng 254 nm. Vét
chinh trén séc ky do cua dung dich thir phéi co nglong véi
R;cta vét chinh trén sic ky dd cua dung dlCh ddi chiéu.

B. Trong phan Dinh luong, pic chinh trén sic ky do cla
dung dich thir phai c6 thoi gian luu tuong ng vai thoi
gian luu cia pic spironolacton trén sdc ky d6 cia dung
dich chuan.

D) hoa tan (Phy luc 11.4)

Thiét bj: Kiéu canh khudy.

Mdi trieomg hoa tan: 1000 ml dung dich acid hydrocloric
0.1 M (TT) ¢6 chira 0,1 % natri lauryl sulfat (TT).

Toc dg quay: 75 r/min.

Thoi gian: 60 min.

Cach tién hanh:

Duﬂg dich thir- Sau thoi gian hoa tan quy dinh lay mot
phéin dich hoa tan va loc, bo 20 ml dich loc dau. Pha loing
dich loc (néu can) bing mdi truong hoa tan dé thu dugc
dung dich ¢ nong do spironolacton tuong duong voi dung
dich chuin.

Dung dich chudn: Hoa tan spironolacton chuén trong
Mt lugng nho ethanol 96 % (TT). sau d6 pha long bing

tong 1 % thé tich pha) dé thu dugc dung dich c6 néng d¢
spironolacton khoang 0,0125 mg/ml.

Po d6 hap thy (Phu luc 4.1) cta dung dich chuan va dung
dich thir & budc song 242 nm.

Tinh ham lugng spironolacton da hoa tan trong mét vién
tir @6 hép thu cia dung dich chuan, dung dich thir va ham
lugng Cz_,,H;zO,,S cua spironolacton chuén.

Yéu cdu: Khong it hon 75 % (Q) lugng spironolacton,
C,,H,,0,8, so vdi lugng ghi trén nhan duge hoa tan trong
60 min.

Pinh luwgng

Phuong phép sic ky 1ong (Phu luc 5.3).

Pha dong: Melkano! nwoe (3 :2).

Dung moi pha mau Acetonitril - meoc (1 : 1),

Dung dich thie goc: Can it nhit 10 vién vio bmh dinh
mirc c6 thé tich [thh hop dé duge dung dich c6 nong dd
spIronolacton cudi ciing khoang 1 mg/ml. Thém dung méi
pha mau va lic 30 min, siéu 4m 30 mm hodc dén khi vién
ra hoan toén pé ngudi dung dich vé nhiét do phong, dung
mbi pha mau dén vach, lic déu, ly tam iy dlch trong.
Dung dich thir: Pha lodng dung dich thu goc bang hdn
hop dung méi dé thu duoc dung dich chira spironolacton
0,5 mg/ml.

Dung dich chudn: Dung dich chtra 0,5 mg/ml spironolacton
chuén trong dung moi pha mau.

Piéu kién sac ky:

Cot kich thude (15 cm x 4,6 mm) dugce nhodi pha tinh C
(5pm). .

Detector quang pho tir ngoai dat ¢ bude song 230 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Kiém tra tinh pha hop cta hé théng: Trén sic ky do cua
dung dich chuan, hé s6 d6i ximg cua pic spironolacton
khong 16m hon 2,0, 6 1éch chuan twong déi cua dién tich
pic spironolacton tir 5 lan tiém lap lai dung dich chuén
khéng 16m hon 1,5 %.

Tinh ham lugng pham trim spironolacton trong vién dua
vao dién tich pic spironolacton trén sic ky dd cua dung
dich thir, dung dich chuin va ham luong C,H,0.S cua
spironolacton chudn.

Bdo quan

Trong d6 dung kin.
Loai thudc

Loi tiéu.

Ham lugng thuong dung
25 mg, 50 mg.
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