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DUQC DIEN VIET NAM VI

VIEN NEN SAT (1I) SULFAT

La vién nén bao duong chira sit (1) sulfat.

Ché phim phai dap img cdc yéu ciu trong chuyén luan
“Thudc vién nén” muc “Vién bao” (Phu luc 1.20) va céac
yéu ciu sau day:

Ham lwgng sit (IT) sulfat, FeSO,.7H,0, tir 95,0 % dén
105,0 % so voi lugng ghi trén nhan.

DPinh tinh

Lay mét lugng bdt vién twong duong khoang 0,25 g sit
(I1) sulfat, thém 20 ml dung dich acid hydrocloric 2 M
(TT), l4c k¥, loc. Dich loc phai cho cac phan img cua sét
(1) va sulfat (Phu luc 8.1).

P§ hoa tan (Phu luc 11.4).

Thiét bi: Kiéu canh khudy.

Mbi truéng hoa tan: 900 ml dung dich acid hydrocloric
0,1 M (TT).

Toc d6 quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Xac dinh luong sét (1) sulfat, FeSO,.7H,0, bing phuong
phap quang phd hdp phu nguyén tir (Phu luc 4.4), do &
budc song 248,3 nm.

Dung dich déi chiéu: Dung dich st chudn pha lodng
voi dung dich acid hydrocloric 0,1 M (TT) dén néng do
thich hop.

Dung djch thir: Ldy mot phan dung dich moi trudmg sau
khi hoa tan, loc va pha lodng dich loc vé&i dung dich acid
hydrocloric 0,1 M (TT) dén néng d¢ thich hop.

Yéu cdu: Khong it hon 75 % (Q) lugng sét (II) sulfat,
FeSO,.7H,0, so vai lugng ghi trén nhin dugc hoa tan
trong 45 min.

Pinh lugng

Can 20 vién da loai bo 16p bao, tinh khéi lugng trung binh
vién va nghién thanh bt min.

Cin chinh xac mgt luwgng bt vién twong duong khoang
0,5 g sat (II) sulfat cho vao binh nén 250 ml, thém 25 ml
dung dich acid sulfuric 10 % (TT) va 50 ml medc méi dun
s6i dé ngudi, lic ky dé hoa tan. Chuén d6 ngay bing dung
dich amoni ceri sulfat 0,1 M (CD) dung dung dich ferroin
sulfat (TT) 1am chi thi.

1 ml dung dich amoni ceri sulfat 0,1 M (CD) tuong duong
vai 27,80 mg FeSO,.7H,0.

Bio quin
Noi khé mat, tranh anh sang.

Loai thude
Bo sung sit, diéu trj thiéu méau.

Ham lwgng thuwdng dung
200 mg.

SERTRALIN HYDROCLORID

SERTRALIN HYDROCLORID
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Sertralin hydroclorid 13 (15,45)-4-(3,4-diclorophenyl)-N-
methyl-1,2,3,4-tetrahydronaphthalen-1-amin hydroclorid,
phai chira tir 97,5 % dén 102,0 % C,;H,;CLN.HCI, tinh
theo ché phdm khan.

Tinh chit

B¢t két tinh da hinh mau tring hay gn nhu tring. Khé tan
trong nude, hoi tan hay khé tan trong ethanol khan, kho
tan trong aceton va 2-propanol.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A, B, D.

Nhém II: A, C, D.

A. Phé hip thy hong ngoai (Phy lyc 4.2) cia ché phim
phai phu hgp véi pho hép thu héng ngoai cia sertralin
hydroclond chuin, Néu phé hdng ngoai ¢ trang thai ran
ctia mau thir va chuén khac nhau, thi tién hanh ghi lai pho,
dung dung dich ché pham va chuén 10 g/L trong methylen
clorid (TT).

B. Goéc quay cuc riéng

Tir +38,8° dén +43,0°, tinh theo ché phim khan (Phuy lyuc
6.4).

Hén hop dung méi: Pha loang 1 thé tich dung dich acid
hydrocloric 1 M (TT) thanh 20 thé tich bang methanol
(TT).

Hoa tan 0,250 g ché phim trong hén hop dung méi va pha
long thanh 25,0 ml v&i cung dung méi. Tién hanh do &
25 °C.

C. Ché phim phai dap (mg yéu cau cua phép thir Tap chét
ddng phan déi quang.

D. Hoa tan 10 mg ché phim trong 5 ml ethanol (TT) va
thém 5 ml niwege. Dung dich thu dugc cho phai irng (A) cia
clorid (Phu luc 8.1).

Tap chét ddng pliin ddi quang

Phuong phép sic ky long (Phu lyc 5.3). Chuén bi dung
dich thir ngay trude khi ding.

Pha dpng: Tron déu 30 thé tich hexan (TT) va 70 thé tich
mét hdn hop gom: Diethylamin - 2-propanol - hexan (1 :
25 : 975).
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SERTRALIN HYDROCLORID

Hén hop dung méi: Diethylamin - hexan - 2-propanol (1 :
40 : 60).

Dung dich thir: Hoa tan 60,0 mg ché pham trong hdn hop
dung méi va pha loang thanh 10,0 ml v&i cung dung moi.
Dung dich déi chiéu (1): Dung dich sertralin chuin ding
dé kiém tra tinh phd hop cia hé thong (chira tap chit G)
trong hdn hgp dung méi nong d khoang 6,2 mg/ml.
Dung dich doi chiéu (2): Pha loang 0,5 ml dung dich thir
thanh 100,0 ml bing hdn hop dung méi.

Diéu kién sdc ky:

Cét kich thudc (25 cm * 4,6 mm) dugc nhdi pha tinh silica
gel AD diing dé tach dong phdn doi quang (5 pm).
Detector quang phd tir ngoai dat & buéc séng 275 nm.
Téc dp dong: 0,4 ml/min.

Thé tich tiém: 20 pl.

Théi gian chay sic ky: 30 min.

Thir ty rira giai: Sertralin, tap chit G.

Cadch tién hanh:

Kiém tra tinh phu hop cua hé théng: Trén sic ky do cua
dung dich déi chiéu (1), 46 phan giai giira pic cua sertralin
va pic ctia tap chit G it nhat 1a 1,5; trén sic ky d6 cia dung
dich dbi chiéu (2), ty s6 tin hiéu trén nhi&u it nhét 1a 10 d6i
V@i pic sertralin.

Gioi han:

Tap chét G: Dién tich pic tap chit G khéng dugc 16n hon
3 l4n dién tich pic chinh thu dwoc trén sic ky dd cua dung
dich d6i chiéu (2) (1,5 %).

Ghi chu:

Tap chit G: (1R,4R)-4-(3,4-diclorophenyl)-N-methyl-1,2,3,4-
tetrahydronaphthalen- 1-amin (sertralin enantiomer).

Tap chit E

Phuong phap sic ky léng (Phy luc 5.3).

Pha dong A: Hoa tan 1,0 g natri laurylsulfat (TT) trong
800 ml nerde va thém 200 ml acetonitril (TT,); thém 1,0 ml
acid phosphoric (TT) va tron déu.

Pha dong B: Hoa tan 1,0 g natri laurylsulfat (TT) trong
100 ml nwoe va thém 900 ml acetonitril (TT,); thém 1,0 ml
acid phosphoric (TT) va tron déu.

Hon hgp dung méi: Pha déng A - pha déng B (50 : 50).
Dung dich thir- Hoa tan 50,0 mg ché phdm trong hdn hop
dung méi va pha loang thanh 50,0 ml véi cung dung méi.
Dung djch déi chiéu (1): Hoa tan 5,0 mg tap chat E chuén
cua sertralin (acid mandelic) trong hon hgp dung méi va
pha lodng thanh 25,0 ml v6i cing dung méi. Pha lodng
1,0 ml dung dich thu dwgc thanh 100,0 ml bing hdn hop
dung méi. _

Dung dich déi chiéu (2): Hoa tan 10 mg acid benzoic (TT)
va 20 mg acid mandelic (TT) (tap chét E) trong hén hgp
dung méi va pha lodng thanh 50,0 ml véi ciing dung méi.
Pha loang 1,0 ml dung dich thu duoc thanh 50,0 ml bing
hén hgp dung méi.
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Piéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) duge nhdi pha tinh end-
capped octadecylsilyl silica gel ding cho sdc ky (3 pm).
Detector quang phé tir ngoai dit & bude séng 220 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung méi nhw sau:

Thoi gian Pha djng A Pha djng B
(min) (% t/tt) (% tv/tt)
0-8 60 40
8-9 60 — 10 40 — 90
9-16 10 90
16-20 60 40

Thoi gian hwru twong d6i so véi sertralin (thoi gian lwu
khoang 18 min): Tap chit E khoang 0,2; acid benzoic
khoang 0,3.

Kiém tra tinh phu hop cua hé théng: Trén sic ky do cua
dung dich d6i chiéu (2), do phan giai giira pic tap chat E va
pic acid benzoic it nhét 12 5.,0.

Gidi han:

Tap chit E: Dién tich pic tap chat E khong duoc 16n hon
dién tich pic chinh thu dugc trén sic ky dd cua dung djch
dbi chiéu (1) (0,2 %).

Ghi chu:

Tap chét E: Acid (2R)-hydroxyphenylacetic (acid (R)-mandelic).

Tap chit lién quan

Phuong phép sic ky khi (Phu luc 5.2). Ding phuong phap
chuén héa dién tich dé tinh toan.

Dung dich thie: Cho 0,250 g ché phdm vio éng ly tim
dung tich 15 ml cé nép, thém 2,0 ml methanol (TT) va
0,20 ml dung dich kali carbonat 25 % (TT) va lic xody
30 s. Thém 8,0 ml methylen clorid (TT), nip chat v lic
xoay 60 s. Thém 1 g natri sulfat khan (TT), trén déu va
ly tim trong 5 min.

Dung dich déi chiéu (1): Hoa tan 5,4 mg sertralin chuén
ding dé dinh tinh pic (chira tap chat A, B, C va F) trong
0,2 ml methylen clorid (TT).

Dung dich déi chiéu (2): Pha loang 1,0 ml dung djch thir
thanh 100,0 ml bing methylen clorid (TT). Pha loang
1,0 ml dung dich thu dugc thanh 20,0 ml bing methylen
clorid (TT).

Diéu kién sdc ky:

Cot silica nung chay (30 m x 0,53 mm) dugc phu pha tinh
polymethylphenylsiloxan (4§ day phim 1,0 pm).

Khi mang: Heli ding cho sdc ky khi.

Ty 1€ chia dong: 1 : 10.

Téc ¢ dong: 9 ml/min.

Nhiét do:
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Théi gian Nhigt a§
(min) (°C)
0-1 200
Cot 1-31 200 — 260
31-39 260
Buong tiém 250
Detector 280

Detector: Ion hoa ngon lira.

Thé tich tiém: 1 pl.

Cdch tién hanh:

Sir dung séc ky d6 cung cip kém theo sertralin chuan dung
dé dinh tinh psc va sic ky db cia dung dich dbi chiéu (1)
dé xac dinh pic cua tap chit A, B, Cva F.

Thoi gian lwu twong déi so véi sertralin (thoi gian luu
khoang 24 min): Tap chit B khoang 0,5; tap chét C va D
khoang 0,7; tap chét A khoang 1,05; tap chét F khoang 1,1.
Kiém tra tinh phu hop cua hé thong: Trén sic ky do cia
dung dich déi chiéu (1), ty s6 dinh - hom (Hy/H,) it nhat
la 15; trong d6 H,, 1a chiéu cao dinh pic tap chat A so vai
dudng nén va H, la chidu cao tinh tir dudng nén lén dén
day hém giira pic tap chit A va pic sertralin.

Tién hanh sic ky dung dich di chiéu (2) va dung dich thir.
Gidi han:

Tong tap chét C va D: Khong dugc qué 0,8 %.

Tap chit A, B, F: V&i mdi tap chit, khong dugc qua 0,2 %.
Tap don khac: V&i mdi tap chit, khong duge qua 0,10 %.

Tong tap chat: Khéng dugc qué 1,5 %.

Bo qua nhitng pic c6 dién tich nhd hon hodc bang dién
tich pic chinh thu dugc trén sic ky dd cua dung dich déi
chiéu (2) (0,05 %).

Ghi chu:

Tap chét A: (1RS,4SR)-4-(3,4-diclorophenyl)-N-methyl-1,2,3 4-
tetrahydro-naphthalen-1-amin.

Tap chit B: (1RS,4RS)-N-methyl-4-phenyl-1,2,3 4-tetrahydro-
naphthalen-1-amin.

Tap chét C: (1RS,4RS)-4-(4-clorophenyl)-N-methyl-1,2,3 4-tetra-
hydronpphthalen-l-amm.

Tap chat D: (1RS,4RS)-4-(3-clorophenyl)-N-methyl-1,2,3 4-tetra-
hydronaphthalen- 1 -amin.

Tap chét F: (4R)-4-(3,4-diclorophenyl)-3,4-dihydronaphthalen-
1(2H)-on.

Nirée
Khéng dugc qua 0,5 % (Phu luc 10.3).
Ding 2,00 g ché pham.

Tro sulfat
Khéng dugc qua 0,2 % (Phy luc 9.9, phuong phap 2).
Ding 1,0 g ché phim.

Dinh lwgng

Phuong phap sac ky 1ong (Phu lyc 5.3).

Pha dgng: Methanol - dung dich dém - aceronitril (15 : 40
: 45),

VIEN NEN SERTRALIN

Dung dich @ém: Thém tir tir 34,8 ml triethylamin (TT) vao
28,6 ml acid acetic bang (TT), vira thém vira khudy va lam
ngudi, va pha lodng thanh 100 ml bang nwdc. Pha loang
10 ml dung dich thu dugc thanh 1000 ml bang ruwdrc.
Dung dich thir: Hoa tan 55,0 mg ché pham trong pha dong
va pha loang thanh 50,0 ml véi cling dung méi. Pha loang
5,0 ml dung dich thu dugc thanh 100,0 ml bang pha dong.
Dung dich chudn: Hoa tan 55,0 mg sertralin hydroclorid
chuén trong pha dong va pha loang thanh 50,0 ml v&i cliing
dung moi. Pha loang 5,0 ml dung dich thu dugc thanh
100,0 ml béng pha dong.

Diéu kién sdc ky:

Cot kich thude (15 cm x 3,9 mm) dugc nhdi pha tinh C
(4 pm).

Nhiét d6 c6t: 30 °C.

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

Tée dd dong: 1,8 ml/min.

Thé tich tiém: 20 pl.

Thoi gian luu cua sertralin: Khoang 1,9 min.

Cdch tién hanh:

Tién hanh séc ky voi thoi gian gép 2 14n thoi gian luu cia
sertralin.

Tinh ham luong phan trim cua C,;H,;CL,N. HCl trong
ché phdm dwa vao dién tich pic thu dugc trén sic ky dd
cia dung dich thir, dung dich chuin va ham luong cua
C,7H,,CL,N.HClI trong sertralin hydroclorid chuén.

Béo quén
Trong d6 dung kin, tranh anh sang.

Loai thudc
Thude chéng trim cam (loai {rc ché chon loc tdi hap thu
serotonin).

Ché phim
Vién nén, nang.

VIEN NEN SERTRALIN

La vién nén chira sertralin hydroclorid. Ché phim phai dap
g cac yéu cau trong chuyén luan “Thudc vién nén” (Phu
luc 1.20) va céc yéu chu sau day:

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

Pinh tinh

Trong phé“m Dinh lugng, thdi gian luru cua pic chinh trén
sic ky db cua dung dich thir phai trong {mg vdi thoi gian
luu cua pic chinh trén sic ky @b ciia dung dich chuén.

P§ hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khudy.

Moi trucng hoa tan: 900 ml dung dich dém natri acetat
pH 4,5 (TT).
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