ISOTRETINOIN

' M
CO,H
CHs
C20H2802 P.t.I: 300,4

Isotretinoin  1a  acid  (2Z,4E,6E,8E)-3,7-dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl)nona-2,4,6,8
tetraenoic, phai chra ttr 98,0 % dén 102,0 % C20H2s02, tinh theo ché pham da lam kho.

Tinh chéat
Bot két tinh. mau vang hoac cam nhat. Thyc té khéng tan trong nwéc, tan trong methylen clorid, khé
tan trong ethanol 96%. Nhay cam véi khéng khi, nhiét d6 va anh sang, dac biét la trong dung dich.

Pinh tinh
Phd'hap thu hdng ngoai (Phu luc 4.2) ciia ché phdm phai phu hop véi phd hap thu hdng ngoai clia
isotretinoin chuan.

Tap chét lién quan

Phwong phap sac ky 16ng (Phu luc 5.3). Tién hanh trong diéu kién tranh anh sang va chuan bj cac
dung dich ngay trwéc khi dung.

Pha ddng: Acid acetic béng - nuée dung cho séc ky - methanol (5 : 225 : 770).

Dung djch thi= Hoa tan 0,100 g ché phadm trong methanol (TT) va pha loang thanh 50,0 ml véi cling
dung moi.

Dung dich déi chiéu (1): Hoa tan 5,0 mg tretinoin chuén (tap chat A) trong methanol (TT) va pha lodng
thanh 5,0 ml v&i cung dung mai.

Dung dich dbi chiéu (2): Hat 0,5 ml dung dich thir va 1 ml dung dich déi chiéu (1) vao binh dinh mac 25
ml va thém methanol (TT) vira da dén vach, lac déu.

Dung dich déi chiéu (3): Pha lodng 1,0 ml dung dich thr thanh 100,0 ml bang methanol (TT). Pha lodng
1,0 ml dung dich thu dwoc thanh 10,0 ml bang methanol (TT)

Diéu kién sac ky:

Cot kich thuwéc (15 cm x 4,6 mm) dwoc nhdi pha tinh C (3 pm).

Detector quang phd tt ngoai d&t & buéc séng 355 nm.

Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Céch tién hanh:

Tién hanh séc ky dung dich thir, dung dich dbi chiéu (2) va dung dich déi chiéu (3) v&i thoi gian gép 1,6
lan thoi gian lwu cla isotretinoin.

S dung sé&c ky d6 cta dung dich dbi chiéu (2) d& xac dinh pic cla tap chat A.

Thaoi gian lwu twong dbi so véi isotretinoin (thoi gian Iu khodng 26 min): Tap chat A khoang 1,3.

Kiém tra tinh pht hop cla hé théng: Trén sac ky d6 ctia dung dich ddi chiéu (2), d6 phan giai gitra pic
isotretinoin va pic tap chat A it nhat 1a 5,0.

Gidi han:

Tap chat A: Dién tich pic tap chat A khéng dwoc I&n hon 2 Ian dién tich pic chinh thu dwoc trén séc ky
dd cha dung dich déi chiéu (3) (0,2 %).

Tap don khac: V&i mbi tap don, dién tich pic khéng dwoc Ién hon dién tich pic chinh thu dwoc trén sac
ky d6 ca dung dich déi chiéu (3) (0,10 %).

Tdng dién tich pic cla tat ca cac tap chat khdng dwoc Ién hon 5 1an dién tich pic chinh thu dwoc trén
sac ky dd cta dung dich ddi chiéu (3) (0,5 %).
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B& qua nhirng pic cé dién tich nhd hon hodc bang 0,5 1an dién tich pic chinh thu dwoc trén sac ky dd
ctia dung dich dbi chiéu (3) (0,05 %).

Ghi chu:

Tap chat A: Acid (2EA4E,6E,8E)-3,7-dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl)nona-2,4,6,8-tetraenoic
(tretinoin).

Tap chét B: Acid (2Z,4E,6Z,8E)-3,7-dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl)nona-2,4,6,8 tetraenoic (acid
9,13-dicis-retinoic).

Tap chat C: Acid (2Z,4Z,6E,8E)-3,7-dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl)nona-2,4,6,8-tetraenoic (acid
11,13-dicis-retinoic)

Tap chét D: Acid (2E,4E,6Z,8E)-3,7-dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl)nona-2,4,6,8-tetraenoic (acid 9-
cis-retinoic).

Tap chat F: Acid (2E,4Z,6E,8E)-3,7-dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl)nona-2,4,6,8-tetraenoic (acid
11-cis-retinoic).

Tap chat G: Acid (2Z,4E,6E,8E)-3,7-dimethyl-9-[(1RS,6SR)-2,2,6-trimethyl-7-oxabicyclo[4.1.0]heptan-1-yllnona-
2,4,6,8-tetraenoic (acid 13-cis-5,6-dihydro-5,6-epoxyretinoic).

Tap chét H: ‘Acid (2Z,4E,6E,8E)-3,7-dimethyl-9-(2,6,6-trimethyl-3-oxocyclohex-1-en-1-yl)nona-2,4,6,8-tetraenoic
(acid 13-cis-4-oxoretinoic).

Tap chat'l: Acid (2Z,4E,6E,8E)-9-[(3RS)-3-hydroxy-2,6,6-trimethylcyclohex-1-en-1-yl]-3,7-dimethylnona-2,4,6,8-
tetraenoic (acid 13-cis-4-hydroxyretinoic).

Mat khéi lwong do 1am khoé
Khéng dwoc qua 0,5 % (Phu luc 9.6).
(1,000 g; trong chan khéng; 16 h).

Tro sulfat
Khéng dwoc qua 0,1 % (Phu luc 9.9, phuwong phap 2).
Dung 1,0 g ché pham.

Binh lwong

Hoa tan khoang 0,200 g ché pham trong 70 ml aceton (TT). Chuén d6 béng dung dich tetrabutylamoni
hydroxyd 0,1 M trong 2-propanol (CP). Xac dinh diém twong dwong bang phwong phap chuan do do
dién thé (Phu luc 10.2).

1 ml dung dich tetrabutylamoni hydroxyd 0,1 M trong 2-propanol (CP) twong dwong v&i 30,04 mg
C20H280:.

Bao quan

Trong diéu kién khi tro, @ dwng kin, tranh anh sang.

Khi d@ mé& nén sir dung ché phdm cang nhanh cang tét. Néu ché phdm chwa s dung hét ngay nén
bdo quan bang khi tro.

Loai thudc
Thudc diéu tri tring ca.

Ché pham
Nang, gel.
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