ETODOLAC

COzH

va ddng phan déi quang

C17H21N03 P.t.l: 287,4
Etodolac la acid [(1RS)-1,8-diethyl-1,3,4,9-tetrahydropyrano[3,4-bJindol-1-yllacetic, phai chtra tr 98,0 %
dén 102,0 % C17H21NO3, tinh theo ché pham khan.

Tinh chét
Bot két tinh mau trdng hodc gan nhw trdng. Thuc té khéng tan trong nwédc, dé tan trong aceton va
ethanol 96%.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhom I: A

Nhém 1I: B, C.

A. Phd hap thu hong ngoai (Phu luc 4.2) clia ché pham phai phu hop véi phé hap thu hdng ngoai cua
etodolac chuan.

B. Nhiét d6 nong chay: Tir 144 °C dén 150 °C (Phu luc 6.7).

C. Phwong phap séc ky I&p méng (Phu luc 5.4).

Ban méng: Silica gel GF254 da dwgc hoat hda & 105 °C trong 1 h trwdc khi str dung.

D&t ban méng trong binh sac ky (khdng bdo hoa dung méi) cé chira hdn hop dung dich acid ascorbic
25 g/L - methanol (20 : 80). P& dung méi di chuyén dwoc 1 cm tinh tr dwéng chdm mau thi 14y ban
méng ra va dé khdé ban méng trong it nhat 30 min.

Dung méi khai trién: Acid acetic bang - ethanol - toluen (0,5 : 30 : 70).

Dung dich thtx. Hoa tan 10 mg ché pham trong aceton (TT) va pha lodng thanh 10 ml v&i cling dung méi.
Dung dich déi chiéu: Hoa tan 10 mg etodolac chuén trong aceton (TT) va pha loang thanh 10 ml véi cung
dung mai.

Céch tién hanh: Cham riéng biét Ién ban méng 10 ul méi dung dich trén. Trién khai s&c ky t&i khi dung méi
di dwoc 2/3 ban méng. Bé kho ban méng ngoai khong khi va quan sat dwdi anh sang t&r ngoai & budc
séng 254 nm. Vét chinh trén séc ky db clia dung dich thir phai giéng v&i vét chinh trén sic ky d6 ctia dung
dich dbi chiéu vé vj tri va kich thwérce.

Tap chéat lién quan

Phwong phap sac ky 1dng (Phu luc 5.3).

Pha déng A: Dung dich amoni acetat (TT) 0,77 g/L.

Pha doéng B: Pha déng A - acetonitril TT1 (10 : 90).

Dung dich thd~ Hoa tan 20,0 mg ché pham trong acetonitril (TT;) va pha loang thanh 50,0 ml v&i cling
dung méi.

Dung dich déi chiéu (1): Pha lodng 1,0 ml dung dich thr thanh 50,0 ml bang acetonitril (TT;). Pha lodng
1,0 ml dung dich thu dwoc thanh 20,0 ml bang acetonitril (TT).

Dung dich déi chiéu (2): Hda tan 4 mg tap chat H chuén cla etodolac trong dung dich thtr va pha lodng
thanh 10 ml v&i cung dung méi. Pha lodng 0,5 ml dung dich thu dwoc thanh 50 ml bang acetonitril
(TTH).
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Dung dich dbi chiéu (3): Hda tan hén hop tap chat chuén cla etodolac (chira tap chat A, B, C, D, E, F,
G, H, 1 va K) c6 trong mét lo chuén (khodng 0,009 mg) trong 1,0 ml acetonitril (TTj).

Diéu kién sac ky:

Cot kich thwéc (15 cm x 4,6 mm) dwoc nhdi pha tinh end-capped butylsilyl silica gel ding cho séc ky
(3,5 um).

Nhiét do cét: 35 °C.

Detector quang phb t& ngoai dit & bwédc séng 225 nm.

Téc do dong: 1 ml/min.

Thé tich tiém: 5 pl.

Céch tién hanh:

Tién hanh séc ky theo'chwong trinh dung méi nhw sau:

Thei gian Pha dong A Pha dong B
(min) (% tt/tt) (% tt/tt)
0-25 80 — 50 20 — 50

25-42 50 50
42 - 48 50 — 80 50 — 20

St dung sac ky d6 cung cap kém theo hén hop tap chat chuan cla etodolac va sac ky d6 cla dung
dich ddi chiéu (3) dé xac dinh pic cla cac tap chat A, B, C, D, E, F, G, H, | va K.

Thoi gian lwu twong dbi so véi etodolac (thoi gian lwu khodng 16,7 min): Tap chat A khoang 0,68; tap
chét B khoang 0,83; tap chat C khoang 0,85; tap chat H khodng 1,09; tap chat D khoang 1,17; tap chéat
G khoang 1,19; tap chat E khoadng 1,20; tap chat F khoang 1,22; tap chat | khodng 1,50; tap chéat K
khoang 2,37.

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

Gidi han:

Tap chét C: Dién tich pic tap chat C khong dwoc I&n hon 5 1an dién tich pic chinh thu dwoc trén séc ky
dd ctia dung dich ddi chiéu (1) (0,5 %).

TapchatA, B, D, E, F, G, H, |, K: V&i méi tap chét, dién tich pic khéng dwoc Ién hon 2 Ian dién tich pic
chinh thu dwoc trén sac ky d6 ctia dung dich dbi chiéu (1) (0,2 %).

Tap don khac: V&i mbi tap chét, dién tich pic khoéng duwoc Ién hon dién tich pic chinh thu duoc trén sac
ky d6 clia dung dich déi chiéu (1) (0,10 %).

Tdng dién tich pic cla tat ca cac tap chat khéng dwoc Ién hon 10 Ian dién tich pic chinh thu dwoc trén
sac ky d6 cta dung dich dbi chiéu (1) (1,0 %).

B& qua nhirng pic c6 dién tich nhd hon hodc bang 0,5 1an dién tich pic chinh thu dwoc trén sac ky dd
cta dung dich dbi chiéu (1) (0,05 %).

Ghi cha:

Tap chat A: Acid [(1RS)-1-ethyl-1,3,4,9-tetrahydropyrano[3,4-b]indol-1-yl]acetic (8-desethyl etodolac).

Tap chét B: Acid [(1RS)-1-ethyl-8-methyl-1,3,4,9-tetrahydropyrano[3,4-blindol-1-yl]acetic (8-methyl etodolac).

Tap chét C: Acid [(1RS)-8-ethyl-1-methyl-1,3,4,9-tetrahydropyrano[3,4-b]indol-1-yl]acetic (1-methyl etodolac).

Tap chat D: Acid [(1RS)-1-ethyl-8-(1-methylethyl)-1,3,4,9-tetrahydropyrano[3,4-b]indol-1-ylJacetic (8-isopropyl
etodolac).

Tap chét E: Acid [(1RS)-1-ethyl-8-propyl-1,3,4,9-tetrahydropyrano[3,4-blindol-1-yl]acetic (8-propyl etodolac).

Tap chat F: Acid [(1RS)-8-ethyl-1-(1-methylethyl)-1,3,4,9-tetrahydropyrano[3,4-blindol-1-ylJacetic (1-isopropyl
etodolac).

Tap chat G: Acid [(1RS)-8-ethyl-1-propyl-1,3,4,9-tetrahydropyrano[3,4-blindol-1-yl]acetic (1-propy! etodolac).

Tap chét H: 2-(7-ethyl-1H-indol-3-yl)ethanol.
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Tap chét I: Acid (3RS)-3-[7-ethyl-3-(2-hydroxyethyl)-1H-indol-2-yl]-3-(7-ethyl-1H-indol-3-yl)pentanoic (etodolac
dimer).

Tap chat J: (1RS)-1,8-diethyl-1-methyl-1,3,4,9-tetrahydropyrano[3,4-bJindol (decarboxy etodolac).

Tap chat K: Methyl [(1RS)-1,8-diethyl-1,3,4,9-tetrahydropyrano[3,4-b]indol-1-yl]acetat (etodolac methyl ester).

Tap chét L: Acid (EZ)-3-[7-ethyl-3-(2-hydroxyethyl)-1H-indol-2-yl]pent-3-enoic.

Clorid

Khoéng dwoc qua 300 ppm.

Hoa tan 1,0 g ché phdm trong 60 ml methanol (TT), thém 10 ml nude va 20 ml dung dich acid nitric lodng
(TT). Chuén d6 bang dung dich bac nitrat 0,01 M (CP). Xac dinh diém twong dwong bang phwong phap
chuén d6 do diénthé (Phu luc 10.2).

1 ml dung dich-bac nitrat 0,01 M (CP) twong dwong véi 0,3545 mg Cl.

Nwéc
Khoéng dwoc qu? O,Q % (Phu luc 10.3).
Dung 1,00 g ché pham.

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

Dinh lwvong

Hoa tan khoang 0,250 g ché pham trong 60 ml methanol (TT). Chuan dd bang dung dich tetrabutylamoni
hydroxyd 0,1 M (CP). Xac dinh diém twong dwong bang phwong phap chuan do do dién thé (Phu luc
10.2). Song song tién hanh mau tréng.

1 ml dung dich tetrabutylamoni hydroxyd 0,1 M (CD) twong dwong v&i 28,74 mg C17H21NO:s.

Bao quan
Trong d6 dwng kin.

Loai thuéc
Thubc e ché cyclo-oxygenase, gidm dau, chéng viém.

Ché pham
Nang.

47



48



