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Dinh lrgng

Phuong phéap sac ky khi (Phy luc 5.2).

Lieu y: Acid hydriodic va cdc san pham tao thanh do phan
img ctia nd vori ché phdm rdt dgc hai. Thiee hign 14t ed cde
budc chudn bj dung djch thir va chudn trong tu hut,

Dung djch chudn ngi: Ly 10 ml o-xylen (TT), thém 0,5 ml
octan (TT) va pha loang thanh 100,0 ml bang o-xylen (TT).
Dung djch thir: Lay 30,0 mg ché phdm (d4 lam kho), thém
60 mg acid adipic (TT) vao l¢ phan ing thanh day, dung
tich 5 ml c6 nép day kiéu septum chju 4p sudt. Thém cén
than 2,0 ml dung dich chuén ndi va 1,0 ml acid hydriodic
(TT), ngay l4p tirc ddy cht lo v can chinh x4c khdi lugng
(khéi luong trude khi dun). Khong lic lo phan (g bing
tay truéc khi dun, a3t lo vao mot ti sy hogc 16 dun thich
hgp c6 by phéan diéu chinh nhiét 49 sao cho duy tri nhiét
do trong lo & (115 + 2) °C trong 70 min. Dé ngufi va can
lai (khoi lwgng sau khi dun). Néu khéi lugng hai 14n cdn
(trude khi dun va sau khi dun) khac nhau quéa 10 mg thi bé
hdn hop va lam lai. Sau khi tach 16p, dung bom kim tiém
da dugc lam lanh xuyén qua nip lo phan (ng dé ]éy mdt
thé tich vira dui cta 16p trén 1am dung dich thir.

Dung djch chudn: Lay 60 mg acid adipic (TT) va 2,00 ml
dung dich chuan ndi vao lg phan tmg dung tich 5 ml khac,
thém 1,0 ml acid hydriodic (TT). Day chit lg ngay va can
chinh xac khéi lugng. Sau d6 tiém 25 pl iodoethan (TT)
vao lo, cén lai 1o va l4c déu. DBé cho tach 16p, dung bom
kim tiém d3 dugc lam lanh xuyén qua nap lo phan (mg'dé
ldy mt thé tich vira du cua 16p trén lam dung dich chudn,
Diéu ki¢n sdc ky:

Cot silica nung chay (30 m % 0,53 mm) dugc phi pha tinh
poly(dimethyl) siloxan (TT), 16p phim day 3 pm.

Khi mang: Heli diing cho sdc ky (TT).

Téc d dong: 4,2 ml/min.

Ty 1é chia dong la 1 : 40.

Detector: Ion héa ngon lira.

Nhiét do:
Théi gian Nhiét aj
(min) (°C)
0-3 50
3-8 50 — 100
cat 8-12 100 — 250
12 -20 250
Budng tiém 250
Detector 280
Thé tich tiém: 1 pl.
Cach tién hanh:

Tién hanh sic ky dung dich chudn. Théi gian luu tvong déi
%0 vGi octan (thdi gian luu khoang 10 min) cia iodoethan
khoang 0,6.

Kiém tra tinh phit hop ciia hé théng: Trén séc ky db cua
dung djch chudn, d6 phén giai gitra pic iodoethan va pic
octan it nhét 1a 5,0; 49 léch chuln twong dbi cia hé sb dap
(mg (R) ctia iodoethan thu dugc tir 6 14n tiém 13p 13i khong
16n hon 2,0 %.

ETODOLAC

Tinh hé sb d4p (mg (R) ca iodoethan theo cing thirc sau:
(A, # W, 2 CY(A, % 100)
Trong 46:
A ul: dién tich pic chuln ndi trén shc ky db cia dung dich
chuan;
A; 14 dién tich pic cia iodoethan trén sfc kg db cua dung
dich chuén;
W, la khbi lugng cia iodoethan (TT) trong dung dich
chudn (mg);
C 14 ham lugng phan tram cha iodoethan (TT).
Tién hanh séc k¢ voi dung dich thir,
Ham lugng phan trim (k)/kl) cia nhém ethoxy duge tinh
bang cong thirc sau:
(Ag 7 R 7 M, # 100)(A; 7 Wy 7 My)
Trong d6:
Ay 1a dién tich pic chuén ndi trén shc ky 86 ciia dung dich thir;
Aqla dién tich pic iodoethan trén shc ky 4 cia dung
dich thir;
R 14 hé sb d4p (g cia iodoethan tinh dugc & trén;
M, 14 khdi lugng phén tir cita nhém ethoxy (45,15,
M, 14 khoi lugng phan tir cida iodoethan (156,0);
W, la lugng mau thir (42 1am khd) trong dung dich thir (mg).

B4o quén
Trong 46 dyng kin, trdnh 4nh sang.

Nhin

Trén nhin quy dinh 4§ nhét tinh theo milipas’cal.giéy cho
dung dich 5 % (kI/kl). Tén va ham lugng chit chong oxy
héa 44 thém vao ché phim (néu c6).

Logi thube
T4 duge.

CAC PAC TINH LIEN QUAN PEN CONG DUNG CUA
NGUYEN LIEU

Chc d4c tinh vé& 49 nh6t, marc dd thé nhoém ethoxy cé thé
lién quan dén viéc sir dyng ethylcelulose 1am t4 duge
két dinh va tgo phim va c6 thé dugc dua vao tiéu chudn
chét lugng.

ETODOLAC

C,-HzyNO, P.LI: 2674

Etodolac 1a acid [(1RS)-1,8-diethyl-1,3,4,9-tetrahydro-
pyrano[3,4-bJindol-1-ylJacetic, phai chira tir 98,0 % dén
102,0% C”H“NO;, tinh theo phﬁm khan.
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ETODOLAC

Tinh chét
Bot két tinh mau trang hodc gan nhu trang. Thyc t€ khong
tan trong nudc, dé tan trong aceton va ethanol 96%.

DPinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhom I: A.

Nhom II: B, C.

A. Phé hap thu l_lc‘"m,g ngoai (Phu luc 4.2) cia ché phdm phai
phii hop véi phd hap thu hong ngoai cua etodolac chuan.
B. Nhiét d6 néng chay: Tir 144 °C dén 150 °C (Phu luc 6.7).
C. Phuong phép sic ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel GF,s; da dugc hoat héa ¢ 105 °C
trong 1 h trudc khi sur dung.

bat ban mong trong binh sic ky (khdng bdo hoa dung
moi) ¢6 chira hdn hop dung dich acid ascorbic 25 g/L -
methanol (20 : 80). Pé dung méi di chuyén dwogc 1 cm tinh
tir dudmg chim mAu thi liy ban mong ra va dé khé ban
mong trong it nhét 30 min.

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

Dung dich thir: Hoa tan 10 mg ché phdm trong aceton (TT)
va pha loang thanh 10 ml véi cing dung méi.

Dung dich doi chiéu: Hoa tan 10 mg etodolac chuan trong
aceton (TT) va pha loang thanh 10 ml véi cling dung méi.
Cdch tién hanh: Cham riéng biét 1én ban mong 10 pl mdi
dung dich trén. Trién khai sic ky téi khi dung méi di
duoc 2/3 ban mong. Pé khé ban méng ngoai khong khi
va quan sat dudi anh sang tr ngoai & budc séng 254 nm.
Vét chinh trén sic ky d6 ctia dung dich thir phai giéng véi
vét chinh trén sic ky d6 cua dung dich dbi chiéu vé vi tri
va kich thudc.

Tap chit lién quan

Phuong phap sic ky 16ng (Phu luc 5.3).

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

Pha déng B: Pha déng A - acetonitril (TT;) (10 : 90).
Dung dich thiz: Hoa tan 20,0 mg ché phdm trong acefonitril
(TT,) va pha loang thanh 50,0 ml v&i cung dung méi.
Dung dich dbi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 50,0 ml bing acetonitril (TT,). Pha loang 1,0 ml
dung dich thu dugc thanh 20,0 ml bing acetonitril (TT)).
Dung dich déi chiéu (2): Hoa tan 4 mg tap chit H chuan
cua etodolac trong dung dich thir va pha loang thanh 10 ml
vai cing dung moi. Pha loang 0,5 ml dung dich thu dugc
thanh 50 ml bang acetonitril (TT)).

Dung dijch dbi chiéu (3): Hoa tan hon hop tap chét chuin
cua etodolac (chira céc tap chit A, B, C, D, E, F, G, H, 1 va
K) ¢6 trong mot lo chuin (khoang 0,009 mg) trong 1,0 ml
acetonitril (TT,).

Diéu kién sdc ky:

Cot kich thuée (15 cm x 4,6 mm) duoc nhbi pha tinh end-
capped butylsilyl silica gel diing cho sdc ky (3,5 pm).
Nhiét d6 cot: 35 °C.

Detector quang phd tir ngoai dat & budc séng 225 nm.
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Téc 36 dong: 1 mi/min.

Thé tich tiém: 5 pl.

Céch tién hanh:

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

| Thei gian Pha djng A Pha déng B
(min) (% tt/tt) (% tutt)
0-25 80 — 50 20— 50
25-42 50 50
42 - 48 50 — 80 50— 20

Su dung sic ky do cung cap kém theo hén hop tap chat

chuén cua etodolac va sic ky db cua dung dich ddi chiéu

(3) dé xac dinh pic cua céc tap chit A, B, C, D, E, F, G,

H,IvaK.

Thoi gian lru trong ddi so véi etodolac (thoi gian luu

khoang 16,7 min): Tap chit A khoang 0,68; tap chit B

khoang 0,83; tap chat C khoang 0,85; tap chat H khoang
1,09; tap chat D khoang 1,17; tap chit G khoang 1,19; tap

chit E khoang 1,20; tap chat F khoang 1,22; tap chat 1

khoang 1,50; tap chit K khoang 2,37.

Kiém tra tinh phi hop cua hé théng: Trén sic ky d6 cia

dung dich ddi chiéu (2), do phan giai giira pic etodolac va

pic tap chit H it nhit 14 5,0.

Gidi han:

Tap chit C: Dién tich pic tap chit C khéng duoc 16n hon

5 l4n dién tich pic chinh thu dwoc trén sic ky dd cua dung

dich dbi chiéu (1) (0,5 %).

Tap chit A, B, D, E, F, G, H, 1, K: Véi mdi tap chét, dién

tich pic khong dugc 16m hon 2 lan dién tich pic chinh thu

dugc trén sic ky dd cia dung dich ddi chiéu (1) (0,2 %).

Tap don khéc: Véi mbi tap chat, dién tich pic khoéng duoc

16n hon dién tich pic chinh thu dugc trén sic ky d cua

dung dich d6i chiéu (1) (O 10 %).

Téng dién tich pic ciia tit ca cac tap chit khéng duoc 16m

hon 10 Ian dién tich pic chinh thu dwoc trén sic ky dd cia

dung dich di chiéu (1) (1,0 %).

B qua nhitng pic c6 dién tich nhé hon hodc bang 0,5 14n

dién tich pic chinh thu dugc trén sic ky d6 cta dung dich

d6i chiéu (1) (0,05 %).

Ghi chu:

TapchatA: Acid [(1RS)-1-ethyl-1,3,4,9-tetrahydropyrano[3,4-b]

indol-1-yl]Jacetic (8-desethyl etodolac).

Tap chit B: Acid [(1RS)-1-ethyl-8-methyl-1,3,4.9-tetrahydro-

pyrano[3,4-blindol-1-yl]acetic (8-methyl etodolac).

Tap chat C: Acid [(1RS)-8-ethyl-1-methyl-1,3,4,9-tetrahydro-

pyrano[3,4-bJindol-1-yl]acetic (1-methyl etodolac).

Tap chét D: Acid [(1RS)-1-ethyl-8-(1-methylethyl)-1,3,4.9-tetra-

hydropy}'ano[3,4-b]indol-l-yl]acetic (8-isopropyl etodolac).

Tap chat E: Acid [(1RS)-1-ethyl-8-propyl-1,3,4,9-tetrahydro-

pyrano(3,4-blindol-1-yl]acetic (8-propyl etodolac).

Tap chat F: Acid [(1RS)-8-ethyl-1-(1-methylethyl)-1,3,4,9-tetra-

hydrop):rano[3,4-b] indol-1-yl]acetic (1-isopropyl etodolac).

Tap chat G: Acid [(1RS)-8-ethyl-1-propyl-1,3,4,9-tetrahydro-
pyrano[3,4-bJindol-1-yl]acetic (1-propyl etodolac).

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

Tap chit J: (1RS)-1.8-diethyl-1-methyl-1,3,4,9-tetrahydro-
pyrano[3,4-b]indol (decarboxy etodolac).

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

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

Clorid

Khong duoc qua 300 ppm.

Hoa tan 1,0 g ché phdm trong 60 ml methanol (TT), thém
10 ml nwoc va 20 ml dung dich acid nitric loang (TT).
Chuén d8 bang dung dich bac nitrat 0,01 M (CD). Xic dinh
diém tuong duong bing phuong phép chuin do do dién
thé (Phu luc 10.2).

1 ml dung dich bac nitrat 0,01 M (CP) tuong duong vdi
0,3545 mg Cl.

Nudc
Khong dugc qua 0,5 % (Phu luc 10.3).
Dung 1,00 g ché pham.

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

Dinh lugng

Hoa tan khoang 0,250 g ché phdm trong 60 ml methanol
(TT). Chuén d5 bang dung dich tetrabutylamoni hydroxyd

0,1 M (CP). Xac dinh diém tuong dwong bang phuong

phap chuan do do dién thé (Phy luc 10.2). Song song tién

hanh méu tring.

1 ml dung dich tetrabutylamoni hydroxyd 0,1 M (CD) twong

dlrcmg voi 28,74 mg C17H2]NO3.

Bio quan
Trong d0 dung kin.

Loai thube
Thuoc rc ché cyclo-oxygenase, giam dau, chong viém.

Ché phim
Nang, vién nén.

VIEN NEN ETODOLAC

La vién nén chira etodolac. Ché phim phai dép tmg céc
yéu cau trong chuyén ludn “Thudc vién nén” (Phy luc
1.20) va céac yéu cau sau day:

Ham lwgng etodolac, C,,H, NO,, tir 90,0 % dén 110,0 %
S0 vai lugng ghi trén nhin.

Dinh tinh

A. Trong phan Dinh lugng, thoi gian luu cia pic chinh thu
duoc trén sic ky d6 clia dung dich thir phai twong img véi thai
gian luu cua pic chinh trén sic ky d6 cia dung dich chuén.

VIEN NEN ETODOLAC

B. Trong phén Dinh lugng, phd hép thy tir ngoai x4c djnh
trén pic chinh ctia dung dich thir phai twong g v6i phé tir
ngoai thu dugec tir pic chinh cia dung djch chuén.

P hoa tan (Phu luc 11.4)

Thiét bj: Kiéu gio quay.

Mebi truong hoa tan: 1000 ml dung dich dém phosphat pH 6,8.
Dung dich dém phosphat pH 6,8: Tron 250,0 ml dung djch
kali dihydrophosphat (TT) 0,2 M véi 112,0 ml dung dich
natri hydroxyd 0,2 M (TT) va thém nuéc vira da 1000 ml.
Toc dj quay: 100 r/min.

Thai gian: 30 min.

Dung djch thir: Sau théi gian hda tan quy dmh hat dich
hoa tan, loc, bod dich loc dau. Pha lodng, neu can bﬁng moi
trudmg hoa tan dé duge dung dich c6 ndng dé etodolac
khoang 0,02 mg/ml.

Po d6 hép thu (Phu luc 4.1) cua dung dich thu dugc & buéce
séng cuc dai 274 nm, cbe do day 1 em, ding méi trudng
hoa tan lam mAu tréng So sanh véi dung dich etodolac
chuan dugc pha trong méi truong hoa tan cé nong do
etodolac twong duong véi dung dich thir.

Tinh lugng etodolac, C,,H,NO,, hoa tan trong mdi vién
dua vao d¢ hap thu cta dung dich chuén, dung dich thir va
ham lugng cua C,;7H,NO; trong etodolac chuan.

Yéu cau. Khong it hon 80 % (Q) lugng etodolac,
C7H3NO;, so véi lugng ghi trén nhan dugc hoa tan trong
30 min.

Tap chit lién quan

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

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

Pha déng B: Acetonitril - pha dong A (90 : 10).

Dung dich thir: Can chinh xdc mot lugng bt vién (cua it
nht 20 vién) twong (g véi khoang 50 mg etodolac vao
binh dinh muc 50 ml, thém 30 ml acetonitril (TT) siéu
4m (khoang 15 min) 44 hoa tan, va thém acetonitril (TT)
dén vach.

Dung dich doi chiéu (1): Dung dich chira 1,0 mg/ml
etodolac chudn v 0,002 mg/ml tap chit H chudn cua
etodolac trong acetonitril (TT), siéu 4m dé hoa tan néu cén.
Dung dich déi chiéu (2): Dung dich chira 0,002 mg/ml
etodolac chudn va 0,002 mg/ml tap chat H chuan cua
etodolac trong acetonitril (TT), siéu am d& hoa tan néu cn,
Dung djch déi chiéu (3): Pha loang dung djch déi chiéu
(2) bing acetonitril (TT) dé thu dugc dung d1ch chira
1,0 pg/ml etodolac chuén va 1,0 pg/ml tap chit H chuén
cua etodolac.

Diéu kién sdc ky:

Cét kich thude (15 cm x 4,6 mm) duqq nhdi pha tinh
endcapped butylsilyl silica gel diing cho sdc ky (3,5 pm).
Nhiét do cot: 35 °C

Detector quang phd tir ngoal dit & bude séng 225 nm.
Nhlel d6 budng tiém miu: 5 °C.

Téc dd dong: 1 ml/min.

Thé tich tiém: 5 pl.
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