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INDOMETHACIN
Thoi gian Pha djng A Pha dong B
(min) (% ttt) (% ti/tt)
i 0-3 80 20
i 8 =5 80 — 65 20 — 35
| 511 65 35
! 11-17 65 — 30 35— 70
J 17-20 30 70
!' 20-21 30 — 80 70 — 20
{ 21-25 80 20

Kiém tra tinh phu hop cia hé thong Tlen hanh séc ky dbi
v6i dung dich kiém tra tinh phu hop hé thong: sb dia 1y
thuyét cia cgt tinh trén pic indinavir khéng dugc dudi
10.000; hé sé dbi ximg cua pic indinavir khong duoc qua
1,5; va d6 phén giai gilta pic cia indinavir va indinavir
4-epimer phai khong dudi 1,5.

Tién hanh sic ky lan lugt déi v6i dung dich ddi chiéu va
dung dich thur,

Trén sic ky db thu duoc ciia dung dich thir, ngoal trir pic
chinh va cac pic xut hién twong img trén sic ky dd cia
dung dich d6i chiéu, dién tich cta bat ky pic nao khac déu
khéng dugce 16m hon 1,0 % va téng dién tich cua tit ca céc
pic d6 khéng duoc 16n hon 2,5 %, ap dung theo phuong
phap chuin héa.

Pinh lugng

Phuong phép sic ky léng (Phu luc 5.3).

Dung dich dém phosphat pH 7,5: Nhu m6 ta & muc Tap
chit lién quan.

Pha déng: Acetonitril - dung dich dém phosphat pH 7,5
(40 : 60).

Dung dich chudn: Can chinh xac mét lrong indinavir
sulfat chuan, trong (g vé&i khoang 50 mg indinavir vao
binh dinh mirc 50 ml, thém 40 ml pha dong va lic k§ dé
hoa tan, Thém pha dong vira ¢t dén vach va lic déu. Pha
loang 10,0 ml dung dich trén thanh 50,0 ml bang pha dong.
Dung dich thir: Ly 20 nang, cin xac dinh khéi luong
trung binh ciia bét thudc trong nang, nghién thanh bot min.
Cin chinh x4ac mgt lugng bdt thude twong (g véi khodng
100 mg indinavir vao binh dinh mac 100 ml, thém 80 ml
pha déng va lic siéu am 10 min. Pha lo4ng bing pha dong
vira du dén vach, 1ic déu va loc. Pha loang 10,0 ml dich loc
thanh 50,0 ml bang pha dong.

Diéu kién séc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh B (5 um).
Detector quang phd tir ngoai dit & budc séng 260 nm.
Téc 46 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cia hé théng: Tién hanh sic ky 6
14n riéng biét dbi véi dung dich chuén, sb dia Iy thuyét ciia
cdt tinh trén pic indinavir khong dugc dudi 6000; hé sb dbi
xung cua pic indinavir khéng dugc 16n hon 1,5; d6 1éch
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chuén twong d6i cua dién tich pic indinavir khong dugc
16n hon 2,0 %.

Tién hanh sic ky lan lugt di v6i dung dich chuin va dung
dich thur.

Tinh ham llICfﬂg indinaVil’, C36H47N504, co trong mf)t don
vi ché phdm dya vao dién tich pic indinavir thu dwoc tir
dung dich thir, dung dich chuén va ham lugng C;6H47N5O,
trong indinavir sulfat chuén.

Béo quan )
Trong d6 dung kin. D€ noi khé mat, tranh 4nh sang.

Loai thude

Khang virus.
Ham lugng thwomg dung
400 mg.
INDOMETHACIN
HaC
0] COzH
N
OCHj3
Cl
C[gHmClNO,; Ptl: 357,8

Indomethacin 14 acid [1-(4-clorobenzoyl)-5-methoxy-2-
methyl-1H-indol-3-y1] acetic, phai chua tir 98,0 % dén
102,0 % C;3H;¢CINO,, tinh theo ché pham di lam kho.

Tinh chit
Bot két tinh da hinh mau tring dén vang. Thuc t& khéng
tan trong nudc, hoi tan trong ethanol 96 %.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhém I: A, E.

Nhom II: B, C, D, E.

A. Pho hép thy hong ngoai (Phy lyc 4.2) cia ché phim phai
phit hop véi phd hdp thy hong ngoai cua indomethacin
chudn. Tién hanh do mAu thir va miu chuén & trang thai
ran khong két tinh lai.

B. Phé hép thu tir ngoai (Phy luc 4.1) ctia dung dich ché
pham 0,0025 % trong hén hop dung dich acid hydrocloric
1 M - methanol (1 : 9), dugc do trong khoang budc song tir
300 nm dén 350 nm, cho mét cuc dai hip thu & budc séng
318 nm. A (1 %, 1 cm) & cuc dai tir 170 dén 190.

C. Hoa tan 0,1 g ché phim trong 10 ml ethanol 96 % (TT),
dun néng nhe néu can. Ly 0,1 ml dung dich nay, thém
2 ml dung dich hén hgp méi pha gdm 1 thé tich dung dich
hydroxylamin hydroclorid (TT) 25 % va 3 thé tich dung
dich natri hydroxyd 2 M (TT). Thém 2 ml dung dich acid
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hydrocloric 2 M (TT) va 1 ml dung dich sdt (1) clorid
1,3 % (TT), lic déu, xut hién mau héng tim.

D. Lay 0,5 ml dung dich dugc pha nhu muc C, thém 0,5 ml
dung dich p~dtmelhylamznobenzaldehyd (TT,), tia tao
thanh nhung tan khi lic. Pun néng trén cach thiy, Xut
hién mau xanh cham. Tlep tuc dun 5 min va lam lanh trong
nude di 2 min, xudt hién tia va mau chuyén sang xanh
xam nhat. Thém 3 ml ethanol 96 % (TT) thu dugc dung
dich trong va c6 mau hdng tim.

E. Diém chay: 158 °C dén 162 °C (Phu luc 6.7).

Tap chét lién quan

Phuong phép sic ky long (Phu luc 5.3). Chudn bj céc dung
dich ngay trudc khi dung.

Pha dong A: Dung dich chua 5 g/L acid formic khan (TT)
trong nudc.

Pha déng B: Dung dich chira 5 g/L acid formic khan (TT)
trong acetonitril (TT).

Hon hop dung méi: Acetonitril - nudc (50 : 50).

Dung dich thir. Hoa tan 25,0 mg ché phim trong hon hop
dung méi, siéu 4m néu cin, va pha loang thanh 25,0 ml véi
cung dung méi.

Dung dich doi chiéu (1): Pha loéng 1,0 ml dung dich thir
thanh 100,0 ml bang hdn hop dung méi. Pha logng 1,0 ml
dung dich thu dugc thanh 10,0 ml bing hdn hop dung méi.
Dung dich d6i chiéu (2): Dung dich chira hdn hop tap
chuin clia indomethacin (tap chit I va tap chét J) trong
hén hop dung mdi (ndng d6 khoang 0,002 mg/ml).

Diéu kién sdc ky:

Cét kich thuée (10 cm x 2,1 mm) dwoc nhdi pha tinh end-
capped ethylen-bridged phenylsilyl silica gel diing cho séc
ky (hybrid material) (1,7 pm).

Nhiét d§ cot: 50 °C.

Detector quang phd tir ngoai dit & budc séng 254 nm.
Téc &6 dong: 0,3 ml/min.

Thé tich tiém: 1,4 pl.

Cdch tién hanh

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

* Thoi gia glan Pha d;n—gx Pha djng B
(min) (% tt/tt) (% tt/tt)
0-5,5 60 40

5,5-5,6 60 — 30 40— 170
56-9 30 70

Sir dung sic lcy do cung cip kém theo hon hop tap chuan
ciia indomethacin va sic ky dé cua dung dich déi chiéu (2)
dé x4c dinh pic tap chét I va tap chét J.

Thoi gian Iuu trong d6i so véi indomethacin (thoi gian luu
khoang 6 min): Tap chét I khoang 1,3; tap chit ] khoang 1,4.
Kiém tra tinh phi hop ciia hé théng: Trén sic ky dd cua
dung dich d6i chiéu (2), d¢ phan giai giira pic tap cht I va
pic tap chét J it nhét la 3,0.

Pé tinh ham lugng cua cac tap chat dua vao ndng d6 cua
indomethacin trong dung dich déi chiéu (1).

INDOMETHACIN

Gici han:

Tap don bét ky: Vi mdi tap chat, khéng droc qué 0,10 %.
Téng tap chit: Khong dugc qua 0,3 %.

B6 qua cic tap chit c6 ham lugng bang hoic duéi 0,05 %.
Ghi chu:

Tap chét A: Acid 4-clorobenzoic.

Tap chét B: Acid (5-methoxy-2-methyl-1H-indol-3-yl)acetic.
Tap chét C: 4-Cloro-N-(4-methoxyphenyl)benzamid.

Tap chét D: Acid [1-(2-clorobenzoyl)-5-methoxy-2-methyl-1H-
indol-3-yl]acetic.

Tap chét E: Acid [1-(3-clorobenzoyl)-5-methoxy-2-methyl-1 H-
indol-3-yl]acetic.

Tap chét F: 4-Cloro-N'-(4-clorobenzoyl)-N-(4-methoxyphenyl)
benzohydrazid.

Tap chit G: Acid [1-(3,4-diclorobenzoyl)-5-methoxy-2-methyl-
1H-indol-3-yl]acetic.

Tap chédt H: Methyl [1-(4-clorobenzoyl)-5-methoxy-2-methyl-
1H-indol-3-yl]acetat.

Tap chét I: Ethyl [1-(4-clorobenzoyl)-5-methoxy-2-methyl-1H-
indol-3-yl]acetat.

Tap cht J: 4-Cloro-N'-[[ 1-(4-clorobenzoyl)-5-methoxy-2-methyl-
1H-indol-3-yl]acetyl]-N-(4-methoxyphenyl) benzohydrazid.

Mit khéi lrgng do 1am kho
Khéng duoc qué 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khéng duoc ql:lé 0: 1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

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

Pha dong A: Dung dich acid acetic (TT) 1 % trong nudc.
Pha dong B: Dung dich acid acetic (TT) 1 % trong
acetonitril (TT).

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

Dung dich thir: Hoa tan 25,0 mg ché phdm trong hdn hop
dung méi va pha lodng thanh 25,0 ml v&i ciing dung méi.
Pha loding 1,0 ml dung dich thu dugc thanh 10,0 ml bing
hén hop dung méi.

Dung dich doi chiéu: Hoa tan 25,0 mg indomethacin
chuén trong hdn hgp dung méi va pha loang thanh 25,0 ml
v6i cung dung mai. Pha loang 1,0 ml dung dich thu dwoc
thanh 10,0 ml bang hdn hgp dung mbi.

Diéu kién sic ky:

Cot kich thuée (10 cm x 4,6 mm) dugc nhdi pha tinh end-
capped solid core octadecylsilyl silica gel diing cho sdc ky
(TT) (2,6 pm).

Nhiét do cot: 50 °C.

Detector quang phd tir ngoai dit & buéc song 254 nm.
Téc d¢ dong: 0,8 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh sic ky theo chwong trinh dung méi nhu sau:
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NANG INDOMETHACIN

Thoi gian Pha dfng A Pha djng B
(min) (% tt/tt) (% tt/tt)
0-5 50 50

5-5.5 50—0 50— 100
55-8 0 100

Thei gian luu cua indomethacin khodng 4 min.

Tinh ham luong phan trim indomethacin, C|91'116C1N04,
trong ché phim dya vao dién tich pic thu duqc trén sdc ky
dd cua dung dich thir, dung dich dbi chiéu va ham lugng
C,sH,¢CINO, trong indomethacin chuén.

Bao quén
Trong do dung kin, tranh 4nh sang.

Loai thudc
Thudc chong viém khong steroid.

Ché phim
Nang, thuéc nhé mit, vién nén.

NANG INDOMETHACIN

La nang cimg chira indomethacin.
Ché pham phal dap Umg cac yéu ciu trong chuyén luén
“Thudc nang” (Phu luc 1.13) va cic yéu cdu sau day:

Ham lwgng indomethacin, C,H,,CINO,, tir 90,0 % dén
110,0 % so voi lugng ghi trén nhan.

Pinh tinh

A. Trong phin Pinh lugng, phé hip thu tir ngoai (Phu
luc 4.1) clia dung dich thir trong khoang tir 300 nm dén
350 nm chi c6 mdt cuc dai hép thu & budc séng khoang
320 nm.

B. Lic ky mot lugng bot thube trong nang tuong ung véi
25 mg indomethacin trong 2 ml nwréc, thém 2 ml dung dich
natri hydroxyd 2 M (TT). Xuat hién mau vang tuoi, phai
mau nhanh.

C. Trong phin Tap chét lién quan, sic ky b thu dwoc cla
dung dich thir (2) phai c6 vét trong tng vé vi trf va mau sic
v6i vét trén sic ky 46 thu duoc cia dung dich déi chiéu (2).

Tap chit lién quan

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

Ban mong: Silica gel GF ;s,.

Dung méi khai trién: Ether - acid acetic béng (100 : 3).
Dung dich thir (1): Can mét lugng bot thude trong nang
tuong ung vdi 0,1 g indomethacin, thém 10 ml methanol
(TT), lic k¥ trong 5 min, loc.

Dung djch thir (2): Pha loang 1,0 ml dung dich thir (1)
thanh 10 ml véi methanol (TT).

Dung dich d6i chiéu (1): Pha loang 1,0 ml dung dich thur
(2) thanh 20 ml véi methanol (TT).

Dung dich doi chiéu (2): Dung dich indomethacin chuin
0,1 % trong methanol (TT).
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Cdch tién hanh: Cham riéng biét 1én ban méng 20 pl mbi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. LAy ban méng ra va dé kho ngoai khéng khi. Quan
sat dudi 4nh sang tir ngoai & bude séng 254 nm. Bit cir vét
phu nao trén sic ky dd cuia dung dich thir (1) khéng dugc
dam hon vét trén séc ky d6 cua dung dich d6i chiéu (1).

D¢ hoa tan (Phu lyc 11.4)

Thiét bj: Kiéu canh khudy.

Mbi truomg hoa tan: 900 ml dém phosphat chuan pH 7,2 (TT).
Toc dé quay: 50 r/min.

Thoi gian: 45 min.

Céch tién hanh: Liy mdt phan dung dich méi trudmg sau
khi hoa tan, loc, b6 20 ml dich loc d4u. Pha lo@ng dich loc
thu dugc véi moi trudmg hoa tan néu cn. Po d6 hip thu
(Phu luc 4.1) cua dung dich thu dugc & budc séng hép thu
cuc dai 320 nm, dung méu trﬁng 1a méi trudng hoa tan.
Tinh lwong indomethacin, C;sH,,CINO,, di hoa tan theo
A (1 %, 1 cm). Liy 196 1a gia tri A (1 %, 1 cm) & bude
song 320 nm.

Yéu cau: Khong it hon 70 % (Q) lwong indomethacin so
v6i luong ghi trén nhin dugc hoa tan trong 45 min.

Pinh luwgng

Can 20 nang, tinh khi lurgng trung binh cia bot thudc trong
nang, tron déu va nghién thanh bdt min. Can mét Irong bot
thudc twong tmg véi khoang 50 mg indomethacin, thém
10 ml nuée va dé yén trong 10 min, thinh thoang 1ic. Thém
75 ml methanol (TT), lc k¥ va pha loang thanh 100,0 ml véi
methanol (TT). Loc, bd 20 ml dich loc d4u. Pha loing 5,0 ml
dich nay thanh 100,0 ml véi hén hop dong thé tich methanol
(TT) va dém phosphat chudn pH 7,2 (TT). Do b hép thu
(Phu luc 4.1) cia dung dich thu dugc & budc song hép thy
cuc dai 320 nm, ding mAu tring 12 hdn hop ddng thé tich
methanol (TT) va dém phosphat chuén pH 7,2 (TT).

Tinh ham lwong indomethacin, C;oH;sCINO,, theo
A (1 %, 1 cm). Ly 193 la gia tri A (1 %, 1 cm) & budc
song 320 nm.

Bio quan
Noi kh6 mat, tranh anh sang.

Loai thubc
Thuoc khéng viém khoéng steroid.

Ham lwgng thuwong dung
25 mg; 75 mg.

VIEN NEN INDOMETHACIN

La vién nén bao phim chira indomethacin.

Ché pham phai dap (mg cic yéu cau trong chuyén ludn
“Thudc vién nén” muc “Vién bao” (Phu luc 1.20) va cac
yéu ciu sau day:



