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INDOMETHACIN

AN BO SUNG
B S DBVNy

Bo qua nhimg pic cé di¢n tich nhd hon 0,5 1an dlcn tich
pic imipramin trén sic ky dd cia dung dich déi chiéy (2)
(0,05 %).

Ghi chu:

Tap chit A: 3-(10,11-dihydro-5H-dibenzo[b,flazepin-5-yl)-N-
melhy|pl'0Pan' -amin (desipramin).

Tap chit B: 3-(5H-dibenzo[b,flazepin-5-yl)-N,N- -dimethylpro-
pan-1-amin (depramin).

Tap chat C: 10-[3-(dimethylamino)propyl]acridin-9(10H)-on.

Mit khoi lwgng do 1am khé
Khéng duge qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

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

Pinh hrong

Hoa tan 0,250 g ché pham trong 50 ml ethanol 96 % (TT)
va thém 5,0 ml dung dich acid hydrocloric 0,01 N (CP).
Chuan do bang dung dich natri hydroxyd 0,1 N (CD). Xac
dinh diém két thuc bang phurong phap chuan d6 do dién thé
(Phu luc 10.2). Poc thé tich di tiéu thu giira 2 diém uén.

1 ml dung dich natri hydroxyd 0,1 N (CP) tuong tmg vai
31,69 mg CoH,,N,. HCL.

Bdo quan
Trong do dung kin, tranh anh sang.

Loai thudc
Uc ché tai thu héi monoamin, chéng trdm cam 3 vong.

Ché phim
Vién nén.
INDOMETHACIN
f OCH;4
CisH,(CINO, P.tl: 3578

Indomethacin 1a acid [1-(4-clorobenzoyl)-5-methoxy-2-
methyl-1H-indol-3-yl] acetic, phai chua fr 98,0 % dén
102,0 % C,4H,,CINO,, tinh theo ché phim da lam kho.

Tinh chit
Bot két tinh tring dén vang, da hinh.
Thye té khong tan trong nudc, hoi tan trong ethanol 96 %.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:
Nhém I: A, E.

Nhém I1: B, C, D, E.
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A. Phb hip thy I:lcmg ngoai (Phu luc 4.2) cua ché phim
phai phu hop véi pho hap thu hong ngoal cua indomethg,
cin chuan Tién hanh do mau thir va méau chuan trong trang
thai rdn khong két tinh lai.

B. Phd hép thu tir ngoai (Phu lyc 4.1) ctia dung dich chg
phém 0,0025 % trong hdn hop dung dich acid h ydrocloric
1 M - methanol (1 : 9), dugc do trong khodng bude song g,
300 nm dén 350 nm, cho mét cyc dai hap thy & buge song
318 nm. A (1 %, 1 cm} o cuc dai tir 170 dén 190.

C. Hoa tan 0,1 g che pham trong 10 ml ethanol 96 %
(TT), dun néng nhe néu can. Lay 0, I ml dung dich nay, then,
2 ml dung dich hdén hop moi pha gom 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 aciq
hydroctonc 2M{( TT) valml dung dich sdt (Th) clorid 13 o
(TT), lac déu, xuat hién mau hong tim.

D. Ldy 0,5 ml dung dich dugc pha nhu muc C, thém 0,5 iy
dung dich p-dimethylaminobenzaldehyd (TT)), tua tag
thanh nhung tan khi lic. Pun noéng trén cach thiy, xuét
hién mau xanh cham. Ticp tuc dun 5 min va lam lanh trong
nudc da 2 min, xudt hién tha va mau chuycn sang xanh
xdm nhat. Thém 3 ml ethanol 96 % (TT) thu duge dung
dich trong va c¢6 mau héng tim.

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

Tap chit lién quan

Phuong phap sic ky 16ng (Phu lue 5.3). Chuan bi cac dung
dich ngay trudce khi ding.

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

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

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

Dung dich thir: Hoa tan 25,0 mg ché pham trong hén hop
dung méi, siéu dm néu can, va pha loang thanh 25,0 ml véi
cung dung méi.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing hén hop dung moi. Pha loang 1,0 ml
dung dich thu duge thanh 10,0 ml bang hdn hop dung méi.
Dung dich déi chiéu (2): Dung dich chira hon hop tap
chuén ctia indomethacin (tap chat I va chét J) trong hdn
hop dung le (nong d6 khoang 0,002 mg/ml).

Diéu kién sic ky:

Cot kich thudce (10 em x 2,1 mm) duoc nhéi pha tinh end-
capped ethylen-bridged phenylsilyl silica gel dung cho sdc
ky (hybrid material) (1,7 um).

Nhiét do cot: 50 °C.

Detector quang phé tir ngoai dit & budc séng 254 nm.
Tde d6 dong: 0,3 ml/min.

Thé tich tiém: 1,4 ul.

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung méi nhur sau:
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VIEN NEN ISONIAZID

Thai gian

x : 70
Sir dung sic ky do cung cap kém theo hén hop tap chuin
cia indomethacin va séc ky d6 cia dung dich déi chiéu (2)
dé xac dinh pic tap Chf’it Ivii ehit .
Thot gian lru twong doi so véi indomethacin (thdi gian luu
khoang 6 min): Tap chat [ khoang 1 3; tap chit J e )

Kiém tra tinh phit hop ciia hé théng: Trén sic ky d6 cua
dung dich doi chi¢u (2), d6 phan giai gitra pic tap chat I va
pic tap chat J it nhat 1a 3,0, '

Tinh ham lugng clia cac tap chat dua vao ndng d¢ cua in-
domethacin trong dung dich déi chiéu (1),

Gioi han: ,

Tap chat bat ky: Voi mdi tap chat, khéng duge qua 0,10 %.
Tong tap chét: Khong dugc qué 0,3 %.

Bo qua cac tap chat ¢6 ham lugng duéi 0,05 %.

Ghi chii:

Tap chit A: Acid 4-clorobenzoic.

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

Tap chat D: Acid [l-(2-cior0benzoyl}-5~methoxy-2-methyl-lH—
indol-3-ylJacetic.

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

Tap chét F: 4-Cloro-N"-(4-clorobenzoyl)-N-(4-methoxyphenyl)
benzohydrazid,

Tap chat G: Acid [I-(3.4-diclorobenzoyl)-5-methoxy-2-meth-
yl-1H-indol-3-yl]acetic.

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

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

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

Mit khéi lwong do lam kh
Khéng dugce qué 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khéng duoce qué 0,1 % (Phu luc 9.9, phuong phap 2).
Ding 1,0 g ché pham.

Dinh lwgng

Phuong phéap sic kv long (Phu luc 5.3).

Pha dgng A: Dung dich acid acetic (TT) 1 % trong nuwdc.
Pha d¢ng B: Dung dich acid acetic (TT) 1 % trong
acetonitril (TT).

Hon hop dung moi: Acetonitril - r:ur%‘c (5_0 : 50). X

Dung djch thir: Hoa tan 25,0 mg ché pham trong hon hg-!:)
dung méi va pha loang thanh 25,0 ml v¢i cung dung mai.
Pha loang 1,0 ml dung dich thu dugc thanh 10,0 ml bang

hén hgp dung méi. _
Dung djch doi chiéu: Hoa tan 25,0 mg indomethacin chuan
trong hdn hgp dung mdi va pha loang thanh 25,0 ml vai
cung dung moi. Pha loang 1,0 ml dung dich thu dugc thanh
10,0 ml bing hon hgp dung méi.

Piéu kién sac ky:

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

Nhiét do cot: 50 °C.

Detector quang phd tir ngoai ddt o budc song 254 nm.
Téc d6 dong: 0,8 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh séc ky theo chuong trinh dung méi nhur sau:

Thoi gian Pha djng A Pha déng B
(min) (% tt/tt) (% tt/tt)
0-5 50 50
5-55 50 —0 50 — 100
55-8 0 100

Thai gian lru cua indomethacin khodng 4 min. )
Tinh ham luong indomethacin, C,oH;CINO,, trong ché
pham dya vao dién tich pic thu dugc trén sac ky d6 cua dung
dich thr, dung dich déi chiéu va ham luong C,oH sCINO,
trong indomethacin chuén.

Béo quin
Trong d6 dung kin, trinh 4nh sang.

Loai thubc

Thuoc chong viém khong steroid.
Ché phim

Nang, thuoc tiém.

VIEN NEN ISONIAZID

La vién nén chira isoniazid.

Ché pham phai dap (mg céc yéu cau trong chuyén luan
“Thude vién nén” (Phu luc 1.20) va cac yéu cau sau diy:

Ham lwgng isoniazid, C,H,N,O, tir 90,0 % dén 110,0 %
so voi lugng ghi trén nhan.

Pinh tinh

A. Lay mét lugng bot vién tuong trng voi 20 mg isoniazid,
thém 200 ml mudc, lac ky dé hoa tan, loc. Hat 10 ml dich
loc vao binh dinh mire 100 ml, thém 2 ml dung dich acid
hydroc_!or{c' 0,1 M (TT), thém nucre dén dinh mire, lic déu.
Do pho hdp thy tir ngoai cia dung dich thu duge so sanh
vi dung dich isoniazid chuin c6 cling ndng do. Phéd tr
ngoai cua dung d‘ich thir phai co céc cye dai va cuc tiéu
twong Umg vai pha tir ngoai cua dung dich déi chiéu.

B. Trong muc Binh lugng, pic chinh thu duge trén sac ky dé
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