https://trungtamthuoc.com/

AN BO SUNG DBVN v
__"—'-__—.____—_-_-_'__'—‘—u—_

TERFENADIN

yéu cau: Khong it hon 70 % (Q) Iwgng tenoxicam so véi
rgng ghi trén nhéan duge hoa tan trong 45 min.

Tap chit lién quan

phuong phap sic ky léng (Phy luc 5.3).

pha dong: Hoa tan 0,12 g napi lauryl sulfat (TT) trong
700 ml methanol (TT), tron véi 1000 ml dung dich kali
dihydrophosphat 0,05 M (TT) va didu chinh dén pH 2.8
biing acid phosphoric (TT).

Dung dich thir: Lac mét luong vién chira khoang 0,1 g
tenoxicam v6i 100,0 ml acetonitril (TT) 50 % trong 70 min,
thinh thoang lac trong siéu 4m. D¢ yén trong 10 min, ht
5,0 ml dung dich trong phia trén pha lodng thanh 20,0 ml
v6i pha d@ng,} loc. '

Dung dich doi chiéu (1): Pha lodng 1,0 ml dung djch thir
thanh 200,0 r{ll voi ,pha dong.

Dung dich doi chiéu (2): Dung djch 2-pyridylamin chuin
0,0900625 % trong acetonitril (TT) 50 %.

Piéu kién sac ky:

Cot kich thuée (25 em x 4 mm) nhdi pha tinh B (C6t
Nucleosil C8, 5 pm 1a thich hop) va tién ¢4t nhdi pha tinh
B (10 pm).

Téc do dong: 0,7 ml/min.

Detector quang phé tir ngoai dit & budc séng 254 nm va
290 nm.

Thé tich tiém: 20 pl.

Céch tién hanh:

Can bang cot véi pha dong trong 3 h.

Tién hanh sic ky lan luot véi cac dung dich trén.

Tai budc séng 254 nm: Trén sic ky do cua dung dich tht,
khéng duoc c6 bat ky pic phu néo c6 dién tich 16n hon dién
tich pic chinh trén sic ky d6 cia dung dich débi chidu (1)
(0,5 %) va tdng dién tich cua céc pic phu khong duoc lén
hon bén 14n dién tich cua pic chinh trén sdc ky do cua dung
dich d6i chiéu (1) (2 %).

Tai bude song 290 nm: Trén sdc ky do cua dung dich thir,
pic tuong (mg v&i pic 2-pyridylamin khong dwoc c6 dién
tich 16n hon dién tich pic chinh thu dugc tir dung dich doi
chidu (2) (0,25 %) .

Yéu ciu vé tinh phu hop ciia hé théng nhu phan Dinh luong.

Dinh lrgng

Phuong phép séc ky long (Phu luc 5.3). |
Pha dong, diéu kién séc ky thyc hién nhu mé ta trong phan
Tap chit lién quan véi detector dit & bude song 290 nm.
Dung dich thir: Lic 10 vién ché pham v6i 200 ml acetonitril
(TT) 50 % trong 70 min, thinh thoang lac siéu am. be Xén
trong 10 min, pha lodng mét thé tich thich hop dung dich
trong & phia trén voi pha dong d€ duge dung dich cé nong
d9 tenoxicam khoang 0,025 % va loc. e

Dung djch chudn: Pha dung dich tenoxicam chuan 0,1 %
trong acetonitril (TT) 50 %. Pha loang 5,0 ml dung dich
ndy thanh 20,0 ml bing pha djng.

Cach tién hanh:

Tién hanh séc ky d6i véi dung dich chuan. Phép thir chi
c6 gi4 trj khi do léch chudn twong doi cua dién tich pic
tenoxicam trong 6 lan tiém 13p lai khdng 16m hon 2,0 %, sé
dia 1y thuyét khong nho hon 3000 va hé s6 ddi ximg cia
pic khéng lén hon 2.0. ‘

Tién hanh sic ky lan luot v&i dung dich chuan va dung
dich thir.

Tinh ham lugng tenoxicam, Q, ,H,II\‘IJO.;S;, trong vién dya
theo dién tich pic chinh trén sic ky do caa dung dich chudn,
dung dich thir va ham lugng Ci3H;,N;0,S; cia tenoxicam
chuin.

Bdo quén ’ S
Trong d6 dung kin, dé noi mat, tranh anh sang.
Loai thube ‘
Thubc chéng viém khdng steroid.
Ham lugng thudng dang
10 mg, 20 mg.
TERFENADIN
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Terfenadin 1a (1RS)-1-[4-(1,1-dimethylethyl)phenyl]-4-
[4-(hydroxydiphenylmethyl) piperidin-1-yl]butan-1-ol, phai
chira tir 98,5 % dén 101,0 % CyH, NO,, tinh theo ché
pham d3 lam khé.

Tinh chat

Bot két tinh da hinh, mau trang hodc gan nhu tring. Rat
khoé tan trong nude va trong acid hydrocloric lodng, dé tan
trong methylen clorid, tan trong methanol.

Pinh tinh

Cé thé chon mdt trong hai nhém dinh tinh sau:

Nhém I: AL

Nhém II: B, C, D.

A. Phé hap thu hdng ngoai (Phu luc 4.2) cia ché pham phai
phi hop véi phd hap thu hong ngoai ciia terfenadin chuan.
B. Diém chay tir 146 °C dén 152 °C (Phu luc 6.7).

C. Hoa tan 50,0 mg ché pham trong methanol (TT) va pha
lodng thanh 100,0 ml véi cung dung méi. Phé hap thy tr
ngoai (Phu luc 4.1) cua dung dich thu duge trong khodng
tir bude song 230 nm dén 350 nm, c6 cuc dai hap thy &
259 nm va hai vai tai 253 nm va 270 nm. Do hap thu riéng
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& cye dai hip thy phai tir 13,5 dén 14,9,

D. Phuong phép sac ky 16p mong (Phy luc 5.4),

Bdn mong: Silica g_e! Fisa.

Dung méi khai trien: Methanol - methylen clorid (10 : 90).
Dung dich thie: Hoa tan 50 mg ché phédm trong methylen
clorid (TT) va pha lodng thanh 10 ml véi cting dung méi.
Dung dich dbi chiéu: Hoa tan 50 mg terfenadin chuén
trong methylen clorid (TT) va pha lodng thanh 10 ml v&i
cung dung méi.

Céch tién hanh: Cham riéng bigt Ien ban méng 10 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di
dugc khoang 15 cm. D& khé ban méng ngoai khéng khi,
Quan sdt du6i anh sdng tir ngoai & budc séng 254 nm, vét
chinh trén sic ky d6 cia dung dich thir phai phi hop vé
vi tri va kich thudc véi vét chinh trén séc ky db cia dung
dich déi chiéu.

Tap chit lién quan

Phuong phap sic ky 16ng (Phy lyc 5.3).
Pha dgng: Pha loang 600 ml acetonitril (TT,) thanh 1000 ml
bang dung dich dém phosphat diethylamoni pH 6,0 (TT).
Dung dich thir: Hoa tan 15 mg ché pham trong pha dong va
pha lodng thanh 10,0 ml véi cung dung moi.

Dung djch dbi chiéu (1): Pha lodng 1,0 ml dung dich thir
thanh 10,0 ml bang pha déng. Tiép tuc pha lodng 1,0 ml
dung dich thu du’o‘g thanh 20,0 ml véi cing dung méi.
Dung dich doi chiéu (2): Hoa tan 15 mg tap A chuén trong
pha dong va pha loéng thanh 10,0 ml véi cing dung méi.
Léy 5,0 ml dung dich thu dugc, thém 5,0 ml dung dich thir
va pha lodng thanh 50,0 ml bang pha dong.

Dung dich déi chiéu (3): Pha loang 10,0 ml dung dich déi
chiéu (1) thanh 25,0 ml bang pha déng.

Dung dich d6i chiéu (4): Hoa tan 0,1 g kali iodid (TT)
trong pha déng va pha loéng thanh 100 ml véi cing dung
mdi. Pha lodng 1 ml dung dich thu dugc thanh 100 ml bang
pha dong.

Piéu kién séic ky:

Cot kich thuée (25 ¢cm x 4,6 mm) duoc nhdi pha tinh
octylsilyl silica gel dimg cho sdc ky (5 um).

Detector quang phd tir ngoai dat & budc séng 217 nm.
Tdc 46 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Tién hanh sac ky voi thoi gian gap S 1an thai gian luu cia
terfenadin. )
Phép thir chi cé gi4 tri khi trén sic ky d6 clia dung dich _dﬁi
chiéu (2), 46 phan giai giira pic terfenadin va pic tap chat A
it nhat la 5,0 va thira s6 dung luong cua terfenadin khéng
nho hon 2,0, sir dung kali iodid (TT) 1a thanh phan khong
Iwru gitr [dung dich ddi chiéu (4)].

Gi6i han: Trén sic ky d6 cua dung dich thir: ]
Tap chét A, B, C, D, E, F, G, H, L, J: Dién tich pic cta moi
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tap chét khong dugc 16n hon di¢n fgch pic chirzh trén sfc kg

a4 thu duge cia dung dich dbi cl'neu‘(S) (0,2 %). '

Téng tap chét; Tong dién tich pic cua cac tap chat khang

duoc 16n hon dién tich pic chl_l:h thu dlfvfj trén sac ky ¢4

thu dugc cia dung dich doi chiéu (1) (0,5 /f,), o

B6 qua cdc pic c6 dign tich nho hon 9’025 lan di¢n tich ciig

pic chinh thu dugc trén sac ky do cua dung dich d6i chi,

(3) (0,005 %).

Ghi ehu:

Tap chét A: (1-[4'(],l‘dlimﬁila’;?‘?llf;e“)’i]‘4'[4-(h)’droxy_
i iperidin-1- -1-on).

g;p; enzLT: thﬁgplpsl RS)-1 [);1(1:) lt;dir?etllwlethyl)phenyl]«m-
i ineridin-1-yl]butan-1-ol.

%E h?ff%' ngthﬁﬂinpm-zi—[cu 1,1-dimethylethyl)phenyl]-4-hydroxy.

butyl]-4-(hydroxydipheny!methyl)plpendm [-oxid.

Tap chit D: {lRS)-l—[41-(ll,]lI;dtlrr:letlhziethyi}phcnyl]-4-[4.
i len)piperidin-1-yl]butan-1-ol.

(sz:g h:;gt] I?E?t?cid )I]J-F(4RS)-4—[4-( 1,1-dimethylethyl)phenyl}-4-

hydroxybutyl]pipcridin—4-carboxylic.

Tap chat F: 1-[4-[4-(1,1-dimethylethyl)phenyl]but-3-enyl]-4.

(diphenylmethylen)piperidin.

Tap chat G: [l-[4-[4-( 1,1-dimethylethyl)phenyl]but-3-enyl]

piperidin-4-yl]diphenylmethanol.

Tap chat H: [1-[4-[4-(1,] -dimethylethyl)phenyl]butyl]piperidin-

4-yl]diphenylmethanol.

Tap chét I: Diphenyl(piperidin-4-yl)methanol.

Tap chét J: Ethyl 1-[(4RS)-4-[4-(1,1-dimethylethyl)phenyl]-4-

hydroxybutyl]piperidin-4-carboxylat.

Mait khéi lwgng do lam khd

Khéng duge qua 0,5 % (Phu luc 9.6).
(1,000 g, 60 °C, ép suit khong qué 0,5 kPa).

Tro sulfat

Khong duge qua 0,1 % (Phu luc 9.9, phuong phap 2).
Diing 1,0 g ché pham.

Dinh lhrong

Hoa tan 0,400 g ché pham trong 50 ml acid acetic khan
(TT). Chuén d6 bang dung dich acid percloric 0,1 N (CP).
Xic dinh diém két thic bing phuong phép chuin dé do
dién thé (Phu luc 10.2).

| ml dung dich acid percloric 0,1 N (CD) tuong duong véi
47,17 mg C;,Hy NO,.

Bdo quén

Tranh anh sang.

Loai thudc

Doi khang thy thé histamin H,.
Ché phim

Vién nén.
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