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TERFENADIN

Ghi chu:
Tap chit C cia terbutalin: 1-(3,5-dihydroxyphenyl)-2-[(1,1-
dimethylethyl)amino]ethanon.

Bso quan
Trong d6 dyng kin, & nhiét 6 phong co diéu nhiét.

Loai thube _ )
Kich thich beta, giao cam, thuoc gidn phé quan.

Ham lugng thwdng diung
2,5 mg; 5 mg.

TERFENADIN

»
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CypHNO,

Terfenadin 12 (1RS)-1-[4-(1,1-dimethylethyl)phenyl]-4-
[4-(hydroxydiphenylmethyl)piperidin- 1-yl]butan-1-ol,
phai chira tir 98,5 % dén 101,0 % C3,Hy NO,, tinh theo
ché pham da lam kho.

CHj

CH3

va ddng phan déi quang

P.tl: 4717

Tinh chat

Bot két tinh da hinh, mau tring hodc gin nhur tring. Rét
kho tan trong nuéce va trong acid hydrocloric lodng, dé tan
trong methylen clorid, tan trong methanol.

Dinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhom I: A.

Nhom II: B, C, D.

A. Phd hip thy hong ngoai (Phu lyc 4.2) cua ché phdm
phai pht hgp véi phd hdp thu héng ngoai cua terfenadin
chuén.

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
loang thanh 100,0 ml véi cing dung méi. Phd hép thy tir
ngoai (Phu luc 4.1) cia dung dich thu dugc trong khoang tir
bude song 230 nm dén 350 nm, c6 cyc dai hip thy & 259 nm
va hai vai tai 253 nm va 270 nm. D¢ hép thy riéng ¢ cuc dai
hép thu phai tir 13,5 dén 14.9.

D. Phuong phap sic ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel Fs,

Dung méi khai trién: Methanol - mgthyl_en clorid (10 : 90).
Dung dich thir: Hoa tan 50 mg ché pham trong methylen
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clorid (TT) va pha loang thanh 10 ml véi cung dung mdi.
Dung dich doi chiéu: Héa tan 50 mg terfenadin chuin
trong methylen clorid (TT) va pha loang thanh 10 ml vé
cung dung moi.

Cadch tién hanh: Chim riéng biét 1én ban mong 10 pl méi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
khoang 15 cm. Dé khé ban mong ngoai khéng khi. Quan sét
dudi anh sédng tir ngoai & budc séng 254 nm, vét chinh trén
sic ky d6 cua dung dich thir phai phu hop vé vi tri va kich
thudc véi vét chinh trén sic ky db cua dung dich déi chiéu,

Tap chit lién quan

Phwong phap sic ky long (Phy luc 5.3).

Pha dgng: Pha lodng 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 phdm trong pha déng
va pha lodng thanh 10,0 ml v&i cing dung méi.

Dung djch doi 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 dugc thanh 20,0 ml véi cing dung mai.
Dung dich doi chiéu (2): Hoa tan 15 mg tap A chuén trong
pha dong va pha lodng thanh 10,0 ml v&i cing dung méi.
Liy 5,0 ml dung dich thu dugc, thém 5,0 ml dung dich thir
va pha loang thanh 50,0 ml bang pha dong.

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

Dung dich doi chiéu (4): Hoa tan 0,1 g kali iodid (TT)
trong pha dong va pha loang thanh 100 ml véi cing dung
moi. Pha loang 1 ml dung dich thu dugc thanh 100 ml
bing pha dong.

Diéu kién sdc ky:

Cot kich thudc (25 cm x 4,6 mm) dugc nhdi pha tinh
octylsilyl silica gel dimg cho sdc ky (5 pm).

Detector quang phé tir ngoai dit & budc séng 217 nm.
Téc do dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Tién hanh sic ky véi thoi gian gip 5 lan thoi gian luu cua
terfenadin.

Kiém tra tinh phi hop cia hé théng: Trén sic ky d cua
dung dich ddi chiéu (2), 46 phan giai giira pic terfenadin
v pic tap chit A it nhét 1a 5,0 va thira s6 dung lugng cua
terfenadin khong nho hon 2,0, stt dung kali iodid (TT) la
thanh phan khong leu giir [dung dich doi chiéu (4)).

Gidi han: Trén sac ky d6 cua dung dich thir:

Tap chdt A, B, C, D, E, F, G, H, I, J: Dién tich pic cia mdi
tap chét khong dugc 16m hon dién tich pic chinh thu dugc
trén sic ky d6 cia dung dich déi chiéu (3) (0,2 %).

Téng tap chat: Tong dién tich pic cia cdc tap chét khong
dugc 16n hon dién tich pic chinh thu dwgc trén sic ky do
cua dung dich déi chiéu (1) (0,5 %).

Bo qua céc pic c6 dién tich nho hon hodc bing 0,025 lan
dién tich cta pic chinh thu duoc trén sic ky do cua dung
dich dbi chiéu (3) (0,005 %).
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Ghi chu:

Tap chat A: (1-[4-(1,1-dimethylethyl)pheny!]-4-[4-(hydroxy-
diphenylmethyl)piperidin-1-yl]butan-1-on).

Tap chat B: (1RS)-1-[4-(1,1-dimethylethyl)phenyl]-4-[4-(diphenyl-
methyl)piperidin-1-ylJbutan-1-ol.

Tap chat C: 1-[(4RS)-4-[4-(1,1-dimethylethyl)phenyl]-4-hydroxy-
butyl]-4-(hydroxydiphenylmethyl)piperidin 1-oxid.

Tap chat D: (1RS)-1-[4-(1,1-dimethylethyl)phenyl]-4-[4-(diphenyl-
methylen)piperidin-1-yl]butan-1-ol.

Tap chét E: Acid 1-[(4RS)-4-[4-(1,1-dimethylethyl)phenyl]-4-
hydroxybutyl]piperidin-4-carboxylic.

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

Tap chat G: [1-[4-[4-(1,1-dimethylethyl)phenyl]but-3-enyl]
piperidin-4-yl]diphenylmethanol.

Tap chit H: [1-[4-[4-(1,]-dimethylethyl)phenyl]butyl]piperidin-
4-yl]diphenylmethanol.

Tap chat [: Diphenyl(piperidin-4-yl)methanol.

Tap chat J: Ethyl 1-[(4RS)-4-[4-(1,1-dimethylethyl)phenyl]-4-
hydroxybutyl]piperidin-4-carboxylat.

Mit khoi lwong do 1am khd
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g, 60 °C, 4p sut khong qua 0,5 kPa).

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

Pinh lrgng

Hoa tan 0,400 g ché phim trong 50 ml acid acetic khan
(TT). Chuan do bﬁng dung d;ch acid percloric 0,1 N (CD).
Xéc dinh diém két thuc biang phurong phap chuin dé do
dién thé (Phu luc 10.2).

1 ml dung dich acid percioric 0,1 N (CP) tuong duong véi
47,]7 mg C32H41N02.

Bio quan

Tranh anh sang.

Loai thube

DPoi khang thu thé histamin H,.
Ché phim

Vién nén.

VIEN NEN TERFENADIN

La vién nén chira terfenadin.
Che pham phai dép {mg céc yéu cau trong chuyén luin
“Thuéc vién nén” (Phu lyc 1.20) va cic yéu cau sau day:

Ham lrgng terfenadin, C,H,NO,, tir 95,0 % dén 105,0 %
s0 véi luong ghi trén nhén.

Binh't[nh
A. Lic mét lugng bdt vién chia 0,2 g terfenadin véi
20 ml dicloromethan (TT), thém 10 ml dung dich natri

VIEN NEN TERFENADIN

hydroxyd 0,1 M (TT) va tiép tuc lic, dé tach lop va ldy lop
dicloromethan. Rira 16p dicloromethan bang 10 ml nuwdc,
léc véi 2 g natri sulfat khan (TT) va loc. Thém 0,2 ml dich
loc vado 0,3 g kali bromid (TT) trong cbi, dung chay trén
déu, lam 4m dé loai dung moi va chuan bj dia nén tir hdn
hop thu dugc. Phb hap thy hong ngoai thu dugc (Phy Iuc
4.2) phai phi hop v6i phé hip thy hdng ngoai ddi chiéu
cua terfenadin.

B. Trong muc Pinh lugng, pic chinh trén sic ky d6 thu
dugc tir dung dich tha phai c6 thoi gian luu twrong (g véi
thoi gian lru cia pic terfenadin trén sic ky dd thu dugc tir
dung dich chuin.

D hoa tan (Phuy luc 11.4)

Thiét bi: Kiéu canh khuy.

Mbi truong hoa tan: 1000 ml dung djch acid hydrocloric
0,1 M (TT).

Téc dp quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dich thir: Sau thdi gian hoa tan quy dinh, iy mét
phén dich hoa tan va loc. Pha lodng dich loc, néu can, bing
dung dich acid hydrocloric 0,1 M (TT) dé duoc dung dich
terfenadin c6 néng d6 khoang 0,006 %.

Dung dich chudn: Pha loang 1 thé tich cua dung dich
terfenadin chuén 0,06 % trong methanol (TT) thanh 10 thé
tich bang dung dich acid hydrocloric 0,1 M (TT).

Tién hanh bang phuong phép sic ky long (Phu luc 5.3) véi
diéu kién sic ky nhu mé ta & muc Dinh luong nhung véi
budc séng phat hién ¢ 217 nm.

Tinh lugng terfenadin, Cy,H,;NO,, d3 hoa tan trong moi
vién dua vao dién tich pic thu dugc trén sic ky do cua
dung dich thir, dung dich chuén va ham lrong C;,Hy NO,
cua terfenadin chuén.

Yéu cdu: Khéng duge it hon 70 % (Q) luong terfenadin,
C;;H4)NO,, so véi lugng ghi trén nhan dugc hoa tan trong
45 min.

Tap chit A

Khéng dugce qua 0,2 %.

Phuong phép sic ky 16ng (Phy luc 5.3).

Dung dich thu: Hoa tan m{t lugng bdt vién chira 0,15 g
terfenadin trong 75 ml pha dong, siéu 4m 15 min, lam ngudi
dén nhiét 4 phong, pha loang dén 100 ml bang pha dong,
tron déu va loc qua mang loc thuy tinh (Whatman GF/C la
thich hop).

Dung dich déi chiéu: Dung dich chira 0,0003 % tap chit
A chuén cua terfenadin, 1-[4-(1,1-dimethylethyl)phenyl]-
4-[4-(hydroxydiphenylmethyl)piperidin-1-yl])butan-1-on,
trong pha djng. ]
Dung dich phdn giai: Dung dich chita hon hop 1 thé tich
dung dich thir va 9 thé tich dung dich 0,015 % tap chat A
chuén cua terfenadin trong pha dong.

Diéu kién sic ky nhu mé ta & myc Dinh lwong nhung véi
budc song phat hién ¢ 217 nm.

1131



