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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.
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TERPIN HYDRAT

Tiém lén lugt cac dung dich trén va tién hanh sic ky trong
khoang thori gian gdp 5 1an thoi gian luu cua terfenadin.
Phép thir chi c6 gia tri khi d§ phan giai gitra hai pic
terfenadin va tap chét A trén sic ky db thu dugc tir dung
dich phan giai it nhat bing 5,0.

Gioi han:

Trén sic ky dé thu dugc tir dung dich tha, dién tich cua
bit ky pic nao twong Ung véi tap chit A cua terfenadin
khéng dugc 16m hon dién tich cua pic chinh trén sic ky do
thu dugc tir dung dich déi chiéu. Trén sic ky dd thu dugc
tir dung dich thir, c6 thé c6 cac pic ta duogc véi thoi gian
luru dai.

Pinh lrgng
Phuong phap sic ky long (Phu luc 5.3).

Pha déng: Liy 3 thé tich acetonitril (TT) pha loang thanh
5 thé tich v6i dung dich dém phosphat diethylamoni pH
6,0 (TT).

Dung dich thir: Can 20 vién va nghién thanh bdt min.
Can chinh xdc mdt lugng bdt vién twong Ung vaéi 0,15 g
terfenadin, thém 75 ml pha ddng va lic siéu 4m 15 min,
lam nguéi dén nhiét @6 phong, pha loang thanh 100,0 ml
bang pha dong, tron déu va loc qua mang loc thuy tinh
(Whatman GF/C la thich hop).

Dung dich chudn: Dung dich chita 0,15 % terfenadin
chuin trong pha dong.

Dung dich phdn giai: Dung dich chira 0,015 % terfenadin
chuin va 0,015 % tap chit A chuan cua terfenadin trong
pha dong.

Diéu kién sdc ky:

Cét kich thuéc (25 cm x 4,6 mm) dugc nhéi pha tinh B
(5 pm) (Lichrosorb RP8 1a thich hop).

Téc do dong: 1,0 ml/min.

Detector quang pho tir ngoai dit & budc song 254 nm.
Thé tich tiém: 20 pl.

Cdch tién hanh:

Tiém lan luot cic dung dich trén va tién hanh sic ky trong
khoang thoi gian gip 5 lan thdi gian luu cua terfenadin.
Phép thir chi c6 gia tri khi d§ phan giai gitra pic terfenadin
va pic tap chét A trén sic ky d6 thu dugc tir dung dich phan
gidi it nhat 1a 5,0. Trén sic ky b thu dugc tir dung djch thir
c6 thé c6 céc pic ta duge véi thdi gian luu dai.

Tinh ham lugng cua terfenadin, Cy,H4NO,, trong vién dua
vio dién tich pic thu dugc trén séc ky d6 cia dung dich thir,
dung dich chuén va ham luong C;,H4 NO, ciia terfenadin
chuan.

Bio quin
Noi kho mat, tranh 4nh sang.

Loai thuﬁc ]
Thuoc doi khang thuy thé histamin H;.

Ham lugng thurong ding
60 mg.
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TERPIN HYDRAT
HO . CHj

C|0H2002.H20 Pt.l; l90,3

Terpin hydrat 1a cyclohexan methanol, 4-hydroxy-a,a.4-
trimethyl monohydrat hay p-menthan 1, 8-diol monohydrat,
phai chira tir 98,0 % dén 100,5 % C,oH,00,, tinh theo ché
phim khan.

Tinh chit

Tinh thé trong suot khéng mau hay bot két tinh tring,
khong mui. Say can than & 100 °C, ché pham sé& thing hoa
va tao thanh nhimg tinh thé hinh kim. Dé & khong khi néng
va khé, ché phim s& din dan bi mit nwde két tinh va nhiét
d0 nong chay giam. Hoi tan trong nudc, tan trong nudc
néng va ethanol 96 %, dé tan trong ethanol 96 % nong, hoi
tan trong ether, cloroform.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A, D.

Nhém II: B, C, D, E.

A. Phé hip thy hong ngoai (Phy luc 4.2) cua ché phim phai
phu hop véi phd hap thu hong ngoai ciia terpin hydrat chun.
B. Piém chay: 115 °C dén 117 °C (Phu luc 6.7). Bun nong
dung cu téi 110 °C 1di méi cho 6ng mao quan vio va tiép
tuc dun néng véi tbe d6 4 °C dén 6 °C trong 1 min.

C. Trong phan Tap chét lién quan, vét chinh thu dugc trén
sdc ky dd cia dung dich thir phai gidng vé vi tri, mau sic
va kich thudc véi vét thu duoc trén sic ky db cua dung
dich ddi chiéu (1).

D. Ly 5 ml dung dich ché pham (1/50), dun néng rdi cho
thém vai giot acid sulfuric dam dac (TT). Dung dich sé bj
vén duc va c6 mui thom cua terpineol.

E. Nho vao 0,01 g ché phdm khoing 5 giot dung dich sdt
(11l) clorid trong ethanol (TT), dem bbc hoi dén kho trong
chén su, s& thdy xudt hién ciing mot lac & cac chd khic
nhau trong chén nhimg mau do6 son, tim va luc.

P trong va mau sic ciia dung dich

Dung djch S: Hoa tan 2,50 g ché phim trong ethanol 96 %
(TT) va pha loang thanh 50 ml véi cing dung méi.

Dung dich S phai trong (Phy luc 9.2) va khong mau (Phu
luc 9.3, phuong phép 2).

Gidi han acid - kiém
Lay 10 ml dung dich S, thém 0,1 ml dung dich xanh
bromothymol (TT). Luong dung dich acid hvdrocloric



