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Tap chét R: (25)-N-[(1S,35,45)-1-benzyl-4-[[2-(2,6-dimethyl-
phenoxy)acetyl]amino]-3-hydroxy-5-phenylpentyl]-2-[3-[2-
(2,6-dimethylphenoxy)acetyl]-2-oxotetrahydropyrimidin-
1(2H)-yl]-3-methylbutanamid.

Tap chit S: (15,35)-1-[(185)-1-[[2-(2,6-dimethylphenoxy)acetyl]
amino]-2-phenylethyl]-3-[[(25)-3-methyl-2-[2-oxotetra-
hydropyrimidin-1(2H)-yl]butanoyl]amino]-4-phenyl-butyl
2-(2,6-dimethylphenoxy)acetat.

Tap chat T: N,N’-bis[(15,35,45)-1-benzyl-4-[[2-(2,6-dimethyl-
phenoxy) acetyl]amino]-3-hydroxy-5-phenylpentyl]ure.

Kim loai niing

Khong dugc qua 10 phan triéu (Phu luc 9.4.8, phuong phap 8).
Diing 0,25 g ché pham dé thir.

Dung méi pha miu: Nude - ethanol 96 % (5 : 95).

Dung 0,25 ml dung dich chi méu 10 phan triéu Pb (TT) dé
chuén bi mau déi chiéu.

Nudre
Khéng dugce qua 4.4 % (Phu luc 10.3).
Diing 0,250 g ché pham.

Tro sulfat
Khong duoc q1'lé 0,2 % (Phu luc 9.9, phuong phap 2).
Diing 1,0 g ché phidm.

Pinh lugng

Phuong phép sic ky 1ong (Phu luc 5.3).

Diéu kién sic ky duoc md ta & trong muc A ctia phan Tap
chit lién quan véi thay déi nhu sau:

Pha djng: Pha d@éng A.

Cdch tién hanh:

Tién hanh sic ky dung dich thir (2) va dung dich déi chiéu (1).
Tién hanh sic ky véi thoi gian sic ky gip 1,6 1an thoi gian
Juu cua lopinavir.

Tinh ham lugng phfm trim lopinavir, C37H4sN,4Os, trong
ché pham dya vio dién tich pic thu dwoc trén sic ky dé cia
dung dich thir (2), dung dich dbi chiéu (1) va ham luong
ciia C37H,4gN,O; trong lopinavir chudn.

Bio quin
Trong bao bi kin.

Loai thude

Thudc khang HIV.

Ché phim

Vién nén va dung dich uong hgp véi ritonavir.

VIEN NEN LOPINAVIR VA RITONAVIR

La vién nén chira lopinavir va ritonavir.
Ché pham phai dap img cic yéu cau trong chuyén luédn
“Thudc vién nén” (Phu luc 1.20) va c4c yéu cau sau day:

VIEN NEN LOPINAVIR VA RITONAVIR

Ham lugng lopinavir, 'C37H43N405 va ritonavir,
C37H4NgOsS,, tir 90,0 % den 110,0 % so véi lugng ghi
trén nhéan.

Pinh tinh

Phuong phép sic ky long (Phu luc 5.3). Piéu kién sic ky,
dung dich thir nhu mé ta trong phan Pinh luong.

Chuan bj hai dung dich déi chiéu lopinavir va ritonavir
riéng ré c6 nong d twong tmg 12 1 mg/ml va 0,25 mg/ml
trong methanol (TT).

Théi gian hru 2 pic chinh trén sic ky dd ciia dung dich
thir phai twong mg vdi thoi gian luu cua pic lopinavir va
ritonavir trén sac ky d6 twong g cia cic dung dich ddi
chiéu lopinavir va ritonavir,

Do hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khuay.

Mbi truomg héa tan: 900 ml dung dich duge chudn bj nhu

sau: Hoa tan 15,7 g decaethylen glycol monodocecyl ether

(TT) trong 1000 ml dung dich acid hydrocloric 0,1 M (TT).

Téc dp quay: 75 r/min.

Thaoi gian: 120 min.

Cdch tién hanh:

Xac dmh lugng lopinavir va ritonavir hoa tan béng phuong

phép sdc ky 16ng (Phy lyc 5.3).

Piéu kién séc ky nhw mé ta trong phin Dinh luong.

Dung dich thir: Sau thoi gian hoa tan quy dinh 1iy mot

ph?m dich hoa tan, loc.

Dung dich chudn: Pha dung dich chtra 2,2 mg/ml lopinavir

chuin v 0,55 mg/ml ritonavir chuén trong methanol
(TT). Néu cén, diéu chinh nbng d¢ theo ty lé lopmavu va

ritonavir trong vién. Pha loang dung dich thu dugc bing

mdi trudng hoa tan dé dugc dung dich c6 ndng dd trong

ducmg nong dd lopinavir va ritonavir trong dung dich thir.

Yéu cau: Khong it hon 80 % lugng lopinavir, C5,HsN,Os

va ritonavir, C;;HgN¢OsS,, so v&i lugng ghi trén nhin

duge hda tan trong 120 min. Néu cé mdt vién ¢6 lwong

lopinavir va/hoc ritonavir hoa tan duéi 80 % thi l3p lai

phép thir d6 hoa tan vi 6 vién khac. Do hoa tan trung binh

cia 12 vién khéng dudi 75 % va khong c6 vién nao c6 do

hoa tan dudi 60 %.

Pinh lurgng

Phuong phép sic ky 1ong (Phu luc 5.3).

Pha dong: Methanol - dung dich acid phosphoric pH 3,5
(80 : 20).

Dung dich acid phosphoric pH 3,5: Thém tir tir dung dich
acid phosphoric 10 % (TT) vao 1000 ml medc & thu duge
dung dich c6 pH 3,5.

Dung dich thir: Can 20 vién, tinh khdi luong trung binh
vién va nghién thanh bt min. Can chinh xac mot lugng
bét vién twong mg voi khoang 100 mg lopinavir vao binh
dinh muc 100 ml. Thém 80 ml methanol (TT), siéu 4m, dé
nguol vé nhiét do phong va thém methanol (TT) dén vach,
lic déu, loc.
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Dung djch chudn: Dung dich chira 1 mg/ml lopinavir
chudn va 0,25 mg/ml ritonavir chuan trong methanol (TT).
Néu cén diéu chinh néng d6 cua dung dich chuén theo ti 1&
cua lopinavir va ritonavir trong vién.

Diéu kién sdc ky:

Cét kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh base-
deactivated octadecylsilyl silica gel ding cho séc ky (5 pm).
Nhiét ¢ cdt: 30 °C.

Detector quang phé tir ngoai dit & budc séng 240 nm.
Téc ¢ dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Thai gian chay sic ky: 10 min.

Cdch tién hanh:

Kiém tra tinh ph hop cia hé théng: Trén sic ky d cia
dung dich chuin, & phan gii gifra pic lopinavir va pic
ritonavir it nhat 13 2,0. D6 léch chuén trong dbi cua dién
tich pic lopinavir va ritonavir thu dugc tir 6 14n tiém lap lai
dung dich chuén khéng 16n hon 2,0 %.

Tinh ham lugng phr;‘m trdm cua lopinavir, C3;H4sN,O5 va
ritonavir, C3;H,;sN¢OsS,, trong ché phim dua vio dién
tich pic thu dugc trén sic ky dd cia dung dich thir, dung
dich chuin va ham lrong cia C;,HygN,O5 trong lopinavir
chuén va C;,H,sN4OsS, trong ritonavir chuin.

Bio quf!n
Trong d6 dung kin.

Loai thude
Thudc diéu tri HIV.

Ham lrgng thwong ding
100 mg lopinavir va 25 mg ritonavir.
200 mg lopinavir va 50 mg ritonavir.
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CyH»CIN,O, P.t.l: 382,9
Loratadin la ethyl 4-(8-cloro-5,6-dihydro-11H-benzo

[5.6] cyclohepta [1,2-5] pyridin-11-yliden) piperidin-1-
carboxylat, phéi chira tir 98,5 % dén 101,5 % C5,H,;CIN, O,
tinh theo che pham da lam kho.

Tinh chét '
Bot két tinh da hinh mau trang hodc gin nhu tréng.
Thye té khong tan trong nudc, dé tan trong aceton va methanol.
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DPinh tinh

Phd hép thu hong ngoai cia ché phim (Phu luc 4.2) phai
phit hop véi phd hip thu hdng ngoai cia loratadin chuin.
Néu so sanh phé c6 sir khic nhau thi hoa tan miu thir va
mAu d6i chiéu riéng biét trong aceton (TT), bay hoi dén
khé va ding cén dé do phé méi.

Pj trong va mau sic cia dung dich

Hoa tan 1,0 g ché phim trong methanol (TT) va pha loing
thanh 20,0 ml vdi cung dung moi. Dung dich thu dugc
phai trong (Phu luc 9.2) va khong c6 mau dam hon dung
dich mau d6i chiéu VN; (Phu luc 9.3, phuong phép 2).

Tap chit H

Phurong phap séc ky khi (Phu luc 5.2).

Dung dich chudn néi: Hoa tan 25,0 mg isoamyl benzoat
(TT) trong methylen clorid (TT) va pha loang thanh
100,0 ml v6i cung dung mdi. Pha loang 5,0 ml dung dich
nay thanh 50,0 ml v&i methylen clorid (TT).

Dung dich déi chiéu (1): Hoa tan 25,0 mg tap chét H chuin
cua loratadin trong methylen clorid (TT) va pha loang
thanh 100,0 ml véi cung dung méi. Pha loang 5,0 ml dung
dich nay thanh 50,0 ml v&i methylen clorid (TT).

Dung dich dbi chiéu (2): Lay 1,0 ml dung dich dbi chiéu
(1) thém 1,0 ml ctia dung dich chudn ndi va pha lodng
thanh 5,0 ml véi methylen clorid (TT).

Dung dich thir: Hoa tan 25,0 mg ché pham trong methylen
clorid (TT), thém 1,0 ml dung dich ddi chiéu (1) va
1,0 ml dung dich chuén ngi va pha loéng thanh 5,0 ml véi
methylen clorid (TT).

Piéu kién sdc ky:

Cét silica nung chay, chiéu dai 25 m, dudng kinh trong
0,32 mm, pha tinh poly(dimethyl) siloxan (phim cé d6 day
0,52 pm).

Khi mang: Heli dimg cho sdc ky khi.

Téc d6 dong: 1,0 ml/min.

Ty 1€ chia dong: 1 : 30.

Nhiét d6:

B Thoi gian  Nhigtdp
(min) (°C)
0-1 80

Cot 1-23 80 — 300
, 23-33 300
| Buong tiém 260
Detector 300 _

Detector: Ion héa ngon lira.
Thé tich tiém: 1,0 pl.

Cdch tién hanh:

Tién hanh séc ky véi dung dich thir va dung dich déi chiéu (2).
Thoi gian huu twong ddi so véi loratadin (thdi gian hru
khoang 32 min) ciia tap chit H khoang 0,33; cua isoamyl
benzoat khoang 0,37.

Kiém tra tinh phii hop cua hé théng: Trén sic ky dé cia



