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dién tich cua pic chinh thu dugc trén sic ky d6 cua dung
dich d6i chiéu (0,4 %); dién tich cua bat ky pic nao khic
ngoai pic chinh va pic tap chét B khong dugc 16m hon 2 lan
dién tich cua pic chinh thu dugc trén sic ky d6 cua dung
dich @i chiéu (0,2 %) va khéng duge c6 qua 3 pic phy nhu
vy c6 dién tich 16m hon dién tich cua pic chinh thu dugc
trén sic ky d6 cua dung dich d6i chiéu (0,1 %). Tong dién
tich ciia cac pic tap chét khong duoc 16n hon 8 lan dién
tich ctia pic chinh thu dugc trén sic ky db cia dung dich
d6i chiéu (0,8 %). Bo qua céc pic ¢6 dién tich nhé hon
hoac‘bﬁng 0,5 lan dién tich cua pic chinh thu dugc trén sic
ky d6 cua dung dich di chiéu (0,05 %).

Ghi chu:

Tap chat A: N-[4-cloro-2-[(1S)-3-cyclopropyl-1-hydroxy-1-
(trifluoromethyl)prop-2-ynyl]phenyl]-4-methoxybenzamid.

Tap chit B: (45)-6-cloro-4-[( | E)-2-cyclopropylethenyl]-4-
(trifluoromethyl)-1,4-dihydro-2H-3, 1-benzoxazin-2-on.

Tap chit C: (45)-6-cloro-4-(pent-1-ynyl)-4-(trifluoromethyl)-
1.4-dihydro-2H-3,1-benzoxazin-2-on.

Tap chat D: (4S)-6-cloro-4-(2-cyclopropylethynyl)-1-(4-
methoxybenzyl)-4-(trifluoromethyl)-1,4-dihydro-2H-3,1-
benzoxazin-2-on.

Tap chit E: (25)-2-(2-amino-5-clorophenyl)-4-cyclopropyl-
1,1,1-trifluorobut-3-yn-2-ol.

Tap chit F: 6-cloro-2-cyclopropyl-4-(trifiuoromethyl)quinolin.
Tap chat G: (45)-6-cloro-4-[2-(2-methylcyclopropyl)ethynyl]-
4-(trifluoromethyl)-1,4-dihydro-2H-3,1-benzoxazin-2-on (hdn
hop ciia 4 déng phan lap thé).

Tap chit H: methyl [4-cloro-2-[(15)-3-cyclopropyl-1-hydroxy-
1-(trifluoromethyl)prop-2-ynyl]phenyl]carbamat.

Tap chit I: (28)-2-[5-cloro-2-[[(4-methoxyphenyl)methyl]
amino)phenyl]-4-cyclopropyl-1,1,1-trifluorobut-3-yn-2-ol.

Tap chit J: (2RS.45)-6-cloro-4-(2-cyclopropylethynyl)-2-
(4-methoxyphenyl)-4-(trifluoromethyl)-1,4-dihydro-2H-3,1-
benzoxazin.

Mt khoi lrgng do 1am khé
Khong dugce qua 0,5 % (Phu luc 9.6).
(1,000 g, 105 °C, 4 h).

Tro sulfat
Khong dugc qua 0,2 % (Phu lyc 9.9, phuong phap 1).
Dung 1,0 g ché pham.

Pinh lugng

Can chinh xac khoang 25 mg ché phim héa tan trong
methanol (TT) va thém methanol (TT) vira di 50,0 ml. Pha
loang 2,0 ml dung dich thu dugc thanh 100,0 ml véi cling
dung méi. Do do hép thu (Phy luc 4.1) ciia dung dich thu
dugc & budc séng cuc dai 247 nm, trong cbc do day 1 cm,
mau tring 1a methanol (TT). Tinh ham lugng efavirenz,
C,,HsCIF;NO,, 1dy gi4 tri A (1 %, 1 cm) & 247 nm [a 550.

Bio quan
Trong d6 dung kin, tranh anh sang.

Loai thude
Thuoc khang retrovirus.

NANG EFAVIRENZ

Ché phim
Vién nén, nang, sird.

NANG EFAVIRENZ

La nang cimg chira efavirenz.
Che pham phai dép umg cac yéu cau trong chuyén ludn
“Thuéc nang” (Phy luc 1.13) va cac yéu céu sau:

Ham lugng efavirenz, C,;H,CIF;NO,, tir 90,0 % dén
110,0 % so vdi lugng ghi trén nhin.

Pinh tinh

A. Lic mdt lugng bt thudc trong nang, twong {mg véi
khodng 0,05 g efavirenz, véi 100 ml methanol (TT), loc
va pha loang 1 ml dich lgc thanh 50 ml v&i methanol (TT).
Phé hép thu tir ngoai (Phu luc 4.1) cta dung dich thu dugc
& dai séng tir 220 nm dén 350 nm phai phu hop vai phd
ctia dung dich efavirenz chuén cé ndng d% twong duong,
trong cung dung moi.

B. Trong phin Pinh lugng, pic chinh trén sic ky dé caa
dung dich thir phai c6 thoi gian luu twong Ung vdi thoi
gian lwu ctia pic chinh trén sic ky do cia dung dich chuin.

D hoa tan (Phy luc 11.4)

Thiét bi: Kiéu canh khudy.

Moi triuong hoa tan: 900 ml dung dich natri lauryl sulfat 1 %.
Téc do quay: 50 r/min.

Thoi gian: 45 min.

Céch tién hanh:

Dung dich thir: Sau thdi gian hoa tan quy dinh, iy mot
phén dich hoa tan, loc. Pha lodng dich loc véi méi truong
hoa tan (néu cdn) dé thu dwgc dung dich c6 ndng do
efavirenz khoang 0,01 mg/ml.

Dung dich chudn: Can chinh xac khoang 20 mg efavirenz
chuén, chuyén vao binh dinh mic 100 ml, thém 10 ml
methanol (TT) dé hoa tan va thém méi truong hoa tan dén
dinh mic, l4c déu. Pha loang 5,0 ml dung dich thu dugc
thanh 100,0 ml véi méi trudng hoa tan.

Po d% hip thu (Phu lyc 4.1) cia dung dich chuén, dung
dich thir & budc séng hip thy cuc dai khoang 247 nm, cbe
do day 1 cm, mau tring [a méi trudng hoa tan. Tinh lugng
efavirenz, C,4HyCIF;NO,, hoa tan tir mdi nang dua vao do
hép thy do dwoc cia dung dich chudn, dung dich thir va
ham lugng C,,H,CIF;NO, trong efavirenz chuin.

Yéu cau: Khéng it hon 70 % (Q) lugng efavirenz,
C 4HyCIF;NO,, so vai lugng ghi trén nhan dugc hoa tan
trong 45 min.

Tap chit lién quan

Phuong phép sic ky 16ng (Phu lyc 5.3).

Dung dich dém phosphat pH 3,0, pha dfng, dung dich
chuén, dung dich thir va diéu kién sic ky: Chuéin bj nhr
muc Djnh lugng.
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Cdch tién hanh: ,
Tién hanh sic ky dung dich thir trong khoang thdi gian gap
2 lan thoi gian Iuu cua pic efavirenz.

Ham lugng céc tap don néu cé trén sic ky db cua dung dich
thir dugc tinh theo phuong phap chudn héa (Phu luc 5).
Gidi han: Mbi tap don khéng duoc qua 1,0 %, tong céc tap
chit khong duoc qua 2,0 %. Bo qua céc pic cia mau tring
va cac pic cd dién tich nho hon hoidc bang 0,05 %.

Pinh lrong

Phwong phép sic ky 16ng (Phu luc 5.3).

Dung dich dém phosphat pH 3,0: Hoa tan 8,6 g amoni
dihydrophosphat (TT) trong 1000 ml nuée va diéu chinh
dén pH 3,0 + 0,05 béng acid phosphoric (TT).

Pha dgng: Acetonitril - dung dich dém phosphat pH 3,0
(50 : 50).

Dung dich chudn: Hoa tan mét lugng efavirenz chuin
trong methanol (TT) & thu duoc dung dich c6 ndng dd
efavirenz khoang 1,2 mg/ml.

Dung dich thir: Can 20 nang, x4c dinh khéi lugng trung
binh cua bét thudc trong nang, cn chinh xac mét lugng
bot thudc trong img v6i khoang 60 mg efavirenz vao binh
dinh mirc 50 ml, thém 40 ml methanol (TT) va lic sidu 4m
20 min. Pha lodng bang methanol (TT) vira i dén vach,
lac déu va loc.

Diéu kién sdc ky:

(ot kich thuée (25 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm).

Detector quang phé tir ngoai dit & buée séng 252 nm.
T'éc dd dong: 1,5 ml/min.

I'hé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phu hop cua hé théng sic ky:

Tién hanh sic ky véi dung dich chuén: sé dia ly thuyét cia
cOt tinh theo pic efavirenz khong dugc nhd hon 6000; hé
s6 d6i ximg cua pic efavirenz khong duoc 1ém hon 2,0 va
d0 1éch chuan twong ddi cua dién tich pic efavirenz tir 6 lan
tiém lip lai dung dich chudn khong dugc 16m hon 2,0 %.
Tién hanh sic ky lan lwot dbi v&i dung dich chudn va dung
dich thur.

Tinh ham lugng efavirenz, C,,HyCIF;NO,, ¢6 trong mot
don vi ché pham dya vio dién tich pic efavirenz thu
dugc tir dung dich thir, dung dich chuin va ham lwong
C,4H,CIF;NO, trong efavirenz chuin.

Bao quin
Trong dd dung kin. Pé noi khé mat, nhiét 46 khong quéa
30 °C, tranh anh séng.

Loai thubc
Khang virus.

Ham lugng thuong dung
50 mg; 100 mg va 200 mg.
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OCH;
OCH;
H
30 OCH;
.2 HClI 7 H,0
C29H40N204.2HC1.7H20 Ptl. 679,7

Emetin hydroclorid 1a (2S,3R,11bS)-2-[[(1R)-6,7-dime-
thoxy-1,2,3,4-tetrahydroisoquinolin-1-ylJmethyl]-3-ethyl-
9,10-dimethoxy-1,3,4,6,7,11b-hexahydro-2 H-benzo[a]
quinolizin dihydroclorid heptahydrat, phai chia tir 98,0 %
dén 102,0 % CpoHyoN,0,.2HCI, tinh theo ché phém da lam khé.

Tinh chAt
Bot két tinh trang hay hoi vang nhat.
DE tan trong nudc va ethanol 96 %.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhém I: A, E.

Nhoém II: B, C, D va E.

A. Phd hip thu hong ngoai (Phu luc 4.2) cia ché phim
phai phit hop véi phdé hip thu hong ngoai cia emetin
hydroclorid chuin.

B. Trong muc thir Tap chit lién quan, vét chinh trén sic ky
do thu duge tir dung dich thir phai twong img Vvé vi tri, mau
sic huynh quang va kich thudc véi vét thu duge trén sic
ky dd cua dung dich d6i chiéu (3).

C. Hoa tan khoang 10 mg ché phim trong 2 ml dung dich
hydrogen peroxyd 10 tt (TT), thém 1 ml acid hydrocloric
(TT) va dun néng, c6 mau da cam xuét hién.

D. Ric khoang 5 mg ché phim lén bé mit caa 1 ml dung
dich amoni molybdat 0,5 % trong acid sulfuric dgm dac
(TT), xuit hién mau xanh sang.

E. Ché phdm phai cho phan tmng (A) cia clorid (Phu lyc 8.1).

D) trong va mau sic ciia dung dich

Dung dich S: Hoa tan 1,25 g ché pham trong nudée khéng
co carbon dioxyd (TT) va pha loang thanh 25 ml véi cung
dung moi.

Dung dich S phai trong (Phu luc 9.2) va khéng dugc c6
mau dam hon dung dich mau ddi chiéu V hay VN5 (Phy
luc 9.3, phuong phap 2).

pH

Pha lodng 4 ml dung dich S thanh 10 ml véi nwdc khéng
cd carbon dioxyd (TT), pH cua dung dich thu dugc phai tir
4,0 dén 6,0 (Phu lyc 6.2).

Géc quay cye riéng o
Tir +16° dén +19°, tinh theo ché pham da lam khoé (Phuy
luc 6.4).



