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Hoa tan mét lugng ché pham tuong g véi 1,250 g ché
phim da lam khé trong mude va pha loang thanh 25,0 ml
véi cing dung moi. Dung dung dich thu dugc dé do.

Tap chit lién quan

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

Ban mong: Silica gel G.

Dung méi khai trién: Cloroform - 2-methoxyethanol -
methanol - meoc - diethylamin (200 :40:10:4: 1).
Chuén bj céc dung dich sau ngay truéc khi diing, pha trong
dung méi 14 methanol (TT) chita 1 % (theo thé tich) dung
dich amoniac 2 M (TT).

Dung dich thir: Chira 0,5 mg ché phim trong 1 ml.

Dung dich déi chiéu (I1): Chia 0,01 mg isoemetin
hydrobromid chuan trong 1 ml.

Dung dich déi chiéu (2): Chia 0,01 mg cephaelin
hydroclorid chun trong 1 ml.

Dung dich déi chiéu (3): Chira 0,5 mg emetin hydroclorid
chuin trong 1 ml.

Dung dich déi chiéu (4): Pha loang 1 ml dung dich d6i
chiéu (3) thanh 100 ml.

Dung dich déi chiéu (5): Thém 1 ml dung dich dbi chiéu
(1) va 1 ml dung dich d6i chiéu (2) vao 1 ml dung dich dbi
chiéu (3).

Cdch tién hanh: Cham riéng biét 1én ban mong 10 pl mdi
dung dich thur, dung dich di chiéu (1) 2),(3), (4) va30pul
dung dich d6i chiéu (5). Sau khi trién khai dugc khoang
15 cm, ldy ban mong dé khoé ngoai khong khi dén khi
bay hét hoi dung méi. Phun dung dich iod 0,5 % trong
cloroform, siy ban méng & 60 °C trong 15 min va (quan sat
dudi anh sang tir ngoai ¢ budc song 365 nm. Bit ky vét
nao frong ung vaéi vét clia isoemetin va cephaelin trén sic
ky @5 thu dugc tir dung dich thir khéng dwoc ddm mau hon
céc vét trong img trén sic ky db thu duoc tir dung dich dbi
chiéu (1) va (2) (2,0 %) va bét ky moét vet phu nao khac
ciing khéng dugc dam mau hon vét trén sic ky db thu duge
tir dung dich ddi chiéu (4) (1,0 %).

Phép thir chi c6 gia tri khi sic ky do thu dugc tir dung dich
dbi chiéu (5) c6 3 vét tach riéng rd rét.

Mit khéi hrgng do lam khd
Tu 15,0 % dén 19,0 % (Phu luc 9.6).
(1,00 g, 105 °C; 3 h).

Tro sulfat
Khéng dugc qua 0,1 % (Phy luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Binh lurgng

Hoa tan 0,200 g ché pham trong 5,0 ml dung dich acid
hydrocloric 0,01 M (TT) va 50 ml ethanol 96 % (TT). Tién
hanh chuin d9 bing phuong phap chuin d9 do dién thé
(Phy lyc 10.2), ding dung dich natri hydroxyd 0,1 N (CD).
ch thi; tich cua dung dich chuin d9 da tiéu thy giira hai
diém uon.

EMTRICITABIN

1 ml dung dich natri hydroxyd 0,1 N (CD) twong duong
27,68 mg C29H40N204.2HC1.

Bio quin
Trong d6 dyng kin, tranh 4nh sang.

Loai thudc
Tri giun séan.

Ché pham
Thudc tiém.
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Emtricitabin 1a S-ﬂuoro-1-[(2R,5S)-2-(hydroxymethyl’)—
1,3-oxathiolan-5-yl]cytosin, phai chira tir 99,0 % dén
101,0 % CgH,(FN;0,S, tinh theo ché pham di 1am khé.

Tinh chit

Bot két tinh da hinh mau tring hosc gin nhu tring. Dé
tan trong methanol va nudc, thuc té khéng tan trong
methylen clorid.

Sén xuit ) o
Quy trinh san xuét dugc chit phai ¢dm bao ché phdm dap
img chi ti€u (28, SR)-enantiomer khong qué 0,3 %.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhém I: B, C, D.

Nhom II: A, C.

A. Phé hap thy hdng ngoai (Phu luc 4.2) cia ché phdm phai
phi hop véi phé hép thu hdng ngoai clia emtricitabin chuén
hodc phé hap thu hong ngoai ddi chiéu cua emtricitabin.
Néu phd héng ngoai ¢ trang thai rin cia ché pham khic
vGi phd hdng ngoai ciia emtricitabin chuén thi hoa tan
riéng 1& ché phim va emtricitabin chuin trong methanol
(TT), bbc hoi t6i cén rdi tién hanh ghi lai phd méi cua cin.
B. Hoa tan 2 mg ché phim trong 100 ml nuwée. Po phd
hip thu tir ngoai (Phu luc 4.1) trong khoang buéc séng tir
220 nm dén 350 nm, dung dich thu dugc phai cho hai cuc
dai hé‘ip thu & budc séng 237 nm va 281 nm. P§ hép thy
riéng & budc séng 237 nm tir 325 dén 355 va & budc song
281 nm tir 340 dén 370.

C. Géc quay cyc riéng: Tir -105,0° dén -115,0°, tinh theo
ché phdm da lam khé (Phy luc 6.4).

Dung dung dich chira 2,5 mg/ml ché phim trong medc dé do.
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EMTRICITABIN

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

Ban mong: Silica gel 60 Fs,.

Dung méi khai trién: Dicloromethan - methanol - acid
acetic bang (90 : 10 : 3).

Dung dich thir: Dung dich chita 5 mg/ml ché phim trong
methanol (TT).

Dung dich d6i chiéu: Dung dich chira 5 mg/ml emtricitabin
chuan trong methanol (TT).

Cdch tién hanh: Cham riéng biét 1én ban méng 5 pl mbi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. Pé khé ban mong ngoai khong khi va quan sat duéi
4nh séng tir ngoai & budc séng 254 nm. Vét chinh trén sic
ky dd cua dung dich thir phai twong tmg véi vét chinh trén
sic ky d6 cia dung dich di chiéu vé vi tri, kich thudc va
do dam.

Tap chit lién quan

Phuong phap sic ky 1ong (Phy luc 5.3).

Dung dich dém: Hoa tan 27,22 g kali dihydrophosphat
(TT) trong 1000 ml nuorc.

Pha déng A: Dung dich dém - nuwoc (5 : 95).

Pha dong B: Acetonitril - dung dich dém - nuéc (70 : 5 : 25).
Dung dich thir: Dung dich chira 0,5 mg/ml ché pham trong
nuoc.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thu
thanh 100,0 ml bing nude. Pha lodng 1,0 ml dung dich thu
dugc thanh 10,0 ml bang nudc.

Dung dich déi chiéu (2): Trén déu 5 ml dung dich thir va
2 ml hén hop 115 g acid phosphoric (TT) va 885 ml nudr,
dit trong céch thuy s6i trong 15 min.

Piéu kién sdc ky:

Cot kich thudce (25 cm x 4,6 mm) duge nhéi pha tinh base
deactivated end-capped octadecylsilyl silica gel dung cho
sdc ky (5 pm).

Nhiét do cot: 35 °C.

Detector quang phd tir ngoai dit & budc song 280 nm.

Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:
Tién hanh sic ky theo chuong trinh dung méi nhu sau:
Théi gian Pha dong A Pha &éng B |
(min) (% tutt) (% tt/tt)
0-9 93 7
9-15 93 =0 7— 100 :
15-19 0 100 i
19-19,1 0— 93 100 — 7 l
19,1 - 30 93 3 ,

Kiém tra tinh phi hop cua hé théng: Trén sc ky dd cua
dung dich dbi chiéu (2), d6 phan giai giita pic emtricitabin
(thoi gian luu khoang 9 min) va pic tap chét c6 thoi gian luu
twong déi so voi emtricitabin bang 1,3 khong nhé hon 6.
Gidi han: Trén sic ky dbd cua dung dich thur:
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Céc tap chit nira gidi ra trudc pic chinh: V&i mdi tap
chét, dién tich pic khong dugc 1én hon 5 lan dién tich pic
chinh thu dugc trén sic ky db cia dung dich déi chiéu (1)
(0,5 %) va khong qua 2 tap chét c6 dién tich pic 16n hon
dién tich pic chinh thu dwgc trén sic ky dd cua dung dich
dbi chiéu (1) (0,1 %).

Céc tap chét rira giai ra sau pic chinh: Vi mdi tap chét,
dién tich pic khong duoc lén hon 7 lan dién tich pic
chinh thu dugc trén sic ky db ciia dung dich dbi chiéu (1)
(0,7 %) va khoéng qué 2 tap chét ¢6 dién tich pic 16n hon
dién tich pic chinh thu dugc trén sic ky dd cia dung dich
d6i chiéu (1) (0,1 %).

Téng dién tich pic cia tit ca cac tap chat (trir pic chinh)
khéng duge 16n hon 10 ldn dién tich pic chinh thu dwgc
trén sic ky dd cia dung dich déi chiéu (1) (1 %).

Bo qua nhitng pic c6 dién tich nho hon hodc bing 0,5 1an
dién tich pic chinh thu dirgc trén sic ky dd cua dung dich
di chiéu (1) (0,05 %).

Ghi chu:

Tap chit A: Acid (2RS,5SR)-5-(4-amino-5-fluoro-2-oxopy-
rimidin-1(2H)-yl)-1,3-oxathiolan-2-carboxylic.
TapchétB:4-Amino-5-fluoro-1-[(2RS,5RS)-2-(hydroxymethyl)-
1,3-oxathiolan-5-yl]pyrimidin-2(1H)-on (racemic frans-emtri-
citabin).

Tap chit C: 4-Amino-1-[(2R,55)-2-(hydroxymethyl)-1,3-
oxathiolan-5-yl]pyrimidin-2(1A)-on (lamivudin).

Tap chit D: 4-Amino-5-fluoro-1-[(2S,5R)-2-(hydroxymethyl)-
1,3-oxathiolan-5-yl]pyrimidin-2(1H)-on (emtricitabin enantiomer).
TapchatE:4-Amino-5 -fluoropyrimidin-2(1H)-on(5-fluorocytosin).
Tap chitF: 5-Fluoropyrimidin-2,4(1H,3H)-dion (5-fluorouracil).
Tap chit G: 4-Amino-5-fluoro-1-[(2R,3S,5S)-2-(hydroxy-
methyl)-3-0x0-1,3-0xa-Ad-thiolan-5-yl]pyrimidin-2(1 H)-on
(emtricitabin S-oxid (S)-epimer).

Tap chit H: 4-Amino-5-fluoro-1-[(2R,3R,5S)-2-(hydroxy-
methyl)-3-o0x0-1,3-oxa-A4-thiolan-5-y1]pyrimidin-2(1 H)-on
(emtricitabin S-oxid (R)-epimer).

Tap chit I: 1,1’-[Disulfanediylbis(methylen-(2R,55)-1,3-
oxathiolan-2,5-diyl)]bis(4-amino-5-fluoropyrimidin-2(1/)-on).
Tap chat J: 4-Amino-5-fluoro-1-[(28,48)-2-(hydroxymethyl)-
1,3-dioxolan-4-yl]pyrimidin-2(1 H)-on.

Kim loai ning

Khéng duge quéa 20 phén triéu (Phu luc 9.4.8).

Hoa tan 1,0 g ché pham trong 20 ml nwdc. Ly 12,0 ml
dung dich thu dugc tién hanh thir theo Phuong phap 1.
Dung 10,0 ml dung dich chi mau 1 phan triéu Pb (TT) dé
chuén bj mAu déi chiéu.

Mit khdi lrgng do 1am khé
Khéng dugce qua 0,5 % (Phuy luc 9.6).
(1,000 g; 105 °C; 3 h).

Tro sulfat
Khong dugc qua 0,1 % (Phu lue 9.9, phuong phap 2).
Dung 1,0 g ché phim.
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Pinh lwrgng

Hoa tan 0,150 g ché phim trong 40 ml acid acetic khan
(TT). Chuén d9 bing dung djch acid percloric 0,1 N (CD).
Xac dinh diém két thic bing phuong phap chudn 46 do
dién thé (Phu Iyc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) twuong duong véi
24,73 mg CgH,,FN;0,S tinh theo ché pham da lam khé.

Bio qua’!n
Trong do dung kin.

Loai thudc
Thudc khang retrovirus.

Ché phim
Vién nén, nang.

NANG EMTRICITABIN

La nang cimg chira emtricitabin.
Ché pham pha1 d4p g cac yéu ciu trong chuyén luan
“Thubc nang” (Phu luc 1.13) va cac yéu ciu sau day:

Ham hrong emtricitabin, CgH,,FN;0,S, tir 90,0 % dén
110,0 % so vé&i lugng ghi trén nhan.

Pinh tinh

Trong phan Pinh lugng, thoi gian hru cua pic chinh trén
sic ky d6 cuia dung dich thir phai twong (mg véi thoi gian
lru cia pic chinh trén sic ky d6 cua dung dich chuén.

D{ hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

Moi truong hoa tan: 900 ml dung dich acid hydrocloric
0.1 M(TT).

Toc dj quay: 50 r/min.

Thoi gian: 30 min.

Cach tién hanh:

Dung dich thir: Sau thoi gian hoa tan quy dinh, ldy mot
ph?m dich hoa tan va loc qua mang loc 0,45 pm, bd vai
mililit dich loc d4u. Pha lodng dich loc bing méi truémg
hoa tan dé dugc dung dich c6 ndng d emtricitabin twong
duong nong d6 dung dich chuén.

Dung dich chudn: Dung dich chira 10 pg/ml emtricitabin
chuan trong méi trudmg hoa tan.

bo b hép thu (Phy luc 4.1) coa dung dich thir va dung
dich chuin & budc séng 280 nm. Miu tring 1a mdi trudng
hoa tan, ding cbc do 1 cm.

Tinh lugng emtricitabin, CgH,;,FN;05S, d3 hoa tan dya
vao d6 hap thu cia dung dich thir, dung dich chuén va ham
lwong cua CgH,,FN;0,S trong emtricitabin chudn.

Yéu cau: Khéng it hon 75 % (Q) lugng emtricitabin,
CyH,,FN;0;S, so véi lugng ghi trén nhidn dugc hoa tan
trong 30 min.

NANG EMTRICITABIN

Tap chit lién quan

Phuong phép sic ky long (Phu lyc 5.3).

Dung dich dém: Hoa tan 27,2 g kali dihydrophosphat (TT)
trong 1000 ml nwoc.

Pha dong A: Dung dich dém - nuoc (5 : 95).

Pha déng B: Acetonitril - dung dich dém - nueée (70 : 5 : 25).
Dung méi pha mau: Acetonitril - nueée (20 : 80).

Dung dich thir. Hda tan mét lugng bt thudc trong nang
trong duong véi khoang 50 mg emtricitabin trong 80 ml
dung méi pha mau va pha loang thanh 100 ml véi cling
dung méi, loc.

Dung dich déi chiéu: Pha loang dung dich thir bing dung
moéi pha miu dé thu dugc dung dich chira 0,50 pg/ml
emtricitabin.

Dung dich phit hop hé théng: Tron déu 5 ml dung dich thir
va 2 ml dung dich acid phosphoric (TT) 12 %, dat trong
cach thuy séi trong 15 min.

Diéu kién sdc ky:

Cot kich thudce (25 cm x 4,6 mm) dugc nhdi pha tinh base-
deactivated octadecylsilyl silica gel diing cho sdc ky (5 pm).
Nhiét 49 cot: 35 °C.

Detector quang phé tir ngoai dit & buéc séng 280 nm.
Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh
Tlen hanh sic ky theo chuong trinh dung méi nhu sau:
Théigian PhadgngA PhadjngB |
(min) (% tt/tt) (% tt/tt) ‘
0-9 93 7
9-15 93 -0 7— 100
15-19 0 100
19-19,1 0—93 100 —» 7
19,1-30 93 7

Tnen hanh sic ky voi dung dich thu dung dxch doi chleu va
dung dich phil hop hé thong.

Kiém tra tinh phi hgp cia hé théng: Trén sic ky dd
cta dung dich phu hop hé thong, do phan giai giita pic
emtricitabin (thoi gian luu khoang 9 min) va pic tap chit
c6 thoi gian luu twong d6i so véi emtricitabin bang 1,3
khong nho hon 6.

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

Céc tap chit rira giai ra truéc pic chinh: Vi mdi tap chit,
dién tich pic khéng dugc l1ém hon 5 lan dién tich pic chinh
trén sic ky d6 cua dung dich déi chiéu (0,5 %) va khong
qua 2 tap chit ¢6 dién tich pic 16n hon 2 l4n dién tich pic
chinh trén séc ky dd cua dung dich a6i chiéu (0,2 %).

Céc tap chit nira giai ra sau pic chinh: Vi mdi tap chit,
dién tich pic khong dugc 16m hon 8 lan dién tich pic chinh
trén sic ky d6 cua dung dich déi chiéu (0,8 %) va khong
qua 2 tap chét c6 dién tich pic 1ém hon 2 1in dién tich pic
chinh trén sic ky d6 cua dung dich déi chiéu (0,2 %).
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