TCVN IX:2024

EMTRICITABIN

CsH10FN3O3S P.t.l: 2472

Emtricitabin la 5-fluoro-1-[(2R,5S)-2-(hydroxymethyl)-1,3-oxathiolan-5-yl]cytosin, phai chira ttr 99,0 %
dén 101,0 % CsH10FN303S, tinh theo ché pham d& lam khé.

Tinh chét
Bot két tinh mau trdng hodc gan nhw tréng, da hinh. D& tan trong methanol va nwéc, thuwe té khong tan
trong methylen clorid.

San xuéat
Quy trinh san xuét dwoc chat phai ddm bao ché phadm dap (rng chi tiéu (2S, 5R)-enantiomer khong qua
0,3 %.

Dinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhém I: B, C, D.

Nhom 1I: A, C.

A. Phé hép thu héng ngoai (Phu luc 4.2) ctia ché phdm phai phu hop véi phd hap thu héng ngoai cla
emtricitabin chudn hodc phd hap thu héng ngoai ddi chiéu cla emtricitabin. Néu phd héng ngoai &
trang thai rn cGa ché pham khac véi phd héng ngoai clia emtricitabin chuan thi hoa tan riéng ré ché
pham va emtricitabin chuan trong methanol (TT), bdc hoi t&i can rbi tién hanh ghi lai phd méi cla can.
B. Hoa tan 2 mg ché pham trong 100 ml nwéc. Do phd hép thu t& ngoai (Phu luc 4.1) trong khoang
bwéc séng tir 220 nm dén 350 nm, dung dich thu dwoc phai cho hai cwec dai hap thu & bwéc séng 237
nm va 281 nm. Do hap thu riéng tai & budc séng 237 nm tir 325 dén 355 va tai & bwéc song 281 nm
tlr 340 dén 370.

C. Goc quay cuc riéng: Twr -105,0° dén -115,0°, tinh theo ché phadm da lam khd (Phu luc 6.4).

Dung dung dich chtra 2,5 mg/ml ché pham trong nuwéc dé do.

D. Phwong phap séc ky I&p méng (Phu luc 5.4).

Ban mdng: Silica gel 60 F2ss.

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

Dung dich thd- Dung dich chira 5 mg/ml ché pham trong methanol (TT).

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

Céch tién hanh: Cham riéng biét Ién ban méng 5 pl mdi dung dich trén. Trién khai sac ky dén khi dung
méi di dwoc 15 cm. Dé khd badn méng ngoai khéng khi va quan sat duwéi anh sang tir ngoai & budc
séng 254 nm. Vét chinh trén sac ky d6 ctia dung dich thir phai twong (rng v&i vét chinh trén sac ky dé
ctia dung dich ddi chiéu vé vi tri, kich thuwéc va do dam.

Tap chét lién quan

Phwong phap séc ky 16ng (Phu luc 5.3).

Dung dich dém: Hoa tan 27,22 g kali dihydrophosphat (TT) trong 1000 ml nwérc.
Pha déng A: Dung dich dém - nuéece (5 : 95).

Pha déng B: Acetonitril - dung dich dém - nwéce (70 : 5 : 25).

Dung dich thd- Dung dich chtra 0,5 mg/ml ché phdm trong nudéc.
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Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich th&r thanh 100,0 ml bang nwéc. Pha lodng 1,0 ml
dung dich thu dwoc thanh 10,0 ml bang nudc.

Dung dich dbi chiéu (2): Tron déu 5 ml dung dich th&» va 2 ml hédn hop 115 g phosphoric acid (TT) va
885 ml nwérc, dat trong cach thay séi trong 15 min.

Diéu kién sac ky:

Cot kich thwéc (25 cm x 4,6 mm) dwoc nhdi pha tinh base deactivated end-capped octadecylsilyl silica
gel dung cho sac ky (5 um).

Nhiét dé cét: 35 °C.

Detector quang phé t&r ngoai dat & bwéc séng 280 nm.

Téc do dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Céch tién hanh:

Tién hanh s&c ky theo chwong trinh dung méi nhw sau:

Thoi gian Pha déng A Pha déng B
(min) (% ti/tt) (% t/tt)
0-9 93 7
9-15 983 -0 7 — 100

15-19 0 100
19-19,1 0—93 100 -7
19,1-30 93 7

Kiém tra tinh pht hop cia hé théng: Trén sic ky dd ctia dung dich déi chiéu (2), d6 phan giai gitra pic
emtricitabin (thoi gian lwu khodng 9 min) va pic tap chét cé thoi gian lwu twong dbi so véi emtricitabin
bang 1,3 khéng nhé hon 6.

Gidi han: Trén sic ky dé cha dung dich thi:

Céc tap chét riva giai ra trwdc pic chinh: V&i mbi tap chéat, dién tich pic khéng dwoc Ién hon 5 lan dién
tich pic chinh thu dwoc trén séc ky db cia dung dich dbi chiéu (1) (0,5 %) va khéng qué 2 tap chét c6
dién tich pic I&n hon dién tich pic chinh thu dwoc trén séc ky dé cla dung dich déi chiéu (1) (0,1 %).
Céc tap chét rira gidi ra sau pic chinh: V&i mdi tap chat, dién tich pic khdng dwoc I6n hon 7 1an dién
tich pic chinh thu dwoc trén séc ky dé ctia dung dich dbi chiéu (1) (0,7 %) va khdng qué 2 tap chét c6
dién tich pic I&n hon dién tich pic chinh thu dwoc trén séc ky dd cia dung dich dbi chiéu (1) (0,1 %).
Téng dién tich pic cta tAt ca cac tap chat (triv pic chinh) khdng dwoc I&n hon 10 Ian dién tich pic chinh
thu dwoc trén séc ky db clta dung dich déi chiéu (1) (1 %).

Bé qua nhirng pic c6 dién tich nhd hon 0,5 1an dién tich pic chinh thu dwoc trén séc ky dé cla dung
dich @i chiéu (1) (0,05 %).

Ghi cha:

Tap chét A: Acid (2RS,5SR)-5-(4-amino-5-fluoro-2-oxopyrimidin-1(2H)-yl)-1,3-oxathiolan-2-carboxylic.

Tap chét B: 4-Amino-5-fluoro-1-[(2RS,5RS)-2-(hydroxymethyl)-1,3-oxathiolan-5-yl]pyrimidin-2(1H)-on
(racemic trans-emtricitabin).

Tap chét C: 4-Amino-1-[(2R,5S)-2-(hydroxymethyl)-1,3-oxathiolan-5-yl]pyrimidin-2(1H)-on (lamivudin).

Tap chat D: 4-Amino-5-fluoro-1-[(2S,5R)-2-(hydroxymethyl)-1,3-oxathiolan-5-yl]pyrimidin-2(1H)-on (emtricitabin
enantiomer).

Tap chét E: 4-Amino-5-fluoropyrimidin-2(1H)-on (5-fluorocytosin).

Tap chét F: 5-Fluoropyrimidin-2,4(1H,3H)-dion (5-fluorouracil).

Tap chéat G: 4-Amino-5-fluoro-1-[(2R,3S,5S)-2-(hydroxymethyl)-3-oxo-1,3-oxa-A4-thiolan-5-yl]pyrimidin-2(1H)-on
(emtricitabin S-oxid (S)-epimer).

Tap chét H: 4-Amino-5-fluoro-1-[(2R,3R,5S)-2-(hydroxymethyl)-3-oxo-1,3-oxa-A-thiolan-5-yl]pyrimidin-2(1H)-on
(emtricitabin S-oxid (R)-epimer).
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Tap chat |: 1,1-[Disulfanediylbis(methylen-(2R,5S)-1,3-oxathiolan-2,5-diyl)]bis(4-amino-5-fluoropyrimidin-2(1H)-
on).
Tap chét J: 4-Amino-5-fluoro-1-[(2S,4S)-2-(hydroxymethyl)-1,3-dioxolan-4-yl]pyrimidin-2(1H)-on.

Kim loai nang

Khong dwoc qua 20 phan triéu (Phu luc 9.4.8).

Hoa tan 1,0 g ché phdm trong 20 ml nuée. LAy 12,0 ml dung dich thu dwoc tién hanh thir theo Phuong
phap 1. Dung 10,0 ml dung dich chi mau 1 phén triéu Pb (TT) dé chuan bi mau dbi chiéu.

Mat khéi lwong do 1am kho
Khong dwoc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C, 3 h).

Tro sulfat
Khong dwoc qua 0,1 % (Phu luc 9.9, phuwong phap 2).
Dung 1,0 g ché pham.

Pinh lwong

Hoa tan 0,150 g ché pham trong 40 ml acid acetic khan (TT). Chuan dd bang dung dich acid percloric
0,1 N (CP). Xac dinh diém két thic bang phwong phap chuén dd do dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) twong dwong véi 24,73 mg CsH1oFN3O3S tinh theo ché phadm
da lam khé.

Bao quan
Trong d6 dwng kin.

Loai thuoc
Thudc khang retrovirus.

Ché pham
Vién nén.
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