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VIEN NEN TAMOXIFEN

Thoi gian lwu twong ddi cia cée pic tap so véi sulbactam
(thoi gian luu khoing 3 min) nhu sau: tap chét A khoang
0.4; tap chat B khoang 0,7; tap chit C khodng 2,3; tap chit
D khoang 3,1; tap chéit E khoang 3,3: tap chét F !;h;)éng 39.
Kiém tra tinh phu hop cua h¢ thong: Trén sic ky 6 c;la
dung dich phan giai, 4§ phan giai giira pic tap chat B (acid
6-aminopenicilanic) va sulbactam khéng nhé hon 5.0.

pé tinh ham luong mai tap chat, sir dung ndng :if:) cla
sulbactam trong dung dich d6i chiéu (2) va nhan dién tich
pic clia céc tap chat sau véi hé s higu chinh tuong img:
tap chat A 1a 0,6; tap chét B 1a 0,5; tap chit D 12 0,5; tap
chat F 1a 0,6; '
Gidi han:

Tap chét A: Khong duoc qua 0,5 %.

Tap chdt B, D, F: V6i mdi tap chét, khong dugc qué 0,1 %.
Tap chét C, E: Vi mbi tap chét, khong dugc qué 0,2 %.
Tap chat khéc: V6i mai tap chét, khong duoc qua 0,10 %.
Tong tap chat: Khong dwge qué 1,0 %,

Bo qua cdc tap chit ¢6 him lwgng nhé hon 0,05 %.

Ghi cfu_i:

Tap ChaP A: Acid (28)-2-amino-3-methyl-3-sulfinobutanoic.

Tap chit B: Acid (25,5R,6R)-6-amino-3,3-dimethyl-7-oxo-4-
thia- 1 -azabicyclo[3.2.0]heptan-2-carboxylic  (acid 6-amino-
penicilanic).

Tap chat C: Acid (2S,5R,6R)-6-bromo-3,3-dimethyl-7-ox0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic 4,4-dioxyd (acid
6-bromopenicilanic sulfon).

Tap chit D: Acid (25,5R.6R)-6-bromo-3,3-dimethyl-7-oxo-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic  (acid 6-bromo-
penicilanic).

Tap chiat E: Acid (25,5R)-6,6-dibromo-3,3-dimethyl-7-ox0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic 4,4-dioxyd (acid
6,6-dibromopenicilanic sulfon).

Tap chéit F: Acid (2S,5R)-6,6-dibromo-3,3-dimethyl-7-0xo0-4-
thia- 1 -azabicyclo[3.2.0]heptan-2-carboxylic (acid 6,6-dibromo-
penicilanic).

Acid 2-ethylhexanoic

Khéng duoc qua 0,5 % (Phy luc 10.17).

Nuéc

Khong duge qua 1,0 % (Phy luc 10.3).

Ding 1,00 g ché pham.

Ngi djc t6 vi khuin

Khéng dwoc qué 0,17 EU/mg (Phy luc 13.2, phuong phap

tao gel). ‘ L o
Néu ché pham duge dung dé san xuat thude tiem ma khong

¢ qui trinh thich hop dé loai bo ndi doc to vi khuén thi
phai d4p (mg phép thir nay.
Dinh lrong

Phuong phap sic ky long (Phu 11,10 5.3). _ -
Pha dong, diéu kién séc ky, chuan bi cdc dung dich nhur mé

ta trong muc Tap chat lién quan.

Cdch tién hanh:

Tién hanh sic ky dung dich thir va dung djch dbi chiéu (1).
Tinh ham lugng sulbactam dya vao dién tich pic thu dugc
tir dung dich thir va dung dich i chiéu (1) va ham lugng
C4H, ,NOsS cua sulbactam chuan.

Ham luong phan trim sulbactam natri (CsH,,NNaO;S) c6
trong ché pham bing ham lugng sulbactam nhan véi 1,094,

Bio quan . _
Trong 46 dung kin. Néu ché pham vé khuan, bao quan
trong dé dyng tiét trang, kin, tranh nhiém khuan.

Loai thudc
Khéng sinh nhém beta-lactam.

Ché phim
Bét pha tiém.

VIEN NEN TAMOXIFEN

La vién nén chira tamoxifen citrat.
Ché phim phai dap (g cac yéu cau trong chuyén ludn
“Thudc vién nén” (Phy luc 1.20) va cic yéu cau sau day:

Ham lwgng tamoxifen, CyH,oNO, tir 90,0 % dén 110,0 %
so vai lugng ghi trén nhén.

Pinh tinh ) o

A. Trong phan D¢ dong déu don vi liéu, pho hap thy tir
ngoai cia dung dich thu phai cho cac cuc dai va cuc tiéu
hép thu tai cdc budc séng trong tmg véi cac bude song
cuc dai va cuc tiéu trén phé thu dugce tir dung dich chun.
B. Cho 1 vién nén vao 6ng nghiém dung tich 15 ml, thém
4 ml pyridin (TT) va 2 ml anhydrid acetic (TT), lic s& thay
xuit hién mau vang ngay lap tirc. Dun néng nhe trong cich
thity, xuét hién mau hong dén mau dé dam, chimg to sy co
madt cua ion citrat.

Po hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gié quay.

MGéi truong hoa tan: 1000 ml dung dich acid hydrocloric
0,02 M (TT).

Toe dg quay: 100 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Dung dich thu: Sau thoi gian hoa tan quy dinh, liy mot
phéan dich hoa tan va loc.

Dung dich chuan: Hoa tan tamoxifen citrat chuan trong
méi trudng hoa tan dé thu dugc dung dich c6 néng do
tamoxifen twong dwong véi nong do cia dung dich thir,
Do d¢ hap thu (Phy luc 4.1) ctia dung dich chuin va dung
dich thir & bude song 275 nm.

Tinh ham hrong tamoxifen da hoa tan trong mot vién tir do
hap thu ctia dung dich chuén, dung dich thir va ham lugng
C2sHyyNO cuia tamoxifen citrat chun.
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Yéu cau: Khéng it hon 75 % (Q) lugng tamoxifen,

CysHxNO, so véi lugng ghi trén nhin dugc hoa tan trong
30 min.

D§ ddng déu dom vj liéu (Phy lyc 11.9)

Dung dich chuan: Hoa tan mot lugng can chinh xé4c
tamoxifen citrat chuin trong methanol (TT) dé thu duoc
dung dich cé n6ng dd tamoxifen tuong duong voi dur;g
dich thur. '

Dung d;‘ch‘ thiz: Cho 1 vién nén vao binh dinh mirc 100 ml,
dam nat bang dfia thiy tinh, thém 75 ml methanol (TT) va
lic 5 min. Thém methanol (TT) dén vach va lic déu, loc
qua gidy loc. Pha lodng 10,0 ml dich loc thanh 100,0 ml
b::ing methanol (TT).

Po d¢ hap thu (Phy luc 4. 1) chia dung dich chuin va dung
dich l.h’ir & budc séng 275 nm. Dung methanol (TT) 1am
mau tring.

Tinh ham lugng tamoxifen trong méi vién dua vio do
héip thy ciia dung dich thir, dung dich chudn va ham lugng
C16HoNO cuia tamoxifen citrat chudn.

Dinh lugng

Phuong phap séc ky long (Phu luc 5.3).

Pha dong: Hoa tan 1,08 g natri I-octansulfonat (TT) trong
320 ml nwde, thém 2 ml acid acetic bang (TT), trén déu,
thém methanol (TT) vira di 1000 ml.

Dung dich chudn: Dung dich chéta 200 pg/ml tamoxifen
citrat chuan trong pha déng.

Dung dich thir: Can 20 vién, tinh khi luong trung binh
vién va nghién thanh bt min. Can chinh x4c mét lwrong
bét vién tuong tmg véi khoang 20 mg tamoxifen vao Gng
ly tim dung tich 50 ml ¢6 nép. Thém 30,0 ml pha dong, lic
co hoc it nhét 15 min. Ly tim & tbe d6 1000 r/min. Pha lodng
5,0 ml dich trong phia trén thanh 25,0 ml bang pha dong.
Diéu kién sdc ky: ‘

Cét kich thuéc (30 em x 4 mm) dugc nhdi pha finh
phenyisilyl silica gel dung cho sac ky (5 um).

Detector quang phd tir ngoai dat & budc séng 254 nm.

Téc d¢ dong: 1,5 ml/min.

Thé tich tiém: 25 pl.

Céch tién hanh: ,

Kiém tra tinh phi hop cua hé théng: Do 1éch chuan tuong
d6i cua dién tich pic tamoxifen tir 6 lan tiém lap lai dung
dich chuin khéng 1ém hon 3,0 %.

Tinh ham lugng tamoxifen trong mdi vién dya vao dign tich
pic thu duoc trén séc ky dd clia dung dich thir, dung dich
chuan va ham lugng C,sHyNO cua tamoxifen citrat chudn.

Bio quéan
Trong db dyng kin.

Loai thudc
Thuéc chong ung thur.
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10 mg, 20 mg.
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La vién nén chira tcnoxican'l. i _
Ché phim phai d4p Umg céc yeu cau trong chuyén luz
“Thubc vién nén” (Phu luc 1.20) va cac yeu cau sau day-
Ham lirgng tenoxicam, C;;Haazqsossz, tr 92,5 % géy
105,0 % so véi lugng ghi tren nhan.

inh tinh
g,!l}l’hutmg phép sic ky 16p mong (Phu lyc 5.4)
Ban mong: Silica gel Fis )
Dung moi trién khai: Acid formic khan - aceion .
dicloromethan (4 : 30 : 70). I
Dung dich thir: Lay mot luong bot vién da nghi¢n min 5
chira khodng 20 mg tenoxicam, thém 20 ml dicloromethan
(TT), lc siéu am 15 min, ly tim vé sir dung phan dung dich
phia trén. , . . 2
Dung dich déi chiéu: Dung dich tenoxicam chuan 0,1 %
trong dicloromethan (TT).
Céch tién hanh: Cham riéng biét Ién ban mong 10 ul
mdi dung dich trén. Trién khai dén khi dung méi di duoc
khoang 10 cm. Sau khi trién khai, d¢ kho ban méng ngoai
khong khi va quan sat dudi anh sang tr ngoai & buge song
254 nm. Vét chinh trén sic ky o cta dung dich thir phai
¢6 vi tri, mau sdc va kich thudc pha hop véi vét chinh trén
sic k¥ 46 cua dung dich ddi chieu.
B. Trong phan Dinh luong, th&i gian luu cua pic chinh
trén sic ky d6 cia dung dich thir phai nrong {mg véi pic
tenoxicam trén sic ky d6 cua dung dich chuan.
P§ hoa tan (Phu luc 11.4)
Thiét bi: Kiéu canh khuay.
MGéi trieomg hoa tan: 900 ml dung dich dém phosphat pH 6,8.
Dung dich dém phosphat pH 6,8: Hoa tan 6,8 g kali
dihydrophosphat (TT) trong 500 ml medc, thém 23 ml dung
dich natri hydroxyd 1 M (TT), pha lodng thanh 1000 ml vin
nuée va diéu chinh dén pH 6,8 bang dung dich natri hydroxvd
I M (TT) hodc dung dich acid phosphoric 10 % (TT).
Toc dé quay: 50 r/min.
Thot gian: 45 min.
Céch tién hanh: Léy mot phan dung dich méi truéng di
hoa tan miu thir, loc (b6 20 ml dich loc diu). Pha long
dich loc (nu can) véi méi trudng hoa tan dé co nong 4o
thich hop. Do dd hap thy (Phu luc 4.1) ciia dung dich thu
duge & bude song cyc dai 368 nm, cdc do day 1 cm, ding
mau trang la mdi trudng hoa tan. So sinh véi dung dich
tenoxicam chuan cé nong do twong duong, pha trong méi
treong hoa tan. Tinh hrong tenoxicam, C,;H,;N:0.S., dugc
hoa tan dya vao céc d6 hip thu do dugc va ham luong cua
C:H,N;0,S, trong tenoxicam chuan.
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