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DUQC DIEN VIET NAM VI

Dinh lwgng )
Phwong phip sic ky long (Phy luc 5.3). Diéu kién sic ky
nhu mé ta trong phin Tap chit lién quan.

Tién hanh sic ky voi dung dich thir (2) va dung dich ddi
chiéu (1).

Tinh ham lugng phin trim cua C,H,CIN,O, trong ché
phdm dya vao dién tich pic chinh thu dugc trén sic ky
db cia dung dich thir (2), dung dich i chiéu (1) va ham
lwgng Cy;H,sCIN,Oy trong oxytetracyclin chuan,

| mg oxytetracyclin tuong duong véi 1,079 mg oxytetra-
cyclin hydroclond.

Béo quin
Trong 46 dung kin, tranh anh sang.

Loai thudc
Khang sinh nhém tetracyclin.

Ché phim
Nang.

NANG OXYTETRACYCLIN

La nang cimg chira oxytetracyclin hydroclorid.
Ché pham phai dap (mg cic yéu cau trong chuyén lugn
“Thudc nang” (Phy luc 1.13) va céc yéu ciu sau day:

Ham hrgng oxytetracyclin hydroclorid, C,,H;N,0,.HCI,
tir 95,0 % dén 110,0 % so v&i lugng ghi trén nhan.

Dinh tinh

A. Phuong phip sic ky 16p méng (Phy lyc 5.4).

Ban mong: Silica gel H.

Phun dung dich natri edetat 10 % d2 diéu chinh dén pH 7,0
bing dung djch natri hydroxyd 10 M (TT) 1én ban méng,
khoang 10 ml cho mt ban moéng kich thudce (100 mm x
200 mm). Dé khd & vj tri nim ngang it nhit 1 h. Truéc khi
s dung, hoat hoa ban méng ¢ 110 °C trong | h.

Dung méi khai trién: Nudc - methanol - dicloromethan
(6:35:59).

Dung dich thir: Lic mot lugng bot thude trong nang tuong
mg 10 mg oxrcuqcyclin hydroclorid véi 20 ml methanol
(TT), ly tim ldy phan dung dich trong & trén.

Dung djch dbi chiéu (1): Hoa tan 5 mg oxytetracyclin
hydroclorid chuén trong 10 ml methanol (TT).

Dung djch déi chiéu (2): Hoa tan 5 mg oxytetracyclin
hydroclorid chudn va 5 mg demeclocyclin hydroclorid
chuin trong 10 ml methanol (TT).

Cach tién hanh: Chém riéng biét 1 pl mdi dung djch trén.
Trién khai sic ky dén khi dung méi di dugc khoang 15 cm,
ldy ban mong ra, dé khd ban mong ngoai khong khi va
quan s4t dudi 4nh séng tir ngoai & budc séng 365 nm. Vét
chinh trén sic ky dd cua dung dich thir phai twong (mg véi
vét chinh trén sic ky db cua dung dich déi chiéu (1) vé vj
tri, mau sic va kich thudc. Phép thir chi c6 gi4 trj khi dung
dich ddi chiéu (2) cho 2 vét tich nhau rd rang riéng biét.

NANG OXYTETRACYCLIN

B. Liy mit lugng bit thudc trong nang tuong mg vdi
0,5 mg oxytetracylin hydroclorid, thém 2 ml acid sulfuric
(TT), mau d6 thim dugc tao thanh. Thém | ml medc, mau
chuyén thanh vang.

C. Lidy mot lugng bt thudc twong (mg voi 20 mg
oxytetracyclin hydroclorid, lic k§ véi 10 ml nuwde, loc,
dich lgc cho phan (mg (A) cia clorid (Phy lyc 8.1).

Mt khdi lugng do lam khd

Khong dugc qua 5,0 % (Phu luc 9.6).

(1,000 g bot thube; ap suat giam khong qua 0,7 kPa;
60 °C; 3 h).

D¢ hoa tan (Phy lyc 11.4)

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

Thiét bj: Kiéu gi6 quay.

Toc dj quay: 100 r/min.

Thai gian: 45 min.

Cdch tién hanh:

Sau th&i gian hoa tan quy dinh, Iy mét phin dich hoa
tan, loc, bo 10 ml djch loc du, pha lodng néu can. Po do
hap thy & budc séng cuc dai khoang 353 nm (Phu luc
4.1), trong cbc do day 1 cm, miu tring la dung dich acid
hydrocloric 0,1 M (TT).

Tinh lugng oxytetracyclin hydroclorid hoa tan theo
A (1 %,1 cm). Liy 282 la gia trj A (1 %,] cm) cua
oxytetracyclin hydroclorid & buéc séng cuc dai 353 nm.
Yéu cau: Khong it hon 70 % (Q) lugng oxytetracyclin
hydroclorid, C;,H,4N,04.HCI, so véi lugng ghi trén nhan
dugc hoa tan trong 45 min.

Tap chit hﬂp thy 4nh sang

Hoa tan lugng bjt thudc cua 5 nang trong hdn hop dung
dich acid hydrocloric 1 M - methanol (1 - 99) dé dugc hai
dung dich thir c6 nong d§ oxytetracyclin hydroclorid la
0,20 % va 1,0 %. Loc. D hép thu cua dung dich 0,20 % &
budce séng khoang 430 nm khéng dugce 16m hon 0,75 (Phu
lyc 4.1), tinh theo bot thude da 1am khé.

P hip thy cia dung dich 1,0 % & budc séng khoang
490 nm khong duge 1én hon 0,40, tinh theo bt thudc da
lam khé.

Djnh lrgng

Phuong phap sic ky long (Phy luc 5.3 ).

Dung dijch acid hydrocloric 0,1 M trong methanol: Pha
loang 1 thé tich dung dich acid hydrocloric I M (TT) thanh
10 thé tich bang methanol (TT).

Pha dpng: Hoa tan 50,0 g 2-methylpropan-2-ol (TT) trong
200 ml nwedre, thém 60 ml dung djch dém phosphat 0,33 M
pH 7.5 (TT), 50 ml dung djch tetrabutylamoni hydrosulfat
1,0 % da dugc diéu chinh pH dén 7,5 bing dung djch
natri hydroxyd 2 M (TT) va 10 ml dung dich natri edetat
0,04 % da dugc diéu chinh pH dén 7,5 bing dung dich
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natri hydroxyd 2 M (TT). Thém nudc vira di 1000 ml.
Dung dich thir: Can 20 nang, tinh khi lugng trung binh cia
bét thude trong nang va nghién thanh bt min. Can chinh
xéc mot lugng bdt twong img khoang 0,1 g oxytetracyclin
hydroclorid cho vao binh dinh mic 100 ml, thém 80 ml
dung dich acid hydrocloric 0,1 M trong methanol, ldc siéu
im dé hoa tan, thém dén vach dinh mirc véi cung dung
mdi, tron déu va loc qua mang loc. Pha lodng 1,0 ml dich
loc thanh 20,0 ml véi cing dung moi.

Dung dich chudn (1): Dung dich oxytetracyclin chuén 0,1 %
trong cung dung moi.

Dung dich chudn (2): Dung dich oxytetracyclin chuin
0,005 % trong cung dung moi.

Dung dich chuan (3): Dung dich 4-epioxytetracyclin
chuén 0,1 % trong cing dung mdi.

Dung dich chudn (4): Dung dich tetracyclin hydroclorid
chuén 0,1 % trong cing dung méi.

Dung dich phdn giai: Hut 1,5 ml dung dich chuén (1), 1 ml
dung dich chuén (3) va 3 ml dung dich chuan (4) pha loang
thanh 25 ml véi cung dung méi.

Diéu kién sdc ky:

Cot kich thuée (25 cm x 4,6 nm) dugc nhdi pha tinh
styren-divinylbenzen copolymer (8 - 10 pm).

Detector quang phé tir ngoai dat & budc séng 254 nm.
Téc d¢ dong: 1,0 ml/min.

Nhiét dd cét: 60 °C.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cia hé théng: Tién hanh sic ky
dung dich phan giai. Phép thir chi c6 gia tri khi d6 phan
giai gilra pic du (4-epioxytetracyclin) va pic thir hai
(oxytetracyclin) khong nho hon 4,0; d§ phan giai giira pic
thir hai (oxytetracyclin) va pic thir ba (tetracyclin) khong
nhé hon 5,0 (néu cin diéu chinh lugng 2-methylpropan-
2-ol trong pha dong dé tang d¢ phan giai); hé sb dbi ximg
cua pic oxytetracyclin khong 1ém hon 1,25.

Tién hanh sic ky lin luot dung dich chuin (2) va dung
dich thur.

Tinh ham lugng oxytetracyclin hydroclorid, C,,H,,N,04.HCI,
trong nang tir dién tich pic trén sic ky dé cia dung dich
chuin (2), dung dich thir va ham lugng C,,H,4N,0, trong
oxytetracyclin chuan.

1 mg C,H,,N,0, trong dwong véi 1,079 mg C,,H,,N,0,.HCI.

Bao quan _
Dé ¢ noi mat, trong do dyng kin, tranh 4nh sang.

Loai thude
Khéng sinh nhém tetracyclin.

Ham lurgng throng ding
100 mg.
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H—Cys—Tyr—lle—GIn—Asn—Cys—Pro—Leu—Gly—NH,

Ca3HgeN 120158, P.t.l: 1007

Oxytocin la L-cysteinyl-L-tyrosyl-L-isoleucyl-L-glutamyl-
L-asparaginyl-L-cysteinyl-L-prolyl-L-leucylglyci-
namid cyclic (1—6)-disulfid, phai chira tir 93,0 % dén
103,0 % Cy3HggN(2015S,, tinh theo ché phim khan va
khéng c6 acid acetic.

Oxytocin 14 mot nonapeptit vong tdng hop cé céu tric ciia
hormon, dugc san xuat bai thity sau tuyén yén, c6 tic dung
kich thich co bop tir cung va tiét sira & dong vat c6 vii. Ton
tai dudi dang dong kho thanh mudi acetat.

Theo quy wéc, véi muc dich ghi nhan cac ché pham chira
oxytoxin, 1 mg oxytoxin peptit (C43HgsN;,0,,S,) tuong
duong véi 600 TU hoat tinh sinh hoc.

Tinh chit ‘ , S
B6t mau trang hoac gan nhu tring, hit am. Rat tan trong
nudc, tan trong cac dung dich acid acetic lodng va ethanol.

San xuit

Phuong phap san xudt phai duoc tham dinh dé dam bao
néu dugc tién hanh kiém tra thi ché pham phdi ddp img
yéu cdu ctia phép thir Cdc acid amin sau:

Cic acid amin

Dung may phan tich acid amin thich hop, dd dwgc higu
chuén. Pé chuén héa thiét bi, ding hén hop cung néng
d6 mol cua amoniac, glycin va cac acid amin & dang
ddng phan L sau: Lysin, threonin, alanin, leucin, histidin,
serin, valin, tyrosin, arginin, acid glutamic, methionin,
phenylalanin, acid aspartic, prolin, isoleucin va mét lugng
L-cystin c6 néng do mol bang 1/2 ndng dd cic chét trén.
Dé thim dinh phuong phap, ding chat ndi chuin thich
hop, vi du DL-norleucin.

Dung dich thir: Can chinh xac 1,0 mg ché pham véo trong
6ng thay tinh cimg dai 100 mm va duong kinh trong 6 mm,
trudc d6 da dugc lam sach ky ludng. Thém mot lugng
thich hop dung dich acid hydrocloric 18 % (TT). Ngim éng
thiy tinh thu dugc trong da & -5 °C, ap suat dudi 133 Pa
va déng chat nap 6ng. Pun néng & 110 °C dén 115 °C trong
16 h.

Dé ngudi, mo nip dng va chuyén toan bd lugng chét trong
ong vao binh dung tich 10 ml, trang 5 ldn, mdi lin voi
0,2 ml medc, lam khd t6i cin bang kali hydroxyd (TT)
trong diéu ki¢n ap suét giam. Hoa tan cin vao mrdc va lam
khé t&i cin bing kali hydroxyd (TT) trong diéu kién ap suét
giam, 13p lai quy trinh nay thém m¢t 1an nira. Hoa tan cin
thu dugc vao dung dich dém thich hop cho may phan tich
acid amin va pha loang thich hgp véi cung dung méi. Thé
tich tiém phi hgp véi may phan tich.

Biéu thj ham lugng acid amin theo mol. Tinh ty 1é twong
dbi cua cac acid amin, quy udc ring 1/6 cua tong s0



