OXYTETRACYCLIN HYDROCLORID
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Bio quan
Trong do6 dyng kin, tranh 4nh sang.

Loai thudc
Khang sinh.

Ché pham

Vién nén, nang.

OXYTETRACYCLIN HYDROCLORID

S\H by
HO me OH  NMe;

C22H24N209HC1 Pl[ 496,9

Oxytetracyclin hydroclorid 1a (45,4aR,5S,5aR,6S,12aS)-4-
(dimethylamino)-3,5,6,10,12,12a-hexahydroxy-6-methyl-
1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydro-tetracen-2-
carboxamid hydroclorid, phai chira tir 94,5 % dén 102,0 %
C,,H,:N,0, tinh theo ché pham khan.

Ché pham thu duogc tir qué trinh nudi ciy mét sb ching
Streptomyces rimosus.

Tinh chit

Bot két tinh vang. D& tan trong nuoc, hoi tan trong ethanol
96 %. Dung dich trong nuéc van duc khi dé yén do
oxytetracyclin két tua.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhéom I: B, C, D

Nhom 1I: A, C,D

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

Ban mong: Octadecylsilyl silica gel Fs,.

Dung moéi khai trién: Acetonitril - methanol - dung d:z'ch
acid oxalic 6,3 % da duoc diéu chinh dén pH 2,0 bang
amoniac (20 : 20 : 60).

Dung dich thir: Hoa tan 5 mg ché phdm trong methanol
(TT), pha lodng thanh 10 ml v4i cung dung moi.

Dung dich doi chiéu (1): Hoa tan 5 mg oxytetracyclin
hydroclorid chuan trong methanol (TT) va pha loang thanh
10 ml véi cing dung méi.

Dung dich doi chiéu (2): Hoa tan 5 mg oxytetracyclin
hydroclorid chuén, 5 mg tetracyclin hydroclorid chuan va
5 mg minocyclin hydroclorid chuan trong methanol (TT),
pha loang thanh 10 ml v&i cing dung méi. N

Cadch tién hanh: Cham riéng biét 1én ban mong 1 pl moi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
3/4 ban méng. Lay ban mong ra, dé khd trong khong khi,

kiém tra dum anh séng tr ngoai & budc song 254 nm. Vet
chinh trén sic ky dé cua dung dich thur phai twong Umg vé
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vi tri va kich thudc voi vét chinh trén sic ky d6 cua dung
dich i chiéu (1). Phép thir chi ¢ gia tri khi trén sic iy
b cta dung dich ddi chiéu (2) cho ba vét tach ra 1 ring
B. Trong muc Tap chét lién quan, pic chinh trén sic ky 48
cta dung dich thir (2) phai co thoi gian luu va kich thyg,
tuong ty véi thoi gian luu va kich thudc cua pic chinh trg,
sac ky do cua dung dich dbi chiéu (1).

C. Thém 5 ml acid sulfuric (TT) vao 2 mg ché phim, may
do dam tao thanh. Thém dung dich thu dugc vao 25 iy
niede, mau chuyén sang mau vang.

D. Ché phim cho phan (mg (A) cta clorid (Phu luc 8.1),

pH
Tir 2,3 dén 2,9 (Phu luc 6. 2)
Lac ky dé phan tan 0,1 g ché pham trong 10 ml nueée khéng

c6 carbon dioxyd (TT).

Tap chét hip thu anh sing

Do d6 hép thy cia cac dung dich trong vong 1 h ké tir khi
bét diu chuan bi dung dich (Phu ll.l(i4 1). ‘

Hoa tan 20,0 mg ché pham trong hon hop gom dung dich
acid hydrocloric 1 M - methanol (1 : 99) va pha loing
thanh 10,0 ml v&i cing dung moi. Do hép thu cia dung
dich (Phu luc 4.1) tai budc song 430 nm khdng duge lon
hon 0,25 (tinh theo ché pham khan).

Hoa tan 0,100 g ché phém trong hon hop dung dich acid
hydrocloric 1 M - methanol (1 : 99) va pha loang thanh
10,0 ml vai cung dung moi. B9 hép thu cua dung dich (Phu
luc 4.1) tai bude song 490 nm khong durge 16n hon 0,20
(tinh theo ché pham khan).

Tap chit lién quan

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

Pha djng A: Dung dich acid trifluoroacetic (TT) 0,05 %
(tt/tt).

Pha dgng B: Tetrahydrofuran ding cho sdc ky - methanol
- acetonitril (5: 15 : 80).

Chuén bj cac dung dich sau ngay trude khi dung.

Dung dich thir (1): Hoa tan 20,0 mg ché pham trong dung
dich acid hydrocloric 0,01 M (TT) va pha lodng thanh
25,0 ml véi cung dung méi.

Dung djch thu (2): Pha loang 5,0 ml dung dich thir (1)
thanh 50,0 ml bang dung dich acid hydrocloric 0,01 M (TT).
Dung dich déi chiéu (1): Hoa tan 20,0 mg oxytetracyclin
chuén trong dung dich acid hydrocloric 0,01 M (TT) va
pha lodng thanh 25,0 ml vdi cung dung méi. Pha loing
5,0 ml dung dich thu dugc thanh 50,0 ml bang dung dich
acid hydrocloric 0,01 M (TT).

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
(1) thanh 100,0 ml bing dung dich acid hydrocloric 0,01 M
(TT).

Dung dich @i chiéu (3): Hoa tan 4,0 mg oxytetracyclm
chuan dung dé kiém tra tinh phu hop cua hé théng (co



|

PANCREATIN

M—B—O SUNG DBVN V

chira cdc tap chat A, B, C, D va E) trong dung dich acid
pydrocloric 001 M (TT) va pha loang thanh 5,0 ml véi
cung dung mOI.

pieu kién sac ky:

Cot kich thude (15 cm x 4,6 mm) duge nhdi pha tinh end-
capped octylsilyl silica gel ding cho séc ky (5 um).

Nhiét do cot: 50 DC;

Detector quang phé tir ngoai dit & buge song 254 nm.

Téc do dong: 1,3 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tiéﬂﬂéph sac ky theo chuong trinh dung méi nhu sau:

- Théri‘gian Pha djng A Pha dong B
i (min) (% ttt) (% tt/tt)
0-5 90 10
| 5-20 | 9065 10 — 35

Tien hanh sdc ky véi dung dich thir (1), dung dich déi
chiéu (2) \fé (3). ‘ ’

Sir dung sac ky do cung cap kém theo oxytetracyclin chudn
ding kiém tra tinh phu hgp cua h¢ théng va sic ky db cua
dung dich d6i chicu (3) d€ xdc dinh pic cia cac tap chit A,
B,C,DvaE.

Thoi gian huu twong déi so véi oxytetracyclin (thoi gian
lru khodng 6,5 min): Tap chat A khoang 0,9; tap chit B
khoang 1,2; tap chat C khoang 1,3; tap chét D khoang 1,4;
tap chat E khoang 2,3.

Kiém tra tinh phu hop cua hé thong: Trén sic ky d6 cua
dung dich déi chiéu (3), ty s6 dinh - hdm (HyH,) it nhat
la 3,0; trong do H, 1a chi€u cao dinh pic cua tap chat A so
voi duong nén va H, 1a chiéu cao tinh tir dudng nén 1én
dén diém thép nhat ctia dudng cong tach pic cta tap chat A
khoi pic cuia oxytetracyclin; va ty s6 nay ciing it nhét la 3,0
khi H, 1a chiéu cao dinh pic cua tap chat B so vdi duong
nén va H, 1a chiéu cao tinh tir duomg nén 1&n dén diém thap
nhit cua duomg cong tach pic cua tap chat B khoi pic cia
oxytetracyclin.

Tinh ham luong phan trim céc tap chét dwa vao nong do
cua oxytetracyclin trong dung dich ddi chiéu (2). Nhan
dién tich pic tap chat D va E vai hé s6 hiéu chinh la 0,4.
Gidi han:

Tap chit C: Khong duoc quéa 2,0 %.

Tap chat B: Khong dugc qua 1,0 %.

Tap chat A: Khong duoc qua 0,7 %.

Tap chat D, E: Khong duoc qua 0,2 %.

Cac tap chat khac: Vi mdi tap chét, khong duoc qua 0,1 %.
Tong cac tap chét: Khong dugc qua 3,5 %.

Bo qua céc tap chat c6 ham lugng dudi 0,05 %.

Ghi chy:

Tap chit A: (4R.4aR,5S, 5aR.6S,12aS)-4-(dimethylamino)-3.5.6,
10,12,12a-hexahydroxy-6-methyl-1,11-dioxo-1.4.4a,5,5a,6,11,
12a-octahydrotetracen-2-carboxamid (4-epioxytetracyclin).

Tap chit B: (45,4aS,5a5,6S,12a5)-4-(dimethylamino)-3 6, 1,
12,]2a~pentahydroxy-6-mclhyl—l ,11-dioxo-1 4.4a,5 52,
6.11,12a-octahydrotetracen-2-carboxamid (tetracyclin).

Tap chét C: (45,4aR,SS,SaR,6S,12a.5')-2-ace(y]-4-(dimethylamino)
-3,5,6,10,12,1 2a-hexahydroxy-6-methyl-4a,5a,6,12a-tetrahydro-
tetracen-1,1 l(4H,5H]—di0n(2—acelyl-2-decarbamoyloxytmra_

cyclin).

Tap chit D: (3.5‘,4.5‘,58}—4-[(lR)A4,5-dihydroxy-9-methyl-3-oxo~
l,3Adihydronaphtho[2,3-c]furan—1-yl]-3-(dimethylamjn0)_2‘5_
dihydroxy-6-oxocyclohex-1 -en-1 -carpoxamid_

Tap chit E: (35,48,5R)-4-[(1R)-4,5-dihydroxy-9-methyl-3-oxo-
1,3-dihydronaphlho[2,3—c]furan-l-yl]-3-(dimethylamino)-z,s_
dihydroxy-6-oxocyclohex-1-en- I -carboxamid.

Nwéc

Tur 2,0 % (Phu luc ]0‘.3).

Diing 0,500 g ché pham.

Tro sulfat

Khéng dugc qué 0,2 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Ni doc td vi khuan - «
Khéng dugc qua 0,4 EU/mg, néu ché pham dugc dung dé
pha ché thudc tiém ma khong cé quy trinh loai bo ni doe
t6 thich hop.

Pinh lugng

Phuong phap sic ky long (Phu luc 5.3).

Diéu kién sic ky nhu md ta trong phan Tap chat lién quan.
Tién hanh sic ky v&i dung dich thir (2) va dung dich déi
chiéu (1).

Tinh ham luong phan trim cua Cy,HysCIN,O, trong ché
pham dya vao dién tich pic chinh thu dugc trén sdc ky
db cua dung dich thir (2), dung dich d6i chiéu (1) va ham
luong C,,H,sCIN,Oq cua oxytetracyclin chuén.

1 mg oxytetracyclin twong duong vdi 1,079 mg oxytetra-
cyclin hydroclorid.

Bao quan

Trong d6 dung kin, trdnh anh sang.
Loai thudc

Khang sinh nhém tetracyclin.

Ché phim

Nang.

PANCREATIN

Pancreatin 1a mot ché phdm gdm céc enzym, chu yéu la
amylase, lipase va protease, duoc chiét xuét tir tuyén tuy
cua lon [Sus scrofa Linne’ var. domesticus Gray (Fam.
Sujdae)] hodc cua bo (Bos taurus Linne’ (Fam.Bovidae).
Moi mg pancreatin chira khéng it hon 25 don vi hoat tinh
amylase, 2,0 don vi hoat tinh lipase va 25 don vj hoat tinh
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