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THUOC MO TRA MAT TETRACYCLIN HYDROCLORID

THUOC MO TRA MAT TETRACYCLIN
HYDROCLORID

La thuc m& dung tra mét, chira tetracyclin hydroclorid
véi ta dugc thich hop.

Ché phim phai dép img cdc yéu ciu trong chuyén ludn
“Thuéc mém ding trén da va niém mac” muc “Thudc
mém dung tai mat” (Phu luc 1.12) va cac yéu cau sau ddy:

Ham lrong tetracyclin hydroclorid, C;,H,4,N,03.HCI,
tir 90,0 % dén 125,0 % so vai lugng ghi trén nhan.

Tinh chét

Thuéc m& mau vang nhat ddng nhét, c6 46 mém thich hop,
dinh dugc vao niém mac va da khi béi, khong tach 16p &
diéu kién binh thuong, khong chay long & 37 °C.

Pinh tinh

A. Liy khoang 5 g ché pham vio coc c6 mo, thém khoang
5 ml nude, dun cach thuy cho tan hét ta dugc, khudy déu
bing mét diia thuy tinh. Pé ngudi va 1am lanh trong nuéc
da dé cho 16p ta duoc déng lai. Gan ldy 16p nude (dung
dich A) dé thir cac phan (mg sau:

Liy 1 ml dung dich A cho vao mét bat sir, boc hoi trén
cach thuy cho t6i khé. Thém 1 giot dén 2 giot acid sulfuric
dam dac (TT) sé c6 mau do tim. Thém 1 giot dung dich
sat (Ill) clorid 3 % (TT), mau sé& chuyén thanh niu hogc
do nau.

Liy 2 ml dung dich A cho vio mét éng nghiém, thém 1
giot dung dich acid nitric 32 % (TT) va vai giot dung dich
bac nitrat 2 % (TT), s& xuét hién tua tring.

B. Trong phin Pinh lugng, théi gian luu ciia pic chinh trén
sic ky d6 cua dung dich thir phai twong duong véi thoi
gian luu cia pic tetracyclin hydroclorid trén sic ky d6 cia
dung dich chuén.

Dinh lugng

Phuong phap sic ky long (Phu luc 5.3)

Phadong: Dung dich amoni oxalat 0,1 M-dimethylformamid
- dung dich diamoni hydrophosphat 0,2 M (68 : 27 : 5). Diéu
chinh pH ctia hén hop tir 7,6 dén 7,7 bang dung dich amoni
hydroxyd 3 M (TT) hoac dung dich acid phosphoric 3 M.
Dung méi pha loang: Dung dich amoni oxalat 0,1 M -
dimethylformamid (68 : 27).

Dung dich chudn: Can chinh xac mét luong tetracyclin
hydroclorid chuan, hoa tan trong methanol (TT) dé thu
dugc dung dich co néng d0 khoang 1 mg/ml. Pha lodng
6,0 ml dung dich thu dugc thanh 50,0 ml bing dung méi
pha loang. Tron déu.

Dung djch thir: Can chinh xac mgt lugng ché phim tuong
duong khoang 0,1 g tetracyclin hydroclorid, cho vao mét
binh nén nit mai dung tich 100 ml, thém 20 ml cyclohexan
(TT), lac k§. Tiép tuc thém 35 ml methanol (TT), siéu 4m
trong 20 min. Gan, lgc dung dich vao mét binh dinh mirc
100 ml. Trang binh nén v&i 40 ml methanol (TT), loc vao
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binh dinh mirc, thém merhanol (TT) dén vach, lic déu. Pha
loéng 3,0 ml dung d;ch thu dugc thanh 25,0 ml bing dung
méi pha lodng. Tron déu.

Diéu kién sdc ky

Cot bao vé (tién cot) kich thude (3 ecm x 4,6 mm), duge
nhbi pha tinh B (10 pm).

Cot phan tich kich thudc (25 cm x 4,6 mm), dugc nhéi pha
tinh B (5 pm dén 10 um).

Detector quang phé tu ngoai dat & budc séng 280 nm.
Téc @6 dong: 2 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phu hop cua hé thong: Tién hanh sic ky déi
v6i dung dich chuén. Phép thir chi c6 gid trj khi d9 léch
chuén twong d6i cua dién tich pic tetracyclin hydroclorid
trong 6 1an tiém lap lai nhé hon 2,0 %.

Tién hanh sic ky 1in luot véi dung dich chuin va dung
dich thr.

Tinh ham luqmg tetracyclin hydroclorid, CooHpaNyOs. HCl,
trong ché pham thir dua vao céc dién tich pic trén sic ky
do cua dung dich chuén, dung dich thir va ham lugng
C3,H,4N,05. HCl trong tetracyclin hydroclorid chuén.

Bdo quan
Noi mat, trinh anh sang.

Loai thudc
Khéng sinh.

Ham lhrong thwomg dung
1 %.

VIEN NEN TETRACYCLIN HYDROCLORID

La vién nén chira tetracyclin hydroclorid.
Ché pham phai dap ung cidc yéu cau trong Chuyén lufn
“Thudc vién nén” (Phu luc 1.20) va cac yéu cau sau diy:

Ham lwong tetracyclin hydroclorid, C,H;,N,04.HCI,
tir 90,0 % dén 110,0 % so v&i lugng ghi trén nhan.

Dinh tinh
Trong phan Pinh lugng, thdi gian hru cua pic chinh thu
dugc trén sic ky @6 cua dung dich thir phai twong (mg véi
thoi gian luu cia pic tetracyclin thu dwgc trén sic ky do
cua dung dich chuan.

D§ hoa tan (Phy luc 11.4)

Thiét bj: Kiéu canh khuay. Giir cho khoang céch giira canh
khudy va déy binh Ia (45 + 5) mm.

Mbi truong héa tan: 900 ml nuoc.

Téc dg quay: 75 r/min.

Thoi gian: 60 min.

Cdch tién hanh: Sau thoi gian hoa tan quy dinh, 14y mét
phin dich hoa tan, loc, bo 20 ml dich lgc dau. Pha loang
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voi méi truémg hoa tan dé duge dung dich c6 nong 4
thich hgp néu can. Do d§ hflp thy (Phu luc 4.1) cua dich
loc thu duge & bude séng cyc dai 276 nm, trong cdc do
day 1 cm, dung dung dich méi truémg hoa tan lam méu
tring So sanh vdi dung dich tetracyclin hydroclorid chuén
c6 nong d¢ twong duong vdi dung dich thir pha trong méi
trudmg hoa tan.

Tinh luong tetracyclin hYdl'OCk)nd. szHz.NzOgHC', da
hoa tan tir vién dya vao cac do hfxp thu do dugc va ham
lrgng C,,H,,N,04 HCI ciia tetracyclin hydroclorid chuan.
Yén cau: Khong dugce it hon 80 % (Q) lugng tetracyclin
hydroclorid, C,,H,4N,04.HCI, so v&i lugng ghi trén nhan
dugc hoa tan trong 60 min.

Tap chit lién quan
Phuong phap sic ky long (Phu lyc 5.3).
Pha dong, dung dich thur, dung dich phin giai va diéu kién
sdc ky nhu mé ta trong phan Dinh lugng,
Dung dich doi chiéu: Dung dich chira 0,5 pg/ml chuan
anhydrotetracyclin hydroclorid, 3 pg/ml chuin 4-epianhydro-
tetracyclin hydroclorid, 3 pg/ml chuin epitetracyclin
hydroclorid va 0,1 pg/ml chuan tetracyclin hydroclorid
trong pha dong A.
Kiém tra tinh phu hop cua hé thong: Trén sic ky d6 cua
dung dich phin giai, 4§ phan giai gilra pic epitetracyclin
va pic tetracyclin it nhat l1a 2,5; d6 phan giai giira pic
anhydrolctracyclm va pic 4-epianhydrotetracyclin it nhét
1a 2,5. Trén sic ky d6 cua dung dich d6i chiéu, do léch
chuan twong déi cua dién tich pic thu dugc tir 6 lan tiém
lap lai khong 1ém hon 2,0 %.
Tién hanh sic ky v&i dung dich thir va dung dich déi chiéu.
Tinh phin trim mdi tap anhydrotetracyclin, epitetracyclin
va 4-epianhydrotetracyclin theo cong thirc:

(S¢Se) * (C. /C)) x 100
Trong do:
S;: Dién tich pic tap thu dugc tir dung dich thur.
S.: Dién tich pic tap chuin tuong img thu dugc tir dung
dich déi chiéu.
C.: Néng 46 tap chuén tuong img trong dung dich dbi
chiéu (ug/ml).
C,: Nong d9 1y thuyét (ndng do danh dinh) cua tetracyclin
hydroclorid trong dung djch thir (ug/ml).
Tinh phén trim tap don khac theo cong thirc:

(S¢S;) x (C. /C) x 100
Trong d6:
S,: Dién tich pic tap don thu dugc tir dung djch thir.
S,:éDién tich pic tetracyclin thu duge tir dung dich déi
chiéu.
C.: Nong d9 tetracyclin hydroclorid chuin trong dung dich
dbi chiéu (ug/ml).
C;: Néng 4o ly thuyét (néng d¢ danh dinh) cua tetracyclin
hydroclorid trong dung dich thir (ug/ml).
Gidi han: Xem Bang 1.

VIEN NEN TETRACYCLIN HYDROCLORID

Bo qua céc tap chét c6 ham lugng nhé hon hodc béng
0,05 %.

Bang 1
Tkt TR e

Epitetracyclin 0,9 3,0
Tetracyclin 1,0

2-Acetyl analog 1.3 -
4-Epianhydrotetracyclin 1.7 30
Anhydrotetracyclin 1,8 0,5
Tap don khac 0,1

Ghi chu: Tap 2-acetyl analog la tap trong qué trinh san xuat
nguyén li¢u va dugc kiém sodt trong nguyén liéu.

Mit khdi lrgng do lam khé

Khéng dugc qua 3,0 % (Phy luc 9.6).

(Ding 1,0 g bjt vién, 60 °C, ap suat khong qua S mmHg,
3 h).

Pinh lwgng

Phuong phép sic ky long (Phy luc 5.3).

Pha déng A: Pha loang 1 ml acid phosphoric (TT) vira du
v@i nwede thanh 1000 ml.

Pha dgng B: Acetonitril (TT).

Dung djch thir. Can 20 vién, tinh khdi lugng trung binh
vién va nghién thanh bt min. Cén chinh xac mét lirgng bét
vién twong ing véi khoang 25 mg tetracyclin hydroclorid
vao binh dinh mirc 250 ml, thém 200 ml pha dong A, lic
siéu 4m dé hoa tan. Dé ngudi, thém cing dung mdi dén
dinh murc, loc.

Dung dich chuan: Héa tan va pha loadng mt lugng chinh
xac tetracyclin hydroclorid chuan trong pha dgng A dé thu
dugc dung dich c¢6 ndng d9 0,1 mg/ml.

Dung dich phdn giai: Dung dich chira hén hgp chuan
anhydrotetracyclin hydroclorid, 4-epianhydrotetracyclin
hydroclorid, epitetracyclin hydroclorid va tetracyclin
hydroclorid c6 cing ndng d6 25 pg/ml trong pha dong A.
Diéu kién sdc ky:

Cot kich thuéc (15 cm x 4,6 mm) duge nhdi pha tinh C
(3 pm).

Nhiét d6 cét: 50 °C.

Nhiét 4o budng tiém mau: 4 °C.

Detector quang phd tir ngoai dat & bude song 280 nm.
Téc 46 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung méi nhu sau:

Thdi gian Pha djng A Pha djng B
(min) (% tt/tt) (% tt/1t)
0-75 85 — 60 15— 40

75-76 60 — 85 40 — 15
7,6-10 85 15
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Kiém tra tinh phi hop cua hé thng: Trén sic ky dd cua
dung dich phan giai, d6 phén giai giira pic epitetracyclin
va pic tetracyclin it nhat 1a 2,5; d0 phan giai gifra pic
anhydrotetracyclin va pic 4-epianhydrotetracyclin it nhét
1a 2.5. Trén sic ky dd cua dung dich chuin, hé sé dbi xung
pic khéng 16n hon 1,5; dd léch chuin twong déi cua dién
tich pic thu dugc tir 6 14n tiém Lip lai khong 16n hon 1,0 %.
Tién hanh sic ky lan lugt véi dung dich chuin va dung
dich thur.

Tinh ham lugng tetracyclin hydroclorid, C,,H,4N,04. HCl,
trong vién dya vao cac dién tich pic trén sic ky dd cua dung
dich chuin, dung dich thir va ham lwong C,,H,4N,05 HCI
trong tetracyclin hydroclorid chuén.

Bio quin
Trong d6 dung kin. Dé noi khd, mat, tranh 4nh séng.

Loai thudc
Khéng sinh.

Ham lugng thwong ding
125 mg (125.000 IU); 250 mg (250.000 IU).

THAN HOAT TiNH

Than hoat tinh la chat cé kha ning hap phu cao, thu dugc tir
qua trinh than héa thich hop cac chat ¢6 ngudn gdc thuc vat.

Tinh chét
Bot nhe, mau den, rit xép. Thyc té khéng tan trong céac
dung méi thong thuong.

Pinh tinh

A. Khi d6t dén nong do, ché phdm chiy chim va khéng
thanh ngon Ivra.

B. Ché phim pha: dap img phép thir Kha ning hip phu.
Dung dich S: Lay 2,0 g ché phim vao mot binh nén nit
mai, thém 50 ml dung dich acid hydrocloric loang (TT).
Dun sbi nhe dudi 6ng sinh han hdi lwu trong 1 h, loc va nra
phéu loc bing dung dich acid hydrocloric lodng (TT). Gop
dich loc va nudc rira rdi béc hoi dén khé trén cach thuy,
hoa tan cin trong dung dich acid hydrocloric 0,1 M (TT)
va pha lodng thanh 50,0 ml vdi cing dung méi.

Gidi han acid - kiém

Thém 40 ml nuée vao 2,0 g ché phz‘im va dun s6i trong
5 min. Pé ngudi, hoan lai thé tich ban diu bing nwdc
khong c6 carbon dioxyd (TT) va lgc. Bo 20 ml dich lgc
dau. Thém vao 10 ml dich loc 0,25 ml dung dich xanh
bromothymol (TT) va 0,25 ml dung dich natri hydroxyd
0,02 N (CD), dung dich phai c6 mau xanh. Mau cua chi thi
phai chuyén sang vang khi thém khong qua 0,75 ml dung
dich acid hydrocloric 0,02 N (CD).
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Chit tan trong acid

Khéng dugce qua 3 %.

Thém 25 ml dung dich acid nitric loang (TT) vao 1,0 g ché
phém va dun sbi trong 5 min. Loc néng qua phéu loc thiy
tinh x8p s6 10 va rira bang 10 ml mréc néng. Gop dich
chiét va nuéc nra, béc hoi dén kho trén cach thiy, thém
vao cén 1 ml acid hydrocloric (TT), béc hoi lai dén kho va
sdy cin dén khéi luong khong ddi & 100 °C dén 105 °C.
Khéi lwgng cin khong duge qua 30 mg.

Chét mau tan trong kiém

Thém 10 ml dung djch natri hydroxyd loang (TT) vao
0,25 g ché phim va dun s6i trong mdt min. D& ngudi, loc
va pha loang dich lgc thanh 10 ml bing nuwde. Dung dich
khong drgc c6 mau dam hon mau mau VL, (Phy lyc 9.3,
phuong phap 2).

Chit tan trong ethanol

Khéng dugc qua 0,5 %.

Thém 50 ml ethanol 96 % (TT) vio 2,0 g ché pham va dun
s6i duéi éng sinh han hdi lwu trong 10 min. Loc ngay, dé
ngudi va pha losng thanh 50 ml bang ethanol 96 % (TT).
Dich loc ndy khong dugc ¢6 mau ddm hon mau méu Vg
hodc VN, (Phu luc 9. 3, phuorng phap 2). Béc hoi 40 ml
dich loc dén kho va say cin dén kh01 lugng khong ddi &
100 °C dén 105 °C. Khoi lwgng can khong dugc qua 8 mg.

Chét huynh quang

Chiét 10,0 g ché pham vé&i 100 ml cyclohexan (TT,) trong
2 h trong bo chiét Soxhlet. Liy phin dung dich va pha
loang thanh 100 ml bang cyclohexan (TT,). Quan sat dudi
anh sang tir ngoai & budc séng 365 nm. Huynh quang
ctia dung dich nay khéng dugc ddm hon dung dich chira
83 pg quinin trong 1000 ml dung dich acid sulfuric 0,005 M
(TT) dugc quan sat trong cung diéu kién.

Sulfid

Liy 1,0 g ché phim vao trong mgt binh non, thém 5 ml
dung dich acid hydrocloric 25 % (TT) va 20 ml nuege. Pun
dén sbi. Khi giai phong ra khong duoc 1am gidy tam chi
acetat (TT) chuyén thanh mau nau.

Pong

Khéng dugc qué 25 phan trigu.

Phuong phép quang phd hép thy nguyén tir (Phu luc 4.4,
phuong phéap 1).

Dung djch thir: Duing dung dich S.

Dung dich dbi chiéu: Chuén bj cic dung dich déi chiéu
bing cach pha loang dung dich dong mdu 0,1 % Cu (TT)
bing dung dich acid hydroclorzc 0,1 M (TT).

bo 4o hap thu & buérc song 325,0 nm, sir dung dén cathod
rong dong lam ngudn birc xa va ngon lira khong khi -
acetylen.

Chi )
Khéng dugc qua 10 phan trigu.



