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Dung dich thir. Can 20 vién, xdc dinh khéi lugng trung binh
vién va nghién thanh bdt min, can chinh xac mét lugng bot
vién twong (g véi khoang 400 mg moxifloxacin vao binh
dinh mirc 100 ml, thém khoang 60 ml dung méi pha méu,
lic siéu 4m 30 min, thinh thoang lic, pha loing bing dung
méi pha miu dén vach, lic déu, loc. Pha loang 5,0 ml dich
loc thanh 250,0 ml bing dung méi pha méu.

Diéu kién sdc ky:

Cot kich thudc (25 cm x 4,6 mm) dugc nhdi pha tinh
phenylsilyl silica gel ding cho sdc ky (5 pm).

Nhiét d6 cét: 45 °C.

Detector quang phd tir ngoai dit & budc séng 293 nm.
Téc d dong: 1,5 ml/min.

Thé tich tiém: 10 pl.

Théi gian chay sic ky: 10 min.

Cdch tién hanh:

Kiém tra tinh phii hop ciia hé thdng: Trén sic ky db cia
dung dich chuin, hé s6 d6i ximg cua pic moxifloxacin
khéng 16m hon 2,0; @ 1éch chudn tuong d6i cua dién tich
pic moxifloxacin thu duge tir 5 1dn tiém l3p lai khéng 16n
hon 2,0 %.

Tién hanh sic ky lin lugt véi dung dich chuin va dung
dich thur,

Tinh ham lugng phan trim ctia moxifloxacin, Cp;Hy4FN;O,,
trong ché pham dya vio dién tich pic thu dugc trén sic ky
db cia dung djch thir, dung dich chun va ham lugng cta
C,,H,4FN;0, trong moxifloxacin hydroclorid chuin. Phan
tr lugng cia moxifloxacin va moxifloxacin hydroclorid
lan lwot 12 401,43 va 437,89.

Béo quén
Trong d6 dung kin, tranh 4nh sang.

Loai thudc
Khéang sinh nhém fluoroquinolon.

Ham lugng thudmg dung
400 mg.

NALOXON HYDROCLORID
Naloxon hydroclorid dihydrat

C,H,NO,.HCL.2H,0 Pt.l: 399,9

Naloxon hydroclorid 1a 4,5a-epoxy-3,14-dihydroxy-17-
(prop-2-enyl)morphinan-6-on hydroclorid dihydrat phai

NALOXON HYDROCLORID

chira tir 98,0 % dén 102,0 % C,HyNO,.HCI, tinh theo
ché pham khan.

Tinh chét

Bot két tinh tréing hodic gan nhu tring, hat 4m.

D& tan trong nudc, tan trong ethanol 96 %, thyc té khong tan
trong toluen.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhom I: A, C.

Nhém I1: B, C.

A. Phé hép thu hong ngoai (Phy luc 4.2) cua ché phim
phii phit hop véi phd hap thy hdng ngoai ciia naloxon
hydroclorid chuén.

B. Phuong phiép sic ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel G.

Dung méi khai trién: Methanol - I6p trén ctia hon hop gom
60 ml dung dich amoniac 2 M va 100 ml butanol (5 : 95).

Dung dich thir: Hoa tan 8 mg ché pham trong 0,5 ml nuwde
va pha loang thanh 1 ml b‘ﬁng methanol (TT).

Dung dich d6i chiéu: Hoa tan 8 mg naloxon hydroclorid
chuin trong 0,5 ml nwde va pha lodng thanh 1 ml bing
methanol (TT).

Céch tién hanh: Chém riéng biét 1én ban méng 5 ul cua
mdi dung dich trén. Trién khai sic ky dén khi dung méi
di dugc khoing 2/3 ban méng. Dé bin méng kho ngoai
khong khi. Phun lén ban méng dung dich méi pha kali
fericyanid (TT) 0,5 % trong dung dich sdt (1) clorid
10,5 % (TT). Quan sét dudi 4nh sang ban ngay. Vet chinh
thu dugc trén sic ky b cua dung dich thir phai giéng vé vg
trf, mau sic va kich thudc véi vét chinh thu dugc trén sic
ky db cta dung dich di chiéu.

C. Ché phém phai cho phan img (A) ciia clorid (Phu luc 8.1).

Dj trong va mau sic ciia dung dich

Dung dich S: Hoa tan 0,50 g ché phim trong nuwéc khéng
co carbon dioxyd (TT) va pha loang thanh 25,0 ml véi
cung dung moi.

Dung dich S phai trong (Phu lyc 9.2) va khéng mau (Phu
luc 9.3, phuong phap 2).

Gidi han acid - kiém

Thém 0,05 ml dung djch do methyl (TT) vao 10,0 ml dung
dich S. Dung djch phai chuyén mau khi thém khong qua
0,2 ml dung dich natri hydroxyd 0,02 N (CP) ho#c dung
dich acid hydrocloric 0,02 N (CP).

Géc quay cuc riéng )
Tix -181° dén -170°, tinh theo ché phim khan (Phu luc 6.4).
Xac dinh trén dung dich S.

Tap chét D

Phuong phép sic ky long (Phy lyc 5.3).

Dung dich A: Hoa tan 1,58 g amoni hydrocarbonat (TT)
trong 950 ml nudc, diéu chinh pH dung dich dén 9,0 bing
amoniac (TT) va thém nwgc vira da 1000 ml.
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Pha dgng A: Acetonitril (TT,) - dung djch 4 (20 : 80).
Pha dong B: Acetonitril (TT,) - dung dich A (40 : 60).
Dung dich thir: Hda tan 0,500 g ché phdm trong dung djch
acid hydrocloric 0,1 M (TT) va pha lodng thanh 20,0 ml
vdi cung dung moi.

Dung dich déi chiéu (1): Hoa tan 10,0 mg tap chit D chuéin
cua naloxon trong dung djch acid hydrocloric 0,1 M (TT)
va pha loang thanh 20,0 ml vdi cung dung méi. Pha loéng
5,0 ml dung dich thu dugc thanh 100,0 ml bing dung dich
acid hydrocloric 0,1 M (TT).

Dung dich déi chiéu (2): Pha lodng 5,0 ml dung dich dbi
chiéu (1) thanh 100,0 ml bing dung dich acid hydrocloric
0,1 M (TT). '
Dung dich déi chiéu (3): Thém 2,0 ml dung djch d6i chiéu
(1) vao 4,0 ml dung dich thir va pha lodng thanh 20,0 ml
bang dung dich acid hydrocloric 0,1 M (TT).

Diéu kién sdc ky:

Cot kich thudce (25 cm x 4,6 mm) dugc nhdi pha tinh end-
capped octadecylsilyl silica gel ding cho sdc ky (5 pm).
Nhiét d¢ cot: 40 °C.

Detector quang phé tir ngoai dat & budc séng 210 nm.
Téc @6 dong: 2,0 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh sic ky cic dung dich thir, dung dich d6i chiéu
(2) va (3) theo chuong trinh dung méi nhu sau:

| Thdigian | PhadongA |  PhadjngB
(min) Gttty | (%)
0-50 100 0
50- 51 100 — 0  0—100
51-60 0 | 100

Thm gian luu twong d6i cia tap chit D so véi naloxon
(thoi gian luu khoang 50 min) khoang 0,8.

Kiém tra tinh phu hgp cia hé thng: Trén sic ky do cia
dung dich ddi chiéu (3), hé s6 dbi ximg cia pic tap chit D
khong duqc 16m hon 1,8.

Trén sic ky db cua dung djch thir, pic tuong (g vdi tap
chitD khdng dugc c6 dién tich 16n hon 1,5 lan dién tich pic
chinh trén sic ky d6 cia dung dich d6i chiéu (2) (75 ppm).

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Dung dich A: Hoa tan 1,10 g natri octansulfonat (TT) trong
950 ml nude, diéu chinh dén pH 2,0 bing dung djch acid
phosphoric 50 % (tt/tt), loc va thém nwdc vira du 1000 ml.
Pha djng A: Acetonitril - tetrahydrofuran - dung dich A
(20 : 40 : 940).

Pha dgng B: Tetrahydrofuran - acetonitril - dung dijch A
(40: 170 : 790). .

Dung dich thir: Hoa tan 0,125 g ché phim trong dung dich
acid hydrocloric 0,1 M (TT) va pha lodng thanh 25,0 ml
V@i cung dung moi.

Dung djch déi chiéu (1): Hoa tan 5 mg naloxon chuén
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dung dé dinh tinh pic (cé chira cic tap chit A, B, C, D, E
va F) trong | ml dung djch acid hydrocloric 0,1 M (TT).
Dung dijch doi chiéu (2): Pha lodng 1,0 ml dung dich thi
thanh 20,0 ml bing dung djch acid hydrocloric 0,1 M (TT).
Pha lodng 1,0 ml dung djch thu dugc thanh 25,0 ml béng
dung dijch acid hydrocloric 0,1 M (TT).

Diéu kién sdc ky:

Cot kich thude (12,5 cm % 4,0 mm) duge nhdi pha tinh
end-capped octylsilyl silica gel dimg cho sdc ky (5 pm).
Nhiét 4§ cft: 40 °C.

Detector quang phé tir ngoai dit & budc séng 230 nm.
Téc do dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

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

Thoi gian Pha djng A Pha djng B
(min) (% tt/tt) | (% tt/tt)
0-40 100 - 0 I 0— 100

40 - 50 0 { 100

Thoi gian Iuu twong dbi cua cac pic so véi naloxon (thai
gian lwu khoang 11 min) nhu sau: Tap chét C khoang 0,6;
tap chat A khoang 0,8; tap chét F khoang 0,9; tap chét D
khoang 1,1; tap chét E khoang 3,0; tap chét B khoang 3,2.
Sir dung sic ky db cung cap kém theo naloxon chuén dung
dé dinh tinh pic va séc ky a5 thu duogc cia dung dich dbi
chiéu (1) dé x4c dinh pic cua c4c tap chit A, B, C, D, E
vaF

Kiém tra tinh phu hqp cua hé théng Trén séc ky d6 thu
du’qc cua dung d;ch dbi chiéu (1), ty sb dinh - hom (Hp/H )
t6i thiéu phai bang 2,0, trong d6 H, la chiéu cao cua pic tap
chit D va H, la chiéu cao cua déy hdm phén tach pic tap
chit D va pic naloxon.

Gioi han:

Trén sic ky d6 cia dung dich thir:

Pé tinh ham lwong, nhan dién tich pic cua tap chét E véi
hé s6 hiéu chinh 12 0,5.

Cac tap chét A, B, C, E, F: Dién tich pic ctia mdi tap chit
A, B, C, E va F khong dugc 16n hon dién tich cua pic chinh
thu dugce trén sic ky d6 clia dung djch déi chiéu (2) (0,2 %).
Tap don khac: Mdi tap chét khéng dugce c6 dién tich 16n
hon 0,5 lan dién tich cua pic chinh thu dugc trén séc ky o
cia dung djch déi chiéu (2) (0,10 %).

Téng tit ca cac tap chat: T(‘)ng dién tich cua tit ca cac tap
chét khong dugc 16n hon 4 lan dién tich cua pic chinh thu
dugce trén sic ky dd cua dung dich déi chiéu (2) (0,8 %).
Bo qua céc pic ¢6 dién tich nhé hon hotic bi’mg 0,25 lan
dién tich cta pic chinh thu dugc trén séc ky d6 cua dung
dich @6i chiéu (2) (0,05 %).

Ghi chu:

Tap chat A: 4,5a-epoxy-3,14-dihydroxymorphinan-6-on
(noroxymorphon).

Tap chit B: 4,5a-epoxy-14-hydroxy-17-(prop-2-enyl)-3-(prop-
2-enyloxy)morphinan-6-on(3-O-allyl naloxon).
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Tap chét C: 4,5a-epoxy-3,10a, 14-trihydroxy-17-(prop-2-enyl)
morphinan-6-on (10a-hydroxynaloxon).

Tap chét D: 7,8-didehydro-4,5a-epoxy-3,14-dihydroxy- 1 7-(prop-
2-enyl)morphinan-6-on (7,8-didehydro naloxon).

Tap chat E: 4,5a:4" 5 a-diepoxy-3,3°,14,14-tetrahydroxy-17,17’-
bis(prop-2-enyl)-2,2’-bimorphinanyl-6,6’-dion (2,2’-binaloxon).
Tap chét F: 4,5a-epoxy-3,10B,14-trihydroxy-17-(prop-2-enyl)
morphinan-6-on (10B-hydroxynaloxon).

Tap chét G: 4,5a-epoxy- 14-hydroxy-3-methoxy- 17-(prop-2-enyl)
morphinan-6-on (3-O-methylnaloxon).

Nuée
T 7,5 % dén 11,0 % (Phu lyc 10.3).
Dung 0,200 g ché pham.

Tro sulfat
Khéng duoc qua 0,2 % (Phu luc 9.9, phuong phép 2).
Dung 0,50 g ché pham.

Dinh lrong o

Hoa tan 0,300 g ché pham trong 50 ml ethanol 96 % (TT),
thém 5,0 ml dung dich acid hydrocloric 0,01 N (CP) va
tién hanh phuong phap chuin do do dién thé (Phy luc
10.2), dung dung dich natri hydroxyd 0,1 N trong ethanol
(CP) 1am dung dich chuén d. Poc thé tich giita hai diém
uén cua dudng chuin dé.

1 ml dung dich natri hydroxyd 0,1 N trong ethanol (CP)
twong duong vaéi 36,38 mg C,oH»,CINO,.

Bdo quan
Trong bao bi kin, tranh anh sang.
Loai thudc

Thudc d6i khang opioid, thudc giai déc opioid.

Ché phim
Thubc tiém.

NAPHAZOLIN NITRAT

N/‘>
|
N
. HNO4

C,H,.N,.HNO, Ptl: 2733

Naphazolin nitrat 1a 2-(1-naphthylmethyl)-2-imidazolin
nitrat, phai chira tir 99,0 % dén 101,0 % C,4H 4N,.HNO;,
tinh theo ché pham 1am khé.

Tinh chdt
B{t két tinh tring hay gin nhu tring. Hoi tan trong nudc,
tan trong ethanol 96 %.

NAPHAZOLIN NITRAT

Pinh tinh

C6 thé chon mét trong hai nhom dinh tinh sau:

Nhém [: A.

Nhém II: B, C, D.

A. Phd hép thu hdng ngoai (Phu luc 4.2) ciia ché phim
phai phil hop véi phé hép thu hdng ngoai ciia naphazolin
nitrat chuén.

B. Hoa tan 50,0 mg ché phim trong dung dich acid
hydrocloric 0,01 M (TT) va pha loang thanh 250,0 ml
véi cung dung modi. Pha lodng 25,0 ml dung dich
nay thanh 100,0 ml bing dung dich acid hydrocloric
0,01 M (TT). Phé hip thu tir ngoai (Phu luc 4.1) cia dung
dich thu dugc trong khoang tir buéc séng 230 nm dén
350 nm cho 4 cyc dai hap thu & budc séng 270 nm, 280 nm,
287 nm va 291 nm. Ty sb giita d6 hap thu do dwoc & cac
budce song cuc dai 270 nm, 287 nm va 291 nm so vdi d9
hap thu do dwgc & budc séng cuc dai 280 nm phai lan lugt
dat tir 0,82 dén 0,86; tir 0,67 dén 0,70 va tir 0,65 dén 0,69.

C. Piém chay: Tir 167 °C dén 170 °C (Phu luc 6.7).

D. Hoa tan 45 mg ché pham trong 2 ml nwdc. Thém 1 ml
acid sulfuric (TT). Lic cén than va dé ngudi. Thém timg
giot, doc theo thanh 6 ong ngh1em 1 ml dung dich sdt 1
sulfat (TT,). O phén tiép giap giira 2 16p chét long xuit
hién mét vong mau nau.

D) trong va mau sic cia dung dich

Dung dich S: Hoa tan 0,5 g ché pham trong nude khéng cé
carbon dioxyd (TT) b?mg cach dun néng nhe va pha lodng
thanh 50,0 ml véi cung dung moi.

Dung dich S phai trong (Phu luc 9.2) va khong mau (Phu
luc 9.3, phuong phap 2).

pH
Dung dich S ¢6 pH tir 5,0 dén 6,5 (Phu luc 6.2).

Tap chit lién quan

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

Pha déng: Hoa tan 1,1 g natri octansulfonat (TT) trong
mdt hén hgp gdém 5 ml acid acetic bing (TT), 300 ml
acetonitril (TT) va 700 ml nude.

Dung dich thi; Hoa tan 50,0 mg ché pham trong pha dong
va pha loang thanh 100,0 ml v&i cung dung méi.

Dung djch phdn gidi: Hoa tan 5 mg acid 1-naphthylacetic
(TT) (tap chét B) trong pha dng, thém 5 ml dung dich thir
va pha lozng thanh 100 ml bing pha dong.

Dung dich déi chiéu (1): Hoa tan 5,0 mg naphthyl-
acetylethylendiamin chuén (tap chit A) trong pha déng va
pha lodng thanh 100,0 ml véi cung dung méi. Pha lodng
5,0 ml dung dich thu dugc thanh 100,0 ml bang pha dgng.
Dung dich doi chiéu (2): Pha loang 2,0 ml dung dich thir
thanh 10,0 ml bing pha dong. Pha loang 1,0 ml dung dich
thu dugc thanh 100,0 ml bing pha dong.

Diéu ki¢n sdc ky:

Cot kich thudc (25 cm x 4,0 mm) dugc nhéi pha tinh
octylsilyl silica gel da duogc khda cdc nhom silanol (4 pm)
v6i kich thudc 16 xp 12 6 nm.
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