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Logi thube
Khéng sinh nhém sulfonamid.

Ham lwgng thwong dung
500 mg.

SULFAMETHOXYPYRIDAZIN
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Sulfamethoxypyridazin 1a 4-amino-N-(6-methoxypy-ridazin-3-
yDbenzensulfonamid, chira tir 99,0 % dén 101,0% C;;H;,N,058,
tinh theo ché phim da lam kho.

Tinh chét

Bt két tinh mau trdng hodc hoi vang, nga mau dan dan khi
tiép xtic vi anh sang. Thuc té khong tan trong nuéc, hoi
tan trong aceton, khoé tan trong ethanol 96 %, rat kho tan
trong methylen clorid. Tan trong dung dich kiém hydroxyd
loéng va trong dung dich acid v6 co loang.

Nhiét 4o nong chay khoang 180 °C, kem phan huy.

Dinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhém I: A, B.

Nhém II: B, C, D.

A. Ph6 hép thu hong ngoai (Phu luc 4.2) ciia ché pham phai
phi hop v6i phé hip thu hong ngoai cua sulfamethoxy-
pyridazin chuin.

B. Trong phén Tap chéit lién quan, vét chinh trén sic ky
d cia dung dich thir (2) trong (mg v6i vét chinh trén sic
ky dd cua dung dich d6i chiéu (1) vé vi tri va kich thuéc.
C. Hoa tan khoang 0,5 g ché phdm trong 1 ml dung dich
acid sulfuric 40 % (tt/tt), dun nong nhe. Pun néng cho
dén khi tia két tinh xuét hién (khoang 2 min). Lim nguéi,
thém 10 ml dung dich natri hydroxyd 2 M (TT). Tiép tuc
lam ngudi, thém 25 ml ether (TT) va lac trong 5 min. Gan
lay 16p ether, lam kho bang natri sulfat khan (T'D loc. Bay
hoi ether dén khé trén cach thuy. Cén c6 dang dau, chuyen
thanh tinh thé khi lam lanh, co thanh éng nghiém bing diia
thiy tinh néu can. Nhiét d nong chay cia tia (Phy luc
6.7) tir 102 °C dén 106 °C.

D. Hoa tan khoang 5 mg ché pham trong 10 ml dung dich
acid hydrocloric 1 M (TT). Pha lodng 1 ml dung dich thu
dugc thanh 10 ml véi nwée. Dung dich thu duge, khong
can acid hoa, cho phan {mg cia amin thom béac nhit (Phy
luc 8.1).

SULFAMETHOXYPYRIDAZIN

P{ trong va mau siic ciia dung dich

Hoa tan 1,0 g ché phim trong hdn hop gdm 10 ml dung
dich natri hydroxyd 1 M (TT) va 15 ml nwdc. Dung dich
thu dugc phai trong (Phuy lyc 9.2) va c6 mau khéng dugc
dam hon dung dich mau miu V, hoic VN, (Phu luc 9.3,
phuong phap 2).

Gidi han acid

Liy 1,25 g ché phdm da nghién min, thém 25 ml nwéc
khéng c6 carbon dioxyd (TT), dun néng 70 °C trong 5 min.
Lam lanh trong nuéc da khoang 15 min va lgoc. Hat 20 ml
dich loc, thém 0,1 ml dung dich xanh bromothymol (TT).
Luong dung dich natri hydroxyd 0,1 N (CP) can dung dé
lam chuyén mau ciia chi thi khong qué 0,5 ml.

Tap chit lién quan

Khoéng dugce qua 0,5 %.

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

Badn mong: Silica gel GF»s,.

Dung mdi khai trién: Amoniac lodng - nudc - 2-propanol
- ethyl acetat (1 : 9 : 30 : 50).

Dung dich thir (1): Hoa tan 0,10 g ché phim trong 5 ml
aceton (TT).

Dung dich thw (2): Pha loang 1 ml dung dich thir (1) thanh
10 ml véi aceton (TT).

Dung dich déi chiéu (1): Hoa tan 20 mg sulfamethoxy-
pyridazin chuin trong 10 ml aceton (TT).

Dung dich déi chiéu (2): Pha loang 1 ml dung dich thir (2)
thanh 20 ml bing aceton (TT).

Cdch tién hanh: Chim riéng biét 1én ban méng 5 ul mdi
dung dich trén. Trién khai sic ky cho dén khi dung moi di
duoc khoang 15 cm. Sdy khé ban mong nhiét d6 100 °C
dén 105 °C va kiém tra ban mong dudi anh sang dén tir
ngoai 254 nm. Trén sdc ky db cua dung dich thir (1), bt ky
vét phu nao khong duge ddm mau hon vét chinh thu dugc
tir dung dich ddi chiéu (2).

Kim loai ning

Khong dugc qua 20 phén triéu (Phu luc 9.4.8).

Lay 1,0 g ché pham va thir theo phwong phép 4. Dung
2 ml dung dich chi mdu 10 phan triéu Pb (TT) dé chuan bj
méu ddi chiéu.

Mt khoi lwgng do lam khd
Khoéng dugc qua 9,5 % (Phu luc 9.6).
(1,00 g; 100 °C dén 105 °C).

Tro sulfat
Khong dugc qué 0,1 % (Phu luc 9.9, phuwong phap 2).
Dang 1,0 g ché phim.

Pinh lugng

Hoa tan 0,250 g ché phém trong 50 ml dung dich acid
hydrocloric 2 M (TT). Thém 3 g kali bromid (TT), lam lanh
dung djch trong nuéc d4 va chuin d¢ chdm bing dung

1097



https://nhathuocngocanh.com/

SULFASALAZIN

dich natri nitrit 0,1 M (CP), xac dinh diém két thic bing
phuong phap chuin d¢ do ampe (Phu luc 10.1).

| ml dung dich natri nitrit 0,1 M (CD) teong duong vai
28,03 mg C,; H,N,0,S.

Bio quén
Tranh anh sang.

Loai thuéc
Khang sinh nhém sulfonamid.

Ché phim
Thudc tiém.
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Sulfasalazin 12 acid 2-hydroxy-5-[2-[4-(pyridin-2-ylsulfamoyl)
phenyl]diazenyl]benzoic, phai chira tir 97,0 % dén 101,5 %
C,sH,4N4OsS, tinh theo ché pham da 1am kho.

Tinh chit

Bt min mau vang sang hay mau vang nau.

Thyc té khong tan trong nudc va methylen clorid, rit kho
tan trong ethanol 96 %. Tan trong céc dung dich hydroxyd
kiém lodng.

Pinh tinh

Phd hip thu héng ngoai (Phu luc 4.2) ctia ché pham phai
phu hop véi phd hip thu héng ngoai cua sulfasalazin
chuin. Chuén bj mu do dang dia nén.

Tap chit lién quan

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

Pha dong A: Hoa tan 1,13 g natri dihydrophosphat (TT)
va 2,5 g natri acetat (TT) trong 900 ml nudc, diéu chinh
dén pH 4,8 bang acid acetic bang (TT) va pha lodng thanh
1000,0 ml bang nudc.

Pha djng B: Pha dong A - methanol (10 : 40).

Dung dich thir: Hoa tan 25,0 mg ché phim trong dung dich
amoniac 0,1 M (TT) va pha loang thanh 25,0 ml vé4i cling
dung moi.

Dung djch dbi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing dung dich amoniac 0,1 M (TT).
Dung djch déi chiéu (2): Hoa tan 1,0 mg din xuét clia
sulfasalazin dé kiém tra d phan giai trong 10,0 ml dung
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dich di chiéu (1). Pha loang 1,0 ml dung dich thu dugc
thanh 10,0 ml bing dung dich ddi chiéu (1).

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm). _

Detector quang pho tir ngoai dat & budce song 320 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

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

“Thoi gian Pha déng A Pha dgng B
(min) (% t/tt) (% tttt)
0-15 | 60—4s 40 — 55
i 7157_-'2775/ 45 | 55
25- 60 4550 | 55100
 60-65 0 J 100

Thoi gian luu twong dbi so véi sulfasalazin: Tap chat H
khoang 0,16; tap chat I khoang 0,28; tap chit C khoang
0,80; tap chét F khoang 0,85; tap chét G khoang 1,39; tap
chit E khoang 1,63; tap chat B khoang 1,85; tap chit D
khoang 1,90; tap chit A khoang 2,00.

Kiém tra tinh phu hop cua hé théng: Trén sic ky dé
ctia dung dich ddi chiéu (2), d6 phan giai gitra pic cua
sulfasalazin va din xuét cua sulfasalazin dé kiém tra do
phén giai it nhat la 3,0.

Gioi han:

Tap chit A, B, C, D, E, F, G, I: Vi mdi tap cht, dién tich
pic khong dugc 16n hon dién tich pic chinh thu dugc trén
sac ky d6 ctia dung dich di chiéu (1) (1 %).

Tdng dién tich pic cua tit ca cac tap chit khong dirgc 16n
hon 4 1an dién tich pic chinh thu dugc trén sic ky do cua
dung dich déi chiéu (1) (4 %).

Bo qua nhimg pic ¢6 dién tich nhé hon hoic bang 0,05 lin
dién tich pic chinh thu dugc trén sic ky dd cua dung dich
d6i chiéu (1) (0,05 %); bo qua bét ky pic nao c6 thoi gian
Iru nhé hon 6 min (tap chat H va tap chit J).

Ghi chu:

Tap chét A: 4,4'-[(4-hydroxy-1,3-phenylen)bis(diazendiyl)]bis[V-
(pyridin-2-yl)benzensulfonamid].

Tap chat B: Acid 2-hydroxy-3,5-bis[2-[4-(pyridin-2-ylsulfamoyl)
phenyl]'diazenyl]benzoic.

Tap chat C: Acid 2-hydroxy-5-[2-[4-(2-iminopyridin- 1(2H)-yl)
phenyl]giazenyl]benzoic.

Tap chat D: 4-[2-(2-hydroxyphenyl)diazenyl]-N-(pyridin-2-yl)
benzensulfonamid.

Tap chit E: Acid 2-hydroxy-4’-(pyridin-2-ylsulfamoyl)-5-[2-[4-
(pyridin-2-ylsulfamoyl)phenyl]diazenyl]biphenyl-3-carboxylic.
Tap chat F: Acid 2-hydroxy-3-[2-[4-(pyridin-2-ylsulfamoyl)phenyl]
diazenyl]benzoic.

Tap chét G: Acid 5-[2-[4",5-bis(pyridin-2-ylsulfamoyl)biphenyl-
2-yl]diazenyl]-2-hydroxybenzoic.

Tap chét I: Acid 2-hydroxy-5-[2-(4-sulfophenyl)diazenyl]benzoic.



