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Tién hanh nhu mo ta trong phan Tap chét lién quan vdi
nhimg thay d6i sau:
TnénMﬁckyva dung dich thir va dung dich déi chiéu (1).
Tinh hdm luo'ng phén trim cua sultamicilin, CasH3oN404S,,
trong ché phim dya vao dién tich plC thu duqc trén sic
ky d6 cua dung djch thir, dung dich d6i chiéu (1) va ham
lugng cia C,sH3oN,O,S, trong sultamicilin tosilat chuén
va nhan ham lugng sultamicilin tosilat véi 0,7752.

Bdo qudn
Trong bao bi kin.

Logi thudc
Thubc irc ché enzym beta-lactamase.

Ché phim
Vién nén, nang, bot pha héon dich.

SULTAMICILIN TOSILAT DIHYDRAT

Cz;H30N409$2.C7H303S.2H20 Ptl 803

Sultamicilin tosilat dihydrat la 4-methylbenzensulfonat
cua methylen (2S,5R,6R)-6-[[(2R)-aminophenyl-acetyl]-
amino]-3,3-dimethyl-7-ox0-4-thia-1-azabicyclo[3.2.0]
heptan-2-carboxylat(25,5R)-3,3-dimethyl-4,4,7-trioxo-
4)5-thia- 1 -azabicyclo[3.2.0]heptan-2-carboxylat dihydrat,
ph?i chira tir 95,0 % dén 102,0 % C32H33N40|zs], tinh theo
ché pham khan.

San phiam duoc ban tdng tir mét san phim 1én men.

Tinh chit
Bt két tinh tring hodc gin nhu tring. Thyc té khong tan
trong nudc, hoi tan trong ethanol 96%.

Dinh tinh

Phd hap thy hdng ngoai (Phy luc 4.2) ciia ché phim phai
phu hgp véi phé hdp thu hdng ngoai ciia sultamicilin
tosilat chun.

Géc quay cye riéng

Tir+178° dén +195°, tinh theo ché pham khan (Phy lyc 6.4).
Hoa tan 1,000 g ché pham trong dimethylformamid (TT)
va pha lodng thanh 50,0 ml véi ciing dung méi.

SULTAMICILIN TOSILAT DIHYDRAT

Tap chiit lién quan

Phuong phéap sic ky long (Phu lyc 5.3).

Chudn bj cdc dung dich ngay trude khi dimg hodc bdo
quan cac dung dich nay khéng quad 6 h o nhiét dp tir 2 °C
dén 8 °C.

Pha dgng A: Dung dich natri dihydrophosphat (TT) 4,68 g/l
dugc diéu chinh dén pH 3,0 bang acid phosphoric (TT).
Pha dong B: Acetonitril (TT)).

Dung dich A: Methanol (TT)) - acetonitril (TT)) (20 : 80).
Dung djch B: Hoa tan 1,56 g natri dihyrophosphat (TT)
trong 900 ml nwoc. Thém 7,0 ml acid phosphoric (TT) va
pha lodng thanh 1000 ml bing nudc.

Dung dich mdu trdng: Dung dich B - dung dich A (30 : 70).
Dung dich thir: Hoa tan 70,0 mg ché phim trong 35 ml
dung dich A va siéu 4m khoang 1 min. Thém 13 ml dung
dich B, tron déu va siéu am khoang 1 min. Pha loang dung
dich thu dugc thanh 50,0 ml bing dung dich B va tron déu.
Dung dich doi chiéu (1): Hoa tan 70,0 mg sultamicilin tosilat
chuén trong 35 ml dung dich A va siéu 4m khoang 1 min.
Thém 13 ml dung dich B, trdn déu va siéu 4m khoang 1 min.
Pha loding dung dich thu dugc thanh 50,0 ml bang dung dich
B va tron déu.

Dung dich déi chiéu (2): Phan tan 15 mg ché pham trong
20 ml dung dich natri hydroxyd 0,04 % (TT) va siéu am
khoang 5 min. Thém 20 ml dung dich acid hydrocloric
(TT) 0,36 g/l va pha loang thanh 100,0 ml bing medrc.
Dung dich doi chiéu (3): Hoa tan 0,200 g ché phim trong
70,0 ml dung dich A va siéu 4m khoang | min. Thém
25 ml dung dich B, trdn déu va siéu 4m khoang 1 min. Pha
loang dung dich thu dwgc thanh 100,0 ml bing dung dich
B va tron déu. Pha lodng 1,0 ml dung dich thu duoc thanh
100,0 ml bing dung dich mu tring,

Dung dich doi chiéu (4): Hoa tan 32,3 mg ampicilin
trihydrat chuin (tap chit B) va 7,0 mg sulbactam chuin
(tap chit A) trong nwoc va pha lodng thanh 1000 ml véi
cung dung méi.

Diéu kién sdc ky:

Cot kich thuéc (10 cm x 4,6 mm) duge nhoi pha tinh C
(3,5 um).

Detector quang phd tir ngoai dat & budc séng 215 nm.
Nhiét d§ cét: 25 °C.

Téc 4o dong: 1,0 ml/min.

Thé tich tiém: 5 pl.

Cdch tién hanh:

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

Théi gian Pha djng A Pha djng B
(min) (% tt/it) (% ttt)
0-15 95 — 30 5170
15-16 30 70

16-16,5 3095 705
16,5 - 20 95 5
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Tién hanh sic ky véi dung dich méu tring, dung dich thir
va dung djch ddi chiéu (2), (3) va (4).

Thén gian lru twong déi so voi sultamicilin (thoi gian luu
khoang 9,3 min): Tap chét A khoang 0,41; acid ampicilin
peniciloic khoang 0,47: tosilat khoang 0,50; tap chat B
khoang 0,55: tap chat C khoang 0,94; tap chét D khoang
1.09: tap chit F khoang 1,23; tap chét E khoang 1,26; tap
chéit G khoang 1,42.

Kiém tra tinh phu hop cua hé théng: Trén sic ky d6
cua dung dich déi chiéu (2), ¢ phan giai giira pic acid
ampicilin peniciloic va pic tosilat it nhét 13 2,5 va d¢ phan
giai gitra pic tosilat va pic tap chit B it nhét 1a 2.,5.

Gidi han: Trén sic ky d6 cua dung dich thr.

Tap chat B: Dién tich pic tap chit B khong dugc 1én hon
dién tich pic twong img thu duoc trén sic ky dé cua dung
dich déi chiéu (4) (2,0 %).

Tap chat A: Dién tich pic tap chit A khong dugc 16n hon
dién tich pic twong img thu dugc trén sic ky d6 cia dung
dich ddi chiéu (4) (0,5 %).

Tap chat C, D, E, F, G: Vi mdi tap chat, dién tich pic
khéng dugc 16m hon 0,5 lan dién tich pic sultamicilin thu
dugc trén sic ky dé cia dung dich dbi chiéu (3) (0,5 %).
Tap don khéc: Véi méi tap chét, dién tich pic khong duge
16m hon 0.5 1an dién tich pic sultamicilin thu dugc trén sic
ky d6 cua dung dich déi chleu (3) (0,5 %).

Tong dién tich pic cua tat ca cac tap chat khéng dugce Ién
hon 4 lan dién tich p:c sultamicilin thu dugc trén sic ky dd
cua dung dich ddi chiéu (3) (4,0 %).

Bo qua nhimg pic c6 dién tich nhé hon hoac bing 0,1 lan
dién tich pic sultamicilin thu dugc trén sic ky d6 cua dung
dich déi chiéu (3) (0,1 %).

Ghi chu:

Tap chit A: Acid (25,5R)-3,3-dimethyl-7-ox0-4-thia-1-
azabicy‘clo[3.2.0]heptan-2-carboxylic 4,4-dioxid (sulbactam).
Tap chét B: Acid (25,5R,6R)-6-[[(2R)-2-amino-2-phenylacetyl]
amino]-3,3-dimethyl-7-oxo0-4-thia-1-azabicyclo[3.2.0]heptan-
2-carboxylic (ampicilin).

Tap chit C: Acid [[(2R)-aminophenylacetylJamino][(4S)4-[[[[[(2S,
5R)-3,3-dimethyl-4,4,7-trioxo-4A6-thia- 1 -azabicyclo[3.2.0]hept-
2-ylJcarbonyl Joxy]methoxy]carbonyl]-5,5-dimethy/lthiazolidin-2-y1]
acetic (acid peniciloic cua sultamicilin).

Tap chét D: Methylen(2S,5R,6R)-3,3-dimethyl-6-[[(2R)-[(1-methyl-
4-oxopentyliden)amino]phenyl-acetyl]amino]-7-oxo0-4-thia-1-
azabicyclo[3.2.0]heptan-2-carboxylat (25,5R)-3,3-dimethyl-7-oxo-
4-oxa-1-azabicyclo[3.2.0]heptan-2-carboxylat.

Tap chit E: Methylen bis[(2S,5R)-3,3-dimethyl-4,4,7-trioxo-4As-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylat] (sulbactam methylen
ester).

Tap chit F: Methylen (25,5R.6R)-6-[[(2R)-[[[(2S.5R.6R)-6-
[[(2R)-aminophenylacetylJamino]-3,3-dimethyl-7-ox0-4-thia-
1-azabicyclo[3.2.0]hept-2-yl]carbonyl]Jamino]-phenylacetyl]
amino]-3,3-dimethyl-7-o0x0-4-thia-1-azabicyclo[3.2.0]heptan-
2-carboxylat(25,5R)-3,3-dimethyl-4.4,7-trioxo-4A¢-thia- 1 -
azabicyclo[3.2.0]heptan-2-carboxylat (ampicilin sultamicilin amid).
Tap chit G: Methylen (2S,5R.6R)-6-[[(2R)-[[[[(2R)-amino-
phenylacetyl]amino][(45)-4-[[[[[(25.5R)-3,3-dimethyl-4,4,7-
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trioxo-4A¢-thia-1-azabicyclo[3.2.0]hept-2-yl]-carbonyljoxy|
methoxyJcarbonyl]-5,5-dimethylthiazolidin-2-yl]acetyl jamnq)
phenylacetyl]amino]-3,3-dimethyl-7-ox0-4-thia- 1 -azabicycly
[3.2.0]heptan-2-carboxylat (25,5R)-3,3-dimethy|-4.4,7-trioxo-4x
thia-1-azabicyclo[3.2.0]heptan-2-carboxylat (sultamicilin dimer)

Ethyl acetat

Khong dugce qua 2,0 %.

Phuong phép sic ky khi tiém pha hoi (Phy luc 5.2).
Dung dich thi: Hoa tan 0,200 g ché pham trong 7,0 mi héa
hop nuwoc - dimethylformamid (1 : 99).

Dung dich d6i chiéu: Hoa tan 0,200 g ethyl acetat (TT)
trong 240 ml hdn hop nwéce - dimethylformamid (1 : 99),
sau d6 pha loang thanh 250,0 ml véi cung dung méi. Pha
lodng 5,0 ml dung dich thu dugc thanh 7,0 ml véi hdn hgp
nudc - dimethylformamid (1 : 99).

Piy ngay cic lg bing nit cao su kin cé phu polytetra
fluoroethylen va kep nip nhém bao vé. Lic dé thu duge
dung dich dong nhat.

Diéu kién sdc ky:

Cot silica nung chay kich thudc (50 m x 0,32 mm) phu lop
pha tinh poly(dimethyl)siloxan day 1,8 pm hoéc 3,0 ym.
Khi mang: Heli ding cho sdc ky khi.

Detector ion héa ngon lira.

Vin tdc tuyén tinh: 35 cos.

Ti 1€ chia dong: 1 : §.

Diéu kién tiém pha hoi:

Nhiét 46 can bang: 105 °C.

Théi gian cin bang: 45 min.

Nhiét d6 duong din miu: 110 °C.

Thoi gian diéu ap: 30 s.

Chuong trinh nhiét do:

Thai gian Nhiét

(min) (°C)

0-6 70
Cot 6-16 70 — 220

16-18 220

Buong tiém 140

Detector 250

Thé tich tiém: 1 ml.
Thoi gian hru tuong ddi so véi dimethylformamid (thoi
gian luu khoang 14 min): Ethyl acetat khoang 0,7.

Kim loai ning

Khéng duge qua 20 phén tri¢u (Phu luc 9.4.8).

Dung dich thir: Hoa tan 2,0 g ché phim trong hén hep
methanol - acetonitril (40 : 60) va pha lodng thanh 20,0 m!
véi ciing hon hop dung méi. Lay 12 ml tién hanh thi theo
phuong phap 2. Ding dung dich chi mau 2 phén tri¢u Pb
dé chuén bj mAu dbi chiéu.

Dung dich chi mau 2 phén trigu Pb dugc pha tir dung dich
chi mdu 100 phan tri¢u Pb (TT) bang hdn hop methano! -
acetonitril (40 : 60).
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Nwde )
Tir 4,0 % dén 6,0 % (Phu lyc 10.3).
Ding 0,200 g ché pham.

Tro sulfat
Khong dugc qua 0,2 % (Phy luc 9.9, phuong phép 2).
Ding 1,0 g ché phim.

Dinh lugng

Phuong phap sic ky long (Phu luc 5.3).

Tién hanh nhu mé ta trong phan Tap chat lién quan véi
nhimg thay d6i sau:

Tién hanh sic ky véi dung dich thir va dung dich déi chiéu (1).
Tinh ham lugng phin trim coa sultamicilin tosilat trong
ché phim dyra vao dién tich pic thu dugc trén sic ky d6 cia
dung dich thir, dung dich d6i chiéu (1) va ham lugng cia
C3,H3sN,O,,S; trong sultamicilin tosilat chuin.

Bdo quén
Trong bao bi kin.

Loai thude
Thudc trc ché enzym beta-lactamase.

Ché phﬁm
Vién nén, nang, bot pha hdn djch.

TADALAFIL

Cy,HgN;0,4 P.t.l: 3894

Tadalafil 1a (6R,12aR)-6-(1,3-benzodioxol-5-yl)-2-methyl-
2,3,6,7,12,12a-hexahydropyrazino [1',2":1,6]-pyrido[3.4-b]
indol-1,4-dion, phai chira tir 97,5 % dén 1020 %
CyH gN;0,, tinh theo ché pham d lam khé.

Tinh chét

Bot tring hodc gin nhu tring. DE tan trong dimethyl
sulfoxid, khé tan trong methylen clorid, thuc té khong tan
trong nudc.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhom I: A, B.

Nhém 1I: A, C.

A. Phé hip thy hdng ngoai (Phu luc 4.2) ciia ché phim phai
phi hop véi phd hap thu hdng ngoai cua tadalafil chuén.

TADALAFIL

B. Trong phan Tap chit A, B va C, pic chinh trén sic ky
d6 cia dung dich thir phai c6 thoi gian luu twong img véi
thoi gian luu cua pic chinh trén sic ky db cua dung dich
ddi chiéu (1).

C. Géc quay cyc riéng (Phu luc 6.4): Tir+78,0° dén +84,0°,
tinh theo ché pham da 1am khé.

Hoa tan 0,250 g ché phim trong dimethyl sulfoxid (TT) va
pha lodng thanh 25,0 ml véi cung dung méi.

Tap chat A, B va C

Phuong phap sic ky long (Phu lyc 5.3).

Pha déng: Hexan - 2-propanol (50 : 50).

Dung méi pha mau: Acetonitril - hexan - 2-propanol (20
: 40 : 40).

Dung dich A: Hoa tan 27 g tetrabutylamoni hydroxyd (TT)
trong methanol (TT) va pha loang thanh 100,0 ml véi cing
dung moi.

Dung dich thir: Hoa tan 25,0 mg ché pham trong dung moi
pha mau va pha loang thanh 100,0 ml véi cung dung moi.
Dung dich doi chiéu (1): Hoa tan 25,0 mg tadalafil chuin
trong dung moi pha mau va pha loang thanh 100,0 ml véi
cung dung méi.

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing dung méi pha mau. Tiép tuc pha lodng
1,0 ml dung djch nay thanh 10,0 ml véi cing dung moéi.
Dung dich doi chiéu (3): Dé tao tap chét A, hoa tan 25 mg
ché phim trong 40 ml dung méi pha mAu, thém 1 ml dung
dich A, lic déu va dé yén trong 20 min, thém 1 ml acid
trifluoroacetic (TT) roi pha loang vira di dén 100,0 ml béng
dung méi pha miu.

Dung dich doi chiéu (4): Hat 1,0 ml dung dich thir va 1,0 ml
dung dich déi chiéu (3) pha loang thanh 50,0 ml bing dung
méi pha miu.

Diéu ki¢n sdc ky:

Cot kich thuée (25 cm x 4,6 mm) duge nhdi pha tinh la
dan xudt amylose cua silica gel dimg cho sdc ky tach dong
phdn déi quang (10 pm).

Nhiét d¢ ct: 30 °C.

Detector quang pho tir ngoai dit & budc séng 222 nm.
Téc d dong: 0,75 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky voi thoi gian gap 2,2 1an thoi gian hru
cua pic tadalafil.

Tién hanh sic ky dung djch d6i chiéu (4), dung djch dbi
chiéu (2) va dung dich thur.

Trén sic ky dd cua dung dich d6i chiéu (4), pic tap chat
A c6 thoi gian luu twong dbi bang khoang 0,8 so véi pic
chinh tadalafil (th&i gian luu khoang 11 min).

Kiém tra tinh phu hgp cua hé thong: Trén sic ky do cuia
dung dich dbi chiéu (4) 46 phan giai giira pic tadalafil va
pic tap chat A khéng nhé hon 2,0.

Gioi han:

Tap chat A: Dién tich pic tap chit A khong dugce 16n hon
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