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THUOC TIEM PIRACETAM

La dung dich v khuan clia piracetam trong nuéc dé pha
thudc tiém.

Ché phim phai dép img cac yéu chu trong chuyén ludn
“Thudc tiém, thuc tiém truyén, thudc cdy” (Phy Iyc 1.19)
va céc yéu cau sau day:

Ham lwgng piracetam, C¢H,oN,O,, tir 95,0 % dén 105,0 %
so véi lugng ghi trén nhén.

Tinh chat
Dung dich trong, khéng mau.

Pinh tinh

A. Trong phan Dinh hrong, pic chinh trén sic ky db thu
dugc tir dung dich thir phai cé thoi glan Itu twong ung véi
thoi gian luu cua pic piracetam trén sic ky dd cua dung
dich chuén.

B. Liy mot thé tich ché phidm tuong tmg khoang 0,1 g
piracetam, thém 1 giot dung dich kali permanganat 5 %
(TT). Sau d6 thém 1 giot dung dich natri hydroxyd 10 %
(TT), tron déu, s& c6 mau tim chuyén sang xanh da trdi va
cudi cung 12 mau xanh 14 cay.

pH .
Tir 4,0 dén 7,0 (Phu luc 6.2).

Tap chit lién quan

Phuong phap sac ky long (Phu luc 5.3).

Pha dong va diéu kién sic ky thyc hién nhw mé ta & muc
Dinh lugng

Dung dich thir: Hoa loang mét thé tich ché phim véi pha
dong dé dugc dung dich c6 ndng dd piracetam khoing
0,5 mg trong 1 ml.

Dung dich déi chiéu: Hoa logng 1,0 ml dung dich thir
thanh 100,0 ml vé&i pha dong.

Cdch tién hanh:

Tién hanh sic ky véi dung dich déi chiéu, diéu chinh d6
nhay cua detector sao cho chiéu cao pic chinh bz"mg khoang
10 % cua thang do. Tién hanh sic ky v6i dung dich déi
chiéu va dung dich thir. Ghi lai sic ky d6 véi khoang thai
gian bang 3 lan thoi gian luu caa pic chinh,

Tong dién tich cua tit ca céc pic tap trén sic ky d6 thu dugc
tir dung dich thir khong dugc 16n hon dién tich cua pic chinh
thu dwoc trén séc ky d6 cua dung dich déi chiéu (1,0 %).

Ni djc t6 vi khudn (Phy luc 13.2)
Khoéng dugc qua 0,04 EU trong 1 mg piracetam.

Pinh lugng

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

Pha dgng: Methanol - nuoc (10 : 90).

Dung djch thir: Hoa lodng mét thé tich chinh x4c ché phﬁm
trong pha dong dé thu dugc dung dich c6 ndng 9 khoang
0,1 mg piracetam trong 1 ml.

PIROXICAM

Dung dich chudn: Cin chinh x4c khoang 100 mg piracetam
chuén vao binh djnh mirc 100 ml, thém 60 ml pha déng, lic
siéu 4m dé hoa tan, thém pha dong dén dinh mirc, lic d‘éu
Pha lodng 5,0 ml dung dich thu dugc thanh 50,0 ml bang
pha dong, lic déu.

Diéu kién sdc ky:

Cdt kich thuée (25 cm x 4,6 mm) duge nhdi pha tinh C
(5 pm).

Detector quang phé tir ngoai dit & bude séng 210 nm.
Téc 46 dong: 1,5 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Kiém tra tinh phti hop ctia hé théng séc ky: Tién hanh sic
ky voi dung dich chuin. Hiéu ning cua ct x4c dinh trén
pic puacetam khong dugc nhé hon 2000 dia ly thuyét. P
léch chuan tuong d6i cia dién tich pic piracetam tir 6 13n
tiém I3p lai dung dich chuén khong 16n hon 2,0 %.

Tién hanh sic ky 14n luot véi dung dich chué‘in va dung
dich thir.

Tinh ham luong puacetam CGHIONZOZ, trong ché pham dua
vio dién tich pic trén sic ky d4 cuia dung dich chuin, dung
dich thir va ham luong C¢H,(N,0, trong piracetam chuén.

Béo quin
Trong d6 dung kin, noi kh6 mat, tranh anh sang.

Loai thudc
Thudc hung tri (cai thién chuyén hoéa cua té bao than kinh).

Ham lugng thwdng ding
Ong tiém: 1 g/5 ml.

PIROXICAM
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C15H|3N304S P.t.l: 331,4

Piroxicam 1a 4-hydroxy-2-methyl-N-(pyridin-2-yl)-2H-
1,2-benzothiazin-3-carboxamid-1,1-dioxyd, phal chira tir
98,5 % dén 101,0 % C,sH;3N50,S, tinh theo ché pham da
lam khé.

Tinh chit

Bot két tinh da hinh mau tring hay nga vang. Thuc té
khong tan trong nudc, tan trong methylen clorid, khé tan
trong ethanol khan.

Dinh tinh
Phé hép thy hong ngoal (Phy lyc 4.2) cia ché phim phai
phit hop véi phé hip thu hdng ngoai cia piroxicam chuin.
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PIROXICAM

Néu pho héng ngoai & dang rén cia ché phim va piroxicam
chuén khéac nhau thi tién hanh hoa tan riéng biét ché pham
va chudn trong thé tich t6i thiéu ctua methylen clorid (TT),
bdc hoi dén kho trén cach thiy va ghi lai phé hdng ngoai
ciia cac cin mdi thu duge.

Tap chét lién quan

Phuong phép sic ky 1ong (Phu luc 5.3). Chudn bj céc dung
dich ngay trudc khi dung.

Pha dgng: Acetonitril (TT)) - dung dich kali dihydro-
phosphat 0,681 % da duoc diéu chinh dén pH 3,0 bang
acid phosphoric (30 : 70).

Dung dich thir: Hoa tan 75 mg ché phim trong acetonitril
(TT,), 1am 4m nhe néu can, va pha lodng thanh 50,0 ml véi
cung dung mdi.

Dung dich déi chiéu (1): Hoa tan 7 mg piroxicam chuin
ding dé kiém tra tinh phd hop ciia hé thng (chia cac tap
chit A, B, D, G va J) trong acetonitril (TT,) va pha lodng
thanh 5,0 ml véi ciing dung méi.

Dung dich déi chiéu (2): Pha lodng 1,0 ml dung dich thi
thanh 10,0 ml bing acetonitril (TT,). Pha loing 1,0 ml
dung dich thu dwge thanh 50,0 ml bing acetonitril (TT)).
Diéu kién sdc ky:

Cét kich thudce (25 cm x 4,6 mm) duge nhdi pha tinh base-
deactivated end-capped octadecyisilyl silica gel dung cho
sdc ky (5 pm).

Nhiét d¢ cét: 50 °C.

Detector quang phd tir ngoai dit & budc séng 230 nm.
Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Tién hanh séc ky voi thoi gian gap 5 14n thoi gian luu cua
piroxicam.

Sir dung sic ky db cung cip kém theo piroxicam chuin
dung dé kiém tra tinh phi hop cia hé théng va sic ky dd
cua dung dich dbi chiéu (1) d xac dinh pic cla tap chit A,
B,D,Gval.

Thoi gian Iuu twong ddi so véi piroxicam (thdi gian luu
khoang 16 min): Tap chit A khoang 0,1; tap chit D khoang
0,6; tap chit G khoang 0,7; tap chét B khoang 0,8; tap chét
J khoang 1,8.

Kiém tra tinh phit hop ciia hé théng Trén séc ky ) ciia
Gva plC cla tap chat B it nhat 1 1,5.

Gioi han:

Pé tinh ham lugng nhan dién tich pic cia tap chit A voi hé
sd hiéu chinh 1 0,6.

Tap chét A, B, D, G, J: V6i méi tap chat, dién tich pic
d3 hiéu chinh, néu cin, khéng dugc 16n hon dién tich pic
chinh thu dugc trén sic ky dd cia dung dich di chiéu (2)
(0,2 %).

Tap don khic: Véi mdi tap chat, dién tich pic khong dugc
16m hom 0,5 14n dién tich pic chinh trén sic ky db cua dung
dich déi chiéu (2) (0,10 %).
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Téng dién tich pic cua tit ca cic tap chat khong dugc I6n
hon 2 l4n dién tich pic chinh thu dugc trén sic ky dd cua
dung dich dbi chiéu (2) (0,4 %).

B qua nhirg pic ¢6 dién tich nho hon hodc bing 0,25 lén
dién tich pic chinh thu dugc trén sic ky do cua dung dich
dbi chiéu (2) (0,05 %).

Ghi chu:

Tap chét A: Pyridin-2-amin.

Tap chét B: 4-hydroxy-N-(pyridin-2-yl)-2H-1,2-benzothiazin-3-
carboxamid 1,1-dioxid.

Tap chéit C: 4-hydroxy-2-methyl-2H-1,2-benzothiazin-3-carboxamid
1,1-dioxid.

Tap chat D: Methyl (1,1-dioxido-3-0xo-1,2-benzisothiazol-2(3H)-
yl) acetat.

Tap chat E: Ethyl (1,1-dioxido-3-0x0-1,2-benzisothiazol-2(3H)-
ylacetat.

TapchétF: 1-methylethyl (1,1-dioxido-3-oxo-1,2-benzisothiazol-
2(3H)-yl)acetat.

Tap chit G: Methyl 4-hydroxy-2H-1,2-benzothiazin-3-carboxylat
1,1-dioxid.

Tap chat H: Ethyl 4-hydroxy-2H- 1,2-benzothiazin-3-carboxylat
1,1-dioxid.

Tap chit I: 1-methylethyl 4-hydroxy-2H-1,2-benzothiazin-3-
carboxylat 1,1-dioxid.

Tap chat J: Methyl 4-hydroxy-2-methyl-2H-1,2-benzothiazin-3-
carboxylat 1,1-dioxid.

Tap chét K: Ethyl 4-hydroxy-2-methyl-2/-1,2-benzothiazin-3-
carboxylat 1,1-dioxid.

Tap cht L: 1-methylethyl 4-hydroxy-2-methyl-2H-1,2-benzothiazin
-3-carboxylat 1,1- dioxid.

Kim loai niing

Khéng duge qua 20 phén tridu (Phu luc 9.4.8).

L4y 1,0 g ché pham thir theo phuong phép 3. Ding 2 ml
dung dich chi mdu 10 phan triéu Pb (TT) dé chuén bi mAu
dbi chiéu.

Mit khoi lrgng do 1am khd

Khéng dugc qua 0,5 % (Phu luc 9.6).

(1,000 g; trong chan khong; 105 °C; 4 h).

Tro sulfat
Khéng dugce qgé 0,1 % (Phu luc 9.9, phuong phap 2).
Ding 1,0 g ché pham.

Pinh lwgng

Hoa tan 0,250 g ché pham trong 60 ml hdn hgp dong thé
tich caa anhydrid acetic (TT) va acid acetic khan (TT).
Chuin d6 bang dung djch acid percloric 0,1 N (CD). Xac
dinh didm két thic bang phwong phap chuén d6 do dién
thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) twong dwong véi
33,14 mg C,sH,3N;0,S.

Bido quin
Trong bao bi kin, tréanh anh sang.
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Loai thude
Uc ché cyclo-oxygenase (COX), giam dau, chéng viém.

Ché phim '
Vién nén, nang, thudc tiém, thudc dan.

NANG PIROXICAM

La nang cimng chira piroxicam.
Ché phdm phai ddp Umg cic yéu ciu trong chuyén ludn
“Thudc nang” (Phu luc 1.13) va cic yéu cdu sau day:

Ham lwgng piroxicam, CsH;;N;0,S, tir 92,5 % dén
107,5 % so v6i lugng ghi trén nhan.

DPinh tinh

A. Trong phin Tap chit lién quan, vét thu dugc trén sic ky
d6 cia dung dich thir (2) phai c6 vi tri va mau sic trong
img v6i vét thu duoc trén sic ky dd cua dung dich dbi
chiéu (1).

B. Trong phén Pinh hrong, thdi gian lru ciia pic chinh trén
sic ky d6 ciia dung dich thir phai twong img véi thoi gian huu
clia pic piroxicam thu duoc tir sic ky d6 ciia dung dich chuin.

D¢ hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gio quay.

Méi truomg hoa tan: 900 ml dung dich acid hydrocloric
0,1 M (TT).

Toc dé quay: 100 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dich thir: Liy mot phﬁn dung dich méi truong sau
khi hoa tan, loc, bo dich loc d4u. Pha lodng dich loc véi
dung dich acid hydrocloric 0,1 M (TT) (néu cin) dé dugc
dung dich c6 ndng d6 khoang 10 pg/ml.

Dung dich chudn: Can chinh x4c khoang 10 mg piroxicam
chuén cho vao binh dinh mitc 100 ml, thém 20 ml methanol
(TT) dé hoa tan, pha loang bang nude cdt dén vach, lic déu.
Lay chinh x4c 10 ml dung dich nay cho vao binh dinh mirc
100 ml khac, pha logng bang dung dich acid hydrocloric
0,1 M (TT) dén vach, l4c déu.

Do d hip thu 4nh sing ciia dung dich thir va chuén &
buéc song 242 nm (Phu lyuc 4.1), cbc do day 1 cm. Ding
dung djch acid hydrocloric 0,1 M (TT) 1am miu tring.
Tinh lugng piroxicam hoa tan trong méi vién dya vao d¢
hap thu cia dung dich chuén, dung dich thir va him lugng
CsH,3N;0,S trong piroxicam chuén. C6 thé lay A (1 %,
1 cm) & budc séng 242 nm la 352 dé tinh ham lugng chét
gidi phong dugc.

Yéu cqu: Khéng it hon 70 % (Q) piroxicam, C,sH;3;N;0,S,
$0 voi lugng ghi trén nhdn dugc hoa tan trong 45 min.
Ghi chii: Néu vé nang anh hudng dén két qua phan tich,
ldy hét bot thubc trong 6 nang va hoa tan vo nang rong
trong thé tich méi trudng hoa tan di quy dinh. Tién hanh

NANG PIROXICAM

thir nhu trén va tinh hé sé hiéu chinh. Hé sé hiéu chinh
khong dugc 16m hon 25 % ham lugng ghi trén nhén.

2-Pyridylamin

Phuong phép sic ky 16p mong (Phu lyc 5.4).

Ban mong: Silica gel GFys,.

Dung méi khai trién: Diethylamin - dicloromethan (1 : 8).
Dung dich thir: Can mot lugng bot thudc trong nang tuong
g vGi 80 mg piroxicam, lic ky véi 25 ml dicloromethan
(TT), loc va lam bay hoi dich lgc tdi khd b?mg may cit
quay. Hoa tan cin trong 2 ml dicloromethan (TT).

Dung dich ddi chiéu: Dung dich 2-pyridylamin 0,010 %
trong dicloromethan (TT).

Cdch tién hanh: Cham riéng biét 1én ban méng 20 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
khodng 15 cm. Liy ban mong ra dé khé ngoai khong khi.
Quan sat dudi anh sang tr ngoai & budce séng 254 nm. Trén
sic ky dd thu dugc cia dung dich thir, bat ky vét nao tuong
ung véi 2-pyridylamin phai khéng dugc ¢6 mau dam hon
vét c6 dugc trén sic ky d6 cia dung dich dbi chiéu (0,25 %).

Tap chét lién quan

Phuong phép sic ky 16p méng (Phu luc 5.4).

Ban mong: Silica gel GF;sy.

Dung méi khai trién: Toluen - acid acetic (90 : 10).

Dung dich thir (1): Hoa tan mdt lwong bot thude trong nang
tuong ng véi 80 mg piroxicam trong 25 ml dicloromethan
(TT), loc va 1am bay hoi dich loc t6i khd bing méy cit
quay. Hoa tan cin trong 2 ml dicloromethan (TT).

Dung dich thir (2): Pha lodng 1 ml dung dich thir (1) thanh
20 ml véi dicloromethan (TT).

Dung dich ddi chiéu (1): Dung dich piroxicam chuin 0,20 %
trong dicloromethan (TT).

Dung dich déi chiéu (2): Pha loang 2 ml dung dich thir (2)
thanh 50 ml véi dicloromethan (TT).

Cdch tién hanh: Chim riéng biét 1én ban mong 7,5 pl mdi
dung dich trén. Sau khi trién khai sic ky, ldy ban méng ra
dé kho & nhiét 46 phong. Quan sat dudi 4nh sdng tir ngoai &
budce séng 254 nm. Bét ky vét nao ngoai vét chinh trén séc
ky db cia dung dich thir (1) phai khong dwgc c6 mau dam
hon vét thu dugc trén sic ky d6 ctia dung dich déi chiéu (2)
(0,2 %). Bo qua vét nam trén dudng xuat phat.

Pinh lugng

Phwong phdp séc ky long (Phu luc 5.3).

Pha dong: Methanol - dung dich dém (60 : 40).

Dung dich dém: Trn dung dich (1) chira 5,35 g dinatri
hydrophosphat (TT) trong 100 ml nwdc vao dung dich (2)
chira 7,72 g acid citric (TT) trong 400 ml nuwdc, sau d6 pha
lodng bing nude thanh 1000 ml.

Dung djch thir: Céan 20 nang, tinh khdi lwgng trung binh
cia bt thubc trong nang, nghién thanh bdt min. Can
chinh xac mot lugng bot thudc turong (g khoang 10 mg
piroxicam vao binh dinh mirc 200 ml, thém 150 ml dung
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