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VIEN NEN SILDENAFIL

Gidi han:

Tap chét A: Khong dugc qua 0,3 %.

Céc tap chit chua xac dinh khac: V6i méi tap chit, khong
dugc qua 0,10 %.

Tong céc tap chét chua xac dinh: Khong duge qua 0,3 %.
Téng tat ca cac tap chat: Khong duoc qua 0,5 %.

Bo qua cac tap chét c6 ham luong bﬁng hodc dudi 0,05 %.
Ghi chu:

Tap chat A: 5-[2-Ethoxy-5-[(4-methylpiperazin-1-yl)sulfonyl]
phenyl]-1-methyl-3-(2-methylpropyl)-1,6-dihydro-7H-
pyrazolo[4,3-d]pyrimidin-7-on.

Nuéc
Khéng duoc qua 2,5 % (Phu luc 10.3, phuong phép 1).
Diing 0,200 g ché phim.

Tro sulfat
Khéng dugc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Diing 0,5 g ché phim.

Dinh hrong

Phuong phép sic ky long (Phu luc 5.3).

Dung dich dém, pha déng va diéu kién sic ky nhu mo ta &
phén Tap chit lién quan.

Dung dich thir. Dung dich chira 0,028 mg/ml ché phim
trong pha dong.

Dung dich chudn: Dung dich chira 0,028 mg/ml sildenafil
citrat chun trong pha dong.

Cach tién hanh:

Kiém tra tinh phi hop cua hé théng: Trén sic ky db cua
dung dich chuén, hé sb d6i ximg cua pic sildenafil khong
16m hon 1,5; @6 léch chudn tuong dbi cua dién tich pic thu
dugc tir 6 lan tiém lap lai khong 16n hon 0,85 %.

Tinh ham lrgng phin trim cua sildenafil citrat,
CyH;30Ng0,4S.C¢HO5, trong ché phdm dya vao dién tich
pic sildenafil thu dugc trén sic ky @b cia dung dich th,
dung dich chuin va hiam lugng C,,H;oN¢O,S.C4H;0 trong
sildenafil citrat chuan.

Bio quin
Trong 46 dung kin, & nhiét 46 phong.

Loai thube

Thuoc ¢ ché men phosphodiesterase typ 5 v6i tic dung
gidn mach; diéu tri roi loan cuong duong.

Ché phim

Vién nén.

VIEN NEN SILDENAFIL
La vién nén chira sildenafil citrat. Ché pham phai dap (mg

céc yéu cdu trong chuyén ludn “Thudc vién nén” (Phy luc
1.20) va cac yéu cau sau déy:
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Ham lwong sildenafil, C,,H;oN,O,S, tir 95,0 % dén
105,0 % so véi lugng ghi trén nhén.

Dinh tinh

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

Badn mong: Silica gel F,y,.

Dung méi khai trién: Methanol - ethyl acetat (4 : 8).
Dung dich thir: Lic mot lugng bdt vién twong (mg véi
khoang 25 mg sildenafil véi 10 ml methanol (TT) va loc.
Dung dich déi chiéu (1): Dung dich chtra 0,35 % sildenafil
citrat chuén trong methanol (TT).

Dung dich déi chiéu (2): Tron déu | ml dung dich thir va
1 ml dung dich di chiéu (1).

Cdch tién hanh: Chdm riéng biét 1én ban mong 10 pl mbi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
8 cm. Lam khé ban mong dudi ludng khong khi 4m va
quan sat dudi anh sdng tir ngoai ¢ budc séng 254 nm.

Vét chinh trén sic ky d6 cua dung dich thir phai giéng véi
vét chinh trén sic ky dé cua dung dich dbi chiéu (1) vé
vi tri va mau sic. Phép thir chi c6 gia tri khi sic ky d6 cua
dung dich d6i chiéu (2) cho 1 vét c6 ciing Ryva mau sic
v6i dung dich d6i chiéu (1).

B. Trong phén Pinh lugng, thoi gian luu cta pic chinh trén
sdc ky do cua dung dich thir phai twong Umg véi thdi gian
luru ciia pic chinh trén sic ky @6 cta dung dich chuén.

Do hoa tan (Phy luc 11.4)

Thiét bi: Kiéu gi6 quay.

Moi truong hoa tan: 900 ml dung dich acid hydrocloric
0,01 M (TT).

Téc d6 quay: 100 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dich thir: Sau thdi gian hoa tan quy dinh, liy mot
phén dich hoa tan, loc. Pha lodng dich loc thu duge véi
méi truong hoa tan dé thu dugc dung dich c6 nong do
0,0027 % sildenafil.

Dung dich chudn: Dung dich chita 0,0038 % sildenafil
citrat chuén trong méi truémg hoa tan.

Po d6 hip thu (Phu luc 4.1) cua cic dung dich thu dugc &
budc séng cuc dai khoang 290 nm, céc do day 1 cm, miu
tring 13 moi trudng hoa tan.

Tinh lugng sildenafil, C,,H;,NgO,S, da hoa tan dya vao
d6 hép thu cua dung dich thir, dung dich chuin va ham
lugng C,H3sN¢O;, S trong sildenafil citrat chuén.

1 mg CypHigNgO;;S tuong duong véi 0,7118 mg
CoHoNsOsS.

Yéu cau: Khéng it hon 75 % (Q) lugng sildenafil,
CyH3NgO,S, so vai lugng ghi trén nhdn dwoc hoa tan
trong 45 min.

Tap chit lién quan
Phuong phép sic ky long (Phuy luc 5.3).
Dung dijch dém: Pha loang 7 ml triethylamin (TT) trong
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mede thanh 1000 ml. Khudy déu va diéu chinh dén pH 3,0
bing acid phosphoric (TT).

Pha dong: Dung dich dém - methanol - acetonitril (58 :
25:17).

Dung méi pha mau: Acetonitril - nieée (90 : 10).

Dung dich thir géc: Chuyén 5 vién nén vao binh dinh muc
dung tich 250 ml, thém 25 ml dung méi pha miu va siéu
am cho ra hoan toan. Thém pha dong dén vach, siéu am
néu can. Ly tim va thu ldy I6p trong phia trén.

Dung dich thir: Pha lodng dung dich thir géc bing pha
dong dé thu dugc dung dich chira 0,5 mg/ml sildenafil.
Dung dich déi chiéu: Dung dich chia 1,4 pg/ml sildenafil
citrat chuan trong pha déng.

Dung dich thir dé nhay: Pha lodng dung dich di chiéu
bing pha dong dé thu dugc dung dich chira 0,35 pg/ml
sildenafil citrat.

Dung dich phdn giai: Hoa tan 70 mg sildenafil citrat
chuén trong 1 ml hdn hop gbm dung dich hydrogen
peroxyd 100 tt - acid formic khan (2 : 1). Dé yén 10 min
dé tao sildenafil N-oxid, va pha loang thanh 250 ml bing
pha déng.

Diéu kién sdc ky:

Cot kich thude (15 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm).

Nhiét d6 cot: 30 °C.

Detector quang phd tir ngoai dit & budc séng 290 nm.
Téc do dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky vai thoi gian bing 3 14n thoi gian luwu cia
sildenafil.

Théi gian luu tuong déi so véi sildenafil cua sildenafil
N-oxid 1a 1,2.

Kiém tra tinh phi hop cia hé théng: Trén sic ky dd cia
dung dich dbi chiéu, hé sé dbi xung cua pic sildenafil
khéng 16m hon 1,3; d6 1éch chuin twong ddi cua dién tich
pic sildenafil thu dugc tir 6 l4n tiém lip lai khéng 16n hon
3,0 %. Trén sic ky db cta dung dich thir 4§ nhay, ty sé tin
hiéu trén nhiéu ddi véi pic sildenafil khong nhé hon 10.
Trén sic ky db cua dung dich phan giai, 46 phan giai giita
pic sildenafil va pic sildenafil N-oxid khéng nho hon 2,5.
Tinh ham lugng phan tram ciia mdi tap chét trong ché
pham, néu c6, dyra vio dién tich pic tap chat trén sic ky db
cia dung dich thir, dién tich pic sildenafil trén sic ky db
ctia dung dich dbi chiéu va ndng dd sildenafil citrat trong
dung dich d6i chiéu.

I mg CyH3N¢O,,S tuong duong véi 0,7118 mg
C1H3oN6O,S.

Gidi han:

Sildenafil N-oxid: Khong dugc qua 0,20 %.

Tap don khac: V6i méi tap chét, khéng dugc qué 0,20 %.
Téng tit ca cac tap chat: Khong dugc qué 0,50 %.

Bé qua cic tap chit c6 ham lugng bing hoic dugi 0,05 %.

SIMETICON

Ghi chu:

Sildenafil N-oxid: 1-{[3-(6,7-dihydro-1-methyl-7-oxo0-3-propyl-
1 H-pyrazolo[4,3-d]pyrimidin-5-yl)-4-ethoxyphenyl]sulfonyl} -
4-methylpiperazin N—oxid.

Pinh lrgng

Phuong phap sic ky long (Phy luc 5.3).

Dung mbi pha mau, dung dich phan gidi va diéu kién sic
ky nhu mé ta & phan Tap chat lién quan.

Dung dich thir: Chuyén 10 vién nén vao binh dinh mirc
dung tich 500 ml, thém 50 ml dung méi pha mau va siéu
4m cho rd hoan toan. Thém pha dong dén vach, siéu am
néu can. Ly tdm va thu ldy 16p dich trong phia trén. Pha
lodng dich trong thu dugc biang pha dgng dé thu duoc dung
dich ¢ ndng do sildenafil khoang 0,002 %.

Dung dich chudn: Dung dich chira 0,0028 % sildenafil
citrat chuin trong pha déng.

Kiém tra tinh phit hop cua hé théng: Trén sic ky dé cia
dung dich chuan, hé s6 d6i ximg cua pic sildenafil khéng
16m hon 1,3; 49 léch chudn twong dbi cua dién tich pic
sildenafil thu dugc tir 6 lan tiém 1ap lai khong 16m hon
3,0 %. Trén sic ky d6 cia dung dich phan giai, do phin
giai giira pic sildenafil va pic sildenafil N-oxid khong nho
hon 2,5.

Tinh ham lugng phan trdm cua sildenafil, C»,H3,Ng0,4S,
trong ché phim dya vio dién tich pic sildenafil thu duoc
trén sic ky d6 cua dung dich thir, dung dich chuén va ham
lrong ciia CpsH1gNgOy, S trong sildenafil citrat chuén.

1 mg CysH3sNgO(; S tuong dU'UDg vai 0,7118 mg
CyH3NO,S.

Bio quén .
Trong d6 dung kin, ¢ nhiét d phong c6 di€u nhiét.

Loai thude
Thudc e ché men phosphodiesterase typ 5 véi tic dung
gidn mach; diéu tri roi loan cuong duong.

Ham lwgng thwdong diing
50 mg; 100 mg.

SIMETICON

HiC. CHiz| HaC CHj
\ / ;
Si + xSiO,
HiC o CH;,
n

20<n<400

Simeticon 13 hén hop a-trimethylsilyl-o-methylpoly
[oxy(dimethylsilanediyl)] va silic dioxyd hay mét cach
ddy du hom, simeticon 12 hdn hop cic siloxan polymer
mach thing dugc methyl héa hoan toan c6 chita cic don
vi [-(CH;),Si0-],, v6i cac dhu mach dugc c6 dinh bdi nhém
trimethylsiloxy [-(CH,);SiO-] va silic dioxyd, phai chira tir
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