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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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SIMETICON

90,5 % dén 99,0 % polydimethylsiloxan ([-(CH;),SiO-],)
va tir 4,0 % dén 7,0 % silic dioxyd.

Tinh chét

Chat 16ng sanh, mau xam, trong m&. Pha long tan trong
cloroform, ether va benzen, nhung silic dioxyd khéng tan
trong cac dung méi nay. Thuc té khong tan trong nudc va
trong ethanol 96 %.

Dinh tinh ,
Phé hap thu hong ngoai (Phu luc 4.2) ciia ché pham phai
phi hop véi phé hép thu hong ngoai clia simeticon chuén.

Kha niing pha bot

Dung dich tao bot: 1 g octoxynol-9 trong 100 ml nuwoc.
Dung dich thir: Chuyén 200 mg simeticon vao chai dung
tich 60 ml, thém 50 ml rert-butanol (TT), na"tp chat va lic
manh, 1am 4m nhe néu cin dé hoa tan.

Cdch tién hanh:

Phép thir phai dung binh thuy tinh sach, dung tich 250 ml.
Thém timg giot 500 pl mau thir vio binh dung tich 250 ml,
¢6 nip dudng kinh 50 mm, chira sin 100 ml dung dich
tao bot, ddy chat nip binh va kep thang dimg vao may lic
ngang, lic trong 10 s, véi goc lic 10°, tan sé 300 + 30 dao
dong/min va ban kinh dao dong khoang 13,3 cm + 0,4 cm
(khoang céch tir tim truc dén tm binh). Ghi lai thoi gian
can dé bot tan.

Thoi gian bot tan, tinh bing gidy, dugc tinh tir khi két thuc
qua trinh lic dén thoi diém xuat hién vi tri dau tién trén bé
mit cht 1ong khéng c¢6 bot nira.

Yéu cau: Théi gian pha bot khong duoc qué 15 s.

Mit khoi lrgng do siy

Cin 15,00 g ché phim vao mét coc c6 duong kinh 5,5 cm
+0,5 cm, cao 2,5 cm % 1 cm dé sdy, dé ngudi va can bi.
Sy & 200 °C trong 4 h, trong ti siy c6 tudn hoan khéng
khi. D& ngudi dén nhiét d6 phong trong binh hat 4m trudc
khi can. Khéi luong mat di khong qué 18,0 %.

Pinh lugng

Polydimethylsiloxan

Dung djch chudn géc: Dung dich chita 2 mg/ml polydi-
methylsiloxan chuan trong foluen (TT).

Dung dich chuan: Thém 25,0 ml dung dich chuén géc vao
binh dung tich 120 ml miéng tron, hep va c6 nip xody,
thém 50 ml dung dich acid hydrocloric (2 thé tich acid
hydrocloric (TT) pha lodng thanh 5 thé tich bing mudc),
doéng lo can than véi nip c6 1p 16t tro va lic ding 5 min
trong may lic co hoc véi tc 46 phu hgp (200 dao ddng/
min va bién 49 38 mm + 2 mm). Chuyén hdn hgp vao binh
gan 125 ml, 1y 5 ml 16p toluen phia trén vao éng dung tich
15 ml c6 ndp xody di c6 sin 0,5 g natri sulfat khan (TT).
Péng ong bing nip c6 16p 16t tro, lic manh va ly tim dén
khi hinh thanh l6p trong & phia trén.

Dung dich thir goc: Thém 50 mg ché phdm vao binh dung
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tich 120 ml miéng tron, hep va c6 nip xody, thém 25,0 ml

toluen (TT), lic tron dén khi phén tan hoan toan.

Dung dich thir: Dung toan bd dung dich thir gdc, tién hanh

xir Iy tiép nhu dung dich chuan tir doan “Thém 50 ml dung

dich acid hydrocloric...”

Dung dich mdu trdng: Thém 25 ml toluen (TT) vao binh

dung tich 120 ml miéng tron, hep va c6 nip xody, tién hanh

xir ly nhu dung dich chuén tir doan “Thém 50 ml dung dich

acid hydrocloric...”

Do do hép thy hdng ngoai cia cac dung dich trong cong

do 0,5 mm, & budc song hap thu cuc dai khoang 7,9 pum.

Tinh ham lugng phin trim polydimethylsiloxan

([-(CH;),Si0-1,) trong ché pham theo cong thirc sau:
(Ap/Ac) x (Co/Cy) x 100

Trong do:

Ay 12 d6 hip thu cua dung dich thir.

A 1 d6 hép thyu caa dung dich chuan.

Cc 1a nong do caa polydimethylsiloxan trong dung dich

chuén géc (mg/ml).

Cr 1a néng do cua simeticon trong dung dich thir gbe

(mg/ml).

Silic dioxyd
Dung dich chudn: Chuyén 3,00 g simeticon chuén vao lo
¢6 nap xody, thém 10,0 ml n-hexan (TT) va lic déu.
Dung dich thir. Chuyén 3,00 g ché phdm vao lo ¢6 nip
xody, thém 10,0 ml n-hexan (TT) va lic déu.
Dung dich dimeticon: Chuyén 3,00 g dimeticon c6 d nhét
500 centistockes (cSt) vao lo c6 nip xody, thém 10,0 ml
n-hexan (TT) va lic déu.
Dung dich mdu tring: n-hexan (TT).
Ghi phd hép thy hdng ngoai ciia cic dung dich trong céng
do 0,1 mm trong khoéng budc séng tir 7 um dén 9 pm.
Xac dinh cyc tiéu hap thu & budc séng khoang 8,2 pm trén
phd héng ngoai ciia dung dich dimeticon. Do d¢ hép thy
hf?ng ngoai cua cac dung dich & budc song hép thu cuc
tiéu.
Tinh ham lugng phan trim silic dioxyd trong ché pham
theo céng thirc sau:

(Ar—Ap) * (Ac—Ap) *C
Trong d6:
Ar1a d6 hép thu cia dung dich thu.
Ap 12 85 hap thy cua dung dich dimeticon.
Ac 12 d6 hip thu cua dung dich chuén.
C 12 phan tram silic dioxyd trong simeticon chudn.

Bio quan
Trong d6 dyng kin.

Loai thudc
Chéng day hoi.

Ché phim ‘
Vién nén, vién nhai, nang, hdn dich don thanh phan hoic
phoi hop.



