TIEU CHUAN CO SO

Nhom R
CONG TY CO PHAN VIEN NEN BAO PHIM SOTC: 4D
. y Co6 hiéu lyc tir ngay ky
DUQC PHUC VINH | PHAZANDOL Cam ciim
1. YEU CAUKY THUAT
1.1. Cong thire cho 1 vién nén bao phim:

STT Thanh phan Ham lwong
1 Paracetamol 500,00 mg
2 Cafein 25,00 mg

: 3 Phenylephrin HCI 5,00 mg
4 Tinh bdt ngd
5 Pregelatinised Starch
) 6 Povidon K30
7 Natri laurylsulfat
8 Stearic acid
9 Bot talc
10 | Microcrystalline cellulose 101 © Vwadua 1 vién
11 | Hypromellose 606
12 | Macrogol 400
13 | Titanium dioxide
14 | Tartrazin lake
15 | Sunset yellow lake
16 | Erythrosin lake
1.2. Yéu ciu nguyén phu liéu:

STT Thanh phan Pat tiéu chuin
1 Paracetamol | BP 2020
2 Cafein BP 2020
3 Phenylephrin HCI USP 44
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4 Tinh bt ngd DDbVN V
5 Pregelatinised Starch BP 2020
6 Povidon K30 DBVN V
7 Natri laurylsulfat BP 2020
8 Stearic acid BP 2020
9 Bot talc DBbVN V
10 | Microcrystalline cellulose 101 BP 2020
11 | Hypromellose 606 BP 2020
12| Macrogol 400 BP 2020
13 | Titanium dioxide DDbVN YV

Dat QCVN 4-10:2010/BYT — phu luc 10
va quy dinh chung ddi véi cac loai chét
14 | Tartrazin lake
mau nhom “Aluminium lakes of colouring

matters”

bat QCVN 4-10:2010/BYT — phu luc 10

I

va quy dinh chung d6i véi cic loai cht
15 | Sunset yellow lake o _
mau nhom “Aluminium lakes of colouring

matters”

Dat QCVN 4-10:2010/BYT — phu luc 10
va quy dinh chung ddi véi cac loai chat
16 | Erythrosin lake
mau nhom “Aluminium lakes of colouring

matters”

1.3. Chit lwgng thanh ph?im
1.3.1.  Tinh chét: Vién nén bao phim dai mau cam canh va thanh vién lanh lan.

1.3.2. D¢ dong déu khoi lwong: Khéi luong trung binh vién + 5,0 %

1.3.3. Dinh tinh: Phai thé hién phép thtr dinh tinh cta paracetamol, cafein va
phenylephrin HCI.
1.3.4. D¢ hoa tan:
- Khong duogc it hon 75 % lugng paracetamol va cafein
- Khong duoc it hon 75 % lugng phenylephrin HCI

so voi lugng ghi trén nhan dugc hoa tan trong 45 phut.
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Dinh lugng:

Ché phém phai chira Paracetamol :90,0 % - 110,0 %
Ché pham phai chira Cafein : 90,0 % - 110,0 %

Ché pham phai chira Phenylephrin HCI : 90,0 % - 110,0 %

so vo1 ham luong ghi trén nhan.

Do d(ﬁ‘ng déu ham luwong cua phenylephrin HCI:

MBJi vién phai chua tir 85 % dén 115 % luong phenylephrin HCI so véi ham
luong trung binh

Tap 4-aminophenol: Khong duge qua 0,1 %

2. PHUONG PHAP THU
Tinh chit: Bing cam quan, ché phim phai dat cac yéu cdu di néu
Do dong déu khéi lwong: Thir theo DDVN V, phu luc 11.3
Dinh tinh:
Trén sic ky do & phan dinh luong, dung dich thir cho 3 pic c6 thoi gian luu
tuong trng vo61 thoi gian luu cua pic paracetamol, cafein va phenylephrin HCI
trén sic ky do cua cac dung dich chuan tuong tng.
Thtr tu rtra gidi ctia cac pic la phenylephrin HCI, paracetamol va cafein.
D6 hoa tan
Diéu kién hoa tan

Thiét bi canh khudy

Tdc do quay 50 vong/phit

Thot gian: 45 phuat

Mai truong hoa tan: 900 ml dung dich dém pH = 5,8 ¢ 37°C.

Dung dich dém pH=5,8: Hoa tan 1,19 g dinatri hydrophosphat dihydrat (TT)
va 8.25 g kali dihydro phosphat (TT) trong nuréec vira di 1000 ml.

Diéu kién sdc ky va cdch tién hanh giong nhir phan dinh liwong:

Cot RP 18 (250 x 4,6mm; Sum)

Detecter UV: 215 nm va 270 nm

Tbc do dong: 0,8 ml/phut
Thé tich tiém: 20 pl
Nhiét do cot: 40°C.
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2.4.3.

Pha dong: Acetonitril : dém phosphat pH 3,0 (10 : 90)- thay ddi ty 1¢ pha dong
néu can. Loc qua mang loc 0,45um va dudi khi.

Dung dich dém phosphat pH 3,0: Pha loang 1 ml triethylamin (TT) thanh 1000
ml v6i nude cdt, tron déu. Didu chinh dén pH 3,0 bang dung dich acid
phosphoric 10 %.

Tién hanh:

Dung méi pha lodng: moi truong hoa tan dung dich dém pH = 5,8

Dung dich chudn géc cafein: Can chinh x4c khodng 25 mg chuan cafein vao
binh dinh mar¢c 100 ml. Hoa tan va lam vira du v4i pha dong.

Dung dich chudn géc phenylephrin HCI: Can chinh x4c khoang 25 mg chuin
phenylephrin HCI vao binh dinh mrc 100 ml. Hoa tan va lam vira da véi pha
dong.

Dung dich chudn do hoa tan: Cén chinh x4c khoing 50 mg chuan
paracetamol vao binh dinh mtrc 100 ml, thém 10 ml chuan géc cafein va 2 ml
chudn gbc phenylephrin HCI. Hoa tan va lam vira du véi dung dich dém pH =
5.8.

Dung dich thir: Sau thoi gian 45 phut, 1y dich loc loc qua gidy loc, bo 10 ml
dich loc dau. Loc qua giéy loc, bo dich loc dau. Loc qua mang loc 0,45 pm.
Kiém tra kha nang thich hop cta hé thdng sic ky ddi v6i dung dich chuin do
hoa tan: do léch chuan twong ddi cta dién tich pic mdi hoat chét trong 6 lan
tiém lap lai khong dugce qua 2,0 %.

Tiém riéng biét dung dich chun, thir vao hé thong sac ky. Ghi lai sic ky do.
Dua vao dién tich pic twong mg véi timg hoat chét trén sic ky do thu duoc
cua dung dich thtr va dung dich chuin do hoa tan, thé tich pha mau chuin va
tht, ham lugng chit chudn, tinh ham lugng (%) tirng hoat chit da hoa tan, so
voi ham lugng ghi trén nhan.

Tinh ham luong (%) cua Paracetamol va Cafein da hoa tan so véi lugng ghi
trén nhan theo dién tich pic Paracetamol va Cafein dap Gng v6i bude song 270
nm tuong ung trén sic ky do thu duge ctia dung dich thtr va dung dich chuan
do hoa tan, thé tich pha mau chuén va thtr, ham lugng chit chuén.

Tinh ham lugng (%) ctia Phenylephrine HCI dﬁ hoa tan so v6i lugng ghi trén

nhan theo dién tich pic Phenylephrine HCI dap trng véi bude song 215 nm

Trang4/ 8



Ja

r 5
2.5.1.

ikl

trén sic ky dd thu duoc cta dung dich tht va dung dich chuin d6 hoa tan, thé
tich pha mau chuén va thir, ham lugng chit chuéan.

Pinh lwgng: Theo phuong phap HPLC

Diéu kién séc ky:

Cot RP 18 (250 x 4,6mm; Sum)

Detecter UV: 215 nm va 270 nm

Tbe do dong: 0,8 ml/phit

Thé tich tiém: 20 pl

Nhiét do cot: 40°C.

Pha dong: Acetonitril : dém phosphat pH 3,0 (10:90). Loc qua mang loc 0,45
um va dudi khi.

Dung dich dém phosphat pH 3,0: Pha loang 1 ml #riethylamin (TT) thanh
1000ml véi nude cat, tron déu. Diéu chinh dén pH 3,0 bang dung dich acid
phosphoric 10 %.

Dung dich chudn goc cafein: (2.4.3)

Dung dich chudn goc phenylephrin HCI: (2.4.3)

Dung dich chudn dinh lwong: Can chinh xac khoang 50 mg chuin
paracetamol vao binh dinh mire 100 ml, thém 10 ml chuan gdc cafein va 2 ml
chuédn gdc phenylephrin HCI. Hoa tan va lam vira da v6i pha dong.

Dung dich thir (dinh lwong): Lay 20 vién, loai bo 16p vo bao phim, x4c dinh
khéi lugng trung binh vién, nghién thanh bot min. Can chinh xac mdt luong
bot vién dd nghién min tuwong Gmg véi 1 vién vao binh dinh mtc dung tich
100ml. Thém 70 ml pha dong, lic siéu 4m 15 phut, pha loing bang pha dong
vira di dén vach, tron déu. Loc qua giéy loc, bo dich loc dau. Hat 10 ml dich
loc vao binh dinh mirc 100 ml va pha lodng vira di dén vach véi pha dong,
tron déu. Loc qua mang loc 0,45 pm.

Kiém tra kha ning thich hop cta hé théng sic ky ddi voi dug dich chuén: do
léch chuén tuong dbi cua dién tich pic mdi hoat chét trong 6 lan tiém lap lai
khong dugc qua 2,0%.

Tiém riéng biét dung dich chuén, thir vao hé théng sdc ky. Ghi lai sic ky dd.

Két qua:
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2.6.

2.6.1.

2.6.2.

Tinh ham lugng paracetamol, cafein, phenylephrin HCI trong vién dua vao
dién tich pie, do pha lodng, luong can ctia dung dich thir va dung dich chuan,
ham lugng chat chuan.

Tinh ham luong (%) cta Paracetamol va Cafein trong vién so véi lugng ghi
trén nhan theo di¢n tich pic Paracetamol va Cafein dap trng véi bude song 270
nm tuong ung trén sic ky dd thu duge cta dung dich thir va dung dich chun,
do pha loang, luong cén cua dung dich chudn va thir, ham luong chat chuan.
Tinh ham lugng (%) cta Phenylephrine HCI trong vién so véi lugng ghi trén
nhan theo dién tich pic Phenylephrine HCI dép trng v6i bude séng 215 nm
trén sic ky d6 thu duoc cua dung dich thir va dung dich chudn, do pha loang,
lugng can cua dung dich chuan va thir, ham luong chit chuan.

Do dong déu ham lwong:

Thtr theo DBDVN V, phu luc 11.2.

Theo phuong phap HPLC

Diéu kién sdc ky:

COot RP 18 (250 x 4,6mm; Spum)

Detecter UV: 215 nm

Tbc do dong: 0,8 ml/phut

Thé tich tiém: 20 pl

Nhiét do cot: 40°C.

Pha dong: Acetonitril : dém phosphat pH 3,0 (10:90). Loc qua mang loc
0,45um va dudi khi.

Dung dich dém phosphat pH 3,0: Pha lodng 1 ml triethylamin (TT) thanh
1000ml véi nude cat, tron déu. Pidu chinh dén pH 3.0 bing dung dich acid
phosphoric 10%.

Tien hanh:

Dung dich chudn goc cafein: (2.4.3)

Dung dich chudn géc phenylephrin HCI: (2.4.3)

Dung dich chudn: dung dich chudn dinh lwong (2.5.2)

Dung dich thir (dong déu ham heong): Thir trén 10 vién. Loai bé 16p vo bao
va chuyén 1 vién cho vao binh dinh murc dung tich 100 ml. Thém 70 ml pha
dong, lic siéu 4m 15 phut, pha lodng bing pha dong vira da dén vach, tron

déu. Loc qua giéy loc, bé dich loc dau. Hat 10 ml dich loc vao binh dinh mrc
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2.7.
2.7.1

2.7.2:

100 ml va pha lodng vira du dén vach véi pha dong, tron déu. Loc qua mang
loc 0,45 pn.

Kiém tra kha ning thich hop ctia hé thong sic ky ddi véi dug dich chuan: do
léch chuan tuong dbi cua dién tich pic mdi hoat chét trong 6 lan tiém 1ap lai
khong dugce qua 2,0 %.

Tiém riéng biét dung dich chuan, thir vao hé thng sic ky. Ghi lai sdc ky dd.
Tinh ham lugng (%) ctia Phenylephrine HCI trong 1 vién theo dién tich pic
Phenylephrine HCI dép tng véi bude song 215 nm trén sic ky do thu dugce
ctia dung dich thir va dung dich chudn, d6 pha lodng, lugng can ctia dung dich
chuan, ham lugng chét chuin

Tap 4-Aminophenol: Theo phuong phap HPLC

Piéu kién sac ky:

Cot Phenomenex C18, 5 um (250 mm x 4,6 mm) hodc cdt trong duong.

Pha dong: Dung dich natri butansulfonat 0,01 M trong hén hop gom 0,4 thé
tich acid formic (TT), 15 thé tich methanol (TT) va 85 thé tich nudc.

Cach pha pha dong: Can 1,60 g natri butansulfonat (TT) hoa tan trong hon
hop gom 4 ml acid formic (TT), 150 ml thé tich methanol (TT) va 850 ml thé
tich nudrc.

Budce song: 272 nm

Tée do dong: 2,0 ml/ phut

Thé tich tiém: 20 pl.

Cach tién hanh

Dung dich thu: Léy 20 vién, loai bo 16p vo bao phim, xac dinh khoi lugng
trung binh vién. Nghién min, can chinh xac mot lugng bot vién twong ing véi
khodng 1,0 g paracetamol vao binh dinh mtc 100 ml, thém khoang 15 ml
methanol, lic k¥, thém 50 ml nude, lac siéu am 20 pht, dé nguoi dén nhiét do
phong, thém nude vira da dén vach, lic déu. Loc qua giéy loc, bo 10 ml dich
loc dau. Loc qua mang loc 0,45 um.

Dung dich chudn 4-aminophenol: Can chinh xac khoang 50 mg chét chuin 4-
aminophenol vao binh dinh muc 100 ml, thém 70 ml methanol 15 %, lac siéu
am 10 phut cho tan, dé nguoi, thém methanol ] 5 % vira da dén vach, lic déu.

Hut chinh x4c 5 ml dung dich nay pha lodng thanh 50 ml bang methanol 15%.
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Pha lodng 20 ml dung dich trén thanh 100 ml bdng methanol 15 %. Loc qua
mang loc 0,45 um.

Tiém riéng r& 20 ul hon hop dung dich chuén, thir vao hé thdng sic ky. Ghi lai
sdc ky dd va dap ung cta cac pic chinh.

Trén sic ky do thu duoc tir dung dich thw, pic twong tng véi 4-aminophenol
khong dugc ¢6 dién tich 16n hon dién tich pic 4-aminophenol thu dugc trén

sdc ky do ctia dung dich chuén 4-aminophenol (0,1 %).

Ngay 01 thdang 11 ndm 2021
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