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so rc: +}TNTD

C6 hiQu lgc tu ngdy ky

1.1.

1. YEU CAU KV THUAT

C6ng thrl"c cho L vi6n n6n bao phim;

STT Thiinh phfrn Hdm tufltg

1 Paracetamol 500,00 mg

2 Cafein 25,00 mg

3 Phenylephrin HCI 5,00 mg

4 Tinh bqt ngd

Vira dri 1 vi6n

5 Pregelatinised Starch

6 Povidon K30

7 Natri laurylsulfat

8 Stearic acid

9 Bqt talc

10 Microcrystalline cellulose 101

11 Hypromellose 606

t2 Macrogol400

13 Titanium dioxide

t4 Tartrazinlake

15 Sunset yellow lake

t6 Erythrosin lake

1.2. YOu cAu nguy6n phu liQu:

STT Thdnh pltdn Dat tidu chufrn

I Paracetamol BP 2020

2 Cafein BP 2020

3 Phenylephrin HCI USP 44
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4 Tinh b6t ng6 DE\TN V

5 Pregelatinised Starch BP 2020

6 Povidon I(30 DD\TN V

7 Natri laurylsulfat BP 2020

8 Stearic acid BP 2020

9 BOt talc DD\TN V

10 Microcrystalline cellulose 1 01 BP 2020

l1 Hyprornellose 606 BP 2020

t2 Macrogol 400 BP 2020

13 Titanium dioxide DD\TN V

t4 Tartrazin lake

Dat QCVN 4-10:2010/BYT - phu hrc 10

vd quy dinh chung dOi v6i c6c loai ch6t

mDru nhdm "Aluminiurn lakes of colouring

matters"

15 Sunset yellow iake

Dat QCVN 4-10:2010/BYT - phu luc 10

vd quy dinh chung OOi v6i c6c loai ch5t

mdu nh6m "Aluminium lakes of colouring

matters"

t6 Erythrosin lake

Dat QCVN 4-10:2010/BYT - phu luc 10

vd quy dinh chung AOi v6i cac loai ch6t

mdu nh6m "Aluminium iakes of colouring

matters"
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1.3. Ch6t lug'ng thinh phim

1.3.1. Tinh cttiit' Vi0n n6n bao phim ddi mdu cam canh vd thdnh vi6n ldnh 1{n.

1.3.2. DO iling etiu khdi lu'qng; KhOi luo. ng trung binh vi6n + 5,0 yo

1.3.3. Dlnh tinh: Phai thC hi6n phdp thri dinh tinh cira paracetamol, cafein vd

phenylephrin HCl.

1.3.4. DQ ltba tan:

- Kh6ng duoc it hcrn 75 % lugng paracetamol vd cafein

Kh6ng duoc it hon 7 5 % lugng phenylephrin HCI

so v6i luong ghi tr6n nhfln duoc hda tan trong 45 phft.
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1.3.5. Dlnh lrqng:

- ChO phAm phii chria Paracetamol : 90,0 % - ll},0 yo

- Che phdm phdi chr?a Cafein : 90,0 % - 110,0 yo

- ChO phdm phii chria Phenylephrin HCI : 90,0 % - ll0,O yo

so vdi hdm luqng ghi tr6n nh6n.

1.3.6. DO it6ng ctiu hdm IwWg crta phenytephrin HCI:

- M6i vi€n phii chria tir 85 % d6n 115 % lugng phenylephrin HCI so v6i hdm

lugng trung binh

1.3.7. Tgp 4-uminophenol: Kh6ng dugc qlud 0,1 o/o

2. PHTIONG PHAP THTI

2.1. Tfnh ch6t: Bang cim quan, ch6 phAm phii dat ci{c y6u cAu dd n6u

2.2. DQ tl6ng tl€u khiii lugng: Thrl theo DD\rN V, php lpc 11.3

2.3. Dinh tinh:
a'

1 - Tr6n sic ky r10 cr phAn dfnh lugng, dung dich thri cho 3 pic c6 thdi gian luu
I
ti 1 tuong ring v6i thoi gian luu cira pic paracetamol, cafein vd phenylephrin HCI
i
t tr6n s[c ry dO ci,a cdc dung dich chudn tucrng img.

fi - Thf t.u rua gi6i cria c6c pic li phenylephrin HCl, paracetamol vd cafein.

' 2.4. DQ hda tan

2.4.1. Diiu ki€n hda tan
,,- Thi6t bi c6nh khudy

T6c dO quay 50 vong/phrit

- Thdi gian: 45 phrit

- M6i trudng hda tan: 900 ml dung dich dQm pH: 5,8 & 370C.

- Dung dich dQm pH:5,8: Hda tan 1,19 g dinatri hydrophosphat dihydrat (TT)

i viL8,25 gkali dihydro phosphat (TT) trongnwdc vira dri 1000 ml.
': 2.4.2. Diiu ki€n sdc tqt vd cdch tiAn hdnh giiing nha phdn dinh laong;* , ,, ,

- CQt RP 18 (250 x 4,6mm;5pm)

- Detecter UV: 215 rrmvd270 nm

- T6c dd ddng: 0,8 mllphrit

thd tich ti€m: 2A pl

- NhiQt d0 cOt: 40oC.
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- Pha d6ng: Acetonitril : d€m phosphat pH 3,0 (10 : 90)- thay d6i tjz lQ pha dQng

neu cAn. Lcrc qua rndng loc 0,45pm va du6i khi.

- Dung diclt dQm phosphat pH 3,0: Pha lo6ng I ml triethylamin (TT) thitnh 1000

rnl v6'i rurdc cdt, tr6n dAu. Di6u chinh dtin pH 3,0 bdng dung dich acid

phosphoric 10 %.

2 4 3. TieufuLL;

- Dung m6i pha lodng: rn6i trud'ng hda tan dung dich dQm pH : 5,8

- Dung dich chudn gtic cafein' CAn chinh x6c kho6ng25 mg chu6n cafein vdo

binh dinh mfrc 100 ml. Hda tan vdL ldm vtla dir v6i pha dQng.

- Dung dich chudn goc phenylephrin HCt; Cdn chinh x6c kho6ng25 mgchuAn

phenylephrin HCI vdo binh dinh mric 100 ml. Hda tan vd ldm vua du vdi pha

dQng.

- Dung ctich chuiin dO hda tan; Cdn chinh xdc khoing 50 mg chuAn

paracetamol vdo binh dinh mric 100 ml, thOm 10 ml chuAn g6c cafein vd 2 ml
,l:

chuAn goc phenylephrin HCl. Hda tan vd ldm vira dt v6i dung dich dQm pH :

5,8.

- Dung dich tha: Sau thdi gian 45phft, lAy dich lgc lgc qua giAy loc, bo 10 ml

dich lqc dAu. Lqc qua gi6y loc, bo dich lc-,c dAu. Lqc qua mirng lgc 0,45 pm.

- Ki6rn tra khA ndng thfch h-o. p cira h0 th6ng sic ky O5i vOi dung dich chuAn d0

hda tan: d0 lqch chuAn tuong dOi cria diQn tich pic m5i hopt ch6t trong 6 lAn

ti6rn 14p l4i kh6ng duoc qu62,0 o/o.

- Ti6m ri6ng biQt dung dich chuAn, thir vdo hQ th5ng sic ky. Ghi lai s6c ky d6.

- DUa vdo diQn tich pic tuong ring v6i tirng ho4t ch6t tr6n s6c ky OO ttru duoc

cfia clung dich thir vd dung dich chuAn dQ hda tan, th6 tich pha m6u chuAn vd

thir, hdm lugng ch6t chuAn, tinh hdm lugng (%) tung hoat ch6t dd hda tan, so

voi ham lugng ghi tr6n nh6n.

- Tinh hhm luong (%) cta Paracetamol vd Cafein d5 hoa tan so v6i lugng ghi

tr6n nhdn theo diQn tich pic Paracetamol vd Cafein d6p ring v6i buoc song270

nm tuong ring tr0n sAc ky OO tfru duoc cria dung dich thri vd dung dich chuAn

d0 hda tan, thO tich pha m6u chuAn vA tht, ham lugng ch6t chuan.

- Tinh hdrn lugng (%) c:i"a Phenylephrine HCI d6 hoa tan so v6i luo. ng ghi tr6n

nhdn theo diQn tich pic Phenylephrine HCI dr{p ri'ng v6i bu6c s6ng 215 nm
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trOn sic k)7 dO thu dugc ctra dung dich thri vd dung dich chuAn dQ hda tan, th6

tich pha m6u chuAn va tht, hdm luqng chdt chuan.

2.5. Dinh lugng: Theo phucrng ph6p HPLC

^.,12.5.1. Di€u kierugs_b;

ar, * t8 (250 x 4,6mm; 5pm)

- Detecter UV: 215 nmvd270 tm

- T6c d9 ddng: 0,8 ml/phrit

- The tich ti6m: 20 pl

- Nhiet dQ cQt: 40oC.

- Pha dQng: Acetonitril : d€m phosphat pH 3,0 (10:90). Lpc qua mdng 19c 0,45

pm vd euOi ttri.

- Dung dich dQm phosphat pH 3,0: Pha lo6ng I mL triethylamin gf) thdnh

1000m1 vdi nu6c c6t, tr6r, dOu. Di6u chinh rl6n pH 3,0 bing dung dich acid

phosphoric l0 %.

2.5.2. Ti€n hdnh;

4 - Dung dich chuiin gdc cafein: Q.a$
- Dung dich chuiin giSc phenylephrin HCl. (2.4.3)

- Dung dich chud:n dinh laqng: Cdn chinh x6c khoang 50 mg chuAn

paracetamol vdo binh <Ifnh mric 100 ml, th6m 10 ml chuAn g5c cafein vd2 ml
,li

chudn gdc phenylephrin HCl. Hda tan vd ldm vira dt vdi pha dQng.

- Dung dich tha (dinh taqng): LAy 20 vi€n, lopi bd lop v6 bao phim, x6c dfnh

kh6i luqng trung binh vi6n, nghidn thdnh bQt min. C6n chinh x6c mQt lugng

bQt vi6n dA nghi€n min tuong ring vdi 1 vi6n vdo binh dinh mric dung tich

100m1. Th€m 70 ml pha dQng, ldc si€u 6m 15 phrit, pha lodng bing pha dQng

vira dir d6n vpch, trQn dAu. Lgc qua gi6y lgc, bo dfch lgc dAu. Htt 10 ml dich

loc vdo binh dinh mric 100 ml vd pha lodng vira dri d6n vqch vdi pha dQng,

trQn tt6u. Lgc qua mdng 19c 0,45 pm.

- Ki6m tra khi nlng thich hqp cria hQ th6ng sic ky COi vOi dug dich chuAn: dQ

lQch chuAn tucrng d6i cria diQn tfch pic m6i hopt ch6t trong 6 lAn ti6m lfip lpi

khdng dugc qu62,0Yo.

Ti€rn ri6ng biQt dung dich chuAn, thri vdo hQ th5ng sic ky. Ghi lai s6c ky d6.

2.5.3. K€r qud:
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- Tinh hdm lugng paracetamol, cafein, phenylephrin HCl trong vi6n dga vdo

diQn tich pic, ttQ pha 1o6ng, lugng cdn cria dung dich thri vi dung dich chuAn,

hdm luqng ch6t chuAn.

- Tinh hdm luqng (%) cria Paracetamol vd Cafein trong viOn so v6i luqng ghi

tr6n nhSn theo diQn tich pic Paracetamol vd Cafein d6p ring vdi bu6c s6ng270

nm tucrng ring tr€n sic ky d6 thu dugc cria dung dich thri vd dung dich chuAn,

dQ pha 1o5ng, luo. ng cdn cira dung dich chuAn vd thrl, hdm lugng ch6t chuAn.

- Tinh hdm lugng (%) cna Phenylephrine HCI trong vi6n so vdi luqng ghi tr6n

nhSn theo diQn tich pic Phenylephrine HCI d5p ring v6i budc s6ng 215 nm

tr6n s6c b7 dO thu dugc cria dung dich thri vd dung dich chu6n, dQ pha lo6ng,

lugng c6n cira dung dich chuAn vd thu, hdm luqng ch6t chu6n.

2.6. DQ tl6ng cl6u hirm luqng:

- Thft theo DEVN V, phg lpc I 1.2.

- Theo phuong ph6p HPLC

2.6.1. Diiu ki€n siic kv:

4 - CQt RP 18 (250 x 4,6mm; 5pm)

- Detecter UV: 215 nm

- T6c d6 ddng: 0,8 ml/phrit

- The tich ti6m: 20 pl

- NhiQt d0 cQt: 40oC.

- Pha d6ng: Acetonitril : d€m phosphat pH 3,0 (10:90). Lgc qua mdng 19c

0,45pm vd du6i t<hi.

- Dung dich dQm phosphat pH 3,0: Pha lodng I ml triethylamin (TT) thitnh

1000m1 vdi nudc c6t, tr6n dAu. Di6u chinh <ltin pH 3,0 b[ng dung dich acid

phosphoric l0%.

2.6.2. Ti€n hdnh:

- Dung dich chuiin giic cafein: Q.a3)
- Dung dich chudn giic phenylephrin HCI: Q.a3)
- Dung dich chudn; dung dich chuiin dinh laqng (2.5.2)

- Dung dich tkt:r (dong diu hdm taqltg);Thri tr6n 10 vi€n. Loai b6 l6p v6 bao

, vd chuy6n 1 vi6n cho vdo binh dinh mric dung tich 100 ml. ThOm 70 ml pha

dQng, lic si6u 6m 15 phrit, pha lodng bing pha dQng vira dri d6n vach, trdn

dOu. Lqc qua gi6y loc, b6 dich lqc dAu. Hrit 10 ml dich lgcgzdo binh dinh mric
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100 ml vd pha lodng viia dri d6n v4ch vdi pha dQng, trQn d6u. Loc qua mdng

loc 0,45 pm.

- Ki6m tra khi n[ng thich hqrp cta hO th6ng slc ky O5i vOi dug dich chuAn: dQ

lqch chuan tuong d5i crla diQn tich pic m6i ho4t ch6t trong 6 lAn tiOm lflp lai

lih6ng dugc qu62,0 o/o,

- Ti0m riOng biQt dung dich chuAn, thir vdo hQ thdng s5c 1q,. Ghi lpi sAc ky d6.

- Tinh hirm lucyng (%) cria Phenylephrine HCI trong 1 vi6n theo diQn tich pic

Phenylephrine HCi d6p ring v6i bu6c s6ng 215 nm tr6n sic ky dO thu duoc

ctra dung dich thri vh dung dich chuAn, dQ pha 1o5ng, lugng cdn cria dung dich

chuAn, hdm lugng ch6t chuAn

2.7. T4p 4-Aminophenol: Theo phuong ph6p HPLC

2.7.1. Diiu ki€n sdc tqt;

- CQt Phenomenex C18, 5 trrm (250 mm x 4,6 mm) ho4c cQt tuong duong.

- Pha dQng: Dung dich natri butansulfonat 0,01 M trong hdn hqp gim 0,4 th€

tich acidformic (TT), 15 th€ tlch methanol (TT) vd B5 th€ tich nadc.

€ - Cach pha pha dQng: Cdn 1,60 g natri butansulfonat (TT) hoa tan trong h6n
,;
hcTp gom 4 ml acidformic (TT), 150 ml th€ t{ch methanol (TT) vd 850 ml th€

tfch rutdc.

- Bu6c s6ng: 272nm

- TOc dQ ddng: 2,0 mll phit

- ThC tich ti6m: 20 ytl.

2.7.2, Cdch ti€n hdnh

- Dung dich thir; Ldy 20 vi0n, loai b6 l6p v6 bao phim, x6c dinh kh5i luqng

trung binh vi6n. Nghi0n min, c6n chinh x5c m6t lucr. ng bdt vi6n tuong ring v6i

khoing 1,0 g paracetamol vdo binh dinh mfc 100 ml, th€m khoing 15 ml

methanol,lSc k!, th6m 50 ml nu6c, l6c si0u dm20 phrit, dC nguQi dtin nhiQt d0

phong, th6m nwcrc vira dri d6n vach, lac dAu. Loc qua gi6y loc, b6 10 ml dich

lqc dAu. Loc qua mdng loc 0,45 pm.

- Dung dich chucin 4-aminophenol; Cdn chinh x6c khoang 50 mg ch6t chuAn 4-

aminophenol vdo binh dinh mfc 100 ml, th6m 70 ml methanol I5 o/o, l6c si0u

6m 10 phrit cho tan, d0 nguQi, th6m methanol 15 % vta dri d6n vach, l6c dOu.

Hrit chinh x6c 5 ml dung dich ndy pha lodng thdnh 50 ml bing methanol I5o%.
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Pha lodng 20 ml dung dich tr6n thdnh 100 mt bdng methanol 15 %. Loc qua

mdng loc 0,45 pm.

Ti6m ri€ng rd 20 pl h6n hqp dung dich chuAn, thri vdo hQ th6ng s5c ky. Ghi lai

slc ky dd vd ddp ring oia cdc pic chinh.

TrOn sic ky dO thu dugc tri dung dich thri, pic tuong ring vdi 4-aminophenol

kh6ng dugc c6 diQn tich 16n hon diQn tich pic 4-aminophenol thu duge tr6n

s6c ky dO ctia dung dich chuAn 4-aminophenol (0, | %).

Ngdy 01 thdng I I ndm 202l

GIAM DOC

@a*ginfr gtuW

EN CONG TY
69Tqr,X{v,/ nnNn rv \',
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