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2. Masukkan ke dalam gelas piala 1000 mL.
Put in to 1000 mL beaker glass.

3. Tambahkan 10 mi asam asetat glasial.
Add 10 mi of glacial acetic acid.

4. Tambahkan 700 mL purified water, aduk sampai homogen.
Add 700 mL purified water, stir until homogeneous.

5. Atur pH larutan hingga 3.0 dengan penambahan asam asetat glasial atau
natrium hidroksida 1N.

Adjust pH of the solution to 3.0 by the addition of glacial acetic acid or IN sodium
hydroxide.

6. Tambahkan 235 mL Metanol.
Add 235 mL Methanol.

7. Tambahkan purified water hingga 1000 mL, aduk sampai homogen.—-
Add purified water up to 1000 mL, stir until homogeneous.

Larutan. Baku Internal
Internal Standard Solution

1. Timbang seksama 50 mg asam p-hidroksi benzoat.
W eigh accurately 50 mg p-hydroxy benzoic acid.
2. Masukkan ke dalam labu ukur 10 mL.
Put it into a 10 mL volumetric flask.
3. Tambahkan 5 mL pelarut, sonikasikan + 10 menit.
Add 5 mL of solvent, sonicate + 10 min.
4. Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent to the limit and shake until homogenized.

Larutan Standar

Standard Solution

1. Timbang saksama 50 mg Pyridoxine Hydrochloride WS, masukkan
ke dalam labu ukur 100 mL.
Weight accurately 50 mg Pyridoxine Hydrochloride WS, Put it in a 100 mL
volumetric flask.

2. Tambahkan 50 mL pelarut, sonikasikan + 10 menit.
Add 50 mL of solvent, sonicate 10 = minutes.

3. Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent up to volume, mix until homogeneous.
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434,

Metode
Method

Rl FOR DETERMINING CONTENT AND ORGANIC |99 Doxumen Disetuu
IMPURITY OF PROPYLPARABEN RAW R Ll
MATERIALS Menggantikan No.
Replaces Ne.
FP std = Faktor pengenceran larutan standar (500)
Ditution factor of standard solution (500}
F Kadar Working Standar (WS) dalam persen (%)

Warking Standard (WS conient in percent (%)

4.3. Penetapan cemaran organik

Determination of Organic Impurity
4.3.1. Persyaratan
Requirement

: Sesuai dengan spesifikasi bahan awal yang berlaku.

In accordance with applicable product specifications.

. High Performance Liguid Chromatography

High Performance Liquid Chromatography

Kondisi pengerjaan HPLC
HPLC Operating Conditions

4.3.3.1.

4332

4333

4334

4.3.35.

4.3.36.

43.3.7.

43.38.

4339

Kolom
Column
Laju alir
Flow rate

Panjang gelombang detektor

Detector wavelengths
Suhu Kolom
Column temperature
Pelarut

Solvent

Fase gerak

Mobile Phase

Run Time

Run Time

Waktu Retensi
Retention Time

End Time

FLnd Time

4.3.3.10. Resolusi

Resoluwion

: Kolom XBridge C18 150 mm x 4.6 mm, 5 pym (L1).
D CI8 130 mm x 4.6 mm, 5 um XBridge column (L1).
- 1.3 mU/menit.

o3 md mines

272 nm.

p Lok |

Al nm
210 ul.
210 ul.
. Metanol : Dapar (65 : 35).

Methanol © Buffer (63 : 35)

© Metanol © Dapar (65 : 35).

Methanol . Buffer (63 © 35

- 2.5 kali waktu retensi dari propilparaben

2.3 times the retention time of Propviparaben

1 3.2 +2 menit

32 2 minutes

8.0 +2 menit

80 & 2 mimwes

: 2 3.0 antara puncak etilparaben dan propilparaben (Larutan

standar A}
> 3.0 between ethylparaben and propylparaben peaks (Standard
solution A)

Larutan Standar A (Konsentrasi : 0.005 mg/mL)
Standard solution A (Concentration - 0.005 mg/nl,)
Timbang seksama masing - masing 25 mg p-hydroxy benzoic acid, etilparaben RS dan

4341,

4342

4343,

4344

Propylparaben WS,

Weigh accurately each 235 mg p-hydroxy benzoic acid, ethylparaben RS and Propylparaben WS.
Masukkan masing - masing ke dalam labu ukur 50 mL secara terpisah.

Put each into volumetric flask 50 ml. separately
Tambahkan 20 mL pelarut , sonikasikan selama 10 menit.

Add 20 ml. of solvent, sonicate for 10 minutes
Tambahkan pefarul sampai landa batas, kocok sampai homogen.

Add solvent up to volume, mix until homogencous
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4.3.5.

4.36.

4.3.4. Larutan Standar A (Konsentrasi : 0.005 mg/mL)

Standard solution A (Concentration . 0.003 mg/ml)

4.3.4,1. Timbang seksama masing - masing 50.0 mg p-hydroxybenzoic acid dan metilparaben WS.

4342

4.3.4.3.

4344,

4345

4.3.46.

4347.

4.34.8.

Weigh accurately each 3.0 myg p-hvdroxy henzoie acid and Methylparaben WS

Masukkan ke dalam labu ukur 25 mL.

Put imto a 25 mL volumctric flask

Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent up to the limit mark, shake until homogeneous.
Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent up to valume, mix until homogeneous

Pipet 1 mL larutan, masukkan ke dalam labu ukur 100 mL.
Pippete I ml of solution, put into velumetric flask 100 ml.

Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent up to volume, mix until homogencous

Saring larutan menggunakan syringe filter PTFE 0.45 ym.

Filter solution with syringe filter PTFE 0.45 pm

Masukkan ke dalam vial HPLC

Put vial into HPLC

Larutan Standar C (Konsentrasi : 0.0005 mg/mL

Standard solution C (Concentration = 0.0005 mg 'ml.)

4.3.5.1. Pipet 1 mL dari larutan sampel, masukkan ke dalam labu ukur 20 mL.

4352

4353

4.3.54.

4.3.5.5.

4356.

4357.

Pippete I ml of sample solution, put into volumetric flask 20 mlL
Tambahkan 10 mL pefarut, sonikasikan selama 10 menit.

Add 10 mlL of solvent, sonicate for 10 minutes

Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent up 1o volume, mix untif homogeneous

Pipet 1 mL larutan, masukkan ke dalam labu ukur 10 mL,

Pippete 1 ml. of solution, put into volumertric flask 10 mL

Tambahkan pelarut sampai tanda batas, kocok sampai homogen.

Add solvent up to volume, mix until homogeneous

Saring larutan menggunakan syringe filter PTFE 0.45 pm.
Filter solution with svringe filter PTFE O 45 um

Masukkan ke dalam vial HPLC

Put vial into HPLC

Larutan sampel (Konsentrasi : 0.1 mg/mL)

Sample solution (Concentration = 0.1 mg:ml)

4.36.1.

436.2.

4363

4.3.6.4.

Timbang seksama 50.0 mg Metilparaben.

Weigh accurately 300 mg Methviparaben

Masukkan ke dalam labu ukur 100 mL.

Put into volumeiric flusk 100 i,

Tambahkan 2,5 mL methanol , sonikasikan selama 10 menit.

Add 2.3 ml. of methanol, sonicate for [0 minutes

Tambahkan pelarut sampai tanda batas, kocok sampai homogen.

Add solvent up to volume, niix until homogencous
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7.886.2

7.8.6.3.

7.8.64.

Larutan Induk Uji kesesuaian sistem (Butilparaben 0,1 mg/mL; Propilparaben 0,1 mg/mL;
Etilparaben 0,1 mg/mL; Metilparaben 0,1 mg/mL; dan asam p-hidroksibenzoat 0,1
mg/mL).

Main system Suitability Test Solution (Butylparaben 0.1 mg/mL; Propylparaben 0.1

mg/mL; Ethylparaben 0.1 mg/ml, Methylparaben 0.1 mg/mL; and p-hydroxybenzoic acid

0.1 mg/mL).

a. Timbang seksama masing-masing 5 mg Butilparaben, Propilparaben, Etilparaben,
Metilparaben, dan asam p-hidroksibenzoat ke dalam labu tentukur masing-masing 50
mL.

Weigh carefully each 5 mg Butylparaben, Propylparaben, Etylparaben,
Methylparaben, and p-hydroxybenzoate acid put each into 50 mL Volumetric Flask
b. Tambahkan masing-masing 25 mL pelarut, sonikasikan 10 menit.
Add each 25 mL solvent, sonicate for 10 minutes.
c. Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent up to volume, shake until homogenous.

Larutan Uji kesesuaian sistem (Butilparaben 0,01 mg/mL; Propilparaben 0,01 mg/mL;
Etilparaben 0,01 mg/mL; Metilparaben 0,01 mg/mL; dan asam p-hidroksibenzoat 0,01
mg/mL).
System Suitability Test Solution (Butylparaben 0.01 mg/mL; Propylparaben 0.01 mg/mL,
Ethylparaben 0.1 mg/mL,; Methylparaben 0.01 mg/mL,; and p-hydroxybenzoic acid 0.01
mg/mL).
System Suitability Test Solution (Consentration 0,01 mg/mL )
a. Pipet masing-masing 1 mL Butilparaben, Propilparaben, Etilparaben, Metilparaben,
dan asam p-hidroksibenzoat ke dalam labu tentukur 10 mL.
pipette each 1 mL Butylparaben, Propylparaben, Etylparaben, and p-hydroxybenzoate
acid put into 10 mL Volumetric Flask.
b. Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent, shake until homogenous.
c. Saring larutan menggunakan syringe filter 0,45 um PTFE.
Filter the solution using PTFE 0.45 um syringe filter.
d. Masukkan masing-masing konsentrasi ke dalam vial HPLC.
Put each concentration intoHPLC vial.

Larutan Baku Internal (Etilparaben 0,013 mg/mL)

Internal Standard Solution (Ethylparaben 0.013 mg/mL)

a. Pipet 2,6 mL larutan induk uji kesesuaian sistem Etilparaben ke dalam labu tentukur
20 mL.
Pipette 2.6 mL of Ethylparaben of main system suitability solution into a 20 mL
volumetric flask.

b. Tambahkan 10 mL pelarut, sonikasikan 10 menit.
Add 10 mL solvent, sonicate for 10 minutes.

c. Tambahkan pelarut sampai tanda batas, kocok sampai homogen.
Add solvent, shake until homogenous.
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Kebutuhan RS p-hydroxybenzoic acid
No Description Jun Jul Aug Sep Oct Nov Dec Grand Total
1 Metilparaben 1 - 1 - “ - : 2
2 Propilparaben 1 ; & “ . 5 1
3 Pyridoxin HCI 5 " 5 = : 1 ] 2
4 Mersitropil Syrup - 1 - - 1 1 3
No Nama Bahan Baku RS Proses Keb(:::)han Batch 2026 | Total Kebutuhan
1 Metilparaben Cemaran Organik 50 2 100

p-hydroxybenzoic

2 Propilparaben acid ex Supeloo Cat Cemaran Organik 25 1 25
No PHR1048

3 Pyridoxin HCI Penetapan Kadar 50 2 100

4 Mersitropil Syrup Kadar Pengawet 5 3 15

Total (mL) 240

Worstcase (+30%) 312

Oleh karena itu, dibutuhkan p-hydroxybenzoic acid ex Supelco Cat No PHR1048 sebanyak 1 vial @ 1 gram
Jumlah pemesanan dapat bertambah jika terdapat perubahan rencana kedatangan bahan baku/rencana produksi/ada transfer metode yang menggunakan RS tersebut



