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SAl PRIMUS LIFE -
HSCHNT U, RAW MATERIAL SPECIFICATION Revision No.: 01
MICROCRYSTALLINE CELLULOSE BP (PH 102) Review Period: 2 Years
Title: Item Code: REX/SP/M010 Effective Date: ot]o1] 2023
GENERAL INFORMATION
Molecular formula CsHi0+205+1
Molecular weight NA

Pack details

25 kg or 50 kg packed in poly bags in poly sac.

Storage conditions

Preserve in well-closed containers.

Precautions & Special instructions for sampling

Use hand gloves and nose mask while sampling. Avoid
inhaling. Reseal the containers immediately after sampling.

Quantity of sample required for analysis 30g
Quantity of sample required for microbial analysis 20g
Quantity of reserve sample 60 g

Sampling Instructions

SOP No.: QCGN/018

Retest period 12 months
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SAI PRIMUS LIF
BITILCH T4 0. RAW MATERIAL SPECIFICATION Revision No.: 01
MICROCRYSTALLINE CELLULOSE BP (PH 102) Review Period: 2 Years
Title: Item Code: REX/SP/M010 Effective Date: 05 [ e1]g0 43
] DESCRIPTION A White or almost white, fine or granular | Follow Section I of
powder, slightly hygroscopic powder. method of Analysis
2 SOLUBILITY Practically insoluble in water; in acetone; in | Follow Section II of
anhydrous ethanol; in toluene; in dilute acids | method of Analysis
and in a 50 g/L solution of sodium
hydroxide.
3 IDENTIFICATION Follow Section III of
method of Analysis
A.By IR The IR absorption spectrum of sample
should be concordant with the spectrum
obtained with working standard.
B. By Chemical The sustance becomes violet blue.
B. Degree of polymerisation Not more than 350
4 SOLUBILITY It dissolves completely, leaving no residue. | Follow Section IV of
method of Analysis
5 pH 5.0t07.5 Follow Section V of
method of Analysis
6 CONDUCTIVITY The conductivity of the test solution does not | Follow Section VI of
exceed the conductivity of the water by more | method of Analysis
than 75puS.cm’!
7 ETHER-SOLUBLE Maximum 0.05% Follow Section VII of
SUBSTANCES method of Analysis
8 WATER-SOLUBLE Maximum 0.25% Follow Section VIII of -
SUBSTANCES method of Analysis
9 LOSS ON DRYING Maximum 7.0% Follow Section IX of
method of Analysis
10 SULFATED ASH Maximum 0.1% Follow Section X of
method of Analysis
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RAW MATERIAL SPECIFICATION

Revision No.: 01

MICROCRYSTALLINE CELLULOSE BP (PH 102)

Review Period: 2 Years

Item Code: REX/SP/MO010

Effective Date: 0 t\ 0] \‘ 1009

11 MICROBIAL

Follow Section XI of

CONTAMINATION method of Analysis

- Total aerobic microbial NMT 10° CFU/g
Count (TAMC)

- Total yeast and mould NMT 102CFU/g
Count (TYMC)

- E. coli Must be absent

- Pseudomonas aeruginosa Must be absent

- Staphylococcus aureus Must be absent

- Salmonella Must be absent
HISTORY

S o

T.- 4| Revision Ne.: 00

New Specification No.RMS: REX/SP/M010

2 Revision No.: 01 Periodic Revision

END OF DOCUMENT
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MICROCRYSTALLINE CELLULOSE BP (PH 102) Review Period: 2 Years
Title: Item Code: REX/SP/M010 Effective Date: os{o |90
METHOD OF ANALYSIS
SECTION I
DESCRIPTION

By Physical observation:

Take about 5 g of the sample in a clean dry glass petri-dish and record its appearance.
White or almost white, fine or granular, slightly hygroscopic powder.

SECTION II

SOLUBILITY

Measure the volume specified below in each test tube and check the solubility with appropriate solvent given

Qty. to be taken (g) Solvent Volume (mL) Limit
0.01 Water >100 Practically insoluble
0.01 Acetone >100 Practically insoluble
0.01 Anhydrous ethanol >100 Practically insoluble
0.01 Toluene >100 Practically insoluble
0.01 Dilute acids >100 Practically insoluble
0.01 50 g/L solution of >100 Practically insoluble
sodium hydroxide

SECTION III

IDENTIFICATION

A.By IR

Triturate about 1 mg of the substance with approximately of 300 mg of dry, finely powdered of potassium bromide
IR. Or potassium chloride IR, as directed. Those quantities are usually suitable for disc 13 mm in diameter. Grind the

Prepared by Checked by Approved By
Designation Executive QC Sr.Executive QC Manager QC
i t
Signature T (3T %
Date ol ooy oslot|ooas, o600
Department: Quality Control Date of Issue: bﬁ ol l 2ol




! Format No.: F/QCGN/041/02

SAI PRIMUS LIFE BIOTECH PVT LTD Page 2 of 6

Factory: R.S.No:4/3, Plot No.33, Kurumbapet Industrial No.: RMSTP: REX/SP/M010
Estate, Villianur Commune, Puducherry-605009 .

SAl PRIMUS LIFE

BISTECH: SV LTE RAW MATERIAL STANDARD TEST PROCEDURE Revision No.: 01
MICROCRYSTALLINE CELLULOSE BP (PH 102) Review Period: 2 Yoars
Title: Item Code: REX/SP/MO010 Effective Date: 5‘,9; \ 20)n

mixture thoroughly, spread it uniformly in a suitable die and compress under vacuum at pressure of about 800 Mpa.
Commercial dies are available and the manufacturer’s instructions should be strictly followed. Mount the resultant
discs in a suitable holder in the spectrometer. Several factors, such as inadequate or excessive grinding, moisture or
other impurities in the halide carrier, may give rise to unsatisfactory discs. A disc should be rejected, if visual
inspection shows lack of uniformly or if the transmittance at about 2000 cm -! (5 um) in the absence of a specific
absorption band is less than 75 % without compensation. If the other ingredients of tablets, injections, or other dosage
forms are not completely removed from the substance being examined, they may contribute to the spectrum.

Record the background spectrum. Record and compare the spectrum from 4000-400 cm for the working standard
and the sample.

B. Reaction with iodinated zinc chloride solution
Place about 10 mg on a watch glass and disperse in 2 mL of iodinated zinc chloride solution.
C. Degree of polymerisation

Transfer 1.300 g of sample in 125 mL conical flask. Add 25.0 mL of water and 25.0 mL of cupriethylenediamine
hydroxide solution. Immediately purge the solution with nitrogen, insert the stopper and shake until completely
dissolved. Transfer an appropriate volume of the solution to suitable capillary viscometer. Equilibrate the solution at
25 £ 0.1 °C for at least 5 min. Record the flow time (t;) in seconds between the 2 marks on the viscometer. Calculate
the kinematic viscosity (vi) of the solution using the following expression:

where
titki) '
ki = viscometer constant.

Dilute a suitable volume of cupriethylenediamine hydroxide solution with an equal volume of water and measure the
flow time (t2) using a suitable capillary viscometer. Calculate the kinematic viscosity (v2) of the solvent using the
following expression: '

where
t2 (k2)
ka = viscometer constant.
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Determine the relative viscosity (1)i) of the substance to be examined using the following expression:
V|/ A\
Determine the intrinsic viscosity ([n]c) by interpolation, using the intrinsic viscosity table (Table 0.16-1).

Calculate the degree of polymerization (P) using the following expression:

95 1]
m [(100 —b)/ 100]
where
m = mass in grams of the substance to be examined.
b = loss on drying as a percentage.
SECTION 1V
SOLUBILITY

Dissolve 50 mg of sample in 10 mL of ammoniacal solution of copper tetrammine. It dissolves completely, leaving
no residue.

SECTION V

pH

Shake 50 g with 40 mL of carbon dioxide-free water for 20 min and cehtrifuge.

SECTION VI

CONDUCTIVITY

The conductivity of the test solution does not exceed the conductivity of the water by more than 75 uS  cm-!. Use

as test solution the supernatant liquid obtained in the test for pH. Measure the conductivity of the supernatant liquid
after a stable reading has been obtained and measure the conductivity of water used to prepare the test solution.
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SECTION VII

ETHER-SOLUBLE SUBSTANCES

Maximum 0.05% (5 mg) for the difference between the weight of the residue and the weight obtained from a blank
determination

Place 10 g of sample in chromatography column about 20 mm in internal diameter and pass 50 mL of peroxide free

ether through the column. Evaporate to eluate to dryness. Dry the residue at 105 °C for 30 min, allow to cool in a
desiccator and weigh. Carry out a blank determination.

SECTION VIII
WATER-SOLUBLE SUBSTANCES

Maximum 0.25% (12.5 mg) for the difference between the mass of the residue and the mass obtained from a blank
determination. '

Shake 5.0 g of sample with 80 mL of water for 10 min. Filter through a filter paper with the aid of vacuum into a
tared flask. Evaporate to dryness on a water bath avoiding charring. Dry at 105 °C for 1 h, allow to stand in a
desiccator and weigh. Carry out a blank determination.

SECTION IX

LOSS ON DRYING

Weigh a glass-stoppered, shallow weighing bottle that has been previously dried in a hot air oven at 105°C (W1 g).
Transfer to the bottle about 1 g of sample and distribute the sample evenly by gentle sidewise shaking. Weigh the
bottle and the sample (W; g). Dry the loaded weighing bottle by placing in a hot air oven at 105°C for 3 h, with its lid

opened. After drying is completed, remove the weighing bottle from the oven and close the bottle properly. Allow it
to cool to room temperature in a desiccator. Weigh the bottle and sample (W3 g).

Dry the sample to constant weight. (W4 g).

The two consecutive weighing should not differ by more than 0.5 mg.
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Calculation

Percentage of LOD = W,-W3 x 100
(%) Wa-W)

Where

Wi = Weight of empty weighing bottle in g.

W = Weight of empty weighing bottle + sample in g.

W3 = Weight of empty weighing bottle + sample in g (after drying-I).
W, = Weight of empty weighing bottle + sample in g (after drying-II).

SECTION X
SULPHATED ASH

Pre ignite a silica crucible at 600+£50°C for 10 minutes, cool to room temperature in a desiccator. Weigh the empty
crucible (W, g). Transfer approximately 1.0 g of sample to the crucible and reweigh it, (W2 g). Ignite, gently, until the
substance is thoroughly charred. Cool and moisten the sample with concentrated sulphuric acid (about 1 mL) and heat
gently at as low a temperature until the sample is thoroughly charred. Cool and again moisten the residue with about
1 mL of concentrated sulphuric acid, heat gently until white fumes are no longer evolved and ignite, until the residue
is completely incinerated. (No black residue should be visible). Cool the crucible in a desiccator and reweigh (W3 g).

Ignite the sample to constant weight (W, g).
Repeat the operation until the two successive weighing do not differ by more than 0.5 mg.

Percentage of Sulphated ash = We-W, x 100
(%) W W,

Where

W, = Weight of empty crucible in g.

W2 = Weight of crucible + sample in g.

W3 = Weight of crucible + sample in g (after Ignition-I).
Wa= Weight of crucible + sample in g (after Ignition-II).
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T T
SECTION XI

MICROBIAL CONTAMINATION

Refer general SOP No.QCMB/006.

HISTORY ..
SNo Rev151on Numb e : Reason for Rev1sxo
1 Revision No.: 00 New STP No RMSTP REX/SP/M010
2 Revision No.: 01 Periodic Revision
END OF DOCUMENT
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HEOTECH POV T

RAW MATERIAL SPECIFICATION Revision No.: 02
CALCIUM CARBONATE IP Review Period: 3 Years
Title: Item Code: RAI/SP/C005 Effective Date: |2./o ‘7/269—tf
GENERAL INFORMATION
Molecular formula CaCO;
Molecular weight 100.1
Pack container requirement 50 kg in HDPE bag.

Storage conditions

Store in a cool and dry place.

Precautions & Special instructions for sampling

Use hand gloves and nose mask while sampling. Reseal the
containers immediately after sampling. Avoid inhaling.

Quantity of sample r_equiréd'for analysis

I5g

Quantity of reserve sample

30 g

Sampling Instructions

SOP No.: QCGN/018

Retest period 12 months
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541 PRIMUS LIFE
L B T TD

RAW MATERIAL SPECIFICATION

Revision No.; 02 -

CALCIUM CARBONATE IP Review Period: 3 Years
- Title: ' Item Code: RAI/SP/C005 Effectlve Dates 12/09 /2024
SNo TEST it s ) LIMIETES Subl Lk
[ |DESCRIPTION . | A fine, white, microcrystalline powder. Follow Section I of
R : e - method of analysis .
2 SOLUBILITY ; Slightly soluble in water containing carbon | Follaw Section IT of

soluble with effervescence in dilute acids,

dioxide or any ammonium salt; pr
insoluble in water and in ethanol (95%). It is

actically | method of analysis

3 | IDENTIFICATION

b) A white precipitate is obtained.

A. Test for calcium salts “a) A white crystalline precipitate is formed.

B. Test for carbonates A whitgﬁ precipitate is formed that dissolves on
addition of an excess of dilute hydrochloric acid.

Follow Seétlon i of
method of analysis

4 SUBSTANCES NMT 0.2 %

; Follow Section IV of
INSOLUBLE IN ACETIC method of analysis
ACID - : :
5 ARSENIC. NMT 4 ppm Follow Section V of
e ; method of analysis
6 | HEAVY M’ETALS : NMT 20 ppm Follow Section VI of
(Method A) ' ’ method of analysis
7 BARIUM The solution remains clear for NLT 15 min. Follow Sectlon VII of -
‘ % ; , method of analysis =~
8 IRON : NMT 200 ppm Follow Section VIII of
- P ’ method of analysis
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AICTEER S Ly : ' RAW MATERIAL SPECIFICATION Revision No,: 02
CALCIUM CARBONATE IP Review Period: 3 Years
Title: Ttem Code: RAI/SP/C005 Lffective Date: | 2./09/ 2021,
S. NQ. » TLSI LIMITS
9 | MAGNESIUM AND NMT 1.0 % Follow Section IX of
ALKALI METALS T method of analysis
0 | CHLORIDES TNMT 250 ppm Tollow Section X of
B method of analysis
[T | SULPHATES NMT 0.3 % Fallow Section X of
S : method of analysis
12 LOSS ON DRYING NMT 2.0 % Follow Section XI[ of
(1.0 g/200°C) ' method of analysis
13 ASSAY/(on dried basis) - 98.0% - 100.5% Follow Section XIII of
(By Titrimetry) method of analysis -
HISTORY
’ S. No. ng_isién'Numbei' Rulson fon Revnsmn - i
1 Revision No.: 00 New Specnllcatxon No. RMS RAI/SP/COOS
2 Revision No.: 01 . Periodic revision
3 Revision No.: 02 Periadic revision
~ END OF DOCUMENT
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SIOTECH OV 8

Revision No.: 02

CALCIUM CARBONATE IP Review Period: 3 Years

JLitle: Item Code: RAI/SP/C005 Effective Date: |2\ 002024
METHOD OF ANALYSIS
SECTION I
DESCRIPTION

By Physical observation:

Take the sample in a clean dry glass petri-dish and record its appearance.
A fine, white, microcrystalline powder.

SECTION II

SOLUBILITY

Measure the volume specified below in each test tube and checks the solubility with appropriate solvent given.

Qty. to be taken (g) | Solvent Volume (mL) Limit
0.01 Water > 100 Practically insoluble
0.01 Ethanol (95%) >100 Practically insoluble
0.01 ; Any ammonium salts 1to 10 Slightly soluble
1.0 Dilute acids 10 to 30 Soluble
SECTION III
IDENTIFICATION

A. Test for calcium salts

Preparation of solution A - o : A
Accurately weigh and transfer about 5 g of the sample to a 100 mL volumetric flask. Add 80 mL of 2M acetic acid.
When effervescence ceases, boil the solution for 2 min, allow to cool. Make up to the volume with 2M acetic acid
and filter. If necessary, through a sintered-glass filter reserving any residue for the test for substances insoluble in
acetic acid. :
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a). To 0.2 mL of filtrate, add i mL of glacial acetic acid and 0.5 mL of potassium ferrocyanide solution, the
solution remains clear. Add about 50 mg of ammonium chloride.

A white crystalline precipitate is formed.

b) To 0.2 mL of filtrate, add 0.2 mL of a2 % wi/v solution of ammonium oxalate.

A white precipitate is obtained that is only sparingly soluble in dilute acetic acid but is soluble in hydrochloric acid.
B. Test for carbonates

Suspend 0.1 g of sample in a test tube in 2 mL of water. Add 2 mL of 2M acetic acid and close the tube
immediately using a stopper fitted with a glass tube bent at two right-angles, heat gently and collect the gas in 5 mL
of 0.1 M barium hydroxide.

A white precipitate is formed that dissolves on addition of an excess of dilute hydrochloric acid.

SECTION 1V

SUBSTANCES INSOLUBLE IN ACETIC ACID

Wash any residue obtained in Identification test A with four quantities, each of 5 mL of hot water and dry at 100°C
for 1 h. The residue weighs not more than 10 mg.

SECTION V
ARSENIC

Dissolve 2.5 g of sample in 15 mL of brominated hydrochloric acid and 45 mL of water. Remove the excess of
bromine with few drops of stannous chloride AsT. Introduce this solution into the bottle or conical flask. Add 5 mL
of 1M potassium iodide and 10 g of zinc AsT. Immediately assemble the apparatus (refer current IP) and immerse
the flask in a water bath at a temperature such that the uniform evolution of gas is maintained. After 40 min any
stain produced on the mercuric chloride paper is not more intense than that obtained by treating in the same manner
1 mL of arsenic standard solution (10 ppm As) diluted to 50 mL with water.
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SECTION VI
HEAVY METALS (Method A)

Preparation of standard solution

Into a SO mL Nessler cylinder, pipette 1 mL of standard lead solution (20ppm of Pb) and dilute with water to 25
mL. Adjust the pH between 3.0 to 4.0 with dilute acetic acid or dilute ammonia solution and dilute the solution with
water to 35 mL and mix.

Preparation of test solution
To 1 g of the sample, add 5 ml of water, and 8 mL of dilute hydrochloric acid, the latter being added slowly, shake
and evaporate to dryness on a water-bath. Dissolve the residue in 20 mL of water, filter, and add to the filtrate 3 mL

of dilute acetic acid and water to make 25 mL. Transfer to a 50 mL Nessler cylinder. Adjust the pH between 3.0 to
4.0 with dilute acetic acid or dilute ammonia solution and dilute the solution with water to 35 mL and mix.

Procedure

To each of the cylinders containing the standard solution and the test solution respectively, add 10 mL of freshly
prepared hydrogen sulphide solution, dilute with water to 50 mL, mix, allow to stand for 5 min and view
downwards over a white surface.

The color of the test solution is not more intense than that of the standard solution.

SECTION VII

BARIUM

Dissolve 0.6 g of the sample in 10 mL of 2Macetic acid by boiling, cool and add 10 mL of calcium sulphate
solution. The solution remains clear for not less than 15 minutes.

SECTION VIII
IRON

Dissolve 0.2 g of the sample in 5 mL of water and 0.5 mL of iron free hydrochloric acid, boil and dilute to 40 mL
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with water. Transfer the solution to a Nessler cylinder. Add 2 mL of a 20% w/v solution. of iron-free
citric acid and 0.1 mL of thioglycollic acid. Mix well and make alkaline with iron free ammonia solution, dilute to
50 mL with water and allow to stand for 5 min.

Any colour produced is not more than that obtained by treating in the same manner 2.0 mL of iron standard solution
(20 ppm Fe) in place of the sample solution

SECTION IX

MAGNESIUM AND ALKALI METALS

Dissolve 1.0 g of sample in 10 mL of dilute hydrochloric acid, neutralize the solution by adding dilute ammonia
solution; heat the solution to boiling and add 50 mL of hot ammonium oxalate solution. Cool, dilute to 100 mL with
water and filter. To 50 mL of the filtrate add 1.5 mL of dilute sulphuric acid, evaporate to dryness on a water-bath,
heat the residue to redness, allow to cool and weigh. The residue weighs not more than Smg.

SECTION X

CHLORIDES

Weigh accurately about 1.0 g of the sample, dissolve it in water by the addition of 3 mL of nitric acid and transfer
to a Nessler cylinder, dilute to 50 mL with water. Add 1 mL of 0.1M silver nitrate. Stir immediately with a glass
rod and allow to stand for 5 min protected from light.

When viewed transversely against a black background any opalescence produced is not more intense than that
obtained by treating a mixture of 10.0 mL of chloride standard solution (25 ppm Cl) and 5 mL of water in the same
manner.

SECTION XI

SULPHATES

Note: Solutions should be prepared with distilled water.
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Preparation of sample solution
Suspend 50 mg of the sample in 5 mL of water and add dropwise sufficient dilute hydrochloric acid to effect
solution. Add 2 mL of dilute hydrochloric acid.

Procedure

To 1 mL of a 25 % w/v solution of barium chloride in a Nessler cylinder, add 1.5 mL of ethanolic sulphate standard
solution (10 ppm SOy), mix and allow to stand for 1 min. Add 15 mL of the sample solution in 15 mL of water and
0.15 mL of 5 Macetic acid. Add sufficient water to produce 50 mL, stir immediately with a glass rod and allow to
stand for 5 min. When viewed transversely against a black background any opalescence produced is not more
intense than that obtained by treating in the same manner, 15 mL of sulphate standard solution (10 ppm SOq) in
place of the solution under examination.

SECTION XII
LOSS ON DRYING

Weigh a glass-stoppered, shallow weighing bottle that has been previously dried in a hot air oven at 200°C for 30
min (W, g). Transfer to the bottle about 1 g of sample and distribute the sample evenly by gentle sidewise shaking.
Weigh the bottle and the sample (W2 g). Dry the loaded weighing bottle by placing in a hot air oven at 200°C, with
its lid opened. After drying is completed, remove the weighing bottle from the oven and close the bottle properly.
Allow it to cool to room temperature in a desiccator. Weigh the bottle and sample (W3 g).

Calculation
Dry the sample to constant weight (W4 g).
The two consecutive weighing should not differ by more than 0.5 mg.

Percentage of LOD = W»-Wy x 100
(%) Wa-W,

Where

W = Weight of empty weighing bottle in g.

W, = Weight of empty weighing bottle + sample in g.

W3 = Weight of empty weighing bottle + sample in g (after drying-I).
W4= Weight of empty weighing bottle + sample in g (after drying-II).
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SECTION XIII
ASSAY

Weigh accurately about 0.1 g of the sample. Dissolve in 3 mL of dilute hydrochloric acid and 10 mL of water. Boil
cool, dilute to 50 mL with water. Titrate with 0.05 M disodium edetate to within a few mL of the
expected end-point, add 8 mL of sodium hydroxide solution and 0.1 g of calcon mixture and continue the titration

for 10 min,

until the colour of the solution changes from pink to a full blue colour.

1 mL of 0.05M disodium edetate is equivalent to 0.005004 g of CaCOs.

Calculation

(Vs =Vb) x M x 0.005004 100
Assay (%) = X x 100
(on dried basis) W (100 - LOD)
Where
Vs = Volume consumed for sample (mL)

Vb = Volume consumed for blank (mL)
M = Molarity factor of disodium edetate
LOD = Percent loss on drying of sample

W = Sample weight (g)
HISTORY
S.No. | Revision Number Reason for Revision i ‘
1 Revisicn No.: 00 New STP No. RMSTP: RAI/SP/C005
2 Revision No.: 01 Periodic Revision
3 Revision No.: 02 Periodic Revision
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GENERAL INFORMATION

Molecular formula

C12H2201, H,0

Molecular weight

360.3

Pack details

25 kg packed in Poly Woven bag

Storage conditions

Store protected from moisture at a temperature not
exceeding 30°C.

Precautions & Special instructions for sampling

Use hand gloves and nose mask while sampling. Avoid
inhaling. Reseal the containers immediately after
sampling. '

Quantity of sample required for analysis -
Quantity of reserve sample g
Quantity for microbial analysis 20g.

Sampling Instructions

SOP No.: QCGN/018

12 months

Retest period
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LACTOSE DCL-11 BP Review Period:3 Years

Title: Item Code: REX/SP/L004 Lffective Date: o9 \ N\ \ 20 o\
"SNo. [ TEST LIVIITS METHOD
1 DESCRIPTION White or almost white, crystalline powder. Follow Section I of
method of Analysis
2 SOLUBILITY Freely but slowly soluble in water, practically . .
' insoluble in ethanol (96%). Follow Section II ,Of
method of Analysis
3 IDENTIFICATION* Follow Section III of
method of Analysis
A.ByIR The IR absorption spectrum of sample should be
concordant with the spectrum obtained with
Lactose working standard.
B. By TLC The principal spot in the chromatogram obtained

C. By Chemical

D. Water (By KF)

with the test solution is similar in position, colour
and size to the principal spot in the chromatogram
obtained with reference solution.

A red colour develops.

4.5% to 5.5%

4 APPEARANCE OF The solution S is clear and not more intensely | Follow Section IV of
SOLUTION colored than reference solution BY7. method of Analysis
(Method II)
5 ACIDITY OR Not more than 0.4 mL of 0.1 M sodium hydroxide | Follow Section V of
ALKALINITY is required to change the colour of the indicator to | method of Analysis
pink or red.
6 SPECIFIC OPTICAL +54.4° to +55.9° Follow Section VI of
ROTATION method of Analysis
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SNeo. [ TEST LIMITS METHOD
7 ABSORBANCE Maxilﬁum 0.05% (5.0 mg) Follbw Section VII of

method of Analysis

At 400 nm
At210 nm to 220 nm
At270 nm to 300 nm

NMT 0.04 for test solution (a)
NMT 0.25 for test solution (b)
NMT 0.07 for test solution (b)

8 WATER (0.50 g) 4.5% to0 5.5% Follow Section VIII of
method of Analysis
9 SULFATED ASH NMT 0.1% Follow Section IX of

method of Analysis

10 MICROBIAL
CONTAMINATION

- Total aerobic microbial | NMT 10?CFU/g
count (TAMC)

- Escherichia coli Must be absent

Follow Section X of
method of Analysis

* First identification: A, D Second identification: B, C, D

HISTORY
S.No. | Revision Number Reason for Revision

1 Revision No.: 00 New Specification No.RMS: REX/SP/L004

2 Revision No.: 01 Periodic Revision

3 Revision No.: 02 Refer to Change control No.CC/24/123
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_ METHOD OF ANALYSIS
SECTION I
DESCRIPTION

By physical observation.
Take the sample in a clean dry glass petri-dish and record its appearance.

White or almost white, crystalline powder.

SECTION II
SOLUBILITY
Weigh the quantity specified below in each test tube and check the solubility with appropriate solvent given.
Qty. to be taken (g) | Solvent Volume(ml) Limit
1.0 Water . , 1-10 Freely soluble
0.01 Ethanol (96 %) >100 Practically insoluble
SECTION III
IDENTIFICATION
A. By IR

Triturate about 1 mg of the substance with approximately of 300 mg of dry, finely powdered of potassium bromide
IR. Or potassium chloride IR, as directed. Those quantities are usually suitable for disc 13 mm in diameter. Grind the
mixture thoroughly, spread it uniformly in a suitable die and compress under vacuum at pressure of about 800 Mpa.
Commercial dies are available and the manufacturer’s instructions should be strictly followed. Mount the resultant
discs in a suitable holder in the spectrometer. Several factors, such as inadequate or excessive grinding, moisture or
other impurities in the halide carrier, may give rise to unsatisfactory discs. A disc should be rejected, if visual
inspection shows lack of uniformly or if the transmittance at about 2000 cm -1 (5 pm) in the absence of a specific
absorption band is less than 75 % without compensation. If the other ingredients of tablets, injections, or other dosage
forms are not completely removed from the substance being examined, they may contribute to the spectrum.

Record the background spectrum. Record and compare the spectrum from 4000-400 cm™ for the working standard
and the sample
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B. By TLC
Solvent mixture : water, methanol (40:60 F/7).

Test solution : Dissolve 10 mg of the substance to be examined in the solvent mixture and dilute to 20 mL with the
solvent mixture.

Reference solution : Dissolve 10 mg of lactose monohydrate CRS in the solvent mixture and dilute to 20 mL with
the solvent mixture.

Plate TLC silica gel plate.

Mobile phase : water, methanol , glacial acetic acid, methylene chloride (10:15:25:50 V/V/V/V); measure the
volumes accurately, as a slight excess of water produces cloudiness. '

Application 2 uL; thoroughly dry the points of application.

Development A Over 3/4 of the plate.

Drying A In a current of warm air.

Development B Immediately, over 3/4 of the plate, after renewing the mobile phase.
Drying B In écurrent of warm air.

Detection Spray with a solution of 0.5 g of thymol in a mixture of 5 mL of sulfuric acid and 95 mL of ethanol(96 %);
heat at 130 °C for 10 min.

Results The principal spot in the chromatogram obtained with the test solution is similar in position, colour and size
to the principal spot in the chromatogram obtained with the reference solution.

C. By Chemical

Dissolve 0.25 g of sample in 5 mL of water. Add 5 mL of ammonia and heat in a water bath at 80°C for 10 min.

A red color develops.
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D. WATER See section IX.

SECTION IV

APPEARANCE OF SOLUTION

Preparation of solution S

Dissolve 1 g of sample in boiling water and dilute to 10 mL with boiling water.

Clarity of solution

Take two matched, flat bottomed test tubes of colorless transparent, neutral glass. Place 20 mL of the sample solution
in one test tube and 20 mL of water in another test tube. After 5 minutes of reference suspension preparation,

compare the contents of the tubes against a black background by viewing in diffused day light down the vertical axes

of the tubes.
A liquid is considered clear if its clarity is the same as that of water.

Color of solution

Take two matched, flat bottomed test tubes of colorless transparent, neutral glass. Place 20 mL of the sample solution
In one test tube and 20 mL of reference solution in another test tube. Examine the colors of liquid in diffused
daylight by viewing down the vertical axes of the tubes against a white background.

The solution is clear and more intensely colored than reference solution BY5.
Preparation of reference solution BY>

Add 2.5 mL of standard solution BY to a 100 mL volumetric flask and 97.5 ml with 1% w/v solution of hydrochloric
acid make up the volume.

Preparation of standard solution BY

Mix 2.4 mL of yellow solution, 1.0 mL of red solution, 0.4 mL of blue solution and 6.2 mL of 1% w/v solution of
hydrochloric acid. ’
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Preparation of yellow solution

Dissolve 46 gof ferric chloride in a mixture of 25 mL of lxydrocllloric acid and 975 mL of water and dilute to 1000
mL with same mixture. Adjust the solution to contain 45 mg of FeCl;, 6H20 per mL by adding the same acidic
mixture. Protect the solution from light.

Preparation of red solution

Dissolve 60 g of cobalt chloride in a mixture of 25 mL of hydrochloric acid and 975 mL of water and dilute to 1000
mL with same mixture. Adjust the solution to contain 59.5 mg of CoClz, 6H20 per mL by adding the same acidic
mixture.

Preparation of blue solution

Dissolve 63 g of copper sulfate in a mixture of 25 mL of hydrochloric acid and 975 mL of water and dilute to 1000
mL with same mixture. Adjust the solution to contain 62.4 mg of CuSQs, SH20 per mL by adding the same acidic
mixture. Protect the solution from light. 2

SECTION V

ACIDITY OR ALKALINITY

Dissolve 6 g of sample by heating in 25 mL of carbon dioxide free water, cool and add 0.3 mL of phenolphthalein
solution. The solution is colorless.

Not more than 0.4 mL of 0.1M sodium hydroxide is required to change the colour of the indicator to pink or red.
SECTION VI

SPECIFIC OPTICAL ROTATION (anhydrous substance).

Dissolve 10 g of sample in 80 ml carbon dioxide free water, heat to 50°C. Allow to cool and add 0.2 ml of dilute
ammonia. Allow to stand for 30 min and dilute to 100 ml with water.
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Calculation
ZXV
LXW
Where

Z = Corrected observed rotation, in degrees

L = length of polarimeter tube iri dm

V = volume of solvent

W= weight of the sample

SECTION VII

ABSORBANCE (By UY) (proteins and light-absorbing impurities)
Preparation of test solution (a)

Solution S

Preparation of test solution (b)

Dilute 1 mL of test solution (a) to 10 mL with water.

Procedure

Scan tlest solution (a) at 400 nm and test solution (b) between 210-300 nm.
Results:

— at 400 nm: maximum 0.04 for test solution (a);

— from 210 nm to 220 nm: maximum 0.25 for test solution (b);
— from 270 nm to 300 nm: maximum 0.07 for test solution (b).
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SECTION VIII
WATER

Standardization of KF reagent

Place enough mixture of formamide and ‘methanol in the ratio of 1:2 in the titration vessel and pre titrate with KF
reagent to the end point. Quickly add 25 mg to 50 mg of distilled water. Titrate to the end point. Note down the titre

value in mL.

Calculate the factor (F) of the reagent using the following formula.

Weight of water taken (mg)

F=
Titre value in (mL)

Procedure

Place enough mixture of formamide and methanol in the ratio of 1:2 in the titration vessel and titrate with the KF
reagent to the end point. Quickly add about 500 mg of sample. Note down the weight by difference, accurately in mg.
Stir for 1minute or till it dissolves. Titrate to the end point with KF reagent. Note down the titre value in mL.

Calculation
Titre value x factor x 100 °

Water (%) =
Weight of sample taken (mg)

SECTION IX

SULPHATED ASH

Ignite a suitable crucible at 600+50°C for 30 minutes, allow to cool in a desiccator over silica gel or other suitable
desiccant and weigh (W1). Place the 1.0 g of the substance under examination in the crumble and weigh (W2).
Moisten the substance under examination w1th a small amount of sulfuric acid (usually 1 mL) and heat gently at a low
temperature as practicable until the sample is thoroughly charred. After cooling, moisten the residue with small
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amount of sulfuric acid (1 mL), heat gently until white fumes are no longer evolved and ignite at 600+50°C until the
residue is completely incinerated. Ensure that flames are not produced at any time during the procedure. Allow the
crucible to cool in a desiccator over silica gel or other suitable desiccant (W3), weigh it again and calculate the
percentage of residue.

Ignite the sample to constant weight (W4 g).

Repeat the operation until the two successive weighing do not differ by more than 0.5 mg.

Percentage of Sulphated ash = W¢-W; x 100

(%)

Where

Wa-Wi

Wi = Weight of empty crucible in g.

W, = Weight of crucible + sample in g.

W3 = Weight of crucible + sample in g (after Ignition-I).
W4 = Weight of crucible + sample in g (after Ignition-II).

SECTION X

MICROBIAL CONTAMINATION

Refer general SOP no. QCMB/006.

HISTORY
S. No. Revision Number Reason for Revision
1 Revision No.: 00 New STP No. RMSTP: REX/SP/L004
2 Revision No.: 01 Periodic Revision
3 Revision No.: 02 Refer to Change control No.CC/24/123
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S41 PRIMUS LIFE

SIOTEC ST LT, RAW MATERIAL SPECIFICATION Revision No.: 03
CROSCARMELLOSE SODIUM BP Review Period: 3 Years
Title: Item Code: REX/SP/C008 Effective Date: oo\ 1y \ oo
GENERAL INFORMATION
Molecular formula NA
Molecular weight NA

Pack details

10 kg packed in poly bags in fiber/HDPE drums or poly
bags.

Storage conditions

Store in air tight container.

Precautions & Special instructions for sampling

Use hand gloves and nose mask while sampling. Reseal
the containers immediately after sampling. Avoid
inhaling.

Quantity of sample required for chemical analysis 20g
Quantity of sample required for microbial analysis 20¢g
Quantity of reserve sample 80g

Sampling Instructions

SOP No.: QCGN/018

Retest period 12 months
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CHOTECH P TD, RAW MATERIAL SPECIFICATION Revision No.: 03
CROSCARMELLOSE SODIUM BP Review Period: 3 Years
Title: Item Code: REX/SP/C008 Effective Date: 5o \ \n \ mooy
S.No. | TEST LIMITS METHOD

1 DESCRIPTION

White or greyish-white, hygroscopic powder.

Follow section I of
Method of analysis

2 ‘SOLUBILITY

Practically insoluble in acetone, in anhydrous
ethanol and in toluene.

Follow section II of
Method of analysis

3 IDENTIFICATION

A.ByIR

B. By Chemical

The IR absorption spectrum of sample should
be concordant with the spectrum obtained
with  Croscarmellose  sodium  working
standard.

The sample absorbs methylene blue and
settles as a blue, fibrous mass.

Follow section III of
Method of analysis

C. Test for sodium

A dense white precipitate is formed.

Follow section IV of

4 pH 50t0 7.0
Method of analysis
S SETTLING VOLUME 10.0 mL to 30.0 mL Follow section V of
Method of analysis
6 SODIUM CHLORIDE AND NMT 0.5 % Follow section VI of
SODIUM GLYCOLLLATE Method of analysis
(dried substance)
7 WATER SOLUBLE NMT 10.0 % Follow section VII of
SUBSTANCES (dried substance) Method of analysis
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S.No. | TEST LIMITS METHOD
8 LOSS ON DRYING NMT 10.0 % wiw Follow section VIII of
(1.0g/105°/6h) Method of analysis
9 SULFATED ASH 14.0 % -28.0 % Follow section IX of
Method of analysis
10 ASSAY - DEGREE OF 0.60-0.85 Follow section X of
SUSTITUTION Method of analysis
(A+S) (Dried substance)
By Titration
11 MICROBIAL CONTAMINATION Follow section XI of
Method of analysis
- Total aerobic microbial count NMT 10° CFU/g
(TAMC)
- Total yeast and mould count NMT 10% CFU/g
(TYMC)
- Escherichia coli Must be absent
HISTORY
S.No. | Revision Number Reason for Revision
1 Revision No.: 00 New Specification No. RMS: REX/SP/C008
2 Revision No.: 01 Periodic Revision
3 Revision No.: 02 Periodic Revision
4 Revision No.: 03 Refer to Change control No.CC/24/123
END OF DOCUMENT
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Sal PRIMUS LIFE

sorcer:mauc. | RAW MATERIAL STANDARD TEST PROCEDURE

‘Revision No.: 03

CROSCARMELLOSE SODIUM BP

Review Period: 3 Years

L Tit_le:

Item Code: REX/SP/C008

Effective Date: o \ 1\ \ 200y

SECTIONI
DESCRIPTION

By Physical Observation

METHOD OF ANALYSIS

Take the sample in a clean dry glass petri-dish and record its appearance.

White or greyish-white, hiygroscopic powder.

A IR

SECTION II
SOLUBILITY
Measure the volume specified below in each test tube and check the solubility with appropriate solvent given.
Qty. to be taken (g) | Solvent Volume (mL) Limit
0.01 Acetone > 100 Practically insoluble
0.01 Anhydrous ethanol > 100 Practically insoluble
0.01 Toluene > 100 Practically insoluble
SECTION III
IDENTIFICATION

Depending on the degree of substitution, the intensity of the absorption band at about 1750 cm’! may vary.

Triturate about 1 mg of the substance with approximately of 300 mg of dry, finely powdered of potassium bromide IR.
Or potassium chloride IR, as directed. Those quantities are usually suitable for disc 13 mm in diameter. Grind the
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mixture thoroughly, spread it uniformly in a suitable die and compress under vacuum at pressure of about 800 Mpa.
Commercial dies are available and the manufacturer’s instructions should be strictly followed. Mount the resultant
discs in a suitable holder in the spectrometer. Several factors, such as inadequate or excessive grinding, moisture or
other impurities in the halide carrier, may give rise to unsatisfactory discs. A disc should be rejected, if visual
inspection shows lack of uniformly or if the transmittance at about 2000 cm ' (5 wm) in the absence of a specific
absorption band is less than 75 % without compensation. If the other ingredients of tablets, injections, or other dosage
forms are not completely removed from the substance being examined, they may contribute to the spectrum.

Record the background spectrum. Record and compare the spectrum from
4000-400 cm! for the working standard and the sample.

B. By Chemical

Mix 1 g of sample with 100 mL of methylene blue solution (4 ppm). Mix well and allow to stand.
The sample absorbs methylene blue and settles as a blue, fibrous mass. '

C. Test for sodium

To the residue obtained in the test for sulfated ash, in 2 mL of water. To 2 mL of this solution, add 2 mL of 150 g/L
solution of potassium carbonate and heat to boiling. No precipitate is formed. Add 4 mL of potassium pyroantimonate
solution and heat to boiling. Allow the solution to attain room temperature and rub the inside of test-tube with a glass
rod.

A dense white precipitate is formed.
SECTION IV
pH

Dissolve 1 g of sample in 100 mL of carbon dioxide-free water for 5 min. Immerse the cleaned electrode of pH meter
into the test solution. Measure the value of pH which is displayed on pH meter.
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SECTION V
SETTLING VOLUME

Place 75 mL of water in a 100 mL graduated cylinder and add 1.5 g of the substance to be examined in 0.5 g portions,
shaking vigorously after each addition. Dilute to 100 mL with water and shake again until the substance is
homogeneously distributed. Allow to stand for 4 h.

SECTION VI

SODIUM CHLORIDE AND SODIUM GLYCOLLATE (Dried substance)

Sodium chloride

Weigh accurately about 5 g of sample in a 250 mL conical flask. Add 50 mL of water and 5 mL of strong hydrogen
peroxide solution and heat on a water-bath for 20 min, stirring occasionally to ensure total hydration. Cool, add 100 ml
of water and 10 mL of nitric acid. Titrate with 0.05 M silver nitrate determining the end-point potentiometrically using
a silver indicator electrode and a double-junction reference electrode containing a 100 g/L solution of potassium nitrate

R in the outer jacket and a standard filling solution in the inner jacket, and stirring constantly.
1 mL of 0.05 M silver nitrate is equivalent to 2.922 mg of NaCl.

Sodium glycollate

Add 500 mg of the dried substance in a 100 mL beaker. Add 5 ml of glacial acetic acid and 5 mL of water and stir to
ensure total hydration (about 15 min). Add 50 mL of acetone and 1 g of sodium chloride. Stir for several min to ensure
complete precipitation of the carboxymethylcellulose. Filter through a fast filter paper impregnated with acetone into a
volumetric flask, rinse the beaker and filter with 30 ml of acetone and dilute the filtrate to 100 mL with the same
solvent. Allow to stand for 24 h without shaking. Use the clear supernatant to prepare the test solution.

Preparation of reference solution

Dissolve 100 mg of glycolic acid previously dried in vacuum over diphosphorus pentoxide in water and dilute to
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100 mL with the same solvent. Use the solution within 30 days. Transfer 1 mL, 2 mL, 3 mL and 4 mL of the solution to
four separate 100 mL volumetric flasks. To each flask, add 5 mL each of water and glacial acetic acid and dilute to 100

mL with acetone and mix.

Transfer 2 mL of the test solution and 2 mL of each reference solutions to separate 25 mL volumetric flasks. Heat the
uncovered flasks for 20 min on a water- bath to eliminate acetone. Allow to cool and add 5 mL of 2,7-
dihydroxynaphthalene solution to each flask. Mix, add a further 15 mL of 2,7-dihydroxynaphthalene solution and mix
again. Close the flasks with aluminium foil and heat on a water- bath for 20 min. Cool and dilute to 25 mL with

sulphuric acid.

Measure the absorbance of each solution at 540 nm. Prepare a blank using 2 mL of a solution containing 5 mL each of
glacial acetic acid and water in 100 mL of acetone. Prepare a standard curve using the absorbances obtained with the
reference solutions. From the standard curve and the absorbance of the test solution, determine the weight (a), in mg,
of glycollic acid in the s<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>