STANDARD TESTING PROCEDURE - RAW MATERIAL

Material Sodium hydroxide

Hem Code 1000002770 Department | Quality Control
TP Ne. RLSZOCAISTPOIS | Revision | oo | EMectve 1=, 1 147
Supernedes Mone Dated NA | Page Mo. Pageiafll
Mext Review on | Mavimesn of 2 years from effectve dale

Comphbes with the imit test for chlorides (50 -

ppm). E
5 | Criwites Compiies with the limit fest for chiordes (125 | o

ppm)

Apparatus and Chemicals:

250-ml conical flask

Water

2M nitric acid

Siiver nitrate

100-mi measuring cylinder

Procedure:

Preparation of Test solution:

Ta 15 mi of Solution S add 1 mi of 2M nitric acid, pour the mixture as a single addtion
into 1 mi of silver nitrate solution and allow to stand for 5 minutes protected from light.
View transversely against a black background Any opalescence produced is nol more
intensa than that obiained by treating a mixture of 10 mi of chlonda standard solution (75
ppm/100 ppm CI) and 5 ml of water in the same manner.
Preparation of Standard solution.

Dilute 1 volume of @ 0,0824% wiv solution of sodium chioride to 5 volumes with water (lo
m1mm.“4mﬂ:u.mmmummmﬁ
volumes with water (to produce 75 ppm) immediately before use.




STANDARD TESTING PROCEDURE - RAW MATERIAL

Materlal | Sodlum hydroxide

fbhoem Code 1000002770

D partmsnt
STP No. ALS2OC/RMSTPOTS |Revision | 00 | oo™ T 18, 07
Page No.

Supemsades Hone Dated NA Page ol 1)

Hexi Review on Maximum of 2 years from affeciive dats

Complias with the limit tesl for suiphates (50 6P
ppm).

Complies with the limit test for sulphates (75 P
ppm).

Apparatus and Chemicals:

250 ml conical flask

Banum chioride

Sulphate standard solution

5M acetic acid

Procedure:

Preparation of Test solution:

Add 1 mi of a 25% wiv solution of barium chioride to 1.5 mi of sulphate standand solution
(10 ppm S0,), shake and allow to stand for 1 minute. Add 15 mi of Solution 5 in 15 ml of
water and 0.5 mi of 5M acelic acid and allow to stand for 5 minutes. Any opalescence
produced is not mere intense than that of a standard preparation.

FrEDArathon ol SUpa e SEaliiiei i LT

Dilute 1 volume of a 0.181% wiv solution of potassium sulphate in distilled waler to 20
volumes with the water (50 ppm S0,), diute 1 volume of 0.181% wiv solution of
potassium sulphate in distilled water to 15 volumes with the water (75 ppm 50,).




STANDARD TESTING PROCEDURE — RAW MATERIAL

Matorial Sadium hydroxide
fem Code 1000002770 Department | Quality Control

STP No. RLSZOCRIWSTPOIS | Revision | 00 | EMecthve | 1o Gy
Page No

Supersedes Mone Dated MA Page 7ol 11

Haxt Raview 6n | Masimiurm of 2 years from effective dale

Complies with the limit test for iron (10 ppm) BP
Complies with the limit test for iron (20 ppm) P

08 | lren

Apparatus and Chemicals:
Separating funnel

Nessler cylinder
Hydrochloric acid

Methyl isobutyl ketone

Citric acid

Mercaplo acetic acid
Ammania

Ammonium lren(lil) sulphate
Sulphuric acid

Procedure:

Preparation of Test solution.

in a separating funnel, dissolve 1.0 g in 10 mi of dilute hydrochioric acid. Shake with
three quartities, each of 10 mi, of methy| isobutyl ketone, shaking for 3 min each time.
To the combined arganic layers add 10 ml of waler and shake for 3 min. Take 10 ml of
the solufion and transfer to a Nessler cylinder. Add 2 mi ol a 20% wiv solution of citnic
acid and 0.1 mi of mercaptoacetic acid, mix, make alkaline with 10M ammonia, dilute lo
20 mi with water and allow to stand for 5 minutes. Any pink colour produced is not more

Prepaned by Verilied by Approved by

Signature
Hame
Designation
Date

Format No.- RLS2/QC0019F02-00



STANDARD TESTING PROCEDURE - RAW MATERIAL

Matenal Sodium hydroxide

tem Code 1000002 T Department | Cuality Control
STP No. RLSZIQC/RMISTPO1E | Revision | 00 E:'““" Tan 18,707
Supersedes Nona Dated A Page No. Page Lol 11
Hext Reviow on | Maximum of 2 years from affective date

intense than that ebtained by treating 10 mi of iron standard solution (1 ppm Fe) in the
SamE manner,

Preparation of Standard solution:

Dissolve 0.853 g of ammonium iron{lll) sulphate in water containing 25 ml of 1M
sulphuric acid and add sufficient water to produce 500 mi. Dilute 1 volume to 10 volumes
with water (20 ppm Fe). Dilute 1 volume of the solution to 20 volumes with water (10

ppm Fe) immediately bafore use.

Complies with limit tast for heavy metals (20 gp
09 | Heavy melals ppm)
Mot more than 20 ppm.

T

Apparatus and Chemicals:
Water

Acetate buffer pH 3.5
Thioacetamida reagent
Lead standard schution
Analytical balance
Procedure:
Preparation of Test solution:
To 12 ml of Solution S add 2 ml of acelale buffer pH 3.5, mix, add 1.2 m| of
thioacetamide reagent. mix immediately and allow to stand for 2 minutes. Any brown
colour produced s not more intense than thal oblained by treating in the same manner a
Prepared by Verified by Approved by




STANDARD TESTING PROCEDURE - RAW MATERIAL

Matorial Sodium hydroxide

lem Code 1000002770 Department | Quality Control
STP No. RLSZOCRMWSTPO18 |Revision | 00 | gho™" | Tuw 19, %7
Supersedes Mone Dated NA | Page Ne. Page 9of 11
Nl Raview on | Masimunm of 2 years om efleciive date

micture of 10 mi of lead standard solution (1 ppm Pb), and 2 mi of the solution being
examined. The standard solution exhibits a slightly brown colour when compared Lo a
solution prepared by treating in the same manner a mixure 0f 10 ml of water and 2 m| of
the solution being examined.

3
d Sgulion:

Take 0.4 g of lead nitrate, dilute to 250 ml with water (lo produce 0.1% Pb). Dilute 1
volume of the solution o 50 velumes with water (to produce 20 ppm Pb).

10 | Arsenic Complies with the limit test for arsenic (4 ppm). | IP

Take 25 g of sample and dissolve in 50 ml of water, add 16 m! of brominatec
hydrochlonc acid AsT, and remove the excess of bromine with a few drops of stannous
Prepared by Veriflad by Approved by

Signature
Name

Designation

Date
Format No.. RLS2/QC0019/F02-00




STANDARD TESTING PROCEDURE - RAW MATERIAL

| Material Sodium hydroxide

Mem Code 1000002770 Department | Quality Control
STP No. RLSGCAIWETPOTE | Revision | 0o | EHective  fog, o 10y
Supersedes None Dated NA | Page No. Page 100l 11
Next Review on | Maximum of 2 years from sflective date

chioride solution AsT. Add 5 mi of 1M potassium iodide and 10 g of zinc AsT to the
solution. Immediately assembile the apparatus and immerse the flask in a water-bath at a
tlemperature such that a uniform evolution of gas is maintained, After 40 minules any
stain produced on the mercuric chlonde paper is not more intense than that obtained by
treating in the same manner 1.0 mi of arsenic standard solution (10 ppm As) diluted to
50 ml with water,

of water. Dilute 1 mi of the solution te 100mi with water (10 ppm As).

Mot less than 97,0 per cenl and nol more Ihan
11 | Assay the equivalent of 100.5 per cent of total alkali, | BPIP

calculated as NaOH.

Apparatus and Chemicals:

Analytical balance

Autotitrator

250-ml conical flask

Anhydrous formic acid’

Anhydrous acetic acid
0. 1M perchiloric acid




STANDARD TESTING PROCEDURE - RAW MATERIAL

Material Sodium hydroxide

em Code 100000770 Department | Cuality Control
STP No. RLSZIDCIRMISTPOIE | Revision | 00 | EER™® | TR o oy 87
Supersedes None Dated NA | Page No. Page 110011
Mext Review on | Maximum of 2 years from effective dale

Procedure:

Weigh accurately 2.0 g of sample in a 250-ml conical flask, dissolve in about 80 m| of
carbon dioxide-free water. Add 0.3 ml of phenolphthalein solution and titrate with 1 M
hydrochloric acid. Add 0.3 mi of methyl orange solution and continue the titration with 1
M hydrochloric acid. Calculate the assay of NaOH by given formula.

Assay =

Titer value x Molarity of hydrochloric acid x 40.0 x 100

Weight of the sample taken

Verified by

Al




—

5 No. | Farameters __ Result L Specification | Ref
White, crystallime masses,
mid-lilﬂﬂ.lﬁm:r

deliquescent, readily
[Chamuss absorbing carbon dioxide, very| B
sohuble i water, freely wiuble
ot) in aloohol.
s sicks,
4 1 peliens o
Deacrighics slabs; deliquescent Readily | T
absorbs carbon diowide

02). Solubility ?uyn:ﬂ-hu-.m »
A wolution (1 in 25) responds
1o the tests for Sodium UsF
pH of the solution is not

e o B

03). [1dentification J!.uhqmnhnfnh.
t:hmuﬂunflh
B: pH ol 8 0.01% wiv siution.| ©*

bzt tham 110
Insoluble substances and Chear, and colorless 1o shightly
ot gasic malicr colared. usp
04), Appearance of solution 1::--14:&:.1-, BP
’m‘:‘“““‘”‘"’“ Clear, and colourless. i
05y b—h precipitate is formed usp
06). Ic-hm- Mot more than 2.0 per cent Bp

Result : Sample meets / Does not meets the requircments as per specification.

Analysed By Reviewed By :
Date : Diate :

Format No.: RLSZ/QC019%F05-00

Page 1 ol 2



| Sprcification

Complies with e limit test for
chlorides {50 ppm).

Comglies with the i test for
chlorides (125 ppe)

Complies with the limit tes for
sulphates (50 ppm).

Compliea with the limit test for
(75 ppm)

09).

s with the Timit test for

iron (20 ppm),

10)

Heavy metals

The Hmit is 0.003%.

18

Mot more than 20 ppm,

1.

Complies with the limit fest for
arsenic {4 ppen.

12).

Not less than 97.0 per cent and
not mote than the eguivalent of
100.§ per cent of sl alkal,
calexlated a5 NallH.

Tess than 3510 per cont and

100 5 per cent of ital afkali,
calculated as NaOH. Including

not more than the equivalent of

3% NaCO,

Analysed By
Date

Result : Sample meets / Docs not meets the requirements as per specification.

Reviewed By !

Feormat M=M1m

Page 2 of 2




ATR No. - RLSZIQC/RM/ATRD] §-01

ampling Information
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Analysis Information
__HNo | _ Parameters Result _Ref |
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IN-PROCESS SPECIFICATION
AND
TESTING METHOD




SPECIFICATICN - INPROCESS PRODUCT

Matarial Albumin Bulk (Inproceas)

Item Code Nane Departmant | Guality Contrel |
|

Imﬂﬂm No. | RLENQCHMSPCODZ | Revision | 00 | Effective Dale March 31, 2007

!ll.lm Marie Datad HM& | Page Mo. Pags 1 af |

| Mext Review on | Maximuen of 2 years from Efeclive Dats = |

= TEST SPECIFICATION

01 | ASSAY (PROTEIN) Mone; assay value to be recorded

Prepared by Varified by Apgraved by

Signature e

Hama h

Designation




SPECIFICATION - INPROCESS PRODUCT

Material Alburin Bulh [Firal)

Nteem Cods None Department | Quality Contral
Specification Na. | RLS1MCAP/SPCONT | Revislen | 00 | Effective Date | March 31 2007
Superzedes Honag Dated MA | Page No. Page 1 of 1
Maxt Review an | Maximum of 2 yesrs from Efective Date

Storage conditions At2-8°C

Ra-1est After & months from the date of manufacture
Parameters for re-tesl All (Tests 01 - 05)

s.

No. TEST SPECIFICATION

Shall be in the range 8.7-7.3

Shall be < 1efu ! mL

04 | BACTERIAL ENDOTOXINS

Shall be <825 EU /f mL

05 | ASSAY (TOTAL PROTEIN)

= Shall be NLT 10% {for bulk maanl for 5%
formulation)

« Shall be NLT 22% (for bulk meant for 20%

_ldimylation)
Preparad by Venfied by Aorovad by
Sigrature
Mame
Dosignation




STANDARD TESTING PROCEDURE - INPROCESS PRODUCT
Matarial Albumin Bulk [Inprocess]
itern Code None Department | Quality Control
STP No. RLSQCIP/STPO0Z | Revision | o0 | pieciv® March 31, 2007
Supersades Mone Dated NA | Page Mo Paga 10f2
Next Review Within & masimum of 2 yaars from Effective Date

0 ASSAY (PROTEIN) . MNone, assay value to be recorded

Procedure: In a set of eppendorf tubes, dilute the prolein standard solution (6%) with
distilled water to 3%, 1.5% and 0.75%. Prepare each of these dilulions in & single-step
from the standard solution (%) Follow the table below to prepare the different dilutions
of the standard.

Standard | Standard protein solution (ul) | Dist. Wabar {ul) Total volume (pl)
Cong. (%)
6 40 . 40
3 20 = 20 40
15 10 30 40
0.75 10 70 BO

Transiar!ﬂp].{rumthul'imthraedhﬁuﬂﬁmﬂﬂuﬂtﬂﬂﬂﬁwnﬂﬁ_m
labeled with the corresponding concenirabion of proten.  From the lube containing the
last diktion {0.75%), transfer 20 pL aliquots to two tubes, Each diluticn of the standard
Is now in duplicate.  In a manner similar fo the above, dilute the sample eight- and
sateen-lold, and have 20 pl of each of these dilutions in duplicate in eppendorf tubes.
Add 1 mL of the Biuret reagent to the two lubes of each dilution of standard and sample.
As a blank, use a mixture of 1 mL of Biuret reageni and 20 L of distilled waler in
duplicate. Incubate all the tubes (standards, samples and blanks) at 37°C for 15 minutes

in an incubator  Afler the ncubation, mﬂﬂuﬂMﬂﬂmﬁnﬂE_ﬂm
Prepared by Varified by Approved by

Slgnature
Hame

Designation
Date




STANDARD TESTING PROCEDURE - INPROCESS PRODUCT

Materiai Albumin Bulk (Inprocess)

mom Code HMona Department | Cuality Control
5TP Mo. RUSVQCAPISTPOI | Revision | 00 | EHectv® |y gy 200
Supersades Mone Dated MA IFq-!h. Page 2of 2
| Hext Revirw Within i b of 2 yesrs o Efpcive Dats

tubes at 546 nm against the blank. Before this, calibrate the cuvettes by adding each of
tmummﬂmnmhmumm. From the
absorbance dala, plot 8 calibrabon curve of Abs ve protein concentration. Using the
slope and intercept of the line, and the absorbance of the sample dilutions, calculate the
protein cencentrations of the sample and mulliply these by the appropnate ddution factor

(o arrve al e onginal protein conceniration of the sample (%)

Limits: None, assay value to be recorded




SPECIFICATION - INPROCESS PRODUCT

Material Albumin Bulk (inprocess)
iem Code Homne Department Quality Control
Specification No. | RLS1QCARSPCO0Z | Revision 0. Effective Data March 31, 2007
Supersaedes Maone Dated MA | Page Ne. Page 1of 1
Mexi Review on Maximum of 2 years from Effeciive Date

oo TEST SPECIFICATION

01 | ASSAY (PROTEIN)

None, assay value to be recorded

Verified by




FINISHED PRODUCT SPECIFICATION




Product Registration Application- AlbuR el

SPECIFICATION = FINISHED PRODUCT

s AtniRtai ™ Homae Normat Albumin 0% s

Speciication Ma. | SPOOCAPOINDT | Effective Date | /2 Deparment | Guality Controd
Supersodes SPL/OCFE,01L00 | Dated 7012068 | PageNo. Faga i of 3
Sampling Quaniity 25 Vials

STP No, : STRYQCIFPID1 30

Raference 1P 2007/ 10 howss

Storage condiions - Store at and below 25° C lemperature

Name Signature Date

Prepared By .

Executive - Qually Controt

Roviewed By

Manager — Qualify Control

Reviewed By
Executive — Cuaity Assurande
Approved By

Oy Manager - Quality Assurance




'roduct Registration Application- AlbuRel

SPECIFICATION - FINISHED PRODUCT

. AlbuRel™ [Human Normal Alamin 0% sotusen, P| 50 mi
Specification No. | SPCAOCFPOIUDT | Efective Data | /2 Department | Quality Contral
Fuperseden SPCOCFPAO2W0 | Dated 2012008 | Page No. Pagedcl2
Sr. Ha. Test Specification
Cescrpton Clear, wightly vacous Igud. Targng n colder from P
. mh-m,ﬁ-q-n.
WI&?“WHTHM
. S— whereas % obarved AJANET A Horse nhn—
E j=-_aT o
The b n and
cemparnd with fhe mader of 48 KDa
3 Ackdhy of Aualinity Between 6.7 and 7.3 B
4 Alizline Phesphstaze HAAT 0.1 U/  protein T house
& Vs cortend Atsortiance &1 403 ne shal be KT 015 LJ
5 Conahured Prosein MNMT 5.0% I
The bands are siemiar n and ey
T Protsin Composition m‘mﬂmﬂ w& = husd
COMEErHd with Ihe marker of 58 KDa
& Slatalty Mt COmply Wi B el b Slabity. »
b Pyrogens WSt Comoly wih Bhe it £ pyrogerd v
0. | Swley Muat comply wiin P 28 bor sterity. g
" | Abncrmal Tonichty Must comply with fhe hest ke aSnormal teadioty. i
Aasay Botweon 194 and 21% (95 % snd 105 % of tha
. p-;dp.—_‘:_u._}‘ .
1 Sodm HMIT 180 rrroial P
M. | Potsssiem HMIT 2 menais. P
15 | Auminim NMT 200 g .
6. | NV iaed by PCR® bt red Do Gncind Pr—
7. | HBVEy PCR* Wizst not e detected P
8. | HCVEy PCR® Bhuat et De Setectod. n housd
19 | Parvovirus by PCRY Whust fiot be detected. n house




FINISHED PRODUCT TESTING
METHOD




Standard Testing Procedure of
Finished Product




ST PROCEDURE - FINISHED PRODUCT

. laberisl A rel ™ [Humman hormud Albartin 20% soheiion, 5] -36

[ 8TP M. STPRGCERA 301 Eflech o Caite

[) Osparvewnd | Quainty Cortrol
| Buperastes | BTPOGHMTA300 Datsd 2077000 _| Paga Mo Fage tafy |
Sampling Cuanmy - 25 Vial
Spec. ho. . SPCOCFPOTI
Relarence * P 2007 1 In house
Storage condiiom. | Siore at and below 257 T tamperslure
Name Shgnature Date
Prepared By
Executive - Quality Cantral :
ww
Manager - Quality Conlmo
Reviewed By
Executive — Quallty Assurance .
Approved By
Oy.Manager - Quafity Assurznos d




L EEC TS

STANDARD TESTING PROCEDURE - FINISHED PRODUCT [

| Mlarbarin) Mﬂmmmmnmmmnqn
ll'l'F__IE. STEQTEPD] U0 ERiective Date 47 | Dsparimont | Quaiity Coatial |
| Supersades | STPAOCFRDIL00 Cated nolaos | Page Mo, Page2of11 |
1. Description
— Claar, slightly viscous fiquid, ranging in coloar from
L__tu_i . Ill'l'm;t o or ambar. w |
Checi the contents against light. lest is 1o that the praparation 8 1o it
descriptian and is also fee from parficulate matter
2. Identification

A. Procipitation tests

Monospecific single arc against the Ant human Serum Is
Bpecification | observad In the given test sampls of atbumin whereas “"“‘“‘]

nonspacific is obeerved against Anti Horse serum

Principle
ﬂumhmmuimmnﬁupkimhrlnhmmﬂmdrmnnMdMnrm
minummlﬂMHMﬂmmmﬂmmm
usually 85 A whilsh band, The precapitin #ne is more defined when the concenirations of bath
WIHWMIEM.EMHHEM:(HHHWHMHMM.
m:mmmm:mMMu&mmmhmﬂM
Reagents

1. mmnmmmhmmanrmmmmmmjw

equivalent

2 Aﬁhmﬂamﬂmﬂmﬁhnhﬁlﬁ@mmmmm}w
aquhvalent.
Hmunﬂwm#hm{ﬁh:w%pmﬂﬂmdamm}waquhm
Tas! vial of Alhynel™
Agarose powder (Promega- cal no-D'V3123) or equivalent,
Phosphate Bufler Saine (20mM, pH 7 2-7 4, 0.1% sodium Azide)
Coomassie Brifant Blue R-250 (Himedia Cat No-42660),
Methanol "
Acetic Acid (Glacial) 100% anhydrous

- R I B



STANDARD TESTING PROCEDURE - FIN!SHED PRODUCT 1

Matertal Albural™ {Hurman Hoimal Albumin 26% saiution, 1) <50 mi

STP Ho, STPCICIFPR0 AN Effactive Oade | .4 AF | Departmont | Quality Canbral
Suparsedes | STRAICIFPIGI300 Dated 22072008 | Page Ho. Page 3ol 11
Equipmant

Ciaan Grease free Pein platea/Glass slides (5.0 cm=7.5 omj
Syringe/Cork Borer (0.2 mm innaer diarmater )
Alr tight piastic bax
Clean 10mil plastic pipaties
Hat air oven' 37°C Incubalor.
Callophene and Whatman pager,
Procadura
1. Prepared 1% Agarose soludion in Phosphate Butfer Saline by adding ¢ gm of Agaross
powered 10 100ml of Phosphate Buffer Satne, Digest the Agarose comphelely by
heafing.

2. Take clean grease free giass slides as per the requirement and powred 15ml of molien
1ﬁmmmhmﬁﬁnhMummﬂmnmnmmﬁ
layer on a plate.

3. Do not disturb the plates unfil gel gal solidify, After sohdification keap the plates at 2-
§°C for 15-20min.

4. With the help of a syringelcork borer punch a well a8 per shown v the template 1 and
2, Thiz tamplata has a canbral woll surreunded by i equally spaced walls numbesed
for (dertification and record kesping. Number the walls on the bottom of the diffusion
plate. The wells must be carefully prepared; nicks al the edges of the weil can cause

I

distortions in the precipitin ring,
O o
i L]
O
- | 9 :
&) Q
o Wm o o AbeRe
5 3 § 3
Q Q
Teanpiata-1 Tamnpiate- 2




STANDARD TESTING PROCEDURE - FINISHED PRODUCT

Rigtgrial Abboare™ [Hymas Mol Abaesbn J0% splalbon, ) =50 md
ETP Mea. BTRGLAPLAM Eftecttve Dape | /2 Departmes] | Cuslly Tarire!
Supsrsades | STROLFPOIANG Datad = Page Wo. Pagedoi®l |

-

.'. -

Add § ul of O S Standard Hunan Serum Albisren 1o the centared wall of lemplate-
1 and he sl ARurel™ in the lempiate-7 o the same conceniration

A 5 4 of anti Humen Seram Albumin 1o 1. 3 5 wells surounded by & wall conlaining
Standard Albwemnin and simdarly o the walls contaimng tesl Alburst

Follow the same 30ove step for ANl horse whobe aitbumin, and Add Sl of it info the 2,
4, & weils respectively in each lamplata.

Cover the plates and set tham in & moist chamber &l room lomperalure unill the
precipitn ines sppear (18 10 72 hours)

Tha results are bast viewed with diffuse hack-tghiing while holding the openad dish

verticaly. Precipllin knos vary in shapo and mlengity dapoending upon the reaclants’
concantration and rates of diffuakon.

10, Compare the control and lest plates. Only the arfibodies which ame speciic for The

antigon wil form @ Bne of procipitn with ®a antipen, whareas e non-specific
antibodées wili not form a fne of precipin,

Drying and Staining of the piates

1.

Afer 18-24tws of incubation nole down the resulls and keop the cuchteriony plato in
DWW for 15 min. the gal will gl detached from the glass piate.

. Cul a callophane paper slightly bigger than the gel size, soak & nto the PAW for SMin

and wrap it around the glass plate in such & way that there should not ba any Ar
bubble.

Carefuly pit the detached gel 0n a giass plolo having celiophane paper and cover il
with the wates sodked whatman fitar paper

Keap this plate for drying 8t 37°C for overnight or 2t 80°C for 2-3 trs.

After comglote drying remove the whatman pager and koep the glass plate in staining
solution for 2 hrs.

Romove the staining Solulion and wash the plate for 2 fmes with tha help of PIW 1o
remove gxcess stain.

. To destain the gel background, keeps the plate in destaining solution uniil the

background gets clear.
MNow after completion of the dataining rove the destaingr and wash the plates 5 tmes
with the heip of PAY.

Drain &l the water 3nd put the plate in @ vertcal posdion for 2ir drving, for 15-18 hrs

10. Gel Doc e image and repor &

19



___STANDARD TESTING PROCEDURE - FINISHED PRODUCT

Lt Wit ™ [Humas Hermsl Alumin 108 solulen, IF) ~H mi

BTP Na. STROCFPDI EMective Data | of Daparts=at | Quality Sondral

Supersades | STRAOCFPGIIND [ 22012008 | Page No. Page 6ol 1
B. Blectrophoresis

The bands are similar in pstiern and placement to the
Speciication | mobility of hurnan albumin inst sample when compared | In house
with the marker of 68 MDa

Principle

Under the influence of an clectrical fiskl, charged padicles dissolved of dapersed in an
electrolyte soluticn migrate in the directon of the electnods Beaning the oppoate poadity. In gal
mnmuuﬂﬂ-ﬂqm-ﬁh
mﬂm-ﬂmﬂuu.mﬁﬂ-m.mmmﬂm
electrical force and molacular shving resull i diferonbal migratian rates ascording 1o sizes,
shapes and charges of particles. Becausa of their different physico-chemical properties,
”wq-mumlﬁmmmm
and will thus be sepacaled into ciscrele fractons. Electrophoretc separsions can Ee
conducted In systems wihout support phases (o free schfion secorstion n capifiary
slestroghorssin} and in stabilzing med® such o8 Tindsyer plates, Sims or gels

SOP for reference: R1.51/QCD01S

3. Acidity or Alkalinity
Specification | Botwoen 6.7 and 1.3 P

Apparatus | Reagents | Glassware

1. Test Sample

2. pi meter (Make Eutech instrument iI0 No/RLS/PCCAN044 )

3. Momnal ssine (8 g/l sodium chioride solubon)

Preparation of Sample

Ditae the Sampie 10 be cxamined with normal saling 12 obtain a sclution containing 10 /L of
protain.

Procedurt

Rinae glectrodes with WF|. Remava water droplets from the tip of electrode using a saft
m:n..ﬁuu“pﬂmmminhﬂiﬂfﬂnm-ﬂ
alow the pH reading 1o s2abiae

SOP for Reference: RLS 100008



Mizterial AIEAre™ fHoman Nermsl Abumis 25% golulion, P} =50 ol

STANDARD TESTING PROCEDURE - FINISHED PRODUCT

ETP Ha. STRGCFRT N0 Effeciive Datw Depariment | Guality Sontral
Suporsades | STEROCFPO100 Bugtad mof Page Mo, h!nuum
4. Alkaline Phosphatase
Specification HMT 0.1 U/ g protein. hhu.u:
Introdusetion

Alkaline phosphatase is presant in high concertralions in bvir, bone placenta, intestine and
certain Wmore. Physiclogically elevated serum alkabne phosphatase cocurs in pregnasi
woman and in growing children. Increased levels of akaiine phosphatase occur in livar
Feases. bone d=cases (e Rickels, Pagels deoess). Hodgidne diseose or congestve
head faflure. On ™ ofher hand, decreased lovels ocour in hypophosphatasia and
maincurished patients.

Principle

In the presance of magnesium ions. akaline phosphatase converts p-ritraphanyl phasphate to
£nirophanol while reiezsing phosphats

AP
p-nitrophinyl phosphate + HO 'ﬁ". p-nirophenal + phisphate

P-nitro phenol absarbs al 405 nm. The ncrease |n absorbance at 405 nm s Tollowed with the
help of a continuous manitoring specirophatormetsr for duration of 1 min.
Apparatus | Reagents | Glassware

Afkafing Phosphatass Ki

Tes| sampls

Uvivisible Spectrophotometer

Reconstitution of kit

Aligw the reagent botile and the Aqua-4 10 attain reom femperature. Add the amount of Aqua-
4 indicated on thi labed fo the contents of each vial. Swid lo dissolve, do not shake vigorousty.
After reconstiution, fhe reagent is stabds for 7 days al 2-8°C, and 1 day ot 10om temperahure.
Discard f the reagent twms turbid or if the absorbance is mors than 0.8 st 405 nm against
dhistilled water,

Procedurs

in a cuvetts, add 1000 w of working reagent and 20 ul of sampie. ARer @ lng tme of 60 sec,
foliow the risa In OO for a further 60 sec



STANDARD TESTING PROCEDURE — FINISHED PRODUCT

Bl nmsiy) Al ™ [Hursin Bommsl Alleamin B85 sslulion, P) =53 !
STP Mo, STEOCFPDIM: Efactive Date | J, Dupartmend | Sty Contral
Supersedes | STRPOLFPOI300 Digted 21013008 | Page No. Puge T of 14
Calculabion
The genersl lormula for convering absorbance o gal reswlt In unitf is:
$153 X iferencs
Prodsin content (gi.)

Whare:
Difference: End OD - Stant 00D

5. Haem conlent

Spocification | Absorbance sl 403 nm shall be NMT 0,15 P _I

Apparatus | Reagents | Glassware

Test sampie

Mormal sakne

Double-beam Lvivsible Specropholomets:

Procedure

Dilute the test solubion with sufficient saiine to produce a solufion of 1.0 % wiv of
profein, Check ihe sheorhance of the resulting solution 8t 403 nm using saling as the
Blank.

& Dunatursd Protein

Specification | NMT 5.0% ; P

Irtroduction

Polymars of aibumin ame known 1o raise the dislectric conttant of the blood medwm,_ in
harn reducing the zela potential, which leads o agglulination of Rho O antigen in (he
presence of Anti-Rho D anlibody. The overall effect is agghutination of red blood cells
dua 10 removal of bound water, changs in red cell shape and reduction of ionic
strength. ABumin polymers are formed when albumin is prepared by sicohol
precipiation and subjected to froeze-drying, heating. oic.

GTP for relorence: RLE1MDCGETRI0S



STANDARD TESTING PROCEDURE - FINISHED PRODUCT |

Material Alrsl™ (Hunan Normal Albamin T0% soluton, 5] 48 m

STP Mo STRGCFPO130 Effectivs Due | 12 Department | Guadty Controt

Supersedes | STROCFRIAD0 Dated BN Page Ho. Page B al 11
7. Piotein Composition

bands are simitar in patlern and placement fo the
Specification | mobility of human afbumin test sampls whan comparnsd 5 hous @

Principle and Frocadure: Refer 2 (b}

8. Stabiiity

Mo change in the appearance of a vial at 57°C for
Specification nnmummmm (1]

19 a test sample vial.

Introduction
Since albumin solf-polymirizes on héaling and since it is manulactured under aseptic procoss

mmmmﬂmﬂwmhnm-mu-
periormed.
Procedure
Transfer 10-15mi of lest sampio o & sterile vial then i |s subjacted to & Wemparaiure of 57°C

for 50 hes follovedd by visual iInspecton of wal, no changs i observed in the vial as compared
with the 1851 Sample visl

9. Pyrogens

Specification | Must comply with the test for Pyrogens. L

Procedure: by using Rabbit
Outsdurce testing. (2x50mi Viols shall be ser)

10. Sterlity

Specification | Must comply with the test for sterility. [ 4

The sterlity test ' the single most mportanl safety-related test avallable for relsase of any
biclogics! formulation. The tost ls spread over 14 days, gving ampie ime and seoge for any
MICIOOMpaniam 1o grow and express itsell. The tample i essantuly grown in Soybean Caseln
Digest medium and Fiuid Thioglycolliate medium. Whereas samples in SCD madia are
incubated at @ lemperature of 20°C - 25°C, FTM sampiles are incubated ol 30°C - 35°C. Tha
incubstion of the tubes is for duration of 14 days.



STANDARD TESTING PROGEDURE - FINISHED PRODUCT |

Mlasasial Albwes * peuman Hormal Ao 30% soluthon, #) <20 ml

S7TP Mo STRIOCFPE M Effacitee Datn | 7 Oepariminl | Cualty Conbrsl

Buparasdes | STHOCFRONI [ i 2EVI00E | Pegebe, Piage of 11
Procodums

Perform the test for slendly as per peneral tosting procadurs for Sterlity taking 20 viaks of
each belch Incyubsled lubes shali be sterle for the Juraton of full 14 cays.
GTP for reforence: RLS1QCGTRI0T

1. Abnormal Toxicity
Specification | Must comply with the 25t for abnormal toxicity. L —l

Procedure: by Mathod A and B as per P 1530 page nd A-24,
Outsource kesling. (1250 md Vial shall be sant)

12. Assay

“Speclicat hmmiudﬁmmfﬁﬁﬂhm -

Apparatus | Reagonts | Glassware

Tesl sample

0.02 M Hydrochlore acid

Calcon Medure]1:9 CuSO, and £,50, )

10M NsOH

Sat borc acid

Mixed Indicator (Methyl red and Metnylene bhue ndicator)

Introduction

Protein content determined by the Kjalkdahl method is foflowad by hree steps (Digestion,
Distiflation, Tiralion) the profein in sample is digested in concentrated sulphuric acid, in the
presance of catalyst potassium Sulphate and coppar Sulphate, at 300-400°C. This breaks
down the protein 1o iberals nitrogen in the form of ammonium ions which dissolve in the
oxidizing sokston and can be tates convenad io ammonia gas. The ammonia gas formed
during destillation is trapped in & saturated solution of boric acid, where i gets converied again
o ammonkam lons. This is eslimubed by tirating it against 0.02M hydsochloric acid. The
amount of nitrogen ghves an estimate of the amount of protein present In the sample.

e e RN =



_____ STANDARD TESTING - FINISHED PRODUCT

e

Alhuref™ (Human Nanmel Afbumis 70% eolubon, 1P} 50 ml

ETF Ma.

STPOCTFRGT V0]

Effentvn Duts

Deparimarni

;
e

Supersaces

BTPGC FPOT 30

Dated

-

Fage ko,

|
Page 1t it |

Procedura

Take 0.2mi of sample to be determined add 1g Calcon mictore and 2m! cone. Sulaburic aeid
for digestion of sample. after digestion edd 20mi 'WF1 1o the sampie schilion and also add
25mi 100 NalH for dislaton dering the tme of distillation the dstillste collected in the
coilection flask cordaining Smi Sal. Bor acid, Sml W and 50l Mixed indicator, s Hralad
with 0.02M standarised HCL Tilrate ko pink End point and note he buretts rdg Calculate the
profedn content in mg per mi of the praparation being examined, using (he expresskan:
(Baank rdg -spl burelie rig) x estimated Mormalinyd. 2802x8 2555 / 002
GTP for reference. RLS1AQC/GTRPOOG

13. Sodium *

Specification

HMT 180 mmalsiL

15 Aluminium®

SpecHication NAIT 200 pgilL

Procedure: by Alomic Absorption Spectrophotometry
Outsource testing. (Aliguat af 10 mi shall be sant)

16. HIV | and Il by PCR =

Speciflcation

Must not be detected,

In house

This tes! is parformed at DALC, Rabale, Navi Mumibal as per genaral procedurs
(RLSZMCIGTPO03 and RLS2QCIGTPTE)



STANDARD TESTING PROCEDURE - FINISHED PRODUGT

STP Mo, STRAGC/FR 3T Effective Date 5%!? Ospartment | Guality Contral

Supsrspdes | STROC/PPG 00 Daled 22012008 | Page Mo. Pags 15 af 11
17. HBV by PCR ™

Specification Must rot be detectad, hhﬂuu_l

This test is performed al DALC, Rabale, and Navi Mumbai a8 per genaral procedure
(RLEMOCIGTPO0E)

8. HCV by PCR ™

Specification | Must not be detecled, H'.I-hﬁ.llt_]

Thiz tes! is performed at DALC, Rebale, Mew Mumbai as per general procedure
(RLE2IQC/GTPOO0Z)

19. Parvovirus by PCR

Specification | Must not be detected.

In house

This test is performed at DALC, Rabale, Nawi Mumbsi as per general procedure
(RLE2/QCIGTPI4)

*Cme aliquot of 10 mi shafl be sent for these tests
e aliquet of 10 mi shal be senl for these Dasis



| SrNe

Contenis

RLS1/QC/GTPO04 - Estimation of denatured protein

RLS1/QC/GTPOO! - Seerility testing

RLS2/QC/GTPO06 - HEV DNA Detection (Multiplex- Pre X & Pre §)

RLS2/QC/GTPO03 - HIV-1 Quantitative assay

RLS2QC/GTPOLS - HIV-2 Qualitative assay

RLS2/QC/GTPO02 - HCV RNA Detection by RT PCR

RLS2/QCIGTPO14 - Parvo Virus DNA PCR

Test Procedure for Sodium, Potassium & Aluminum

w| ol =i o] Al | ] B =

Test Procedure for Pyrogen & Abnormal Toxicity

26-A




Product Registration Application- AlbuRel

TR

GENERAL TESTING PROCEDURE
Dascripean Evinstion oF der-stured peotedn T 1T —
GTP N RSUOCETPOM | Aevdsion | 00 [EEeE | g g o |
Bauparendey Mora Db W& | Paga o, Fage1ol3 1
| Moxt Ravinw on | Shaimum of 2 ynas Som Eftivn Dt

PURFOSE

fhe pupose of this GTP I8 1o describe the procedure followed in the guality
“nardr tabaratory for estimating dengtured proteln m samples of plesme produsts.

SCCPE

This procadure fs applicable to the quantitative estimation of dsnatured protein in
samplas of blood plasma products ongineting from e Plasms  Products
manufachuing oroup a1 oGME 1, Work, Mumbe

PRIMCIPLE

Heating of a profein solution leads to polymesization of a fraction of the prosins,
The potymerized protein has a size differant from the unpolymarized protein. Ths
size differsnce pamis eeparstion of fthe polpmedmed Iecbon from e
unpelymedzed fraction using sze-mechmln chromalography (SEC)  The
separation s effected in a column packed with an nar mairx (in the form of
porous bamsds | which allows only maolecules of defined sires to ganstata it The
palyrmerizad frachon of lerger-eized molacules doas not penotrate the mairix and
hum;mmmmmmhﬂmﬂuwm.

MATERIALS

# AKTA PRIME Equid chromatograph sysiem, equipped wilh a sizs-ssclusion
column contalning a gel matrix for exclusion of globuler profeins of malecuiss
weight 400 — 500 kia (e.0. Sephadex G 150), UV delector and chan recodar

+  Saline sotution ((.5% MNeCl, aulociavad)

+  Mixed phosphate buffer pH 7.0 containing azide V (To 1000 mi of & clution
conaning 1.6% wiv of disodium hydrogan phosphate and 2.3% wiv of sodium

| Prepared by

Varified by

Appeoved by

Blgnature {

T

i 5l graation




Product Registeation Application- AlhuRel

_Ihlnq— Eslbrmu et o Siunptarsd frofwin Dapartmant | Quality Corie)
aTF Na. RLSUGCIOTRO0E | Mevsion | oo | SRR | g g agin
Fupdrpaciey b et LE N T e Page 7ol 3
et Rarvioew on | Mademom o 7 years b Ehectus Dale

chiorids, sdd sufficlent of a aslution containing 0 TA% wiv of socium Ehydrogen
phosphots and 2.53% e of sodum dhiotide [aboud 283 ml ) io producs & pH of
7.0. Dissulve sutliciant sodium azida in the meulting sokalon to ghve o 0.02%
vy sslufion).

Nitrogen-fres suiphuric acid

7.5% wiv sodium molybdate aolutien
Clarifnad noima human Sefum
Water baih at 57°C & 1°C

A vial of the sampde 10 be lested

PROCEDURE

Cotumn equilibration and chromatogragiy of Standard

« Equillrate the column cantaining the matrlx fer SEC st 20°C — 25°C with g
saing-phosphats solution prepared by mbong Z volemes of Saing sokSon
&nd 1 volume of Mixsd phosphme Buffer [pH 7.0} containing azide.

*  Apoly ¥ the cobawn 25 ol of clarfied nommal human senam and elule the

saiing-phosphate soluton at @ rate of 20 M pa o

+ Prepsfe a chromatogram by moonding Absorbancs of the eluste gt 28D am in
redation 1o Bs volume. Ths chiomatogram echibals thres weli-oofined pasks,

« Delorming the voluma, V. ol he eluals from the entry of the samplo in ha
coMemin i the apax of the first paak.

[ —— Agproved by

Ji
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i

GENERAL TESTING PROCEDURE
|
Tescripban Eatimation of Seaslured proten Cepartmerd | Quably Conwol
T M. RESUQENTPOM | Mavinian | ap | BEERR | g 0 o
Burarnncing Baia Daban ME | Page Mo, g 3ol 3
Mt Revlew on | Mastmum of 2 ysars Fom Efechs Data. -

Chromatagraphy of sample and proteln eslimation
# Dilule e sample o be tested with ®e saline-phasphaie sohion o 3
concendrslien of aboul 3% protein.

* Apply 2.3 miL of the diluled sampia to the column and skits under the above
condions, eollsgling the eluate i 5-ml porlions.  Thwoe peaks may appear
in similar posifions o those In the chromatogram obtmingd from norrns
Fiurman sarum, bl B rofatiee peak halghts mey be dfferant.

*  To the fraction slyted berwsen 085 V and 1.15 'V, add for sach 10 ml. 04
L of & 7.5% whv scliion of sadium molybdete and 0.4 mi of 8 midure af 1
part of nirogen-frée sulpharic acid and 30 parts of water, shake, ceniriluge far
5§ minuies and astmale the protein as per SOF RLSYDCO0ZE. The weight of
profgin in the fraction of e eliate should not be more than 1.5% of the
waight of proteln In the voheme of the sampls appited o the column.

Hmmﬂmwmm-dpmm
astimation

= Heat the sample for 50 hours al 56.5°C o 57.5°C and rapeat ihe
chrometographis saparation and probein estmation in tha Facton elubsd
betwsen 085 W and 1.15 V as dasorbad shova, Wl'l_niqrmainl
percantage of the weight of proteln in the volura af e sample spplied 1o the
column, i should not exceed the pemcentage obisinad @n the pravious
esltimation by mare than 1.5% wiv.

i{!‘i




Product Regiiration Appliication . 4ibuk el

: GENERAL TESTING PROCEDLRE |

T TR S PR . s 1
GTP No. RL 3L FQCA TROGE AN i) Effaative Tai [E el

| Superstces RSO0 (Aeed 03 | Dailini ﬂ.fmw Fge Mo, Pega 10f 12

Ellut.ﬂm__ | M of 2 phar froe "Bt s -

1. Furpose
" Purpoae of this (51F s io by gown i procedate o be nsawed fer Srvility imsting

i Bcope

Thie Procedurs i spplcatde io Ui osing of Siwils =inishes Froduth, Raw | Packmpng
Mwieriale CBR plood sampims & Frea! / sed cel-zubling mama

3, Reaponsibiity
Ther 20 Morobesto pad s imspansibe i parinerung the seniy et g Aaeaming
Tom Q. Haar is responsitie fa) apareving Me SimpRty teal rasil
The QT Eesautive snd @4 Exsiulive e sesponalls i il e inceshgabai wnd Sapoiling,

i Requirgments

4.1 Seerility Tagling Flration tnits aod Sarmples

42 FeSwrbzen Memorang Wlars havng 045 wn purosty wilth 47mm diamater

4.3 wopmpy atetal T0% )

4 4 Hand disirigoian

45 Lintfes swpets | Mope

48 3imrka 5oiEs0rs & kwoeps

£ Sletlle garments with Litw: nagber gioves

43 Shernils Paposabie Syringes L Mesdls

4.3 Freglerizec & Pre-incobated Fuid Thiogiyoptsts Medium |F T4 and Soysasn Canar
Digest M (SCOM] nins

410 PraSwrteed & Pro.noubated Soybear Cassin Dignet Sga |SCDA) plales

41* SterSs & Pre-nuraied Papione wale: ic S.m| bomkeg

4,72 Sterks Micropmete and Tips.

433 Cullury suspension of below meitioned Tabie - |07 10 < 150 Cry's for Posatte civimi

414 Lawrdnge 4o Fiow

4,15 BOD Ghamber - 30°C 28°C & 30'C asC

Praparad by Virdllad by . Aeorersd ty

Aignature

Hame

Deafignalion ; =
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e

]
GEMERAL TESTING PROCEDURE l
A &
GTP Mo RLALCASTRT | Rwisien D4 Effacve Dain | #(Jensl
Supsrsaces BLSWSS0001 {Favh 00 | Dwted 5 Juna 7 | Page Wo. Paga 2 of 2
| Mot Review Makmam of 2 yagn from “Effecive Dee'
4,16 Burhner flask [ Sucson flask)

5. Cultwre Media usad for Sterility Testing

Prapara Culbure madia for the tesis as desobed below or defydrated formulafions may
bo used an biedow.

E.1A. Soyabean Caseln Digest Madium [HIMEDIA - MMO11)

Ingredsents Gma | litre |
Pancreatc digest of casen 17.00
Papalc digest of Soyabean mes | 300
I‘Mmd‘hﬂh g0
“Ditasic potassiom phosphase -1
Dextrosa 250
pH T2

Buspend 30.0 grams in 1000 mi Purified | distilad waber. Heat if necossary io dissolae The

medium comgisiely. Dispenss inlo fest ubes and sterlize by auloclaving af 1hbe
pressure af 121°C for 20mimides,

5.2 Fluid Thioglycollate Madium [HIMEDIA - MI09)

Ingredients Gma | fitra

Pancreatic dgest of casein

Y easl dract 5.00
Dantrose 550

| Sodium chiorde 50

| L-Cysting L
“Eadumn thicghycaliats 650
Resazutn sodium GO0t

[FRE]
[‘ﬂ'{ 71202
Fropared by Verledly | Approved by
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GENERAL TESTRIG PROCECURE
Eencrigtion Star iy weareg - _.-
aTP M. ALFIOCIGTPUGT | Rewtslan o Sfciive Dats | o il
Buparsehd RLAVOCDOD! Mawj 03 | Dated B2 June 07 | Page Me. Page 1 of 13
Mgt B luw Slamimem of ] peare nae * Byt D’

Suspard 20 75 grame i 1000 mi Purfied / dislifed waler. Hoat 1o boiling % Ssscive B
mediam compltely, Dispense inlo texl wbes and efize by sulocleving ol 15ise
Prodas o 121°C for Mmimans. Cool ko 25°C and stor in dark place proseisbiy buiow
25°C.

B.2.1 Nola:

Don't use i more thisn the upser o Thisd of she medum bat accuiled & pivk ool

B.5ultabikity Tests
mm“ﬂmmummhuwmmwh
parallal with the et an (he produd o be exemined.

6.1 Starility of the Metium
hﬁnh“ﬂﬂﬁhﬁ#ﬂnh“mﬁudhmhﬂ
days. Al the end of 14 deys of incubation ae hurbidily shoulkd be cbsarved that which
cardiemns ihe sty of medium.

8.2 Growth Promolion iests of Asrobes, Anserobss and Fungl

Ties! onch lof of Slerilired medkem for s growth promoling abilty by using 100 oy Am of
RGO T BN Bt in Table .

Incubate for ot more than 3 days in he caze of backerna and ol moes M § Suys in e
oo of fung.

Modia i conpidernd fo be sullsble ¥ growh i observed In teims of Tuidey witin
slipulaind Uma,

Tabie - 1: Straina of the test microorganisms and Medum sultabia for uim in the growih
proemotion lea,

Iiii
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Erear—

Erascriston

TP Ha.

Tztrnaces AL R0 (e fd | Dwted W a7 | Page be. | Fagedol i
Bt Rervaw

Table - 1
Asrobic bactoria T ctannumbaer Medivm

SPONYICCOCEUS dUreus ATCCE538, NCTC10788, NCRABES18

Pseudomonas geruginoss | ATCCR0ZT, NCWVBEE28

Bacilius subiils ATCERETS NCwWEsEE

Aspergiliug niger ATCC 15404
"Candidy aibicans 1, NCPER

FT

Fim

£
Clostighum ggorogenes | ATGLT9W0M, NGTCS32, ATCL 1163 | FTM

SCOM

L= B

T Dfluting and rinsing fuld
7.4 Fluld A
Dissoive 15 of peptc digest of amimal Sssue in waler & maie 1| o Cerdrifuge ko clarify, if

necessary, and adjust io a pH ol T1 & 02 Dispante inls cortalnars, and atsrlize &t
121°C &l 150bs for 20 minutes.

7.2FRidB

To each 1L of Fiuld A add 1mi of polysorbate B0, adus! pH % 7.1 £ 0.2, Dispenss kit
cantainars, and steriiize af 121°C sl 15Lbs for 20 minutes. Lise tis Flid B for aicks
comianing lecithin or oil,

B Mumber of Containers and Sampte quantity Tor Sterlity texting.
Use the munber of containers for starity lesting as indicated in Table - 2, and sample
quantky for (esfng of sterilly as ndcated in Table -]

Prapared oy Varified by Approved by

Il[l
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GENERAL TESTING PROCEDURE
Sencrgtion Bhardly leaimg
TP Mo RLBVOCTTPIO | Revision [ Entective Oute | og qunof
Superseces RLENOCI0! (Revi03 | Oated | 29 Lma 7 | Page No. Page § of 12
Mot Rt Miscettuss o 2 yedrs Bt “Efpctive Date”
Table - 2

"Batch Size (contakiers) Minlmuan member of contamers (o De tested |
1. Ingctable preparations

Nt mare Than 100 10% or 4, whichever is graatar

More Than 100, buf nol more than 500 | 10

"Balch Size [containers) Hinimurs number of containess to be fested |
"Ware than 500 35 0r 20, whichever |3 less

"2 Bulk solids

Less than 4 An

% or more but nod more than 50 20% or 4, whichever 3 greater

Wiore Tan 50 o 10, s grestar

Tabile -3

“Total quantity in each container Sample quantity for sterility test
“For Solida
: Less than 50 mg Tolal contenis of the contaner
50 mg o mome, bul wss than 200 mg | Hall the conionts of & coniaings
" 200 mg of more 100 myg
“For Liguids
“Less than 1 mi Total contents of the contner |
1 mi of more, bul less than 4 mi Haff the colents of the consainer |
4 mi or more, but less than 20 mi mi
20 mi of more, Dul less than 100 mi | 10% of he contents
100 mi or more Nol tess than hal e confents Lniess ofheraiss
specified for the product
Freparsd 5y Vertfied by Approved vy
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GEMERAL TESTING PROCEDURE
Dmssrptic o
GTP Mo, ALSIGCUTRON | Mevisien o ftactrvs Dute a_iil;uz
Sigparinidey RLEAGCDO04 (Rew) 03 | Cated 10 Juew 37 | Page Mo, i'?_hnt
bt Rarvigw Wgaierprr of § pears rom "Efecive [aw”
9. Procedure

9.1 Trangter stariized malerias from (he sutncleve % e troley and pass through info the
pass-taoa of (he sterdy-lasling laboratony.
9.0 Switch on the HEFA pra the UV Right,
9.7 Place required numbers of sterlle ecissors, naeding, wd forceps in S5 pox, im0 the Pass
b of the slerifity-leasing 'aboratory.
9.8 Plage required numbers of sierized rubber pager wiapoed filler assenbly units,
Suction-flasks {1000 mi) with aluminhem fod inlo the pass box of he sterlily teshng

laboratory.

9.8 Placs stardized inl-Fee bodar st weh, glovas, head-cover and shoo-covers in 3
mutcclwvalle bag into the change roam.

10. Preparation for Sterility test
10.1 Enter inlo Storiity toasing room by folowing Enlry — Exll orocedure & par
SOP No: RLESYQCO00M1,
20,2 Swilch on the LAF Banch.
403 Take out the load from the pass Sox and place il under the claned LAF banch.
10.4 Place the 55 box a1 one end of the laminas flow and open iis bd.
10.5 Take out @ storiized rubber tube and remave he bufter papes frem ane of 1s ends.
1.6 Connect e above and to the oullet of the vacuum line of VACLUM pump.
10.7 Keap the valve of ihe vacuum fne cloeed.
10 8 Rameova the butter pager al the ather end of M@ rubbar lubing and atach Iive and frmay
16 the side srm of the suction fask.
. 1mmhwmﬂunmuhmﬂmmm.
1010 The appacatus ks now ready for being used for The stedlity fest

Proparsd by
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GENERAL TESTING PROCEDURE
DOasasistion Sihprvity Wrien
BTE Mo, Rt WGP LI ] Efisgries Dals oF jinag
Cuparsaden ALE OO0 (Rev) 34 | Dated W, Jem QT | Page Moo Paga 7ol 13
Wt Mpslwe My 5 £ o S “ERacing D’

. Disinfecting snd arranging samples undar the LAF bench

11.1 Clean foa LAF banch with 70 iw) opripy slcofsl.

11.2 Switch an e UV-Ights snd he biowes of fre LAF banch o dry the surface,

11.3 Surface-stenlize Ihe containers vsing @ ewabigauze dipped in 70% viv isopropy alcohol

12 Parforming sterlity tnst of samples by Mambrane Fiitration Method

12.1 Open the incividusl vigls wiih e nelp ol a deipfecied S5 wal openar,

122 in cose ol yophiiized samples, reconsifule them with starie WL

12.3 Thea quantty of the sample io bo taken fom eech containe for sterlily smsshg i gven in
the Table il

12 4F4 2 rends of gausge 17 o & sterle syrings. doew oul the contents of a conlainer amnd sdd
1o e Tillranon uni

125In case the condénls of & comisiner are msuficent for performing the lesi posd fhe
contents of bwo OF MOMe Contasnes. Lo @ sepanste stere syrngo for draweng out the
coments of aach conlainer and pool the conlants of ak the contsiners inbd & Separale
giesls container. Add the pocied sample o the cup of the @ration unll and stan the
SucEon.

128 After Saoring ihe sample, pass 3 x 100 ml of stvized peptone walsr (fhe whols conienis
of one flisk) through the same fiter,

127 Tum off the vacuum after fhe peplore waler = iRered, Bnd remove Ihe clamp ' saparale
the two portions of the flalicn aesemibly

12.BLIR the Membrans e diic 8nd Cul § ino two haves using & pair of serio forcaps and
SCISSOrS,

12.9 Immarss cnd hall of the filer in FTAM broth snd 1he other in SCOM bralh.

12.10 Closo the tubes with piasiic caps.

12.11 Engurs Ml (e filers are complabaly immarsed in o moda,

1212 Have an approghisle poslive and negelive contnd along with e cupesimental unils.

1213 ncubate the hulbes of FTM &l 30-32°C In an incubalor, snd (he wbes of SCOM &t

20-22°C in @ BOD incubator for 14 days.
Prapered by Wariod by Aipprerrad by
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GENERAL TESTING PROCEDURE
Bk cFipiion Tiettaly iaaking
GTP Mo, | RLSOOOTRON | Revision o Effactive thitn [ kel §
Supeunsn FLEUDCO00! (e 09 | Dalad 2 ra T | Pagese Page 8 8l 12
Frut Baview Wanirrim of 2 i T “Efective Cwte®

Mote: Carmyoul Posivs Controd iy Microbiology Room
13.00s ity loefing by Diroct Inoculation methed

134 Trunele: the quandity of tha preparation 1o e exasined directly inie the cutturs medum
willr the hedp of Storis Micropipetis and 10e. 20 that the voluma of the praduct is nol mors
than 10% of the wolume of e el

13.2 Remove e liquid Irom e tst comamers weh 8 5tacie pipele or a storile syringe and
reedla

13,7 Agepticaly transfer the Lesl sumgle ondo sach of the oullure medium,

134 incubade the inoculsled media kor not lees than 14 deys, at 30° 1o 35* n e case of FTM
and af 20° 15 25° In the case of SCOM

14, Observations and Interpretation Of Resalts

14,1 Observa e tubes of esl sample daily for any signs of growth, and records tha
obsarvations in e sariity 1ee! rapart.

14.2 Whet Ire rasenal being examined readens Be Mmadium Lurbio =0 that the prosence of
sbsence of microbial grewth canno! be teadily determined by visual examinaton, 14 days
sftar tha beginning of incubation transfer suftable portions (asch not less Bran 1 mi) of the
recim to fresh vessels of e same madium and then ncubste he onginsl and ranster
vaSsels for nol iess than 4 days.

14.2 Observe the ubes of positive as well s negative cantral, The negative control kubas
 Snouts bo clear, and the posdive coatral bibes should exhibit glowth within S days of
Ecubatan,

"
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GENERAL TESTING PROCEDURE
Cossiiptom | ey ke g
QTP Me | msvosTne: | Revisen » Efacrer Date s o8
Sapamaden | B8 N00001 (hevi0) | Osted | 28 jume0F | PageNe. Page B of 13
B Manrew of 7 ypars o ¥ fectis O’

142 f no evidmnce of microbe! growt it found, e Product 1o be eratatied camoies
with tha el for sleddily. If evidonca of microblal growth i found. e product to be
aramrad Aot Aol cortply wilh e e for slefily, unlets A Con be Ceirly damatstrated
Tl e test was Invalld fof ceuse weiniad 1o the product fo be eamined. The test mey
ba conmiteted nvald only § ong o mere of The folowing corafiors are el

& The dais of T misroboiogeal mortonng of B STy leaing fsciity shows not

comples.

b A revies of T DTG proGoouTe Laed turirg B best & JUosbon reveis » fais

o Microdial growth i found i e negatve conrols.

4 Aner determnaton of e ety of e micreorganssme molased fom he tesl, the
grow of M spacies may be sacribed umaguivecaly 10 ity wih reapect 1 e
mmuhmHHMHhﬂﬂm

144 1 e tox i dociared 1o Do Pvalic B 3 repesied with ME s3me number of units as in Me
originat lest. ¥ po #waence of microtisl growth 15 found I the reoeal leal, the product
ecamind Compies with e fost for Sionity. I The microbisl Growh i found in the repaat
et i product sumnined doos NOL COMply with e bast for yarilty

15, References

151 P 98, Appondi 0.5

152 3P 2007. Appendix X A
153USP 29

5.0 Annaxurels)
8.1 Anodurs -1 (Sweiiny teal report format)
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GENERAL TESTING PROCEDUPE
Dapcriptaan Sreriiny tmssiing
GTE Na RLSVOCIGTRO0Y | Revisien ] Efectivg fufe pfponaT
4 etarsaan ALEWSC000" (Fawi 90 | Satedd L re I | Page e, Paga 100l 12
Mexl Riviaw klgxmues of J years Fom "EMecive Dale”
Annexure - |
[Stesility Test Ropert Format) N

STERILITY TEST REPORT
[R—— Blon Siga
Eades Wiy, Gisin Exp Ewie
Basrpan o Tashbiel | Mapeied an
Flaa B W, O Caplimessry Tomser
[ra— WmirE FlE e § O S L

L = B [ ——

Cutnllp o adln | Fiwadios mimis e o8 rnes

T o Lad ] ohe Fifrgs 4ot Wail=me
B ™ 0. e [T -
Tipa 3
! LY
Dty |
B o Pregamd n! Pragarsd aL gty g
i o W i
L =—
[L— tlajalalelsl2]lasfnslawlnlalal w
w252
T Wil +
Basipds
[po 5 =t
Fropard By Ve Fiad ty [ P——
lﬂl
fre— Y
Easignatas
Date . e
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!

Sneeiy ratng

|
|

Eective Duts | aTONST

ALSUOCOM [Rev) 53 | Dated % Miw D7 | Page Ho. F?“ﬂﬂ

idansen of 3 paars bom “Eldciiop [uis”

bl

:
:

i
T

Raa i, Teg shown simpa pormgdies [ dosy ot cin ply @0 Dw Wt for sterfiy g per FESLIES Do,

]
|
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GENERAL TESTING PROCEDURE
o Lo - 2] Sone iy walle
OTF M. il 8 WASCOTre ) Wi, L] B Fnsimw D o¢ Junad
Bugrnadin FLSVAOCT00T (e (3 | Dunes 5 s 0T | Pagn N, Paga 1720l 13
L PTLY I s of 2 e o CE Seoiey [mis”

~ Declaration
[T have Wy ungorviood T atove-manicnid procedune, mcudng e assooaisd |
dodumentation | have slsd underpnne Vainng for acerston of the
Sigrature Meame : “Date |
“Cartitcation
Tha avove-signad parsons are proficienl i camying oul this procedurs,
Sigramse Teame
Frapared by ot ey Approand by

H
Pumemy
| Designation
& 1)
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t GENERAL TES [ING PROCEDURE :
T —————— g L M 1] L i :'.H.l...l..-..- -,-.ll:.f.-..t- .
L!"H-;.ﬂ!‘!‘!mﬂ":ﬁﬂ‘i’!' | Cupatoman | Gty o I
arwna | AIOOGTRRY. | Heeuss . 40 h-"""'" 5 -tap it 9Y - |
. r. B em— p—— o [N .
_m I Fierm Bama | MA | Page e ‘hu-lll"
r:"‘“’""""""' Ewutmn_mm
i Purpose
Ty GTP deacribes the despction of Hupalbis 8 Ve (hlv) GNA »
Pt 3 GEIBATIS OF S48 T
S Scope

The procytury & i e vk Ouoebdisive assay of s Son emglifcuhion
fov i cetectas of FEEY DMNA v human serom of giesma.

3 Priocigle

The prmciphe of the les! s based on & madlipiax In-witre smpliicaion o Pie
K and Pre § raglon of HBY uting viral spocilic prmers in sngle feadhion
kb The process invoives 40 Cyoies of denabursbion. ampiictbon. 300
exiension o yieid p Ginal product of 358 bp wvd 553 bp cbesenved on
Bpaose pal swchiophorsas Moleculn wnghl markars a0 used 1o s Ihe
specilic fragren and appfpeals posdne and eogalmve coalnis yatiddte

~

Reguiremant [Reagent & Equipmaent) :

A=
ad

Egagenty lor N5 gxivachon gag PR amgblcaiion

« Specimén prepaalion reagents for exWacton of ONA (Omgen DNA
mxiraction - Qlhamp DNA Minl ¥a [Refer GTF No RLSZOC/GTPODS-00)

2 Ampiicaten (aogecty
= HBV "Pre X" gene specific primers
«HEVP SGTCCTACGGAACTCCTAGE Y

Frapared by Verdipd &y

e
|Devatmanion —
Dats




| GENERAL TESTING PROCECURE .
i [ i
R ]
e Paga e i Pagm d o
:2“""'" !H_ﬂilmmﬂf-m " . -
o HBV2R SGTT CAC GOGT GG S CAl Qo ML TGC ?
« HEY Pra §° gene specd plimars
s PreEPl SCTCCIAGGAAICOTIGAINY
«Pre§ Pl S GUGTUACCATATICT TOGY
* 75 nb Megnesaen chivnda
o 10X PCR Bulle:
» Tog DNa Polymarate
l“ﬂ"’ﬂl"
» Pogitrve control DNA
» Negative contal DMA
« 100 bo molecuar marker
« Orange G loadng dye
43 EguoTenty
« 0.2 mé PCR reaction tubes
o 1.5 mi sppendor tube. 2.0 mi micio centriluge hubes
= Tyhs nosders
+ Lalex gloves
« Gracuated Cyendar
« Pipetias (5-50, 50-200, 20-2C0, 0.9-10, 100-1000)4
o Agrosol barners prpetic Tips for the vanous pmettes used Micro cenifuge
= He-palety lamrad hood
» Dry bath (36°C)
= MRCTO Coritiduge
e 2-8°C livige
Srepard by Warifad by Lpprred by -|
Sigroture l 0 |
e e =
Dusigmation i
Tl s




GENEAAL TESTING PROCECURE

i
| ——
nnv-h- mnﬂm-hmﬂt
- .! iy Ales sk e -l---.r-r—. - -u..q. +-.-—_.... Jm:"_ir
GTP Ne, i hmmﬂ Flm-h- ‘ae !- bah 15 9T
e W Tl E— R g W T .-'d' i — h--l - » R PR OE O
Bupesades P ‘Owiaw | s | Pegee | l*li-.i
E - i S B 5 m— - pEe— g --.l-.—m-*-----l--—-i—.: = - -
:"“ | M 3 pen By sibainn i E
o 0°C lroodss
o BT tewpee
o Thesmgs Cyoer
= (30l olaCIIDpIGTess apie A%
t4 figesge Condions

» Molease 10000 mdlocuion win o Mok OIanne G Gadey Ui 4
o HBV specie paners 2SmA) Magneswm Chionge 10X POR bafer Tag
OMNA polymerase, 2mM aNT Ps mii . -20°C

4% [ipes of s0RCNEN MOIRRIRG
+ (iood, Plasma Coud biood ic De colecies v 3 tierie vacuibne wib s
coaguiants EDTAACD
46 Quentity of Spgcman flogugaied
» Smi of who's blood or Corg Hicod 3mi of sepersied plesrma
5 Safoly Meanures
= Whie handting the samples, wear Coubtile paw of gloves
« Open e Spocmen Ltes or conlainers 0 the tudsabety hocd
= Weal proper chotheng (Downng] inciudng O oo, 1500 math fid gioes, of
ab specifed lor the Braa USAQE
» Open of prapace PCR reagents ang mastor mives for PUH i lgninge o
Rood coly
& Criteria for unaccaplacle spocimen
» HAOBIH 4D SPACMANS ar0 ! 5 uitbie for Ty 888y
i o = L e . "';,_"I
o | l e ]
i I
C—— ! o
B 1 . |




ey — " = -

GENERAL TESTING. Fﬂm

i

§ == —_—— - R B ST S -.--.-.-n-—.—--—- e LR

m i lﬂfﬂwﬁﬂtl“l_[‘wﬁ“t _;
otPNe | musiocotRme | Wemaien L"'""'“" I ren-o |
: o - - Ao R il e
I & .
| Supwramdws P Gaten W eapme | l'nlld I
1 : : . SIF - R T RN oL ¥ o
F:“h“'"" nwrlmmﬁmm -!
3 » m —I- e TN e o @ drwm w8 - - - an

« Repect e Sampian o INese dre 401 propeily dunihed pltked Soddues
damagad o Specimen has bygked

7 Procsduie
1 ipgQeiucin
Fne HBY DNA Deteciyn el & basod on 3 T ptocasses
o DJNA, etraction.
= Amplificaton ol HBY DMNA uaing MBV specihe pomens
« Detection of amplifed products by agaross gel clochosisiess
Fimers HEY P, HBV 28 amphly the Pre X proten gene of Hilv and grns
an amphhad product of 150 bp
Praners ProS P and PraS P2 amplily ihe Mie § gena and give a0 amplited
product al 551 tp.
"2 . Spegimen Prgparalion
T2r  Aiow ol reagents %0 wartn lo room temparatiie (RT=21 - 34°C} Swilch
on the UY ughl of biasately hood ios 20 min wih pipotes lubes and
bozes ke midde Aller 20 min. swilch off (e UV bght and stael the saflow
of Bw hood,
Ti2  Agenge |5 mi microceniriuge tbes i the who tock Label cach futse
Bicod specknans are spun at 2000 (pm lor § min W0 sapareie Easme
T23  Wih an asosaol bemer tip add 400yl of plasma o whole oo speceich ta
T24  Exteact ONA hom 400 ul plasma or whole blood using QIAGEN MNA
axlraction polocol [Rele o SOP RLSZQC )

s nind | b £ T Sp—

Signature

b= s s

i
fiaune
s G it s i (T S . i e . ] o 8 il I s s s o e a2
{Sunhpasiion .
. - —




Product Registration Application- AlbuRel

: GENERAL wmw il t '
m It UMA Dt etiaa "o -;“T' : |
{ vt Voo gl g PP { St { S S|
Lfl?ﬁ. 4“ RLSTUCGTPE h--[ e ﬂ""" Peney @7
I-lﬂlnl!ll i Hona 1.hl-vmu T_m ! Paga Mo JI vage Yol © E
[ - - v — L. o . & -
._""'“"“'""" Iluﬂwui'z'ﬂhl'lnmun j

rdn Elyte DNA = S0yl ol Exdon Bufes Exbtachon DME g uced 51 The VR
assay The samples nay Be Stoded st 20°C

73 Prepitabon of Magier Mk

731 Kaep pipeties, hited tip bores i fha leminir Dok hood Swich on the UV
Hght ar 10 min After 20 min, swatch off the UV light end start i aidlow

34 danddy Ge sequired numbe: ol samples Inciaging posiive convol, egsie
conlidl, Ieacion conliol, pecenens and gutra reatlions depsmdny upon e
ptsd no ol reackons Propare workeng Masier Ma lor e anpliticaben ol
HBV DNA PCR a1 foliows The mamtes mm conlmns the loikwing

CcoMmponents (given par reaciion)

r """""" $lock Solution { - 'im"_
Tl RS
WXPCROutr b
M ANTPs i 50 o
20emit Mgl | 4 ]
D e L R T, T
opmonever o f -
(10 pwol) HBV ProSP1 W T ey
(10 pmoi) HBV Pre$ P2 2 = e e O
(5UN4) TaqDNe Polymerase STV ol
TolalVelumo R

733 ARguot 40 pf of master mix n ihe 020 lubes
734  Add 10 pl of slerile millQ waler o the reaclion conlsol ube

B Frapared by Vendisd oy i:rl'll'l "
T R ——— iy
Mame } o s
Designaticn
sl s
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.E mmrummm : :
Hﬁhi *ﬂWW-MH’-I TW_ G “::_ 1
I-_m*rﬁ'. - i.:ﬂrr.lrmlhm Lm '-.g- ﬁ""‘ TN L
|hhml_-lt P w n-m inpllu l**!--:nh' i
!:"""“" iu—-ﬂmmmu-
734 Add 10w of HEY Megative DNA 1 v negabve contiol lube.
TEE Adn 10 of the MBY Positve DMA i tive posdive commol ube
Fap Place ihe tubes inlo the Phnrnat Cycias blach ani close Tho cover
PR Proginm e REV DNA gipWicanon i ey fnfkwes
imctigl donaturation S
Cycles (40 cycing) BAMC0 soc
519030 doc
TI"CA0 28
Fimal E xtenseon T CiSmin
Hipich 45
F.ia aﬂum IMMEMEWMEM
| fmaf iy L i
TaA Fu:ﬂlgm“ I.H-ht!ﬂ#m RLEZOC  for Agarose gel
einclrophoresis |
TA2 Ludh1mbpuummmmmdhwutmwﬂ
dhmmmu.mmmmw
POSHIvE CON N,
743 Elecophorese the gel for 30 min at 300 volts
744 Visuslize the gel under UV ligh.
745 Save the imege m HBV foider wih ungue denibication name. take gnnt of
thet gl lor permonent recard
Firepared by Weried by Apiraves by
- E— _
h -
oalaalas b |
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—n B S TS S i

r;m;:.ruﬂuhrﬁucm
me * "-r‘-----t-—-'-rrr--!ﬂrrh--w-lﬂi
- _;r-llnll-—r-—'—— 3
mu. S |m gy | Efeciivs
ATESEAICROS e i Tl Rl Wi o .. O l T?i .
Iml e inﬂ'umubm:iri
:n“ll"h'l'l ithw#?nmiﬂqhhm- "‘"""“'"""""j
1 Observalion & Conciuswn
B Hsorapbon
&1 TMPﬂMunuﬂuhmldw-hmmmﬂmnﬁﬂhpmmh
Erinfpimesris
21 The negative coming! shicid show un sbsency of bath 5535y wnd 158 Lo
frogmignt.
810  The presence of both 9530p dad 358bp product maicines that the saengples
are posidse kv HEY
.14 Tmmﬂmnﬁmmmmmuumum
are nagative for HEV.

82 Mgthod L inisations

421 The asssay dotec!s as few 85 1 HBY partcie per reaction, aquwalent lo 1254
viral paricios per mil of e sample. 'he spechcity of lhe aasay s $7-90%
lalse negative resilts may occu i the specimen conlgng inhiitars, 1o Tag
DNA Polymeraso such as hepann, SDS, Callagan, Iat snd peotein Highty
lipemec o hemolytic samples may also reaull in false negaltve resull

33 Crogs Rogciwy

B31 Due o high lowel of specificity of the prmers and neslad primers aod the
defined size of Mo product, cross reaciuily indicating lalse posive (esilis
Bie Aot observad. However 23 fhe pranar Sizos are in the range of 19-17 kg,
hemaiogy with human genome or oltier vieall bactesal genomes mpy resull

¥ shorier o longer amahfication
J Propared vy S—— QT —
o wrre A -1
" TR E——
jHame 1 B
MMesignatipn
ste Rl
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= = LT -

: [ — S—— Tril-'--. e c—
T 1 r 3
¥ . " ; 4. ]
- Duteapion NIVt QasOuSw sainy ! Bapaamasn | Custity Conirsl
e o e ol Lo """"—" T - g o S E S ma L e L I T e = S L
| BT Mg APOCCTPOE] | Aevison - 04 cBesne D | S ingl |
T S S— - = a L - -‘ﬂ.“h-m“'- 5 e
- mers  iDsms | %A | Pageie Page © 814

s
f e - — w . - - B ——— il ol A T

Irus GTE onscrioes the pioamtuia 1 performing quiniiabon of Human
Immusodefioency Vel ed in pabent » plasend o Juably control b,

i Scope
This procedurs covers an m whio nudeic acd ampaiicaton lem lor fhe
Msanttatize 3naltis of delorenng HIV RNA in human plasma.

3 Principle
The Viral RMA i3 anicrbed 1o cONA and senally divied ANA or cONA 8
wipecied to PCR. The reaction iy visualzod on @ gof after agarcee gel
clectrophorasis The wdenssty of the senally dluted sampie o compared lo o
Quanitatve ladder, 10 incicate he ng quantity of PCR peroducts On
mutiphl ation with the Glybon fattor and caltulaton Tacton. the v al Quartily
0 the ongenal sample 15 eshmated

'S Material & Equipment:
+ 25 mM Magnesium chionde
* 10 X PCR Bufter
+ Tag RMNA polymerase
« 2 b dNTPs mix
« Stratascript Revorye Transcrotase Enzyme
» Reaverss Transcriplase Bufle:
« Posrbve sampla for HIV RNA
» Negalive Larmple for HIV RNA

Pragared by Vel oy azgreved by

- = .

Signainrs

= .
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& = i e e e iy

i

: GENERAL TESTING PROCEDURE ;

‘ f l

b : :

Domcrgton | v “:-"‘"“‘“__"‘t" : F Ewparimant -:wuv-:um
GTF ke ' ALSLOCOTENI | Nevmien | 4, wh | !'...,.,. - sy | H., s "
e B [ !' w Trie

| it st | Nan. 2 punis bioen Eunlien o

« Siarile Ml © Waper
« 100 bp mttecular wenghl marke
+ Crajtge G lopding dye
- E-Gei @ Luw Range Quanivstive OMA laddes
* Reagams lor RNA Extrachon and PLR amplficalen
# Gpacmen preparslon resgents fur swirachon of RNA ([Diagen RNA
extraciion - ClAamp® RNA Mini ki (Reler Corent GTR Viral RNA
Exlrastion by GIAGEN ®it Malhod )
¥ Amplificalion reagents, H1V specilc pimers 5% 411 §AGT TGG AGG
ACA TCA AGC AGC CAT GCA AAT ¥ and SK 482- § TGS TAT GTC
AGY TCC CCT TG TTC TCT Y
= Plagte wanng,
¥ 1.5 mi micragentrifuge lubes
* 2.0 m! microcentrifuge tubes
® 02 mi PCR reaclion tubes _
*= Aertrsol barrier pipelte fips (0 5-10pl 580 i, 20-200, 10 100041
¥ Tubes holder
# Graduated eyfindars

- :*mnrl '

F Labex gloves
» Equipmenis

¥ Thesmal cycier

¥ Microcentifuge

¥ Micropipettes {0 5-10pl, 5-50 yl, 20-200p, 10 10005

¥ 2'C ~ B"C Rafrigeraior

¥ -20°C Freszer

Brapared by Varifled by Aparoved by

I —_—
—— _
Beaiymatinn e
g 1 T —




Product Registration Application. AlbuRel

. S

GENERAL TESTING PROCEDURE

h"ﬁf‘ | sy l“h;mtf _{m n..ui,-:_;.-m
| GTF Mo Iluu.t::MJ LT | Afettive Date  Buk 181
sty i Detwa. | Page e e ua__l

s B Fiewie

» Bho-adtty © arvond ey Aol

= LB T RpOY

= Gl wio ) Ophotesis 4po3 e

« Siarsye condipon (Reggenls)

= MO0 e mocuinr weighl marter E Ged Low ronge Uuaiitalyn ONA
tadder Qrangs Glcading dye 4°C

* HIV soechc pnmert. 23mM Magnesnm Crionda 10 X PCR buffer Tag
ONA Polymerase 2 mM aNTP: me flevense Transuglase Erzyese
Feverse Tionsorptase Bufler 30°C

Safely Precautions

51 The loliowed measures are regquired ke saloty

32 Vihitg hangiing of sample doubie par of gloves 3 wom

53 Specman woes Or Conlainers 8re Sponed n boswaly Nood N A separate
53Mpie procensing room.

S Proper sftite sncluding Inb coat, face mask and gleves 13 worn,

54 PCR reagents are opened and master maxes for PCR ara made i larnear

nir fiogw hood only
6 Frocedure:
67  intoducion

§11 MV RNA Queniiation Tes! is based on fow major processes.
6.1 1.1 RNA exiracbon frem biological speaman.
8112 Reverse Travacription of HIV RNA 15 cOMNA uaing HIV specific primens

e | Waiv 1 et
s
= .
| —
| Data
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y TEmr—————

GENERAL TESTING PROC EHI.:I'HE_.

. i
= —s

P P . i ? SRt |
l n:m DM T St die 2eay '[iupa'ﬂ-urm I:Lwlu,—[:-hhu
T8 hp ! w .I‘ft.". 1Y gy . Hgwamean ' E:"!“ht' Lhalle d i ‘.q L
L2l — §e # - A 1
Fuperincus ¥ Fiune | Gutug o "'HF Na i ¥ o §

. [EE— o i

mmlrr—m ill.u .ﬂ:uhhm o e

o ey pp—— e R

3" 3 Amphbeation of HIV SONA using HIV specide prrmess
e LhednUtatedns of the amipbdied pradieso by Il 052 Qe gl irophioness

BRig e FHIV SK 435§ WY 5K 462 Mgty Qi et oFf HIV antd gees
amplifisd proouwd of 142 by

LE ipesmes Praparabon

BT Alow ol the readenls (o warm b jou leassature (RTE210 24~C)
Switeh on the LV bghi of Ssasately nood fer 25 min, with proalies, bises and
up hoxes kepl nade. Afer 20 min, swalch off the LY gt and Sterl 1he aa

Eow af ne tubes,

622 Arange 1 5ml screw cap tubes @ lhe Mube rock Labui sach specwnen
preparsticn luoes. _

623 With #n aerosot barrier tp add 140 il of werum or plasma specimen 1s (ha
appropnale tubes

Gla  Esract RNA by Qlagen Viral RINA Extraction protocal. (Reler Cutremt GTP
mmmqumaw;

625 mnnm-mmumm

63  Reverss Transeripiase (RT) of HIV RNA

611 Switch on ihe UV light of the laminar Mow hood with pipeties, tutes tip
boxas kapt nside. After 20 min switch off UV light ang slart the flow of air

6i2 Mhmmﬂmhhmmﬂpﬁm
conlrod, neégotive control reaction conirol, speamen and exha rsaglion
according 1o lolal no. of mactions to be made

633  Prepare Maslor Mix for HIV cDNA synthasia 24 follows

Prepered by Vartied by Appravedty |
Signature -
figme
Designaiban




Product Regiviraiion Applicaiion- AlbuRel

GENERAL TESTING PROGEOURE . ;

oeacrmton BT m..?n?:i'..";w _ [ toasnans: | | Gttty ot

—i}:!lrm- M3 -':h', ATy .Hl'ﬂl!'l:lll _J [H;:ql.ru Datu il tt "
-Hlpu.l LOHEST : L ! '—I,.n]l'al'l '.-ni- 4-;1 Miw wit. = Wk
Wi ihmﬂﬂ '~14- ¥ vwrl.:..t-::n-u:r:--'.-m _j

Stock soiution T 1 reaction (i)
" tote - T _-J' A ™ Ry
390 X BT Bulier ! L T Y r
2 At i TPs ! 25 3
(M0pman BKaz1 1 T
[10pmel} SK 487 S
| B0l Revarse ’ '___n.g_'h -
Trangcnptasa
e AP, ..

534 Arqual 10W of master mx i the aoeled 0.2 ml ubes.

B35  Add 15yl of mill-Q waler in the reaction condrol tubes. 15,1 of Megalive
contral RMNA In the negalive control tubes, 150l of the specimen ANA
sample

6.36  Flace the lubes in the thermal cycler and close the i

837  Runihe program lor cOMA Synihesis as follows 42°C | 50 min.

64 Prepgration of masier mix,

641  Switch on UV sght of the lamwnar flow hood with pipeftes, lubes, and lip
boses hept inslde. Afler 20 mun switch off the UV Bght and star the flow of
air,

343 Identily (he required number of samples nclung positive comiral, negalive
conlrol, reaclion combrol, specimans and one of more exra reactions,
depending upon the lotal number of reaction.

Propared oy Yarlfiod by Approved by

Sigratura g
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B : -




GENERAL TESTING PROCECURE

1

[ —— - - s mnarss | T '

| Bwrengiee m"ﬂ*._nnlﬁ-uniu l:l-llnrlllﬂl et iy £ wirriats

GTP Nu | u..w:tﬂlh‘m Inm-n 30T Eifeeeee Uan , Fab 15 @
RarT— ' N ey —— i & I -

Jupameoa Maurfe ﬂ‘-lﬂ Fran Pags Mo P.“-g...lm-j

| Weanl iteungmagin Ly vy ity iy ey olldes

g41  Propsic wodang Mawe M ior iha hest dound arrphlicabon ot HiY SNA
Umﬂmnﬂnu -
Stock solulion i Y reactign ) i
Sterie MB D KGO ' 157 ;
10X PR Fuller Sl 24
25 M ENTP T o T
WmMNgliz 5 i, y gkl
B UTll Taq ONA polymerase 1 83 - -
Total Valuma — E TR
644 Alguet 25 of PCR Master Mix «1 each 1o be containing cONA
545  Place the tubes inte thetmal sycler block and clase (he ik
G486 Program for HIV Ampiification s faliows
« Initial denaturaticn 1 84°C 1 5 min
» Cycie program (40 cycles) 94°G 7 30 sec
S5'C 1 30 sec
TC 130 sec
= Findl exlenslon T*C1 10 mm
» Hoid program - 4*C loe {a)
G4.7 Mhmmmmhm!m
el L mpliled prodyek:
651 lﬁﬂWﬂHﬂhmﬂﬂﬂ’hm!ﬂ
elaciraphoresls.
652  Abquol 204 of arange G on platforn:
Prapared by Verilied by lm:-ldh_l
Signatore %)
— —
Devigaation o :
h - —_— il
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JENERAL TESEiNG PROCEDURE .

Qi P — =P 1 et ;.Inu 3 s fh:,;tl'l-q." Poabngg Spmesg
GTF A o ot 0O Nadigeie [ | Bt s a- Lighs T
QT by n. iy e | ST ] -

BEat s fii ; LR WTIEE [P0 N P R

%
T

Lesind 100 Bo DIMA Lackiar w1 i Bidh wt i "6 W01 VEaeR T oo gk
sndgarys UMY Eniger w0t B el o dbbrn e g | e i @
et g, Jediifers coomd e dikie Gl spewpn 1%
TIRI s gl Tl Peecu i crassbiol et Lt el Y SRR T T |

iire will g

484 lovirophoness D g ke sU mmn o 24U vty

M5 aumars e g undn Ly aght

GhD Store e anage o G eroge in ki holder walh sieie Aumse and doka &
satinil of thie el m @ rooord

T. Obsarvalion

" Interpoadahen g resulls

T1i nmuiummmmﬁuwMHMrh
positvs contrd and the specdic bamd should no! be observed w ine
regat ve Control and reaclion contiol Thes validates the aesay

712 The wnlensily of 1he band 1= compared with fhe E-GemP Low Raige
fAuardiaive DNA ladoer 1o give ng quanlity of PCR products and usny
itk ation facler wid iual quarisanion i viral coples ¢ md is dane

FI3 iest copios i mi o ag DMA X Dilulion Factor ¥ celewlabon Factor whaie
calcutateon Tuclor s 1000

*2  Method Limitationy,

721 The lower il in the os2ay 5 1250 copies | md of somgee

T2& The specificity of ihe assay s U7-00%

123 False negafive rewults may occur il the specimen containg inhitdars, |n
Tea DNA palymarase such as heparin, 50§, colagen, fal and protam.

IFrapared by Vieriflod By llﬂ'l'fﬂll"

Sqraicr :
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Product Registration Application- AlbuRet

QENERAL TESTING PROCEDURE : i

| : i

Gescdution }_mr imd-'“hil-n“ g “n.,"'.;;‘.::"*" Gy Eonitoul |
L7# Mg, poH b ] | Beesmagn 1--.- Emmrnm ; i-'lni:.ii L B |
Jhm- i Flyns Farsd ":lq'M g fls ¢
et hevman [0 oo v et e ~ 5

v 4 Hoghly bpent of hemdiyic sanples may 250 twsils w5 falss gy ALy

resuR

fr3 Degradation of wal RNA dunng hanspoa of giferwiae ok resolt o) s
iedlievd luoanidalion oyl

73 Cipsd Regcten,

L Dus te 3 lngh lavel g1 specilicity of the pimers aind the detred sge of me
produat Cross reachuly indicating faise pasilve are rut gbaenved,

732 Aaibe prhimers sd@ are 24Bp, h:mnhqymnmmunmhrw:n
bacional genomes may resulls in bnding consequent amglficalion.

¢33 However the amplicon size would differ iram Ihe specilic HIV amelified
‘ragments

?{{!
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Descripion HIV.2 Qualioties momiy Depwrtmaat SumkTy Coatral
QTP Me. RLANOCOTINS | Ravinion o EfectiveDate | 2.5 o8
Supsresdes o Dated | OF Nev 0 | Page o, 10043
Crratribanticn Hicne '

Mot Ravbarw on | M 2 yaaes ko Eferive deles

1L

41
413 .

4.1.2
4121

4122
4123
4.1.24

Purpess
The GTP describes nmqwmmm
plasama of finkshed products by PCR in Oually Control laborsiory.

Scope
This procedune ks applicable for in-vitro nuclele ackd amplification test which
s applicable for tha detecton of HIV-2Z RNA in human plasma.

Principla .

The viral RNA is tramscribed 1o cONA and subjectsd o PCR. The reaction
visusiized on a gel aher sgarose gol elecirophoresis. The final praduct is of
297 bp of the prot (prolease) gene of e pol region of the HIV-2 viral
genoma.

Requirameonts { Materizls & Equipmants )

Beagants for BNA Extracton and POR Amolificelicn

Speciman proparstion reagents for exirachion of RNA (Glagen RNA
araction - QlAamp® RNA Minl Kit). Refer GTP RLEZQC/GTPICT,
Ampification reagemts

HWV-2 specific primers

DP20; & GAC AGA GGACTT GCTGCA Y

DP21: 5 GOC CATTGTCTCAGTTITGG Y

DP28: 5 CAC CTCAATTCTCTC TTT GGA ¥

DP27 : § TAS ATT TAA TGA CAT GCC TAA Y

25 mM Magnesium chiorde

& X PCR Buffer

Taq DNA Polymerses °

Prapared by W 1P ey _Approved by

Signawre

Lot
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Dasigantion




Product Registration Application- AthuRel

GEMERAL TEETING PROCEDURE
Geazriphion FilV-2 Ceabits e asany Dspurmwnt Qustiey Conire! |
GTF Mo, ALEMOCATPME | Revision i Effpctivn Mais uhﬁ
Buparaadid 0 Thuilaal {6 Maow T | Page o, Tol 1y

Citmtriutionr Hana
et Raview om | Max 7 yaarg o Efaciva dals

A4.25 2'mhd dNTPs mix

4128 High Capaely cONA Reverse Transcriplion it by Applied Biosystoms (Cat
Mo, # 438381 3}, Movascript or Equivalent Ravame Transoniption ki

4427 Positive contral for HIV-2 RIA

4128 Sisris Ml O Waler

4128 100 bp molecular welghi mader

4.12.10 Agarose

41,211 10% {Trlz borste Elhylane Dismine Tetrs Acotic Acid) stock and 1X watking
THE Stock

4,1.2.12 BX Orangs G ioading dys

42 Plaslic wives gngd olhar reoirements;

4321 1.5 mil microcantrifuge iubes

422 2.0 m! microcentrifuge ubes

423 0.2 mi PCR reaction lubeg

424  Pipaties (0.5-10 pl, 10-100 pl. 20-200 pl, 100-1000 i)

426  Asrcsal Barder lips for the appropriaie pipatis ranga

428 Tube holoers

427 Gradusted cyindors

428  Latex gloves (balh powdened and powder frea)

43  Egupments:

431  Tharmal Cycler

432  Nicrocenirifuge

433  Micropipeties (0.6-10 pl, 5-50 ud, 20-200 pl, 10C-1000 g}

434 1-5°C Refrigamio

4358 -20°C Freersr

436 -B0°C Fraeser

437  Laminar air fow hood

l'u'l-lh_= Worlfed by Apgrovl by




Product Regisiration Application- AlbuRel

GENERAL TESTING PROCEDURE

Cescripton HIV-2 Suatlative samdy Depariment | Quaifty Contral
TP Ma. FLADSDGTPS | Resislon by Effective Date | 23 Hug T
-m oG Uaba 08 poy 07 | Paga No i Tof 15
Distribufion b

Muet Raview on | Maoc 2 yomrs from Efective due _._._ -

438  Gelelacimphorssia apparaius

439

[
6.1

Gal Documentation syatem

Btorage Condithons (Reagents)
100 bp malacular weight marker, 8X Orangs G losding dys: Prafessbly al 2-

8*C mnd -20°C for long tenm storage.

52

HIV-2 spesific pimers, 25 mbd Magnasium Chiaride, 5 X PCR buffer, Teq

DM Polymarasa, 2 mM dNTPs mix, AB! cONA Syrihesis kit -207C

B l‘ppuﬂmmmw
Piazma coflegted in slerde glass vials,

A Ciuamitity of Specimen Requested
1- & ml plasrma

Critaria for Unaccapiabls specirman

_mﬂumlm-ummmmmm
coniaine: demaged of speciman has lsaked.

Pracautions

T fallowing msssuran ane ken for safely,

8.1
B2

While handing of ssmpion twa pairg of gioves shouid e wom.
Speciman tubes or comminers ghould be cpemtd in & separsle sample

procasing SreE. :
83 Proper afire inchuding isb cosl face mask and gloves, should be wom

during extraction.

ot =
Prupmind by Wrilfad By Appraend By

_ll_nnn L=
Hama "
Daslgnatian
Dats |
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GEMERAL TESTING PROCEDURE
Demcriplion | HIV-2 Guadative seeny PSS [F———
TP Mo, ALSMOCOTROS | Revielos a1 Effectve Duls | T3 ""ﬁ.'ﬂ..
Supersades o Dited | 08 bow 7 | Page No. T

Cilsteibathon | Badewn

Haxt Rmyiow an | Ylae 2 pasry o Efactioe data

g4

10.
10.1

1019
w12
10.1.3
10.1.4

i
021

wiz

1023

10.2.4

103
1031

PCR reagants should be ppenad and master mices for FCR should be
mude 0 aminar air flow hood. Powder free gloves should be wormn during
this process.

Procedura

nirpducton:

HIV 2 RMNA Datection Tesl iz basad on four major procesaes:

RMA axtraction from biological specimen.

Reversa Trenacrinbon of HiV-2 RNA o cTNA.
Mﬂﬂnﬂdm#ﬂﬂmbmmm'

Detection of the amphlfied products by agaoee gel slectrophoresis.
Primers P20 / GP2T and DP28 | DP2T ampify prot gena of the po! reglon
of HIY-2 and give an amplfied first round product of 388 bp and the nested
product of 297 bp. )

Specimen Prepaaton;

Amangs 15 ml 2 mi tbes in e Wube reck. Label esch specimen
VWan an asrcsol bamier ip add 280 y of plasra specimen K e
approgriata tubes.

Exiract RMA by Qisgen Viral RNA Extraction pectocol (Refer GTP
RLEMQCIGTPOOT). 4

Ehute Tha RNA in 50 yl of Ehtion Bufler

Feverny Transcriplion (BT of Hiv-2 RNA- ;

Swileh 60 the LUV Ight of the laminar air Sow hood, with pipeties, lubes, and
ip Boxos kept inside. After 20 min, switch off the UV fight and sten the ar
fiow for 20 min bafore use.

Prapamd by Warifisd by w-

i!!i
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GENERAL TESTING PROCEDURE

Deacogton HIV-t Guairiathen avany Cepsrument | Oualily Comiral
G Mo ALSVOCIOTPONS | Mevision | 01 | EMectiveDate | 23 Aup ol
Juperivias co Owiad | DEMovOT | Pageiio. - sef 13
Distritution | Neng

Hepl Review on | Max 2 years Som Efectve duls *

1032 MhmmﬂmﬁmhhmﬂlmFﬂh
mwmmwu‘mmhu

number of reactiona to ba made.
1033 The Master Mix for HIV-2 cONA Synthesis| using ASI kil reagents) containg
Tolgwing:
“Stock Saiution 1 reaction (41}
“Stariie MINQ H0 5.5
30 & HT Buffer 25
100raM(25%) ADI aNTPY 0
[0 X (100 ng / 1) ABI Random Hexamers 28
(50 U/ ) MulbSorbe RT 125
Tolal volume 125

10y

Abquot 12.5 ) of Master mix in all the labaled 0.2 mi tubes.
m1umu_nﬂ-uwmumnﬂh
mmnmmumiﬂmdmzmmh

the posiive conirol fube.

Place the tubes in ha Therma! Cycler and close the ld.
Tha program for cDNA Synthesis m aa folows:

28°C for 10 min
ATClr v

Hold 4G (=)

The Master Mix for HIV 2 cONA Synihesis(using Stratascript or Novascripl

or equivaient ki reagents) contains folicwing:

Silli




Product Registration Application- AlbuRel

GENERAL TESTING PROCEDURE
Coamgrtplion HIV-1 Cuaiitalive sessi D parimmart Guality Coedral
ETP Mo RSHOCOTINS | Ravision | 07| BRectatuse | 2% Augel|
Bupernscien o | Dases | Moo | dagens. a1

Hat Mol on | M3a, 3 yeas iam SHecee i

Salution 1 resction (i)

Sterile MG 1,0 35

170 X (suascrptnovascrpl) T Bulter | 2.5

ZmM dNTPS 1.0

[0F 20 primer 10

OF 21 phmar 0

(50U ) NevascrigiSmtascopl it | 1.0

[ Totai volume

10.3.8  Aliquot 10 4l of Master mix in the abeled 0 2 mi tubes

1039 Add 15 i of Ml Q waber in the reaction contral lube, 15 i of the specimen
BNA I 0.2 mi wbes and lnelly 15 @ of HIV-I Pesibve RNA in the posilive
control tubs.

10.2.40 Place the tubss in s Thermai Cycler and close the lid,
The program ler cDNA Synihesis is se fofiows:
42*C for 80 min
4'C Final hold

104  Prepetation of Master Mix for 1% round of nested PCR ; -

1041 identify the required number of resclion to be mada including positive
cantrol, roaction control, specimens and one of hwo exire reaction
depanding upon the tota! numbw of maclions 1o ba made. Prapase working
Masber Mix for the frst rourd amplification of HIV-2 RNA |s a8 follows'

10437 The master mix contping the following componanis (ke AT products
synihasizes using ABI kif):

Prapercd by Vartted by Approved by _ 1

ti;i
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Crealily Castral
28 #eq oF

i

Tl 1)

Deirderigian
UTE Na.

Gupsrywiny
Cmriatin
et Kb

pn | Was 7 ysase fomn ESectivs dore

Btock Solulion

Stariy MilQ H,0

& X PCR Buffer

2 mM JdNTPe

25 mM MpCly

{10 pmol ) DF20

{10 prmoct ) BP21

{ SU/ i ) Taq DNA Polymarase
Totni volume

1 reaction {ul)
13.3

50

25

2.0

10

1.0

23

250

1043 Tha masier mix conlsing the lollowing compenents (for RT products
Wﬂﬂmm:sm“quﬁuﬂ

Fadctan

Stock Sohtion 1 reaction ()

Sreriie Ml 0 152

B X PCR Buffar 5.0

2 mdi dNTPs 28

28 miM MgCly 0 -
(U /) Teg DNA Polymarse 0.3

Toted volume 3.0

10.4.4 mundmﬂ:mnuwmmmm
WAS Place the tubss into the Thermal Cycles block and close i .
1048 Run the program for HIV-2 AmpRRcation program as foflows:

initial Denatyrafon: B4°C | 5 min
Cyclas (43 cycies): 94°C 130 w0
58°C / 30 pes

. TR0 /30 s0c ]

Frepare vy Varlllad By Appgeeedly

!W
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GENERAL TESTING PROCEDURE

Bescripton -2 il At dl B Dwparimant Granity Cysirod
GTP No. ALENOCIGTROTS | Maviion | 91 | EfeciveOate | 70 Aupg=l
Fupsrssden o Dzt 08 Maw 37 | Page Na. a1l
Dabileison Hora
Hoat Raview o0 My 7 jedrs o Efectin datn

Finnd Extonsion. TG 15 min

HeM: 4C (o)

104.7 Start the progrem. The program runs for approximately 2 hr. -
105  Emostetion of Nestad 2™ Round Masies Mix
1051 If done on a different duy then switch on the UV light of Se laminar fiow
nood, Wity pipeties, Lbes, Iip Soxea kept nide. Afer 20 min, ewitch off the
UV Tight sned stast the pir flow for 20 min before use.

:

identdy T reqused number of reactons 10 be misde nciuding posdive

control, reacfion contal, specimens and Ond OF WD Wera resclion
depanding upon the total number of ieaction ko te made. Prepere working
Nesied Master Mix for the Mested 2nd round smpldication of HIV.2 RMA
The masiar mix contping the folowing components: (ghwen per reaction)

Stock Solution 1 reaction (a!)

Stacta VAT Q HO 1y -

s X POR Buffer &0 .
2 mM aNTPs 25

25 mM MgCly 15

(10pm ! i) DP28 10

{10pm | uf) DF27T 10

(8 U / ul) Tag DNA Polymersso 0.3

Tola! volome 200

10,53  Alquot 25 of PCR Master Mix In 0.2 m| PCR lubes.
1054 Add 2 4 of first round product o roapective nested mix ubes.

1055 Pace he bes i e Tharmal Cycier biock and ciose the §d,
1058  Run the progrim for HIY-2 Ampification s follows:
kel Doy Musrmsion P4*C 7 & min
Frepeisd by Wi i) by Appeoved by

iliI




Producy Regisiration Applivation- AlbuRel

GENERAL TESTING PROCEDURE
Do Pt Fw T Jealiatve BEENY Copusmisi | Qwalieg Doales
_rl'l'l-. RLATDOGTRDS | Beviatan -] FigclveDaln | G5 fas s
Benarsadad m Eoanwd 08 M (7 | Page M wal 13

Mt Flaviee Sl | M | pear s o DReriies Jas

16e7
108
1081

1082

10a3

Crycies | 30 cyches): 4T 1 30 sec
SESC [ 30 a0
TIC 30 sac

Final Exemsaon. 12°C i §min

Holkd: 4G (a)

S1art the pragram. The prograem runs for approximaledy | ana & meif i
Electrophorms of HIV-2 Ampified Proguct

% Agmose gol ls uwed for electrophoreals. Refer fo cumenl GTP
PLS23CAGTPODY for Agatoas pel slecimphocess.

Aliquot 2.0 l of Orange @ on Para fim. Add tha sempies o Oenge G
individuatly and mix. and (oad In agarose gal was. If 5X grean PCR Bufes
e ussd then kad the PCR products directly onto the wekls withou! the use
of Orange 3.

Load 100 bp DNA Laddar in the st wal. Load 10 W of resclion conrol,
spacaman PCR procusts, and fne ampified posilive confral as taat loading
semple. Electrophoress the gal for 40 min s B0-120 volts.
Visuslles the gel undar LV fight

Stoen the image with prepet labeing and cale In the mmepectivg figar and
take & print of the gel a8 @ pormansnt recand.

Cihsarvation

Inbeprptation and Resly

Preserce of 287 bp reeied round product for prof gene of e pol regicn
anould ba oteerved in e poslive cortrol Ths aspecilic beand should not e
absarnved In e reacion contiol, Trs velioatss Te assay,

Prapared by Vowied by Apprend by,

f![




Product Regiveration Applicarion- Aliukel

Descripean HiVE Quatimthon sevay Bupacimant | Quality Contred
OTF Ha RLEMDCAOTRME | Bedalan ] EMscHrp [uin zgm
Hisporesdey i Dl o8 Moy OF | Page o 0ol 13
Ditatrbariion Fona

Hunt P ol | b 3 paars hom Cfieciuu Sel

tmmmmmdhimmmm-ummm
coriral fhen the sempie s idenllisd as positive sise | & denifled s
negattve for HiY 2 deteclion aseay.

11 Hote:

121 The Posiva Control I oblained from the MME laboratory with B2 unique
ideniification no. and the viral coples present In it '

124 nummﬁwmmﬂamm
Poaltivs comro, IF Bhe resuit or e band obiainad & found 1o te similer fren
it can be usad furthar as & Fosifive Control.

§a3 B docurnent of varification is mase snd reviswed.

13, A brev|aficns

@1 TBE - Tris Borsie atfylena dismine teire scelic scld

132 PCR - Palymerase chain reaction

133  DNA Deogyribo nucheic ackd

134 RRA - Rsenucinic acid

438  cDNA - Complemantary decmyribo nuclals scld

a8 RT - Feervades ranpoiifian

127  EDS - Sodium dodscy sulfate

188 dHTPa - Damory nuclaoside ti phosphats.

138 MKE - Fdolecular kodicng

1390 N - Humbar

Prapared by Wurilied by Approned by

Siganure I

)

orocns. e

Date




Product Registration Application- AlbuRel

GEMNERAL TESTING PROCEDURE !

Cscplam V-2 CemileBv s saamy D g v Chanlily Contrad

PLEITSGTAOS | Revistue " Etectve Dvte | 2D B of

Supervedns w Oaded | O Mow OF | Pagi Ne. Madn

Mot Aavies on | Moo 2yt 5o EBechve des

14,

18

181

Maethod Limitafions

The lower fenlt in the assay s 1250 copes | mi of samphe. The spacificity of
ine assay s §7-08%. Faise negative results may occur 1 e specimen
containg (ahBier(s) in Tag OMA Polymerpse such es hepare, SDS,
collsgen, fat and proiein Highly wpemic or hemollc samples mey Biso
~esult in a false negative resull, Degradalion of virel INA dunng transpan o0
cthorwiss will resud in Paise negative result.

Croas ReacHon .

Dus 1o a high vl of speciicity of ihe primesa and nested primers, and e
cefined size of the product, cross feactvity indicating faise posiive nesulls
are nol ohsarved, As the primac sizec ara 18 - 24 bp, homology to human
genome or olher virel | bacterial gencmes may resull in binding with
consaquent non-spoclfic empificstion. However, (he ampiicon size would
differ from the specific HV amplifies fragmant.

Reference

titpAwww cdc. govingidodieidivolanod ploniaze himand

www. gdo. govincidodéeld voi4nod/adobelplaniarak. pd | Introduction of Hih-
2 and MuTiiple HIV. Sublypes 1D Labanon

iy v mkclsonine_cormprine/aids pdnandier 00002 0.50- 200402200~
00018, pdf jemssion|d=LzrCreZHWRAFY ToWTSg8VTHGIpIL oY KRGSy 2K
ALNCOOTEWISI212600844T1 1B119682800015-4: AIDE officlnl joumal of
Intsrnational AIDS society.

llﬂi




Product Registration Application- AlbaRel

GENERAL YESTING PROCEDURE
Gapirglas HIV-T Daafintvs nbaiy [ ——
oTP M. FLESOOG TN | Mevisics o ke Coi ulu!-_t
Duparssiins x Uabed | 08 Now OF | Pags o el
Diimiribsmitin
fepnd Bl

Amexure No. | DetalleTitle of Aanexure Fomal Mo,  (Curont

GO/GTRO1A/AE | FOrmat for IV 2 POR Assay RLSZCCIGTRO16F0L

i

Revision History

1 Sad 0B TEEamrge Paionni b B GTF.

2 Correction made in the gane aplfied | & prot gene of pol reglon
Wstead of gag regon (hpographicel enor) and B regared
raferance s slso included for @ in paint no. 18

3. "SBeparsid semple processing fesm” has been modfisd as
“Lepavale LTG0 frocessing ared”

4 The use of an elainate 5% green Luller which slodes e uss of
Orange U a mantoned.

5 An ssdtions Note sboul verficalion of the Posine Cantrol ussd
in pdded.

6. Deteils sbout the Thie end Formet ro. of Annmnres are prapery
manticaad. )

7. The kioeing chenges s made In e anoesre
QCAGTPOIAADT and OCAGTPOISNALE

7.1 Dong by, Reviewsd By wit Dote and Page Mumber has besn
added In all the pages. '

rim“mhﬂhmmm
Inciuded (A fhe aaremes

Py gt ey m‘h Approved by -|F

lj{['




Product Registration Application- AlhuRel

GENERAL TESTING PROCEDURE

Casoripten FV- I Qusiinfve Lesry “_w Chiallty Condral
aTE W PLENDRLTTROS | Bl o EMactivn Dass | 2.8 Frlag =R
Supsresdon o Dalad o hiew 7 | Fage bo. T ol 72

it buadien g
Kuyt Raview oo | My, 2 yeery $om Efiecd v deis

V. 54 and .54 TBE am e bnger ussd.

2, Seporats esmpls procossing reom te skways nol svaiishis hence B
peparate 8ampe processing ares s mentinred.

iteason 3 Use of 5X prean buffer consumes leas fime for loadng,

for 4. Poaitve Conirols oblsined from MME laboratory needs t3 be

Changss verifiad before baing usad s Controls

& Al kings of ypographical errore are comacied

& The GTP and the Annexurds am updasted to impmve ha
docurmadi,

Eigi




Product Regiciratinn Application- AlkuRel

Cruatity Control

Annanure - QGGT PO AART
Page | of 7

Format HIV 1 PCR ASSAY Report

Acceasion Mo, | | Nature of Sample:

_'I'.qun of Sample: Accussion No.
L:m : Reviewsd By:
mh:—h: Date: :

Format MNo.: RLSHOQC/GTPO15/FO1-0M

Pege ity




Prendyct Regisiration Application- AlbuR el

rﬁunﬁf; Control Annexure | QG TR0 S/AGT
Page 2 af?

Format HIV 2 PCR ASSAY Report

Al FLICHLEE

e —_—

No,

Dratar

Farmal Mo.; RLEZQC/G TP SF01-01




Product Registrazion Application- AlbuRel

Craallty Comteal Apnsgrs ¢ SOATPITERDT
Page 37

Farmat HIV 2 PCR ASSAY Report

Vol of Vol of ___ Vol .of Val .of Vol of Vol of Strata
Gtorile Ml | Strate sorlpd - - waript AT
T Addad buffar Added

dNTPs | DP 30 oP 2

Daia By Ravizwed By:
| Dimtmi Diain:

Format Mo, RLEZ/QCAETPO16/FD-01

Page 3 al 7




Product Regiviration Applicution- AlhuRel

Dumlity Control Arnnexurs ; GF-I'G‘I‘F'EH.':!M’I =
Pege 3ol

Format HIV 2 PCR ASSAY Report

Thme:
End Time: m
7. Proparation of Master Mix for HIV PCR 2 round :{ 1 reagtion)
Starila
mElQpn | L WPCR | L T t_Wﬁu‘_\
___bulter (i) !
: 4 |
B. Total No. of Reactions.
[ Vol of Sterile | Vol of Vol of Vol of Vol of
Ml Q _____JPCR { ) i geiz | 3
Added{ui) h%hl' Addedi i) dNTPs Addedipl} Tag Addediuf)
Addadipl)
! : |
Done By; Reviewsd By
Data: Drate:

Format Mo RLS2QC/GTPOTSF0T-01

Pags 4 of 7




Produect Reyisrrarion Applicaien- Ayl

Craality Control ARERre : QLIGTRPO15/AD] —
Page 5ol 7

Format HIV 2 PCR ASSAY Report

- Sample praparation for HIV 2 PCR 1si round:

Total No, of Samples:

“WMASTER MIX (pi] | PCR produsct of | Val of masker mix added
RT round {pl)

Vol of PCH product RT added:

10. PCRAUN HIV 2 1% round
Equipment Code:

PCR RUN (Themacyciar)

Skar Twme:

y —

End Time

1.  Praparstion of Master Mix for HIV 2 Hested PCR {1 reaction):
[ Sbwrie |

mina | | ! i ) o=z § Rl 1k 3.1 y
- ﬁr dHTP® ) Mgull [} PP 20 Gl D 5T (uly Tag
— | I—
. Rerviowed Byt
Done By
Dain: Data;

S RLENQCHSTRPOTSFDT-0Y
Formal R & oty




Prowdact Regivrraien Appfication- AlbuKei

inal] L BRRSRIS | DE.I'GT-P'GEI'MI
N S Pagetof 7

Format HIV 2 PCR ASSAY Report

Voloi | Wolof | volof Vol of Vol of Vol ol 4§ Vol of :

Steclle | {__ g IS g2 | L b ; -

i Q PCR dNTPs Added OP 26 DP 27 Adde an

Arbded puffar Addad Added Addad
Added "

|

|

13.  Sample preparation lor Nested PCR
Bt T E—
MASTER MIX (uf) PCR product of 1 round [pl) LET. of umin‘_m

Vol of PCR prod
rourd 1 addad

14, PCR RUNHIV 2 nasted round:

Equipment Coda:
l_ PG RUN (Tharmosycler) “
Siart Tima: ) -
Erd Tina = 1
f Raviewad By
m . Chads:

1&F01-01
{ Format Ho. ALS2GC/GTRD iy




Priwfuct Registration Application- AlbuRel

Quality Contrel Annewre | QCIGTPOISA0 ]

Format HTV 2 PCR ASSAY Report

Page Tof7

Quantity of
Lot Ko, of Agarose:
Quantity of Etfir added:
TBE Stock Praparad on:
TBE working Bulfer prepared on.

TBE Buffer autoclaved: YES

Agarnse prapared:

I MO

’w&wﬂm
Samplel i) Loading

i unad

‘Volume of samphel Ladder PCING:

o

Volume of Loading Dys (If usad -

17.  Agarosa Gal Electrophoresis:
Code:

’__"‘me"!m Gei Gone. of TBE Veltaga |  Time | AGE Biart Time: |

18. Gel Documentation:
Equipmant Coda:
Saurce of INuminstban:

Done By

Reviswed By -

"E'!'.ﬁ‘r‘u Mo T RLBZGC/GTPITERDI0T

Page 1of7




Produce Regimration Application- AthuRet

Cualty Control Annenue - QGAGTRPO1AAND
Page | of T

Format for HIY 2 PCR Assay Report using ABI kit

o

1. Samgle Dutalk
Total Number of Samples:
_Hi*t!'mmﬁm" Accession No.

Donae By: Roviowsd By:

S EETR AT fote.
SfreEl Mot CAETRPOT 1

Page 17




Prowfuct Registruiion Application- AlhuR 2l

Contral A :mmﬁm
Gy ﬂi‘m 2of7

Format for HTV 2 PCR Assay Report using ABI kit




Froduct Regodration Appiication- AlbuKef

Tyuality Cuntrol Arrmars | QCIGTROSIAG2
Page $of 7

Format for HIV 2 PCR Assay Report using ABI kit

3 BT round (1 reaction; -
Wil 10X _W__
& (pl Buffarijf) ABEI - ABI

Hexamara

[~ 5.25 26 10 25 138

4, Total No. of rﬁm‘l T

B = RETRTGER
MIEN G () | AT bufferiul) | ABIANTPs | ABI haxamers

B 128 Val of Bampia addad
Dona By: Biavlewed By
Diafe: Dats: -

‘ Format Mo RLE2/QCIGTPOVSFI2-01




Provilict Regivivition Applicativn- AlbuRe!

CQuality ¢ Annexure | GGG TPOSADR
T — Page daf 7

Format for HIV 2 PCR Assay Report using ABI kit-

'.r. Pn-parnthn of Masier Mix for HIV PCR 2 round i 1 rasction
1 il

ey 3
mm Q (_ZmM JaNTP | Wigetz (i) Ty . sul
ful) L'\%mn & 0iyl) ] A () wﬂm
12.2 5 6.0 15 1 20 ) i 1.0 Ju.;
I._E Total Ho. of Reaciiona: =) l__“ 1 = :
] L_____JNTP | Nigci2 - L ——
ful) Eh TR (] ii{l'ﬂ ‘ 2N —fTa
‘ G R
4. Sample preparation for HIV 2 PCR 1st round:
ETES m.:m%mﬂ Vol O MASTER MIX Added :
75 25 Vol of PCR product BT added:
Raviewsd By:
mlﬁl‘ Dada;

LOCIETPO &F02-01
Format Ma,: KLS Paged of7




Prodwcr Registrntion Application- AlbuRel

Annasurs | QLGTPISR02
Page § of

Gruality Centrol

Farmat for HIV 2 PCR Assay Report using ABI kit

Siart Tima: |
End Time:
1. aration of Masiar Mix for HIV T Hested PCR |1 maction
Storile | W | ___25mM | (_10pM |{__10pM ) { 5w }
MHERD (pl) {d) {_2mM | _IMpci2 ’D_P) DP 27 () Taq
~JANT | () 26 Palymerasa
] Pa (ul) {wl) {ul)
14.7 E.D - 3 1.5 L 1.0 1.0 0.3
1
12. Total No. of reactions:
Vol of Vol of | } | Vol of Vol of Volof |Veolof |Volof
Sterile Mill | PCR buffer AR I | L
0 added Added dMTPs Addad _igeia EF] _‘_?.'FJ Ll
Added 28 oe Tag
Added | Added | Adde
d |
s |
Dona By Ravilawad By:
Doate; -

Forma! Na,: RLSZGCIGTPISIFIZ-0
Pags 5ol T




Product Regivtration Application- AlhuR el

Cruality Control Anranas . GLIG TPCISADT
Page § of 7

Format for HIV 2 PCR Assay Repart using ABI kit

[MASTER M | PCR product of 1° found | Vol. Of master mix added |

Voi. of FCR product round | added :

| 14. PCR RUN HIV I nestsd round:

Equipment Coda:

R AN far)
Stat

End

15. Electrophoresis:
Quantity of _2%  sgarose prepared:

Lot Na. of Agarose:
Quantity of EtBr sddea.

TRE Stock Prepared on:

TBE working Buffer prepared on:

Dans By
Ciate:

PageSal 7

B T e ——



Product Regisiration Application- Albuel

Chundity Control

marm:mm
Page Tof 7

Farmat for HIV I PCR Assay Report using ABY kit

14, Sample preparation:

-
1l

| Sample{pl)

Veluma of sample/ LaddarPCING,;

-
S —

Volume of Loading Dye (I used) -

17. Agarose Gal Elecirophoresis
Code;

r!m Tcmtﬁﬁ

Voltags | Time AGE Start

il Ge! Documentation

Equipment Code:
Soured of Hluminaton:

Done By
Dete :

| Format Mo RLSZNCC/GTPOBFG2-01

Page7ol7




Product Registration Application- AlbuRel

e e ppl— = m em pm s kil —_ - i L -

| 2l b
: GENERAL TESTING PROCEDURE : :
r ;. ) i By : |
i . M PG - Aaly vy £ R STT v T - "
| Deseiigion . WOV ENA Deteetion by AT-A0N - Cxosrimeni | Gusiity Conirel
: OIF N | RLEPOUANOLT - Sevese | 07 | ibveDuy © ~#e ik

- ¥ I p AT I - i | -

lw i  Mane Cowa | N Page flo. i::!t':rll__.i
i ! & - [ L3 - .
o Wl H S 0 im_!nm-'-.ﬁm.--u o .j

1 Purpase
Thiw OTP gesanbes the pocedurs of hertorming detacion of Hepaide {
iral ANA far § UTR regron, Core and Envelop rogam in jiatmnls plasma o
serum in qually contral tab,

i Scope
This prooctdure covers b Gualldalive & w110 Nz a0l Sinpaltante lesl "o
i dgtecion of BEW RNA n human talum o plaama

- Principle
Tre principle of the feal 5 baset on revmpe b ercripbon of HEV BNA o
cONA and Inlowed by in-vitre amphlication el > speelic region af 1k vis
using vital spacific prmens Ioliowsd by Aested PCR n a region mieqa. 15
lhe wndisl PCR The piocess mvohan 3040 cycles of densiusabon
amoification and exienadn ¥o yasid & fina prooue of 244 pp and <74 oo o
E'UTR region. Core ano envelop fegon respatively ohserved o4 sudmue
wel electrooharesie. Molscular weight mamkas sre used 1o sa2 ihe wpreclic
iragment and appropdiate positive aad negative condrols valdate tne 2553y

= Heggent (o I sy g PR e i iy
pacimen pléparalion reagents o exiachen for RNA (Danen BNA
oxtrachion - ClAsmg RNA Mew ®i (fReler Curemt GTP Vsl RNA

Extraction from DIAGEN bl mathog;




Product Registration Application- AlhuRel

SR o — m——

Duscrigtion | WCY INA Quiwcvon 5y NT.PEN
G1P Ne *LEDAC/GTPO) 'nn-n
Supesetet | e " Touies
Hnl_llﬂlnrru- hiﬂnl—!‘mrgn
« Ampkhcanon Reagents

P A

G T

. 1 I.-...__. i Y -
lﬂ_] Cletlvn Dara Fan 18w
.L“ F"“--H-: 3 'F'h'.- ]

HEV Prwners For SUTHR. RCV.5 5 GOA GAA AGC GTT TAG CCA TGO

CGT ¥ and MCV-AS 5 CTG GCA AGC ACC CTA TCA GOC AGT 3

» HCV Primers for Core and £rvelep region, OCETF 5 GCA ACA GGG
AAC GCT GGT TGC TC ' ; OCEIR: § CGT AGG GGA CCA GTT CAT
CAT CAT % : ICEIF § AAC CTT CCT GGT TGS TCT TTC TCT AT 3
and ICEIR & GTT CATCAT CATATCCCATGC CAT T

s 25mM Mograsium chionde

» 10 X PCR Bufler

+ Tug Polymerans

» 2 mbd SNTPy mux

» Reverse ranscriptase Bullel
« Rgverse mrmacriptase Engyme
« ABI Reverse Trenscriptase Kt
« 100 bp Lacder

« Positive sample for HCY RNA
= Negative sampile lor HCY RNA
+ Starka Milll O watar

« Ovange G Dye

« Plashe Wares

= 1.3 m! micro cenirifuge ubes
« 2 m micro caninfugs lubes

= 0.2mi PCR reachon tubes

+ Aernsol batrier popstie tips (0.5-10 yi, 5-50 pi, 20-200 i, 100- 100048

e . "
- - I -
Nemae i
-
Deslgneiion - i
- = ————
Daka




Product Registration Application- AlbuRel

i .r—...-l.

’ GENERAL TESTING PROCEDURE . ' |

‘Bascrpusn Fﬁ'ﬁmnnrm ' ;h;-'i-n-i *“"*'“":"""'*'

el ]- T I"’"" _[ln tﬂ-r- RS
L [FLCY

L ] i e =

Bl L T T
M nl Brwieve o | Wy yeaas boomn b Seche fan

s Tubes helders
» Giraduuted cyhndors
s Léfex gigvas

= Microppeties {0.5-10 pl 5-50 yi. 20-200 i, 100-1000u)
* 2°C - 8°C Ralngerator

® .20°C freezer

= .80°C Freezer

= Bao-zalely Lamunar Mow hood

« Laminar flow hood

» Gol olectropharesis apparatus

5. Satety Precautions

S1 Thefollowmg measures sre laken for salety.

52 Wiw'e handling of samgples doubies pair of gloves is wom

8.3 Specimen lvbes o containers e opened o safaly hood in & soparte
semple3 processing room

54 Praper attire inchading fab cost. face mask and gowes @ worn

55 PCR magenis are opensd and master motes for PCR made » laming sl
liow hood anly.

Propared by Verihed by f——




Product Regiveration Application- AibuRal

i
ke

GEMERAL TESTING W

| hlﬂ“lm 1¢ummnnpm __[ml

GTE Mo ! ALSRGCKITHODE | Maviesen 00 EMwches (ae Fap i T
i A " - - - = Pl b e 7 T _ i b w
(Sustrsades | Mee  TCawd [ NA Paged ."n--w_g
it cimsvs ——
gt Hubvow on M!f-mmmnnm
B. Procsdure
g1 Incedugen

The HCV Cotectkon Ted! 3 based on fey major pracesses

E13  RMNA exmchon from Dislogeal specunan

E13 Reverse Trensoriptdse of HCW RNA G eDMNA )

14 Ampiikcaben of HOW elING useng HOCW speche primers i 4 uniranslared
region (8 UTR) and Core-Envelop (CE) ragion. CE PCH products wee then
piAt for 2™ rgund ampificesbon

§1%  Delection of the ampliiae prosucts by agarose gel slectrophorsas, Primacs
HEY 8 / HCV AS amplified the S1UTR of HCV. gres 3 smpidied groduct of
244 bp fragmenis.

818  Primers spachiic for CE amplity Core and anvalen reglon of HEV ard give
an ampited produels of 474 bp

4 =pecimen Preparation.

821  Asow oll Ihe reagents fo wam 1o roam temperalure (RT = 21°C - 24°C)
Swilch on the UV bght of sately hood lor 20 min. with pipettes, ubes and Iip
boxes kopl inmde. Aller 20 mm, switch alf the UV kght and sian the aflow
of ihe hoog.

822  Arsnge 1.5 ml screw cop fubes rack Labe! each speamen prepatason
hubies

BZ.3  Wih an agrosol bamier lip add 145 [l of serum of plaama speckmean 1o he
appropriate vbes.

624  Extract RNA by Qiagen virsi RNA Exiracticn prolocol [Refer Cunent GTP,
Wigal MMA Extracilon rom CIAGEN kit methad)

1 Pogparad by Werilled by l-p-:nh ¥

-y .

H"""“"‘ . S

Dosigratian 3 S

|owe e g

P FrPTE - S




Product Registration Application- AtbuRel

l *
| Oevabon | HEVANA Dawen o RTEGA | Onpurmenn | Grmity Conwel
e S - .-1._'-‘_. I -.-_
Gre Ne | -L:ﬁ.-nu.:r-mm. m-iu- O Effextwe Daiw  Fen it
Supemnades Wove Ouma  TMa Bigtme | eapian ]
Ominbution  (Mete r— S
Iltﬂllﬂll-w Hll .hliln. hmiﬁuﬂ-& g o=

25  Ekte ine RNA in 50w of slution Bullw
63  Boverss Viengeriptese (RT) of HOVRNA
31 Swih on fhe UV ight of the lamine flow hood wih ppeiies nubes b

532

33
B34

boxes kept wside Ahar 20 men Swich olf the UV ight and siart the law of
i

Ideridy the raquired numbes ol reactions inclivding postive oonim!, negatue
contrel, eaction control and spedimens and esrs raachon gepending upan
ina total number of reactans prepare the RT Masher Mo usng AR KIT 2=

m-mﬁm

e -

——
|

Treachon ()

|

FET]

-l . .

i

FCN]

Aliquot 12 5 pi of master mix in to the labsled § 2 mi PCR fubes.

| —

Ada 12 5pt of sierle MsI Q VWater for reaction copirol, 12 8l of negatve
control (HCV Negawve AINA) and 12,541 of specimen RNA swopies w the
respetlive lubes and hnally add 12 Syl of pasdive samples for HOV RNA
Put the lubes in the thermal cycies. The program I cONA synihesis is as
et '
o Incubotion ot 25°C for 10 min

Proaared oy

x - .




_ GENERAL TESTING FROCEDURE _ |

f s e A A S S o T e L S

{ -Tessugias """""""""‘."!‘3".""'_"'!"!"?’!‘t‘!""""'E'."L.__.1 = 1 Siponitat - | '.‘"""!_. -3

| ot e I RLSTOTIOTIOOT |, Mevitien u et

!""'""“._d-w--, b More  (Dawa | Pagede T Pagenerie E

: : Ty
lll-fln-n :_Hn l!ns_tuni-m-m i

& Ihcynaton of Y7 Tor 2 W
= Indialon et 4%¢ (=)

64  Prspecation of Master Mo
Bd1  Swilch on UV Bght of the inmnar fMow hood with ppelics, tubes and bp
bospe kepl inside. Afler 20 i swedch ol jha Uv ngid and stan Lhe Buw of
anr
542  ldently the required nurber of samples ncluding positve Sonirol, nogsive
contiol, reachon control, specriens and exira reackons depanding upan lhe
iotal number of (eaction Prepare workng Master M for the ampiification of
HCV RNA Deteclion as lolows
843  The Master Mix conlans i lollowng soenponents. (grven per reaciion)
:"* ‘Steck aclution K 1 roaction (i)
T EeeMBOHIO ] T T TTTE®RF T
X PCABUYer | 3 ]
[ 25 mM N T P s = ecan
T T 25 mi Mg : 0 =31
(10 pmole) HCV S i
{lopmomyHCVAS | 10 |
4 SU T ) Tag ONA R
e - .
i Total Voluma ::uu“ _:
| prosassny | vermesws Approvaaty |
: s A -~ e
e —— o
| oevignaiien
[ow !




Product Registration Application- AlbuRel

T

-— - - i -
.I
!
GENERAL TESIING APROCEDURE 1 '
.. k 4 ;
e w— e — - — T om m—e— ‘mma e — - -
Lot EWMMﬂtTM  Dmgmnmenm me
- - Lo o _-.- " - - ..1:._
GTF W 1| Fn AMOLHETRT m;n:mm Egl 15
= 11 o — £l - —-.--.----.-.---.—+—p.- - — - - S - Wy [
 Supsrmedes T Hoane Sater : WA - Page Na P bage fatg
‘m | Mo
nnﬂnlr—m I-In- Iy fram § Pece e

o . g ek - - -E

a4d  Alouel 37 Sul of Mastor Wi o the [30aled 90 sl b o ad Y2 Se
DA o the iespecive tulbirs

B45  Piace he lubes ko Iharmial cpche: bhock and close the Bd

448  Programlor HOVRT PCR lor SUTR s an lofows

= trifsal denalurehon, 84°C 1 G min
« Cycle program (40 cycles) 94°C 1 10 sec
SLTC 1 30 poe
TINC 30 sec
» Final gubenson. TG 1 10 mn
+ Howd program 4°C fox (o)

ga7 E!l'tﬂ'lpmrun mmmhmmﬂﬂh

G651 amnmhwlullﬂ hmmwmm tubes, and g
beros kep! innide After 20 min waiich off the UV bgrt and star the flow of
i

652  loemidly the requred number of reaction includmg pasdve Conlrgl, negatve

control rapction contrtd, specinend and exba reactond dopendang woan The

wlal rumber of reaclipn Prepare working masiar Kz for the 18l Round lof

Core and Envetop Region
| Stock solution " Treaction
)
Sierile Nl Q H20 81

'"'“EW Tt M
(amMaNTR T 28 ""1

=i -

Propared by Vbl oy Appovnd by 1
Sgeniore | ]
[Mama i ' i
Denigration : i
“ — el -
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—

| 1
mﬂllwmm '
" Besenghon | # e bATPeR ‘m"““"“i_';mn-ﬂ-;
- bR ik A ey 5 WYL —- r_- - 3
BT M ! mSQCarPOC ;mu-n -mlumn- R LR
il_-;llll‘u I Hove E'h;; ;II |H|ﬂh leil&
Dutributios im _ _ :
Hnl_hﬂw- lhl!ﬂllh‘ﬂih—lﬂlm e - -t j
25mM Mgiz g )
| (itpmol OCEF - T 10
(Wbpmety OCEIR | E
T BUig TagONA | 0.3
| DRy marase |
mﬂm N
653 mar.suﬂmmmummmmmum

cONA ta the respactve tubes

634  Place the tubes vild the Inemal cycler biotk and close the ka
§5%%  The program lor HCY RT PCR 131 round PCR iz 83 follows.
* Inilial denaturstion B4°C 1 S min
+ Cycle program (40 cycies): 4°C 1 30 sec
S9°C 1 30 sec
T2°C 730 sec
+ Final axtension 72°C 1 10 min
* Hodd program, 4'C for ()
6586 ﬂﬂlhmhmmmﬁwhrihlﬁm
BB -+ A = o * walog Hi
361 Mmmwmmmmhmwmmw
Bp boxes kepl nade. Aher 20 min switch off the UV light and  start e
flow of e
 Propared by Ve led by Lopraves by
L S — - " s USRI
o ann s
s o

Desipration
Bial=
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&
l e
i

=% ek

m:.'rli!ﬁln m igind

;]
]

1 i g
, m prion mmml H“'EI ok -[ --r '_ i.-&-i? P
GTP Na wmm Illh-n-m Ennm -Ji-u.p
-!q-r-un ] w__ um mlnpu 1 hpnm
’-UIHI-H-H p— ks
o Moot R o | S 2vams b i s BEg '_j
582

meniily the requrey aumtn of samples moiudrg pusdes confier negatve

control 1eachion condral ond Specunant Piepars wothig masler mi o
(-or —Enwdlope. Mesiod mile

 “Bioch solutlonipl) TWreaction
T e R S Wwa
| 70 X PCH Bulfer e FE]
2mM dNTPs. Tk 25
250 MgCi2 e S 15
[ " {itpmal) GEETF d 10
i." ) OCEY m_' ':' 0
©63  Aquol 23 of Masier mix m The labaled 0 2 mi fubes
€04  Aod 2yl of the frst round product inis Ihe téspeciive nestss mix Nities
slaiting with ths teaclion conlrol, negative cole, Tes! spacimen and finally
aod he positive control
665 - Phace Ihe lubes inla the thermal cycier block ang close (he id
8808  The pragram lor HCV CE NESTED PCR is 25 lobowa
» Invtinl denatusation 84°C15mn
= Cycle (30 cyclos). 84°C / 30 sec
57°G 7 30 sec
12°C r 30 sac
» Final extension T2°C i 10 min
Freand by Verfind by sowovsdty |
Signatig it T i
Haime f#
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= - S m w— 2 -

GENERAL TESTING PROCEDURE

¥ L i

Id' Lo R

-
|

mr.m
o ._.. .

ﬂ"-“ e Itﬂﬂ:-ﬂ'l'm'l'l. ln-im d fmnn. Kigen |'
e ol - ey AW - L BEEL LR = ST SR r- - -
Swpersedes | Nes e "'"‘__Ll'_h .'.".':"'"”
:m 1_"“-
H'l"!‘lﬂli"ﬂl'lll‘l 1|l"-h .I'prﬂh-n::tlhﬂ-lill

* Hold prugiam 4L Ry

G075  Stan he propram  The mogian iung for gpprommatety thi 15 mn

57 EONA synihosie Uy sigtamctof endyils,

B71 Switch on the LV lgn! on e Lammar lew hoad with proolins tulies lip
boxed kapt malde ANer I mur wwitch off iive UV gt s slar ha fiow ¥
ain

7d loently the required number ol reaclon wchabng posdive contral negatre
condrol regction conirg!. Gpecrans and exirs reactons dspEnding Lpon the
total number of reachon
Prépane master mo for HCV cUMA synihahs ae follows

“Stock solulion T Treaction 4] |
SeRwaame— - | &5

TOX AT idfler w1
- B may
' (iTemon vEVAS | T v
- O Wriis B e 11 __§

673 Abquel 10 i of magier mx in the labeled 0.4 mi lubes

o774 Adg 15 i of the first raund procuc! nio ihe respacive nestad mi lubis
starting with the reaction confrel megatve control tesl spocimen gng linany
add ihe posifive control

B74%  Place he tubes nba Ine inerma® cycler bock and clase by wd

B76  Runthe program for cONA synthesis as lollows'

jemmsIma & & s EE EE O Ry 4—; h l - h'-l'-\-:
it O b __I' ' - -

Blyhature = - e

Name )

Designation _m_ﬂ__’
g 4




- o e  IEIE 1
i . %) " . F _._'r ‘. i
|l mm_w : » 1
d L T
| Desgeiplion mmmnmm waliry Canmvint |
P8 ain e ek iy, i w1 kgt . i Mo o g gl
. OTe Ne mﬁﬂﬂu hﬂlun m.: Erlmrnnm | Fmv e
= = b il e o i g— R T i
Suprran e !nrul- Iﬂﬂl -hﬂﬁ Mage | l! g ‘i
o -r—- - T B c— — - . - -
h'-*' sy, - z s =
Hml-n-n | by, lr-lhﬂﬁﬁhld“ o oo > .

25°C lar 10 min
I e e

Halg 4 )

g ﬁmmmﬂrmmmm.ﬂmﬂﬂﬁvﬁ UTR sagon as

loBows

B o m— el g e

678 ma?ﬁmd"mﬂnwmu.zmm
678  Add 12 51 cONA 0 the respeciive bes

G710 Runthe program as lofows:

o lnabial denalurahar 84*C 1 8§ min
» Cyche {30 cycles)’ B4°C r 20 sec
E5°C 120 seg
T2°C 1 30 sec
« Final extengson. T2%C 1 10 men
Sigrature = ; |
e T
p— e 1. 2 I
e - |
“ am ..:l PR !




;: ‘I 7 i =
"_m‘_“_“'!fmmmnnmm g m i _H-' p Cotrent

o m—— i irmee T IR o

STP Ne. | MLSIORIGINGG) mlnt ll‘ghﬂnm . 1.

ks = g U . 1 em o pmmaug
e e owed M mme Peesie
| - -
Iiﬂl:lwihrun m Tnﬂmnﬂh Lot '
® HDM pFoEiaT 4'C lor i

56 ONA synhesi for CE Beypon

LR sq&&lihnW#iwllumehwnmnmmmmm
i boves vapt mmde ANes 20 ron swilch off The UV gt and sian e ow
af air B

662  idently inp coguined nuiiber o reaction indusing powlive contiol, negakee
contral, reachon control. specmens and extra reactons depanding wpon e

telal numbor of reaciion
Piepare master max for HOV cONA synihesis as Tollows:
Siock solution [ 7 A reaction i) |
[ Shedle Ml QHIG F ey in Y
SR R B """ " — . ——
T EmM dNTPs : - M TN
(10pmol) GCER T i T
B0 U A Aeversd Tramsopimte |~ B8 T

683  Alguol 15 pl of masier mix v the Iabeied 0.2 mi bubes

B&4  Add 10 i of tha first round product e the respective nestad mix tubes
slarhng wilh ihe raachon conbiol negainve core test sracmen and linally
#2d tha posive control

BES mﬂ-mmnmmmmmmu

668  Runthe program for cONA synihess as lodows.

45°C tor 50 min
Hold 4G ()
| remminy | edmen [ oo |
Signature |
Namre & — ]
. - w -"—-—_‘ _:
s s i
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i FeT

GENERAL TESTHG PROCEOURE

Deniription | WGV WA Darmeten .,.mu_ [ Comarunent | Guatiy Eormeet
"o e _i_ RRBAG FPOGr CMemsan < 03 § Bllesnvetia | Pa 1t %
e SR o
oo " Yoww ik

ppul bt G | Mas n-.-mmﬂn-h-m

o e i i it = s

e —

L
‘

Prepare master mu ini |30 Rouna fas Corg and Envelop Regoo 3 tokaan

68
the respective lubes
668

B4 C 15 rman
g4™C J 30 sec
S9*C ¢ 30 nec
TICI Msec
72°C 1 OS min
4°C lof (&}

o [rabial chenaturghion
» Cyde program |40 cycies:

« Final extenssn
» Hold program

" Sk aotution 1 rgactian {y
Slone MW QMO _mE
10X PCR Sufter Nl s Pl 2%
" amM aNTPs = AR 25
L .-H-wm —— - — ‘5 R
(10 pmol) OCE TR ...
H:isumuﬂmtmm & 03
1nmwfwr- ) e ":i!up

= =

Place the wbes mnto the thermal cycier block and closa (he il
The piogram loe  CE 13 round PCR s a5 lchows

6810 Prepare the master mix- nested PCH for Core and Envelop Region

Anquct 37 5 i of master mix i the labeled 0 2 tubes and add 130l cDNA 10

Brapares by

e

Werdian by
R —————

Apprnect by

—n-#-n-u = ma=m
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nluinu rmmm "

; = "L
i’ f i

_ ¥

|
B
GIP M | MEFOLUIPON: Mevinmn ih'imm1 Py
Suserndos “_'.,'.'% T Tvem o [ (seseie ! saeiean,
M ol Herpw o L!Il_n-lu 1 ey P | e e ke ot
Master Wiz - Core ang Envelope Rogion — Nested PCR
[ 2 ! ) u..'. ot
mmum M2
10X PCR Butter T e ;i
2 mM aNTPs 28
(\0pamal OCETF -
_Lﬂnnq:ﬂcﬁin ] Lo
{5 Uy Tag DNA 013 J
_polymerase oo 2o e J
Tolal volume 2 j
B8 11 Akguel 23 pl of mashe: mux o Ing lateled © 2 tubes
5672  Add 2l of the first round product 1o the respeciive Ibies,
G# 2 pce Ihe lubes wio the thermal cycles black and chose 1 k.
6814 The program for gaist round PCR m 2 loliows
* Indapl donalurabon SA*C /& mm
+ Cycle program (40 cycles) $4°C /30 sec
59°C ! 30 soe
eI we
» Funal exlenmon. 72°C /08 nwn
» Hold program I"i.'.lilﬂl.ll
6815 Stoet tha program
e . e
i T st v o B
| Bignsture - ek !
hl-I-----u...-.....-.--—i_ re | - 1
= |
{0ste —_— i ——— S— e d
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E N g P T e e L
- GEMERAL TESTING PROCEDURE . |
S n@.‘m;:;ia-‘iﬁ:ﬁ:'-" oo
oI Na R STCCOIPONE 1 ﬂjm; I-lrlt; e
B e 3
| Dimtrhidien | Mona
I‘ﬂnr;l;ﬂ;;.‘r_tlmhmﬂtm;_. __”__'-____I_ = j
LE Craigilion of e BLY sppebag product |5 TR ang TE
91 Pmi a 7% agarone ged Reter to S0P no MDG 0014 r Agwose gai
rlachoonDiess Tha producl s £ UTH and CE aré lpaded on separaly
it
682  Loan Byl of 10X bp DNA Ladier ) the lrer weh of (ve agaeone g Law
100 of M resenian conlies w e 30 well negalee corol in the fagt wel
Fpecmen progucty o Lolwesn wolis The smpihed posisg coiign i
losdled @8t 208 wedl as a sl loadng specinern
ni}  Electrophoreses the gel under LV bghi
fied  Visushet the gel unde UV Bght
L35  Stwe the wmage a8 U wage o 8 HOV Ioiger with (nigue «a8=liheatern
pumber and lake a pruil of the gel 23 a tecard
T Obagriation
i inierpestphion and Regyl|
Tt Presence of 2448 products for SUTR 474 bp prosuct i com and eivsiope
repien showd be obasrved n Ihe powlive contral and sEOCC hand shoud
nal be ooserved in negalree condral and | o reachon contral  Thin viidales
the assay
/123 Tre sampies showang prasence of polh 244 bo and €71 Bp m connslorsg a4
pasitee foe HCV RNA aned the samples ol showing wesency of bolh 244
b and 474 bp 1s considered as negallve HCV RINA
1 Msthod |smitation
P Prapares by I—— Spmraved by N
A ol PR R . i P :
m’*:""._' - e
Desigration e e L Y
Gale
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Description | WOV | WV AMA Debecion by RTPCR

nmmm nﬁti’:m!

. i ‘—mm .._|__|||uJ_.|l\_.._ur

-

T

Dlstibuben | hane

Hmm—u M dyeam Irnntmu-:

FEFErEEal T T A —

at

mem rw me—— e

fhe asssy delocts 28 few as one KOV RNA partcie per reaction. edurawe.u
to V00 vial parlicias par mi ol ihe sainple

22  Thespeciicty of ing sssay in 97-20%

231 Fase negalive inay occus if the specmen contmns mivbilons) 1o Tag D
patymeiane such #s hapenn, S0S, callagen, (M ane protein

24 Highly lipemic or hermowtic Sampies may alse resull in a false nogaine
=T .

3 Crops Reactian,

31  Dueto & high level of specihitity of (he pnmers and nesiag pumas and the
defined size of |he product, cross reachvty indicaling ates positive resuls
are nol cbearved.

"32  However , 9s (ha prmer aze e in the fangs of 24-26 by, hamoiegy with
wmuwﬂtmmmuﬂnmvw
ampilcons

Peaparnd by Veslfiad by asgreved oy

Sigrature " i " . o ==

Mame o s

inna : i J
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GENEHAL TESTING PROCEDURE -
Dascrphan Barva Wirgs DHA PCR Degarnant Qley Contral
GTF b, ALEDQCAETRI | Revislen ol Etfective Duin umi-i
Zuperesdes. o Dhpdud 22 Maw OT | Page Ba 168
Dimdribeutian hana
Hawl Reviow om | May, 3 years from Efecive dain
1. Purpose

42
421

TMMFHWHMNHWMdHﬂuHth
plasma of fimished producta.

Scope

The procedur i applcable for in wilro qualitative mucleic acid ampification
essay for tha datection of Parve Virus DNA in finished products at the Quafty
Contrel taboratory.

Principle

The principle of the lesl is based on an in vitro smplification of a specifie region
of the virus DNA Lrsing viral specific primers. The process invoives 40 cycies of
denaturation, amplification and exdenslon to yield a final product of 581 bp
ohserved on agarose gel electrophoresis Molecudar weight marers are used

1o size the specific fragment and appropriale pesiive and reaction contrals am
usad to validale (he assay.

MW{M & Equipments |
Reagents for DNA Extraction

Refer GTP No. RLS2OCIGTPOOE for reagents mauired for DNA exracton by
Qiaamp DNA Mini K1

- Amplificstion reagerils.

Parva Virus B19 apecific primers

Prepamd by
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Dlaes il Parva Virus DHA PCR Copartment ity Comirnl
GTP Mo, FLEAOC/AGTPO | Ravision m EtwconDate | 22 Auny =2
Suparsedes o D 71 Mow 1T | Page Ra. 1}

DHmimibiriion Wans
Mgzl Boview on | Max. T yeain dom Efecive date

M3, 5 AAT GAM AAC TTT CCA TTT AATGA T
MaP4: § TCC TGA ACT GGT GCC GGG GAT GGG ¥

422 25 mM Maghesivum Chioride

423 5XPCR Buffer

424  Tag DWA Polymerase

425  2mM dNTPs mix

426  Sterile Mili  water

&4 27T Poskive controd =Parva DNA maintained 10 a plasmid wactor

428 100 bp molecular weight mariar

429 Orange G loading dye

43210 Agarcse

43 Other requirsments

431 1.5 mi micro-cantriiugs ubes

432 2.0 mi micro-ceniriuge fubss

433 0.2 ml PGR reaction fubes

434  Asrosol bamier pipatte tips (0.5-10 pl, 10-50 pl, 10-200 o, 100-1000 uf)

435  Tube holgers

4368 Gradusted cylinders

437  Lafex goves

438 Agarose

438 10X TBE stock

4310 100bp Mokeculsr weight marker

Praparcd by Varified by Approvad hy
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GENERAL TESTING PROCEDURE
Oescripion | Parvs Vinus DMA FCR | Degarimant [ —
GTF Mo ALSZOCGTRON |Mevwion | @ | fsctiw e | 2 Auaad |
Suparsades a0 Detad | 22 Now 37 | Page No. yate
Distrition | Moss = '
Nt Review on | Max 2 ysar Tom Efectvs cabe

44  Equpmons
441  Trarmal Cycler

443  Microcantrifugs
443 Deybath {56°C)

444 Micropipeties (0.5-10 jd, 10-100ul, 20-200 . 100-1000 )

445 *C.B'C Refigerater
448 -20°C Froops:
447  Lamnar Now hood

448 Gal elecirophoresis apparaius
448  Geol Documentation System

B Storage Conditions (Reagents)
51 Protense, Orange G londing dys: 4°C

62 Parvo Virus speciiic primers, 25 mid Magneaium Chiords, 5 X PCR buffer, Tag
DINA, Polymesass, 2 mM dNTPs mixc 100 by molecular weight marker - -20°C

'y Tynes of Specimen Requested

Pinsma of finished products in stertie glass via/

7. Quantity of Speciman Requested
1+ 2 ol of plasma

Fropared by

Varified by

Gignature
M
Dasignagian
Dl
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GENERAL TESTING PRCCEDURE

Timmc gt Parve Viris ON& FOR Dwpartmani Quziity Contral

ALSZOCICTOONY | Revislon | O Effective Datr r-ahid

Superzsdes oo Oiataed 2T New mF | Pags Ma, doiB

Citnitribudio: Hone

Haxt Reviow on | Msx 3 yaars from Efiectivs dabs

81
82

B3

10
101

111
012

10.1.3
10.2

Criterta tor enacoeptable speciman

Samples will be rejected f ihese are not propery identfiad, packed, contamer
12 damaged o7 Spacimen nas boaked

Safety Precautions

The fellowing meastres are taksn for salaty
mmmﬂmmmmdmmnmm

Spacimen 'ubes or containers should be opsned In & separste sample
proceasing area.

Proper attirs including lal coal, face mask and gioves should be worn.

mwmnmmmmhmmﬁhmm
laminar air fow hood onby.

Frocadure

Inirgduciion

The Parvo Virus DMNA detection is based on fres magr processes:

DMA axtraction from biological specimen

Spacific amplification of the desired gene by Naf3 and MePd primers (o yield
§41bp PCR produc

Detaction of e ampiified products by agarase gel electrophoresis.

Primers NeP3 / NePd amplfy non sireciural NS1 gens and give an amplmer of
mm @ g e [




FProduct Reglsirarive Application- AlbgRei

GENERAL TESTING PROCEDURE -

Deseripion | Paro Virus DNA PR Baparirdic fhualfy Cantral

ETP He

FLEZOCGTPOE | Revislan " Effnrtivs Cibs 24 g =k

Supsraedan an e e 27 How 07 | Page Ke Sol

Disiribidlan | Hon

-H_ntll.w'l—-nu Max. 1 yaars from EHacins dms

0.3
10.31

1032

DA Extraction

Alow all The reagents to warm to room lmpemnture [RT = IT°C - M°C).
Agrange 1.5 mi. microcantrfuge wibes w fhe hube reck Label 2ach tuba.
Hﬂh'mmmlhuﬂarﬁ:ﬂd:ﬂ;ﬂﬂphﬂﬂﬁﬂuwﬁruhn

1033 Extract DNA from 200 @ of sampie using Ciagen DNA extraction Protacol
(Refar ta GTP Mo RLEZICIGTPOOS).
1024 Elute the DNA in 100 wi of slution bufer. Exiracted DNA i used in the PCR
asamy.
104  Prepacation of Masler Mix.
1041 Swich an the UV light of the laminar flow haod with pipattes, wbes. and tip
mumm.nhmmmwhwwmmnummm
10.42 |dentiy the required number of sampies including positive coriral, feackon
m.mwmwmmhwuu
resctions. Prapars working Master Mix for the amplifcation of Panm Virus DNA
PCR as follows:
: Tabis 1:
Block Salubion 1reaction
Sterile Milli Q HyO 197
& X PCR Bubier 10.0
2 mM dNTPs 50
25 mM MgCly 10
{10 pmol} NeP3 18
{10 pmal) NaPa 410
{6 U / ) Tag DNA Polymerase 0a
Tolsl volums 4000 |
Pregared by | Visriflad by Appraved by
Sigrumlure ; -
e
Dwealgnation
Date
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GEMERAL TESTING PROCEDURE
Creac tption Parca Virss DA PCR Deparman) [T —
GTP We, MLSZCCAITEON4 | Mevislon | ©F | Effestes Dot nmh:l_l
Suprmedes oo Dutes | 3 Now 07 | PageMa. Bofi

Maat Moview an | Max 1 yeam fram Efectve dite

10.4.3
10.4.4
10.4.6
1048
10.4.7
1048

1049
10.5
08t

10.8.2
10.83

1085

Asimuot 40 jai of Master Mix into labsiad 0 2 mi bes
Add 10 ul of tha sterda W O waler ta tha readiion control lube.
Agd 10 pl of the epecimen ONA to the respective sample ubes.
Add 10 of Parvs Virua positive DMNA 10 the positive coril tube.
Place the tubes in the Thermal Cydler block and close the 5.
m#ﬂm!ﬂFINWHMHMhHm
initial Denahaaton B4*C / 5min
Cyclas (40 cycien): B84°C / 30 meo

SE*C 1 30 noo

TEC 1 30 sec
Final Extension: T2C 1 T min
Hala: 4°C {a)
Start the program. The program runs for approdmatsly 2 hr.

L al k Ik S AT IS T O]

Pour m 2.0% Agaroes gel. Reler to GTP no. RLEZGCGTROD tor Agarose g
elestrephorans.

Eilsctrophoress the ged for 40 min at 80120 volls,

Visualize tha gel under UV iight in a Gel Documentation system.

Save the image in ks respadtive folder with a umque idaniification name.

Taka a print of the gel for permanent record.
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GENERAL TESTING PROCEDURE

Dopsripiion Pared Wiras DA PCR Cagartment Chaa bty Camirad
STP ho. ALSRGCATRI | Revision =} ] Efwctime Date “hﬁ!
Bupareodes [ Dated 22 Mere 07T | Page No. Tel W

Dimfribugion | Manp

Mexi Raview on | Mac 2 yaars from Efacive desm

.
1.1

11.2

11.3

1z
121

Observatlon[imerpretalion & Resulis)

The FPositive control shoidd show presance of 581 bp fragment. The reaction
conirel should show absance of 58 bp fragmenl

Presarce of 551 bp product indicates that the samples are paositive [or Parvo
\irus B18 DNAL

Absanca of 561 bp product indicales that the samples are negalive for Pare
Virus B15 DNA_

Nofe:

The Positive Cordrol {cloned Pareo ONA maintained in a plasmid vector mstead
of viral DMA) is obtained from the MME laboratory

12.2 il is fest amplifisd and slsctrophoresed with an old or previously tested Positive
cantrol, If the resull or the band oblained is found to be similar then I can be
used further as a Poaitive Control

123 A document of varificalion is mede and reviswed.

13, Abbreviation
THE a Tris barale eltylens dismine ielra acstic acid
PCR . Polymerase Chain Reasction
dNTP: - Dy Mucleside T Phasphates
Uy - Litra Vickel
bp e Basa Pairs
DA - Deoxyriborucieic acid

Propared by Verifing by Apprve by

Bignalsrm A

= -

D ignation

Oate
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GENERAL TESTHNG PROCEDURE

[t e ———— Duparinent | Guafy Contrst
GTP Ne. RLEMOC/AOTPOI4 | Revisloe | 01 | Elsctive D 0 Amg el |
Boprrreder 0 Catad L1 e 7 | Page N L ]
s WAk e 8 Tt
Wt Maiw &7 | Man J pean from Do dels

RT - Room Temperstuns

Mo - Murmba

14 Method Limitations

Thi assay datects a3 fow 28 100 Parve Vina paricles per reaclion, equivaiont

101250 virsl partcles par mi of the sampla.

18, Croas Rasction

DOue 1o & high level of specificily of the pimers and the dofined siza of the
product, cross reactvily indicaling falss positive resuits are not obsarved.
Haoreeirver, as (he primer sizes are in the range of 20 bp, homnoiogy with human
genome or other viral / bacterial gencmas may resull in shamer or longer

Wnpicons.

& Annaxure

~ GCIGTPOTUALT | Formal for Farvo PCR assay reperl

Annewure Mo, Detalls/Title of Anneoure Format Mo (Current

[ Bignatars




Product Regixtration Application- AlbuRel

GENELAL | cOTING FROCEDURE

Descripion | Parea Vieus DNA PSR Dwpacimerd | Cusality Cantesd

BTP Ha. ALEIGCAGTRHE | evision | 01 | EfecfveDain | 23 flgol

Supersede 5 Daind | 22 Mo 7 | Page Ma. sy |
CHatrtbulion hare

Marct Faview an | Max. & paars fram Efecive dele

Ruvislon Hislory

1. Undar Salely Precautions the term "sampie processing sa” =
menfioned instead of “sample processing reom”.

2 AJ types of typographical ermors comecisd.

3. An addional Mots ahout verification of he Pesitive Conirml used is
added.

A & Th= following changes are made in the annaxure QCGTPO AAM
41 Done by, Reviowsd By with Daie and Paga Mumbar has besn
added in all the papes.
42 Equipmeni codes required for al the equipmenis have hesn
inchaded In the annexure.
Sample processing room ks not mentioned as |l i= nol svaable all
the bime inst=ad sample processing aren [k mentionad.
Reason for | 2. Posithve Controls obiained from MME aborstory needs lo be verified
Changes  befors baing used as Conimla.
3 Changes made o updale the GTP and Annexurs for the
improvemnent of documeant
Prapared by Varified by Approved oy
Signaiure
Harre
Danlgnation -
Duks




Prodiecs Repivirarion Applicarion - AlbuRel

Cruality Comaml

Anmemoure - SCMETPO S0
Page | of 4

Format for PHR‘UDPEIE Assay Repont

Cona By

Format Mo - FLBA LG TPOTAF01-01

Page 1 of4




Frivduct Regisiration Application- AfbuRe!

Qiakity Control

Annoxure | GOIGTPOVAADS
Page 2af 4




FProduct Regiviration Application- AlbuRel

Arraaay - OrCAG TE0 1 UAD)
Page 3 of 4

& PCR RUN
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Product Repistration Application- AlbuRel
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PACKING MATERIAL
SPECIFICATIONS




SPECIFICATION - PACKAGING MATERIAL
Material Seal F/O 33mmsS0mi Hook Type Cream Colour
Hem Code V20000063 Dopartment | Quality Control
Specification No. | RLS2IOCIPWSPCO70 | Revision | 00 | gaect™® | 1 a0 ez
Supersedes Drated M Page Mo. Page 10f 2
Moxt Review on | Maximum of 2 years from effective date
Storage conditions Store at Room Temperature in designated area.
Re-testing period One year
S. No. Test Specifications
33 mm Flip top hook lype aluminium Seal with
91 | Descriphon Cream Colour plain Polypropylene disc.
02 | Total Height 15.00 mm £ 0.30 mm
03 ';dﬁmmu”“l"'” 0.21 mm ¢ 0.02 mm
04 | Base Diamater 33.00 mm £ 0.30 mm
05 | Disc Height 4 25 mm = 0.30 mm
06 | Disc Diameter 36.25 mm + 0.30 mm
07 | Embossing Plain Disc
08 | Total Weight 300g+002g
Seal is hook type. Hook designed such that i is
08 | Formation hidden inside the polypropylene disc. Fip the disc 1o
reach the circular hook. Hold the outer circular part
of the hook and pull it up for hanging the bottie.
Seal packed in Double Polybag, in turn in shipper,
10 | Packing Material identification labei displayed on the shipper,
Material is free from dust, dint. and other foreign
packaging material
Prepared by Eu'_ﬂlﬂll_u Approved by -
Signature -
Mame z
Designation -
Date




SPECIFICATION - PACKAGING MATERIAL
Material Seal FIO 33mm/S0m| Mook Type Croam Colour
Hem Code 1200009062 Department | Quality Control
Specification No. | RLSZQCPMSPCOTS | Revision | 00 | IS0 | - oy roq
apeiee None Dated NA | Page Ne. Page 2012
Next Review on | Maximum of 2 years from effective date
Parameter for re-testing:
S. No. Test Specifications =1
01 | Description mﬂmmmmﬁ:num
02 | Base Diameter 33.00 mm + 0.30 mm

hidden inside the polypropylene disc. Flip the disc 1o
[ Ee——— | reach the circular hook. Hold the outer ircular part

of the hook and pull it up for hanging the bottle.
Seal packed in Double Polybag, in tum in shipper.

Packing Matenal dentification label displayed on the shipper.
" th'hlhﬁulrmdmt.dlt,l‘ﬂmw
packaging material.
Propared by Verified by Approved by _J
— - - i

Mama -
Date
Format No.- RLSDQCD0I9ED] 00



SPECIFICATION - PACKAGING MATERIAL

CARTON ALBUREL 20% IP SOML.DOM

1200007170

Fackaging
Develapment

Effective Date =4 Der =

Page Mo. 1of2

|

ITC Salire graphic board lock bottom carton with matt BOPP
famination from outer side & OF medium coating on inner
side. Free from visual defects & dust particles.

52 £ 1 mm

52 + 1 mm

B+ 1mm

3150 £ 18 gim®

Must comply with approved artwork

Must comply with appreved shade card

Verified by




SPECIFICATION - PACKAGING MATERIAL

Matefial CARTON ALBUREL 20% IP S0ML-DOM
Packaging
bam Qoo
Code 12 7179 Department Dued |
Specification No. | RLSPMCRTDO1 | Rewision | 00 | Effective Dale | @4 T of
Supsresdas Miomne Drated MA, Page No. 2of2
Mext Roviow on Maximum of 2 years from eflective date

Packing

Bundles of 100 cartons should be packed in a plastic bag & placed in the corrugated shipper
Label should be pasted on individual shipper having following details, material name, SAP code,

quantity per box & supplier name. Front panel of the carton should be pasted on every shipper for
material identification purpose.

Prepared by YWerified by Approved by




SPECIFICATION - PACKAGING MATERIAL

Material Rubber Stopper Chioro Butyl 3imm Grey RFS-WM432/50 3203 IV
Packaging
Iwm Code 1200010156 Depantment Developmant
Specification No. | RLSPMWRST0Z | Revision 00 | EfecliveDate | X | Mag ©F
Suparaedes Mone Datad NA | Page No. fof3
Mext Review on | Maximum of 2 years frem efleclive date
Storage conditions Store at room lemperalune
Re-testing penod 1 Year
8. No. Test Specification
01 | Description Grey chlorobutyl ready for steriization rubber stopper
smoothly & evenly finshed having hree squidistance crcies
al the top sumounded by a circular ring They are
hemegenous and practically free from flash and adventibous
malerials such as fibres, foreign particles and adhering
rubber pieces. The design and dimension should be as per
dravwang no. WPK 3035 attached as an annexure
02 | Total Height 12.00 £ 0.38 mm
03 | Rim Diameter 300403 mm
04 | Rim Height 480 + 0.3 mm
05 Plug Diameler (O0) | 23.00 « 0.2 mm
06 | Stenlization test The prepared stoppers are not soften, tacky and no wvisual
07 | Shore hardness 60" ¢ 6 Shore A
08 | Fragmentation test | Must comply as per IP (Not more than 15 fragments per 12
) pH of Aqueous Must comply as per IP (Nol maore than 0.3 ml of 0.01 M
extract sodium hydroxide or 0.8 ml of 0.01 M hydrochionc acid |s
tequired to change solution io blue or yeliow respectively)
10 Light absorplion Must comply as per [P [Not more than 2.0 in the range of
220 -360 nm)
Erepared by Verlfled by Approved by
Signature
Hame
Designation g
Date




SPECIFICATION - PACKAGING MATERIAL
Malerial Rubber Stopper Chioro Butyl 31mm Grey RFS-\WI4432/50 3203 W
Fachaging
item Code 1200090156 Dspartmant Development
Specification No. | RLS/PMRSO02 | Revision 00 | EffectiveDate | 5 | Mog o
Supersedes None Dated N4 | Page No. 20l3
Nexi Review on | Maximum of 2 years from effective date
Ehm! Tlll. Wﬂn
19 Reducing Must comply as per I[P (The difference betwean the fitration
substances wolumes is not more than 7.0 mi)
12 Heavy matals Must comply as per |P {Complies with the Bmil test for haavy
metals}
13 Residue on Must comply as per [P (Mot mare than 4.0 mg)
evaporation
Biodogical Test*
a) fnmnrm Must comply as per IP
14 njection
b) Subcutaneous Must comply a= per IF
Injection Test * Test to be camed out at FDA approved hiological
_aboratories.
Parameters for re-testing
s, No. Test Specification
om Fragmentation test | Must comply as per [P (Mot mare than 15 fragments per 12
plugs)
02 Shore Hardnass 50" = 5 Shore A
03 pH of Aqueous Must comply as per [P (Mol more than 0.3 mi of 0.01 M
axtract sodiurm hydroxide or 0.8 mlof 0.01 M hydrochionc acid is
required o change solution 1o blue or yeflow respectively)
O Biological Test -
Intravenous Must comply as per |P
Injection
Prepared by Varified by Approved by
Signaturs
Hama
Designation
Date




SPECIFICATION - PACKAGING MATERIAL

Material Ruibiber Stopper Chiom Butyl 31mm Grey RFS-WIs432/50 1203 IV

itom Code 1200010155 Dopariment | fooedod

Specification No. | RLSPMRST0Z | Revision o0 | EMectiveDate | 3 | Mg =8
Supersedes None Dated NA | Page No. Jold

Next Review on | Maximum of 2 years from eflective date

Packing

1000 sioppers should be packed in a sterilizable bag and such bag should be packed in shipper
Label should be pasted on wdividual shipper having loliowing delads. material name, SAP codé,
quantity per box and suppher name.

Prepared by Werified by Approved by




SPECIFICATION - PACKAGING MATERIAL
Material BOTTLE GLASS USF4 MOLDED CLEAR 32mm S0mi-DIN
Hem Code 1200007175 Deparment m
SpecificationMo. | RLSPWGCO0! | Revision | 00 | EMectiveDate | 2. 8 Max oR
Buparssdon Mane Dlated HNA& | Page No. 1afl
Next Review on | Maximum of 2 years from effective date
Storage conditions Store at room temperature.
Re-testing pesiod 2 years
5. No. Test Specification
01 | Description Molded clear glass vial with S0 mi filing mark, USP Type-l,
Free from dust, chipped neck, embedded/ glass particles,
02 | Total Height 680+ 0.9 mm
03 | Body Diameter 460z 1.0mm
04 w 320203 mm
0s “"’m,'“""m 227 403 mm
06 | Overflow capacty |G8+5ml
07 | Lip Thickness T0+0.2mm
08 | Weight 55 :+3g
09 | TowdereaGlass | ot more than 1.0 mi of 0.020 N Sulturic Acid
10 | Arsenic les! Mot mare than 0.1 yg per g
-~ Prepared by Verifled by Approved by
Signature
Mame - o
Designation
Date




Hem Code 1200007475 Department | FoCk8GIng

00 | EMectiveDate | 28 Man o3
Supersedes MNane Dated NA | Page No. 2oi2

Parameters for re-testing
5. No. Test Spacification
o ::""’“““ Mot more than 1.0 mi of 0.020 N Sulfuric Acid
2 | Arsenic test Not more than 0.1 pg per g
Packing

196 boitles shoukd be packed in 5 ply corrugated shipper. Shippers should be properly wrapped
with shink fien . Label should be pasted on ndividual shipper having following details, material
name, SAP code, quantity per box and supplier name.

Pyepared by Verified by Approved by

ifgli




SPECIFICATION - PACKAGING MATERIAL

Material LABEL STICKER ALBUREL 20% IP 50mi — DOM

Itern Code 1200008848

Specification No. | RLSPWLBELIDDZ | Revision

Eflective Date | o4 Jer of

00
Dated NA | Page Ne. o2

Next Reviow on | Maximum of 2 years from effective date

Siorage conditions Store al room temperature
Re-lesling pariod 2 Year
S. No. Test Specification
Fasson paper rol form printed sticker label with U\ vamish
m Descnplon excepl overpninting area Labsis should be free from visual
defects & lorengn partcies.
02 | Length 1204 1 mm
03 | Width 282 1 mm
04 | Paper GSM B0 & 4 GSM
05 | Adhesive GSM 2001 30GSM
06 Eg'.'.""""‘" Not less than 60 GSM
or Core inner diameter | 76.0 £ 10 mm
o8 | OuterdAMEIETOl | shouid not be more than 176 mm
[+.] Texi matier Mus! comply with approved anwork
10 | Colour Shade Mus! comply with shade card.
Prepared by . Verified by Approved by
.
Hame
Designation
Date




SPECIFICATION - PACKAGING MATERIAL

Material LABEL STICKER ALBUREL 20% IP 50mi — DOM

ltem Code 1200008848 Department | © =ckagng

Specification No. | RLS/PMALBLIO0Z | Revision | 00 | EMective Date okt Rec o]
Supersedes Mone Dated NA | Page Ne. 2002

Next Review on | Masimum of 2 years from effectve date

Parameters for re-testing

§. No. Tesi Specification

(1} Calour Shade Must comply with approved shade card




CERTIFICATE OF ANALYSIS




CERTIFICATE OF ANALYSIS

Format No: RLS/QC/COAJAR/D20/00 Analytical Reference No.: AR/FP/08/6169
Name of the product : AlbuRel™ (Human Normal Albumin IP, 20 % Solution) - 50 mL
Lot Number : 2820000039

!I[.Dlh : MAY. 2008 Elpﬂ!h : APR. 2011
o TEST SPECIFICATION RESULT
0 Cinar,_siighily viscous liquid ranging
g Clnar, afightly vscous, grsmsh
| Descrptin hmm-mum—.u yellow colour guid
leberificaton
2 A) Cuchiberiony Tasl Shall Comjily Complas
Bj Elsctrophonssis Shall Comply amples
3 Acadity & Adkainiby Babwoan 8.7 and T3 689
4 | Alkabne Phosphatase Mot more than 0.1 U / g protein 0.083U/g
Abssrbancd at 403 e shall b nol
5 | Hasm Contert mone than 015 0.0ET
6. | Denalured Probein Mol more han 5.0 % 0493 %
Mol ess than 85 % of the iotal
7 Probmn Composibon protein a8 Alburmin Complies
B | Stabilty Of Sobdion Must comply with the best tor stability Comgpliss
8 | Swodlity Test Musil comply with the lesl lor sharlity Camiplias
P RAusE CoMmly witr the st for Comgie
- Busl comply with the test for
11, | Abnosmal Toogity anormal toxsity Compilas
12. | Assay (Protein] Betwaen 18 % and 21 % 2068 % N
Botwoon 85 % To 105 % of Label
15 | ANy - Claim but not exceeding 160 mmolL VoA s,
8 T N e it T
15, | Alminium Canient Mol more than 200 pg/l 27w
16. | HIV | & il by PCR* Must ot b detectad Mot detctosd
17. | WAV by PCR* Musd not ba defeciad ot dabeschsd
1B. | HCV by PCR* Must not ba doleciod Mot detected
‘infouse Tesls

Conclusion ; The foliowing Lot No. 2820000039 Complies/Bees-Ner-Camply as per [P199%6

Anatysed By Checked By | Approvad By -
Date - Date : Date
|ssued on :



Product Regixtration Application- AlbuRel

GENELAL | cOTING FROCEDURE

Descripion | Parea Vieus DNA PSR Dwpacimerd | Cusality Cantesd

BTP Ha. ALEIGCAGTRHE | evision | 01 | EfecfveDain | 23 flgol

Supersede 5 Daind | 22 Mo 7 | Page Ma. sy |
CHatrtbulion hare

Marct Faview an | Max. & paars fram Efecive dele

Ruvislon Hislory

1. Undar Salely Precautions the term "sampie processing sa” =
menfioned instead of “sample processing reom”.

2 AJ types of typographical ermors comecisd.

3. An addional Mots ahout verification of he Pesitive Conirml used is
added.

A & Th= following changes are made in the annaxure QCGTPO AAM
41 Done by, Reviowsd By with Daie and Paga Mumbar has besn
added in all the papes.
42 Equipmeni codes required for al the equipmenis have hesn
inchaded In the annexure.
Sample processing room ks not mentioned as |l i= nol svaable all
the bime inst=ad sample processing aren [k mentionad.
Reason for | 2. Posithve Controls obiained from MME aborstory needs lo be verified
Changes  befors baing used as Conimla.
3 Changes made o updale the GTP and Annexurs for the
improvemnent of documeant
Prapared by Varified by Approved oy
Signaiure
Harre
Danlgnation -
Duks




[ 4 January, 2003
To Quality Control Group

From Dr. Vikyam Paradkar,
Vice President, Process Development

Refevence  Stability assessment for Alburel™ USF product

Introduction

Alburel™, the 20% albumin solution for parentoral use, has been manufactured by Rehance
Biopharmaceuticals for last 3 years for commercial disiribution in India, This albumin solution is
produced from the Fraction V paste generated during plasma fractionation. Depending on the
pharmacoepia requirements, the final composition of the albumin solution consists of a combination of
three key ingredients; sodium caprylate, N-acetyl-DL-tryplophan and sodium chioride. Reliance
Biopharmaceuticals intends to produce Alburel™ mecting USP specifications (listed in FDA Code of
Federal Register, section 640). The target USP requircments for final compasition are 200 gL
albumin, 16 mM sodium caprylate, 16 mM N-acetyl-DL-tryptophan and 100 mi of sodivm chloride.
This document provides o summary of stability studies pecformed to date on various fypes of
Alburel™ produced at Relionce Biopharmaceuticals In support of shelf-life claim for Alburel™ USP.

Stability indicating parameters
Following Table shows the stability indicating parameters employed for the stability studies and the

corresponding acceptance criferia.

Parameter Acceptance Criteria | Rationale

Appearance Cleat, viscous, To deteet phenomena such as protein :
slightly yellowish | precipitation/denaturation via formation of turbidity and

: solution color formation due to oxidation
e _167-73 Solufion pH can drift due to axidation
Total protein 19-21% To detect any loss of protein due to precipitation or
ad
[Haem content Absorbance at 403 | Haem is an impurity present in albumin that originates
e nm NMT 0.15 from haemoglobin.

Protein purity Complies with To detect generation of apgregates and clipped species
reference standard |

Denatured protein | NMT 5% Albumin can gel denaturcd duing storage and form

content aggregates that can be detected and quantified. :




Stability Data

Part I: Pilot scale stability study
Three consecutive Alburel™ batches were produced in May 2006 with a larget composition of 200

gL albumin, 16 mM sedivm caprylate, 16 mM N-acetyl-DL-tryptophan and 50 mM sodium
chloride. Data ip to 13 months at 25°C and 12 moaths at 40°C arc analyzed to date. The 40°C study
was concluded at 12 months duration, The data is summarized in Appendix L

Pari 1I: Commercial scale stability study

Three conseeutive Alburcl™ batches were produced in Aug 2007 with a target composition of 200
gm/L albumin, 32 mM sodium vaprylate and 50 mM sodium chloride. Data up to 3 months at 2-8°C,
25°C and 40°C are analyzed to date. The data is summarized in following tables.

Analysis
Alburel™ produced at pilot and commercial scale and consisting of slightly different overall

compositions demonstrates excellent stability profile at the recommended storage temperature as well
" as the higher temperature of 40°C employed to assess stability under potentially aceelerated
degradation conditions. Mo adverse trends were cbserved for any of the quality attributes of the
protein (overall concentration, composition and denatured protein content). The pH of the solution
showed a slight upward trend (as a function of time but it was well within the specification of 6.7 10
7.3 and predicted to remain in that range at the end of the shelf life.

Conclusion
The stabilily assessments indicate that Albarel™ produced 1o meet USP specifications for overall

comgosition will remain stable at the recommended storage temperature of 25°C for the entive shell
life duration of 36 months,



I: Pilot Scale Stability Data

Batch: ALT/RD/O0 X
Total
Prowin | Haem Protein
Test Peried | Appearance (%) Comtest  |purity
Siorage Tempersture: 25°C |
Initial Complies 69 | 203 0.033 | Complies
I Month Complies | 69 | 204 0,000 | Comphes
7 Months “Complies | 7.0 | 201 0037 | Complies
3 Months lies 70 | 204 | 009 | Complis
6 Months Complies | %9 | 202 0,001 Comphes
9 Months Complies | 70 | 200 0033 | Complies |
12Months | Complies | 70 | 205 | 0035 | C
T8Months |  Complies | 7.1 | 202 0033 | Compliss
Storage Tempersture: 40°C ot e B Tt
Tnitial Complics 69 | 203 00M | Complies
T menth “ Comphes | 63 | 203 0047 | Complies
2 months Complics 9 | 201 0055 | Complies
3 Months Complies 69 | 201 0047 | Complies
G Months | Comphes 69 | 202 | 0051 | Comphies
9 Moaths Complies | 70 | 204 0045 | Complies
12 Months Complies | 7.1 | 199 0,035 | Complies
Batch: ALT/RD/02 :
Todal
Teat Pesiod | Appearance ? l (%) ! Content
"~ Storage Temperature:
“Tnitial Complies o8 | 201 D025 | Compliss
1 Menih Complies | 69 | 20 0.031 | Complies |
2 Manths Complies 7 04 002 | Complies_|
3 Months Complica | 68 | 203 | 0032 | Complies
6 Months Complies | 68 | 201 005 | Complies
9 Months Complies 6.9 0 0032 | Complies
12 Months Complics 68 | 205 0.038 | Complies
1§ Months Complies 69 | 208 0010 | Comphies
Storage Temperature; 40°C
fnitial Complies | 68 2001 004) | Complies
[ month Complies 6.9 203 0048 m
2 months “Complics | 7 204 006 | Complies
1 Months Complies | 69 | 204 D044 | Complies
"6 Moaths Comglies 69 | 21 0057 | Complies
"9 Months Complies 7 0.6 0051 | Complis
12 Months Complies 7 0.3 0.063 | Complies




;B::nh: ALT/RDVOOI

!
m Hnems Protain
e Pecied Storspe Tmmr;.iﬁ
(Tnitial Complics 68 | 202 0078 | Complies
| Momik: Complies | 65 | 20 0031 | Complies
2 Moaths Complies 10 | 202 0050 | Complies
3 Months Complics | 68 | 2032 0035 | Complics
6 Manths Complies 6.9 203 D37 | Complies
9 Months Complies 0 | 200 0025 | Complies
12 Months Complies | 7.0 20.8 0.036 | Complies
[§Months | Comples | 69 | 198 | 0082 | Complies
Starage Temperatore: 40°C
Tnitial Complics 68 | 201 0052 | Complies
1 moath Complies 6.4 03 0051 | Complies
2 months Complics 68 | 203 0.057 | Complies |
3 Months Complies | 64 | 202 :.Eu Complies
6 Manths Complies 70 | 2041 54 | Complies
9 Months Complies 64 | 198 bO52 | Complies |
12 Months Complies | 70 | 205 | 0048 | Complies




Appendix 1I; Commercial seale sinbility data

Batch: 4B40000267
Study Physical - m::"d Protein | Total
Duration | appearance (NMT %) | composition Protein
$4%C
| Initial | Comgplies | 6.83 0.728% | Complies | 2020%
0.Smonth | Complies | 6.94 0.536% | Complies | 20.74%
Imionth | Complies | 693 0.530% | Complies | 20.50%
2month | Complies | 698 | 0.536% | Complies | 2055%
 3month | Complies | 6.98 0.544% | Complies | 2098%
: 35°C
" mitisl | Complies | 6.3 0.728% | Complics | 20.20%
0.5 month | Complies | 6.97 0.672% | Complies | 20.76%
| month | Complies | 6.99 0.662% | Complies | 20.87%
2month | Complies | 699 | 0574% | Complies | 2064%
I month | Complies 7.02 0.580% Complies 20.72%
40°C
Initial Complies 6.83 0.728% Coamplies 20,20%
0.5 month | Complies | 693 0.604% | Complies | 20.59%
Imonth | Complies | 694 | 0.588% | Complies | 20.50%
2month | Complies | 698 0.536% | Complies | 20.55%
Imonth | Comglies | 699 0.612% | Complies | 20.89%
Batch: 4840000268
Study Phgsical | ;ﬂ” Prokein | Total
Duration ApFpearance (NMT 3%) composition .Prul!:m
2-8°C
Initial | Complies | 692 0.582% | Complies | 2047%
0.5 month | Complies | 6.99 0.546% | Complies | 20.57%
I month | Complies | 7.0 0.570% | Complies | 20.59%
2month | Complies | 7.4 0.574% | Comphes |  20.46%
| Imonth | Complies | 7.02 0.612% | Complies | 2098%
25°C
Initil | Complies | 692 |  0582% | Complies | 2047%
0.5 month | Complies 7 0.536% | Complies | 20.84%
Emonth | Complies | 7.0 0.662% Complies | 20.78%
" 2month | Complics | 700 | 0.574% | Complies | 20.55%
| Imonth | Complies | 7.04 (0.544% Complies | 2072%




40°C

Iritial Complies | 692 0.582% Complies | 20.47%
0.5 month | Complies | 691 0.673% Complies | 20.68%
| month | Complies | 6.93 0.588% | Complies | 2071%
2manth | Complies | 6.94 0.646% | Complies | 20.64%
Imonth | Complies | 696 0726% | Complies | 20.89%
Batch: 4840000269
T e
Duration | appearance (NMT 5%) composition | Protein
18'C
Initial | Complies | 6.88 0.728% | Complies | 20.02%
0.5 month | Complies 6,91 0.614% Coniplies 20,59%
| month | Complies | 694 D.680% | Complies | 20.89%
2 month | Complies | 6.99 | 0.574% | Complies | 20.55%
3 month Complies 7.02 0.680% Complics 20.98%
- '
Initial Complies 688 0.728% . | Complics 20.02%
0.5 month | Complies | 695 0.682% | Complies | 20.66%
| month | Complies | 6.96 0.680% | Complies | 2099%
2month | Complies 7.02 0.646% Complies | 20.64%
Imonth | Complies 7.04 0.680% Ceamphies 20.81%
wc X
Initial | Complies | 658 0.728% | Complics | 20.02%
0.5 month_| Complics 6.92 0.614% Complies 20.83%
| month | Complies 6.91 0.606% Comphies 20.89%
2month | Complies | 6.98 0.574% | Complies | 20.82% .
Jmonth | Complies | 699 0652% | Complies | 20.89%




MATERIAL SAFETY DATA

SHEET

FOR




Sr. No. | Section No. Title Page No.
1. [ Product and company |dentification 2
2, Il Compaosition / Information on Ingredients 2
3. 1] Hazardous |dentification 3
4. v First Aid Measures 4
5, v Fire Fighting Measures 4
6. Vi Accidental Release Measures 5
T. Il Handling and Storage 5
8. VIl Exposure Controls/ Personal Protection B
9. IX Physical and Ghemhnlﬁmpaﬂh& B
10. b 4 Stability and Reactivity 7
11. X Toxicological Information 7
12. XU Ecological Information 8
13. xin Disposal Considerations g
14, X Transport Information 8
15. XV Regulatory Information 9
16. ¥V Other Information 9




SECTION | : PRODUCT AND COMPANY IDENTIFICATION

Product Code .| GAP GCode No. 4540000001 and so on.
Product Name ; AlbuRel TM
Manufacturer Name : Reliance Life Scences Pyl Ltd.
and Address Piant I, Sadhana Mills Compaund,
Pandurang Budhkar Marg,
Worli, Mumbal — 400 018
Maharashtra, India.
Telephone Numbers : +81 (022) 66120808
Responsible Person : Umesh B G
and Contact Number Head QA
+81 (022) 67678600
+31 DOBTESE219

i ——————ba

Sr. No. | Common Name CAS No. Comments

) Human Albumin (5%, 20%, NA Active ingredient
25%)
Sodium Caprylate (< 0.5%) A, Stabilizer

3 Sodium Chicride, USP (<1%) | 7467 - 14-5 Osmaotic balance

adjustment

4 Sodium Bicarbonate, USP 144 -55-8 pH adjustment

5 Sodium Hydroxide, ACS 1310-73-2 pH adjustment

3] Glaical Acetic Acid, ACS B4—19-7 pH adjustment




7 Water For Injection, USP T732-18-5 Valume adjustment
EMERGENCY OVERVIEW
Route(s) of Entry:
[ Skin contact - | No data. No adverse health effects reported nor
anficipated
Skin Absorption : | This product is not absorbed through skin
Eyes : Na data. Mo adverse health effects reported nor
anticipatad
Ingestion - Net intended for oral use. Expected to be relatively
non-toxic if hmu-stnd_
Potantial Health effects:

This product has been prepared form the pooled plasma of healthy adult donars, Each
plasma donations has been tested for the absence of anfibodies against HIV-1, HIV-2
and Hepatitis C, as well as for the absence of HIV antigen and Hepatitis B Surface
antigens. In addition, the product underwent a minimum of two different virus reduction
procedures. However, the risk of infectivity due to known or as yet unknown pathogens
cannot be totally efiminated from this product,

Mo adverse health effects anticipated with normal handling and use in appropriate
medical setting. Medical implications of therapeutic use are described in product
package insert or may be found in the Physician's Desk referance.

Chronic Effects / Carcinogenicity:

None known or anticipated under narmal handling and exposure conditions.




SECTION IV : FIRST AID MEASURES '

EMERGENCY AND FIRST AID PROCEDURES:

Eyes < | Flush with water for 15 — 20 Minutes. If irritation
develops, seek medical attention.

Skin i | Wash with scap and water. If irritation or other
symptoms develop, seek medical attention.

Ingested ;| Rinsa from mouth and seek medical guidance, Induce

yomiting only as directed by medical Personnel.
Maver give anything by mouth to an unconscious
person.

Inhalation : | i inhaled, remove to fresh air. Seek meadical attention
if symptoms develop or if breathing is difficult.

SECTION V : FIRE FIGHTING MEASURES |

[ FLAMMABLE LIMITS
Flash Pt | NA
Flammable limits in Air- | : | NA
Lower
 Flammabie limits in Alr- | : | NA
Upper
Auto-lgnition © | NA
Temperature
| General Hazards . | Product is not flammable. The only potential hazard
would invalve packaging material,
“Fire Fighting . | Packaging material fires may be extinguishad with




" Extinguishing Media water, carbon dioxide, or dry chemical.

Fire Fighting Instructions | - | Fire Fighting Personnel should respand with
breathing equipment as trained. All other personnel
should exit the area and proceed 1o the gathering
point in an area unaffectad by the fire and smoke.

Hazardous Combustion | : | Packaging material fire may produce Carbon
Products monoxide and other gaseous asphyxiants plus
airborme particulate matter.
SECTION VI ' ACCIDENTAL RELEASE MEASURES
Large Spill ~ | Absorb spills with material suitable for agueous

solutions and dispose in solid wasta container, or map
spiled material with detergent/water solution and
dispose in sanilary sewer. Ventilate area, If desired.
Small Spill " | Ciean area of spill with wetted toweling and dispose in
sclid waste container, or follow procedure for large
spilis.

| SECTION VI : HANDLING AND STORAGE

Special Handling
_Frm:uhydml damage to package to avoid breakage and spalling.

Special Storage
Store in accordance with the conditions specified in the product package insert.




SECTION VIl : EXPOSURE CONTROLS/PERSONAL

PROTECTION

| Eye Protection Nene required to provide protection against the
product. Eye protection may be required by procedure
of admintstration.

Skin Protection None required for protection against tha praduct
Medical-grade examination or surgical gioves may be
requirad by procedure of administration.

Respliratory Protection None required

'Engineering Controls Not applicable.

| SECTION IX : PHYSICAL AND CHEMICAL PROPERTIES

[ Physical form of pure
| concentrate

Clear agueous solution

Physical form Clear aqueous solution
Color Ranges from almost colorless to greenish-yellow to
amber colar.
Odor Unspecified
Boiling Point Unspecified
Melting Paint Unspecified
Freezing Point Unspecified
pH 69+05




Solubility in Water : Complete

Specific Gravity : Unspecified
Decomposition Temperature : Unspecifiad
Odor Threshold ; Unspecifiad
Evaporation Rate - Unspecified
Vapor Rate - Unspecifiad
Vapor Prassure ; Unspecifiad
Vapor Density - Unspecified

SECTION X : STABILITY AND REACTIVITY

Stable for peried indicated on the label when

Stability . | stored at conditions specified in product
package inser,

Incompatibility - | No known incompatibilities

:ﬁ S— No known Hazardous Decomposition Products

Hazardous Polymerization - | Hazardous Palymerization will not ocour

General Information . | No additional information

SECTION X! : TOXICOLOGICAL INFORMATION

This is a pasteurized and sterile, filtered agueous solution containing human albumin,
stabilizers, and osmotic and buffering agents. It is not exceeded to be toxic by ingestion
nor a skinfeye irrtant. More comprehensive and detailed product information is containad
in the product package insert or may be found in the Physicians’ Desk Reference.




SECTION Xl : ECOLOGICAL INFORMATION

No ecological damage or persistence in the envircnment expected under normal
conditions of use or with proper disposal. Environmental fate and transport of this
product have not been studied.

SECTION XlIl : DISPOSAL CONSIDERATIONS

Disposal Information

Not classified as hazardous waste. Observe all federal, state and local reguilations.

Waste Dizposal Methods

Waste must be disposed in accordance with federal, state and local environmental
regulations. Uncontaminated product may be disposed by flushing down the sanitary
sewer, or by mixing with a liquid sorbent and then placing mixture inl the solid waste
container for dispesal. Incineration is the prefered method of disposal for any
contaminated product.

SECTION XIV - TRANSPORT INFORMATION

Proper Shipping Name + | Net Regulated

Hazard Class . | Mot Regulated

Domestic DOT label: None; International {IMO)
label" Drisg/Medicines. Ship according to DOT
andfor IATA regulations.

Transport of Hazardous
Material Description




MATERIAL SAFETY DATA SHEET FOR Alburel ™

(HUMAN ALBUMIN 1P, 20 %)

SECTION XV : REGULATORY INFORMATION

Alburel TM (Human Albumin |.P. 20%)

TSCA:

This material Is a biological product regulated by the United States Food and Drug
Administration (FDA)

CERCLA:

NA

SARA 302

NA

SARA 313

NA

SECTION XVI : OTHER INFORMATION

Alburel TM (Human Albumin |.P. 20%)

Prepared By : | Reliance Life Sciences Pvt. Lid.

Approved By . | Indian Food and Drug Administration (FDA)
Approved Date : | May 05,2005

Supersedes Date | NA

Declaration:

The information contained heren s based upon data considered true and accurate.
Reliance Life Sclences Pvi. Ltd. Makes no warranties, express or implied, as to the
adequacy of the information contained herein. This information Is offered solaly for the
user's consideration, investigation, and verification. Report to the manufacture any
allegations of health effects resulting from handling or accidental contact with this
material.
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