Figure 3.2.P.4.4-v0501-injectable: 1
Certificate of Analysis for Sodium Chloride

P Certificate of Analysis Product No. 3627
& A Sodium Chioride, Granular, U.S.P. Lot No. A11338
Multl-Compendial _ )
Formula NaCl F.W. 58.44 . Release Date 03/16/2004
TEST SPECIFICATION RESULT =~

GMP Manufactured Product
Meets U.S.P. Requirements
{dentification

Acidity or Alkalinity

Appearance of Solution Passes Test Passes Test
Alumintm (Al) 0.2 ppm max. < 0.2 ppm
Arsenic (As) 1 ppm max. <1 ppm
Barlum (Ba) Passas Test Passes Tast
Bromides (Br) 0.010 % max. <0.010 %
Ferrocyanide Passes Taest Passes Teat
Heavy Metals (as Pb) 5 ppm max, < 5 ppm
lodides (1) Passes Test Passes Test
Iron (Fa) 2 ppm max, <2 ppm
Loss on Drying at 105°C 0.5 % max. <0.1%
Magnesiumn and Alkaline Earth Metals 0.01 % max, <0.01 %
Nitrite (NO3) Passaes Test Passes Test
Phosphate (PO;) . 0.0025 % max. < 0.0025 %
Potassium (K) 0.05 % max. 0.005 %
Suifate (SQ,) 0.020 % manx. < 0.020 %
Assay (NaCl) (drled basis) 89.0 -~ 100.5 % 99.9 %
Meots BP/Ph.Eur. Chemical Specifications

ldentification A : Passes Test Passes Test
Identification B Passes Test Passes Test
Appearance of Solution Passes Test Passes Test
Acidity or Alkalinity Passes Test Passes Test
Bromide (Br) 50 ppm max, <50 ppm
Ferrocyanide Passes Test Passes Tast
lodida (1} Passes Test Passes Test
Nitrite. (NO,) Passes Test Passas Tost
Phosphate (PO,) 25 ppm max. <25 ppm -
Sulfate (SQ,) 200 ppm max, < 200 ppm
Arsenic (As) 1 ppm max. <1 ppm
Barium (Ba) : Passes Test Passes Test
Heavy Metals (as Pb) 5 ppm max. <5 ppm
lron (Fe) 2 ppm max. <2 ppm
Magnesium and Alkaline Earth Melals 100 ppm max. <10 ppm
Loss on Drying at 105°C 0.5 % max, <05%
Potassium (K) 500 ppm max. 50 ppm
Assay (NaCl) (dried basls) 99.0 - 100.5 % 99.6 %
Endotoxin Concentration, 1U/g 2.5 max. <0.001

Morch Sharp & Dme JAraentina) .
Jose fperone

Passes Test
Passes Test

Passes Test
Passes Test

8AE ARG. INC.

Stian Darfo Goldentul
DIRECTOR TECNICO

MATRICULA NACIONAL 15438
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Figure 3.2.P.4.4-v0501-injectable: 1 (cont.)
Certificate of Analysis for Sodium Chloride

TEST ' SPECIFICATION RESULT

b6

Meets JP Chamlcal Specifications :

Assay (NaCl) (dried basis) 99,0 - 100.5 % 1001 %
Identification Passes Test Passes Test
pH (1 In 10) 45-7.0 6.5

Acidity or Alkalinity Passes Test Passes Test
Clarity and Color of Solution Passes Test Passes Test
Bromide (Br) Passes Test Passes Test
Ferrocyanide Passes Tast - Passes Test
lodide (1) Passes Test Passes Test
Iron (Fe) Passes Test Passes Test
Magnesium and Alkafine Earth Metals Passes Tes! Passes Test
Phosphate (PO,) Passes Tast Passas Test
Sulfates (as S0,) Passes Test Passes Test
Heavy Metais (as Pb) 3 ppm max. < 3 ppm
Barium (Ba) . Passes Test Passes Tast
Arsenlc (As) 2 ppm max. <2 ppm
Loss on Drying 0.5 % max. <0.5%

Bultk Pharmaceutical Chemical

Cointry of Origin: USA

Manufacturer;

MORTON SALT DIVISION
MORTON INTERNATIONAL
161 SOUTH INDUSTRIAL ST,
P.0C. BOX 337

RITTMAN OH 44270

(330)027~1070

Phillipstuirg, NJ AN
. Hatis, RY thurd
Mexico City. Mexica
. . FPhaventer ol i
Kisht Lognpur, Mabay sin 002

;
:

J.T. Bakar ~ A Division of Mailinckrodl Baker, Inc. = 222 Red School Lane — Phillipsburg, NJ 06865

Phone: §08-859-2151 « Fax: 908-859-6905

MorchSharp & Liphine (Aigentina) Inc,
Jose Merong
Apoasrado

Mjancy 11 Tzl

Director ol (A & Rugulatory Allairs

~<apagtian Dario Goldentut
OIRECTOR TECNICO
MATRICULA NACIONAL 15436







Figure 3.2.P.4.4-v0501-injectable: 2
Certificate of Analysis for Polysorbate 80

Croda Analysis Report ' Mantnessre pase qeaems
_ Tk ata o2/26/03
Praduct Nams CRILLET 4 HP (POLYSORBATE: 80 NF / EP / JP)
Lot Number TdH1032
Part Numbar CRLLT4MP
CAS Number(s) BOO5-B3-8
Rofareaca ACP-314
Product Notu THIS PRODUCT UTILIZES INGREDIENTS QFf NOM-ANIMAL AND NON-PEANUT ORIGIN,

THIS PRODUGT I8 PACKERD UNDEER NITROGEN TO INCREASE SHELF-UIFE,
MAINTENANCE OF THE NITROGEN BLANKET AFTER CONTAINER HAS REEN OPENED IS
RECOMMENDED, THIS PRODUCY.IS MANURACTURED IN MiLL, HALL, PA, USA

. NP REQUIREMENTS
IDENTIFICATION A - ' Must Paga PASSES
ENTIFIGATION B . Must Pyss PASSES
IDENTIFIGATION & Must Paxs PASSES
SPECIFC GRAVITY (26°¢) 108+ 1,08 147
VIBCOBITY (25°C) 300 « 500ca 3658 o
ASID VALUE 22 Max 0.7
HYDROXYLVALLE 85.0+80.0 742
SAPONIFICATION VALLIE 45.0.68.0 434
WATER CONTENT . 0% Max 0.1 %
RESIDUE ON IGNMON 0.28% Max 0.07 %
HEAVY MEYALS - 0.001% Max <0001 %
DRGANIS VOLATILE IMPURITIES Meats Requirements PASSES
£P REQUIRENENTS
ASSAY (Fatly Asid Fraction % Olals Ack) 50% Min T84 "
2CHLOROETHANOL . 10ppm Mk NOT PREGENT ™
ETHYLENE + DIETHYLENE QLYCOL 0.28% Max “0.01 »
Apoarrago
MERCK SHARP & DOHIE ARG-HIC
Farm, Se0ast

ULA NACIONAL 16436






Figure 3.2.P.4.4-v0501-injectable: 2 (cont.)
Certificate of Analysis for Polysorbate 80

_m—mwm
Tok

Opectfication Nasukt
B REQUIREMENTS » continuwy

IDENTIFIGATION A Must Pags PABSES
IDENTIFICATION B Must Pas PASSES
IDENTIFICATION ¢ Munt Paas PASSES
IDENTIFICATION D Must Pags PASSESR
IDENTIFICATION & Must Pas PABSES

ACID VALUE 2.0 Max 0.8
HYDROXYL VALUE 85.0-800 71.8
FMBROXIDE VALUE 10.0 Max o7
SAPONIFICATION VALUE " 48.0-880 488
RESIDUAL ETHYLENE OXItHE 1pprn M 0.0 pou
RESIOUAL 1,4-DIQXANE 10ppm Max 2.0 pom
HEAVY METALS - 10ppm Max - <10 pe
WATER CONTENT 3.0% Mex 0.1 »
SULFATED ABH 0.26% Max ao7 %
PYROGENS _ Compllos PA3SES

!?:;‘lﬂﬂ-:n—-“:mﬂ-—— e Specxiostion R hﬂl‘t_rk
JP REQUIRENENTS

pH (5% Aquecus) §5.T8 &0
IDENTIFIGATION (1) Muast Pass PASSES
DENTIFICATION (2) Must Pans PASSES
IDENTIFICATION (3) Must Pass PASEES
IDENTIMCATION (4) Must Paes PASSER
VISCOSITY 25'C) W45 - 448 e 13- JYS
SPECIRC GRAVITY (20°C) 1.088 « 1.008 1077

ACID VALUE 2.0 Max ar
SAPONIFICATION VALLE 4500850 483

IODINE VALUE 10.0-244 20
PURITY (1) HEAVY METTALS 20pprm Max <0 fom
PURITY (2) ARSENIC 2ppm Mex <01 b
WATER CONTENT 3.0% Max 0.1 %
REGIDUS ON IBNITION D.15% Max 0.07 %

Merck Sharo & Dcre (Argentina) fnc.
SO5E Terone
Anoperaie
WMERCK SHARP le,ﬁacmélri:ltﬁ:

Do






Figure 3.2.P.4.4-v0501-injectable: 2 (cont.)
Certificate of Analysis for Polysorbate 80

R i i My
: ITEMR
COMPENDIAL SPEOIRCATIONS WHERE APPLICABLE
APPEARANCE Yelow Liguid  PASSER
COLOR (Gardnar, 1533) T Max &+
ODOR . . aagt PASSES
WATER CONTENT 0.2% Meax O.t %
* PEROXIDE VALLIE 2.0 Max 04
ORGANIC VOLATILE IMPURITIES
. FronEthylens Oxda 1ppen Mest - 0.8 bt
14-Dioxine SpRm Mex 00 pom
Qﬂerdmm Mod'lylgn- Chintide, Trichioroathylshe: Not pressnt In ranutssture
MICROBIOLOGICAL, '
Totsl Plate Count {ong) _100Mex <10
Eacherichia cof Abagrt PAASES
Pssudomonas ssryginosa Absant PASSES
Salmonelin ) Abewrt PASGES
Shaphylococcus sursus Absant PANDESR
Yooz & Mold (opg) ' . BOMx <10
Renarks :

CRODA  howme i Ve ™m0

Karck Shar & Lo (Rrgentina) Inc.
Jose porone
Apodarado







Figure 3.2.P.4.4-v0501-injectable: 3
Certificate of Analysis for L-Histidine HCL Monechydrate
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. E:T'"m' ' ; Hlsmm ¥ mnm&m
m Ty e . HYCLONE
. nemlu due u.u.u o1 , . Pof 030-15234
'ltl.!H iu: : m.gf lgg . ’ y
Lo : Partt §V10025
. . Qry: 100 kg
 WECTATERTI ~ ATRETIR TR R ————
Ibmtﬂﬁ“’ﬂ#‘ , )Es‘jm T ! m ﬂ?f" X -n--...
it g Emeoﬁ" (x’fi" """ H‘d’f‘llfssm n L S 3 i‘a"i‘t‘ """"""""" -
i “LYNLY T ¥ LTI e e,
37 d T mmmf !h"t'.) £ TR N Rt Y R
ARy e R WW L S ""'""'_ﬁtﬁ' WOUE O E T """;‘ :
CRL AT AR T LN N 275 S LA 0 g ¢
SUERARTEY A Mmmrr mm— “'ﬂd&"iﬂﬂ“ﬂﬂ‘l"ﬁﬂ | S

R e e e g e ) Y MR T ™o

,mwm’&r!urr s ssmumany ats, -i\g m m‘i mw .'..... spasand b cpnenhuis -niWEm ]rpp:;a-n dpaan —.;‘“
Mnnlma!“’hu he IR AR g s AN Sdda m mm l.- Jauuﬁuuiho--u o 'ﬂf‘ﬂbﬂ' Tmn-r Y n e L LT
LU [ s 'ﬁ"f IO 3 m‘t 'lWE'lT “““‘ﬂemm Wm”&ﬁ“ 1l 6‘&‘“;5‘5"

L8 BB, L v PR S
KL= RN e e einrasninan .
! L1 o < R
L’a‘ﬂ!ﬂm mm- ' ot “ n% iy T " 3 ’WAN ko r 'y

L1

uns-u.--.n-u---._.--mn---:

S mmmmmmmmmmmmmmm

‘
[ oot = i s sy, T LT DY TP P T

Arereean SHERCEACED TN 3 “%‘-‘EL’&?W E“E%?..S& PHRLAROVR RESCRINED OB ...

Tir anders{gmsd smm ixxt coglenls mumd theve are mlr r:nomn

In uuriuu *iI¥ the antinyis by mlm Gugesl Cester., m/ éé F A 54 :r’

Bio-Chratenjs Campady ‘.

erckSharp & e Asgentina) .

‘5 g P A%ikes

MERGK smnp &

Farm. Se EENIGO

Goldentul

LA NACIONAL 15436






Figure 3.2.P.4.4-v0501-injectable: 4
Certificate of Analysis for Sodium Borate -

Certificate of Analyéis

Sodium Borate, 10-Hydrate, N.F, {Borax)
Multi-Compendial -

Product No. 3575
Lot No. A11478

&

Formula Na;B,0,10H,0  E.W., 381.37 Release Date 03/24/2004
TEST SPECIFICATION RESULT
GMP Manufactured Product
Meets N.F. Requirements
Assay 99.0 - 105.0 % 100.7 %
Identification Passes Tas! Passes Test
Carbonate and Bicarbonate Passes Tast Passes Test
Heavy Melals (as Pb) 0.002 % max. <0.002 %
Endotoxin Congentration (EU/g) 2.5 max. 1.3
Organic Volatile Impurities N Conforms to USP/NF Conforms to USP/NE

(1) The manufacturer has assurance, base

d on knowledge of the manufaciuring
shipping, nd storags of the malerial, that there Is no potential for organic volatile im
in the current U.S.P, In this case *unnecessary tesiing may be avoided",

Meets BP/Ph.Eur. Chemical Speclfications

Assay {Na2B407:10H,0)
Identification A
Identification B
Identification C
Appearance of Solution
pH of 4% Solution at 25°C
Sulfats {(SO,)
Ammonium (NH,)
Arsenic (As)

Calclum (Ca)

Heavy Melals (as Pb)

Meets JP Chemical Specifications
Assay (NaxB4O7-10H,0)
ldentification

pH (1 In 20)

Clarity and Color of Solution
Carbonata and Bicarbonate

Heavy Melals (as Pb)

Arsenic (As)

Bulk Pharmacsutical Chemical
COUNTRY OF ORIGIN: USA,

Manufacturer: US BORAX 300 FALCON STREET
WILMINGTON CA 90744 310-522-5323

IR

Phiiltipstateg, SJ s

I'wis, KY Yix}
Moxien City, Mexioo 4n)2
Devemer, Holland Wi

Ktk Lumapur, Mk sia 9002

J.T. Baker - A Division of Mallinckre

Phone; 908-859-2151 -

Herck Staep b i {Aiginia) G-
Josa [erone
Apoderado

09.0-103.0%

Passas Test
Passes Test
Passes Test
Passes Test
9.0-96

50 ppm max.
10 ppm max,
5 ppm max.
100 ppm max.
25 ppm max,

99.0-103.0%
Passes Test
8.1-986
Passes Test
Passes Test
20 ppm max.

5 pprm max,

di Baker, ing, -

100.0 %
Passes Test
Passes Test
Passes Test
Passes Test
B.2

< 50 ppm
<10 ppm
<6 ppm
<100 ppm
<25 ppm

100.7 %
Passes Test
0.2 )
Passes Tes!
Passes Test
< 20 ppm
<5ppm

process and conlrolled handiing,
purities lo be present as described

. Viatd

atlosz

irector of QA & Ruguldtary Altuirs

222 Red School Lang - Phillipsburg, NJ 08865
Fax: 908-859-6905

TIDOHME ARG |NC.‘
epastian Dario Goldentu:

) o
ECTOR TECNIC
MATF%?ULA MACIONAL 15438

R






Figure 3.2.P.4.4-v0501-injectable: 5
Certificate of Analysis for Aluminum Potassium Sulfate

Certificate of Analysis Product No. 0546

P \ Aluminum Potassium Sulfate, 12-Hydrate, Crystal
o Balet "BAKER ANALYZED™® A.C.S. Reagent Lot No. A36504
@ ) : Release Date
Formula AIK(SO,)12H,0  F.W. 474,39 0910912004

TEST SPEGIFICATION RESULT
Exceeds A.C.8. Specifications

Meets Reagent Specifications for testing USP/NF monographs

Assay (AIK(SO,)12H,0) (by EDTA titrn) 98.0 - 102.0 % 100.1 %
Insoluble Matter 0.005 % max. <0.005 %
pH of 5% Solution at 25°C 2.0-4.0 3.3
Ammonium {(NH,) 0.005 % max. < {.005 %
Iron (Fe) 0.001 % max, < 0.001 %
Sodium (Na) 0.02 % max. <0.02%
Trace Impurities (in ppm): '

Chloride (Cl) 5 max. <5
Heavy Metals (as Pb) 5 max. <5

Country of Origin:  JAPAN

Philiigstmirg, NI WA

!k 1'uiin KY i ‘ m n
Muxicw City, Menicn i3 _ :
¥ Teventes, Holtand sy Marcy M.

! ot atlosg
Biniht Llimijros, Malay sin %613 Directur of QA & Reguelsiory Alfaies

J.T. Baker - A Division of Malllnekrot) Baker, ing, « 222 Red Schoo! Lane - Philllpsburg, NJ D8B6S
Phone: B08-850.2161 - Fax: 008-859-8005 :

Marct Shara & fhme frganting) nc.
Josglierone
Apoderado

sHARP MO HR] E.INU:
MERGKS -‘-* eraTio Goldentu
Farm. B PR TECNICO

N 2
STRICULA MAGIONAL 1 5436






Figure 3.2.P.4.4-v0501-injectable: 6
Certificate of Analysis for Sodium Hydroxide 50% (w/w) Solution

~ Certificate of Analysis Product No, 3727
Sodium Hydroxide, 50%(w/w) Solution
"'IWQ "BAKER ANALYZED™® Reagent Lot No. A12A00
Formula NaOH F.W. 40.00 Release Date 03/24/2004
|
Assay (NaOH) (by acidimetry) 50 - 52 % 50.8 %
Sodium Carbonate (Na,COQ,) 0.1 % max. <0.1%
Chloride (Cl) : 0.002 % max, < 0.002 %
Suifate (SO,) 0.001 % max, < 0.001 %
Ammonium Hydroxide Precipitate 0.01 % max. <0.01%
Silica (Si0,) Information Only % <0.001 %
Heavy Metals (as Ag) 0.001 % max. : <0.001 %
Potassium (K) 0.01 % max. 0.0007 %
Trace Impurities (in ppm):
Nitrogen Compounds (as N) 5 max. , <5
Phosphats (PQ;) 5 max. <5
Iron (Fe) 5 max. <5
Mercury (Hg) Information Only < 0.01
Nickel {NI) § max, - <0.01

IMPORTANT: Material will freeze if stored below 60°F (16°C).
For Laboratory, Research or Manufacturing Use
Protect from alr to avold absorption of carbon dioxids.

COUNTRY OF ORIGIN: USA

Philiapstxig, NJ Wt

' . Ituis, KY G002 '}7? ')7( z
Musico City, Meaicn mind ¢
Pesenter, Hablind W Marcy M. Matloiz

Kb Ltapur, Makay s 012 Direttur of QA & Reyulutsry Alfairs

J.T. Baker - A Division of Mallingkroct Baker, ine. ~ 222 Red School Lang - Phillipsburg, NJ 08865
Phone: 908-859.2151 - Fax: D08-859-6005

Merck Sharn & Dtise {Asgnting) .
L0588 Petone
Apotarado

i
RECTOR TECNICO
ATRICULA NAGLONAL 15436

N






Figure 3.2.P.4.4-v0501-injectable: 7
Certificate of Analysis for Sodium Phosphate Dibasic

Product No. 3804
Sodium Phosphate, Dibasic, Anhydrous, U.S.P.
Multi-Compendial ' ' Lot No. A11H24

‘ Formula Na;HPO, F.W. 141.96 Release Date 03/22/2004

TEST SPECIFICATION RESULT
GMP Manufactured Product

Meets U.S.P. Requirements

—~ Certificate of Analysis
- JT.Baker y
@

Assay (NazHPQ,) (dried basis) 98.0~100.5 % 100.4 %
|dentification Passes Tast Passes Tesl
Loss on Drying at 130°C 5.0 % max. <01%
Insoluble Substances 0.4 % max, <0.004 %
Chiloride (CI) 0.06 % max. <0.06 %
Sulfate (504) 0.2 % max, <0.2%
Arsenic (As) 16 ppm max. <3 ppm
Heavy Metals {as Pb) 0.002 % max. <0.001 %

Endotoxin Concentration (2.5 EU/g max.)  Passes Test Passes Test

The fallowing test results are desived from testing Sodium Phosphate, Dibasic, Anhydrous, US.P. to
the JP Chemical specifications for Dibaslc Sodium Phosphate, Dodecahydrate.

Identification Passes Test Pagses Test
Assay (Na;HPO,) (dried basis) 98.0~101.0 % 100.4 %

H 9.0-94 8.1 _
Clarity and Color of Solution Passes Tesl Passes Test
Chioride (CI) 0.014 % max. <0.014 %
Sulfate (80;4) 0.038 % max. < 0.038 %
Carbonate (CO,) Passes Tesl Passes Tast
Heavy Metals 10 ppm max, < 10 ppm
Arsenic {As) 2 ppm max. <2 ppm
Meets BP/Ph, Eur, chemical specifications as Disodium Phosphata, Anhydrous
Assay (Na;HPQ,) (dried basis) 88.0~101.0 % 100.4 %

Appearance of Solution Passes Tast

Passes Test

Identification A ‘Passes Test Passes Test
Identification B Passas Tast Passas Test
Identification © Passes Tast Passes Tast
Idantification D Passes Tesl Passes Test
Reducing Subslances Passas Tos! Passes Test
Argenic (As) 2 ppm max, < 2 ppm
Chiloride (CI) 200 ppm max, « 200 ppm
Heavy Matals (as Pb) 10 ppm max, < 10 ppm
iron (Fa) 20 ppm max, < 20 ppm
Loss on Drying 1.0 % max, <01%
Monosodium Phosphate 0.025 max, <0.025
Suifate (504) 500 ppm max. < 500 ppm

Bulk Pharmaceutical Chemical COUNTRY OF ORIGIN: USA
Manufacturer: MALLINCKRODT BAKER, ING, 600 NORTH BROAD ST

Philipsburg, N) 41

Iugis, KY 4ki2 m W
Muxico City, Meadvo 902 *
Desenter, Holland S0 Marcy M.

PHILLIPSBURG NJ 08865  §08-859-2151
Kbt Larsnpnr, Maluy sis 0ix)2 oz

’fﬂ Direttur of (}A & Regulatory Alfuirs

J.T. Baker ~ A Division of Mallinckredl Baker, Inc. ~ 222 Red Sclool Langa - Philipsburg, NJ 08865

Merok Shary & D {Aegntna)
JORE METONe
Apoderade

HHME AHG. INC.
tu
gktian Dario Golden
DIRECTOR TECNICO
MATRIGULA NACHONAL 15436






Figure 3.2.P.4.4-v0501-injectable: 8
Certificate of Analysis for Sodium Phosphate Monobasic Monohydrate

~ Certificate of Analysis Product No. 3802
JT.Baket Sodium Phosphate, Monobasic, Monchydrate, U.5.P.
® Multi-Compendial Lot Ne. A12HO7
Formula NaH,PO,-H;0 F.W, 137.9% Release Date 03/25/2004
TEST ~ SPECIFICATION RESULT

GMP Manufactured Product
Moeots U.S.P. Requirements

Appearance (White crystals or granules) Passes Test Passes Test
Assay (anhydrous basis) 98.0 - 103.0 % 98.1 %
Aluminum, Calclum, and Related Elements Passes Test Passeas Test
Arsenic (As) 8 ppm max. < 3 ppm
Chiloride (Cl) 0.014 % max. <0.014 %
Heavy Metals (as Pb) 0.002 % max. <{.002 %
Identification Passes Test Passes Test
Insoluble Substances 0.2 % max. <0.01%
Organic Volatile Impurities (1) Conforms to USP/INF ~ Conforms to USP/NF
pH (1in 20) 4.1 —4.,6 4.2

Sulfate (SO,) 0.15 % max. <0.15 %
Water (H;0) 10.0-15.0 % 14.2 %

(1) The manufacturer has assurance, based on knowledge of the manufacluring process and controllad
handling, shipping, and storage of the material, that there is no polential for organic volatile impurities to
be present as described In the current U.S.P, In this case "unnecessary lesting may be avoided".

The foliowing test resuits are derived from testing Sodium Phosj:hate; Monobasic,

Monohydrate, U.S.P. to the EP Chemical specifications for Sodium Dihydrogen Phosphate
Dihydrate. '

Identification A Passes Test Passes Tast
Identification B Passes Test Passes Test
Identification C Passes Tast Passes Test
Assay (anhydrous basis) 98.0-100.5 % 89.7 %
Chioride (Cl) 200 ppm max. < 200 ppm
Sulfate (SO,) 300 ppm max. < 300 ppm
Arsenic (As) 2 ppm max. < 2 ppm
Reducing Substances Passes Test Passes Test
Heavy Metals (as Pb) : 10 ppm max. <10 ppm
Endotoxin Concentration (EU/g) 5 max. 1

Iron (Fa) 10 ppm max. <10 ppm
Appearance of Solution Passes Test Passes Test
pH 4.2-45 4.2

Wt Sharp o Deia (Argsstial ng.
Joss Beiong

Apooerado

P & DOHME ARG. INC
“gupastian Dario Goldenty

DIRECTOR TECHICO
MATRICULA NACIONAL 15438

It






Figure 3.2.P.4.4-v0501-injectable: 8 (cont.) Q_\(o
Certificate of Analysis for Sodium Phosphate Monobasic Monohydrate

TEST ' SPECIFICATION RESULT -
Meets BP Chemical Specifications

Identification A Passes Test Passes Test
Identification B ' Passes Test Passes Test
Identification C ‘Passes Test Passes Test
Identification D Passes Test Passes Test
Acidity : 4.2-45 4.2

Clarity and Color of Solution Passes Test Passes Test
Arsenic (As) , 2 ppm max. <2ppm
Heavy Metals (as Pb) 10 ppm max. <10 ppm
Iron (Fe) ' 10 ppm max. <10 ppm
Chloride (CI) 200 ppm max. < 200 ppm
Sulfate (S0,) 300 ppm max, < 300 ppm
Reducing Substances Passes Tast Passes Teslt
Loss on Drying at 130°C 11.6~14.5% 13.6 %
Assay (anhydrous basis) 98.0 - 100.5 % 98.7 %

Bulk Pharmaceutical Chemical -
COUNTRY OF ORIGIN: USA

Manufacturer; MALLINCKRODT BAKER, INC,
600 NORTH BROAD 8T |
PHILLIPSBURG NJ 08865
908-850-2151

! i Phillipstaiey, N1AKI)

L Paris, KY 4002 '}?7 W
Meaien Uity Mvuaen 9} *
Desenten, Follud b . _ Marcy M. '

; . atlosz
Rk Faipur, Maluy sin 96513 - Direcdut of QA & Ragulatory Alfairs

J.T. Bakar - A Division of Mallinckrodt Baker, Inc. - 222 Red School Lane ~ Phiilipsburg, NJ 08865
Phone: 808-859-2151 ~ Fax; 908-859-6005

Werel: Sharn & Sifute {Argenting) Ine,
056 erong
Apoderado

&fian Dario Gioldentust

5 TECNICO
DIRECTOR TECN ‘
WATRICULA NAGIONAL 18436
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3) CONTROL DE CALIDAD-METODOS CONTROL PRINCIPIO
ACTIVO

3.1 Especificaciones

Los ensayos analiticos que se presentan en la Tabla 13 se realizan para confirmar la calidad
de la suspension celular como producto intermedio del proceso, y del granel de producto
monovalente adsorbido (PMAG), del principio activo. Trés de las ensayos para liberacién del
granel de producto monovalente adsbrbido (PMAG) se hacen en muestras del producto acuoso
final (PAF): Ja concentracién total de proteinas, ef porcentaje de pureza y el porcentaje de
monodmero intacto,

Tabla 13:
Ensayos de liberacion y criterios de aceptacion para la sustancia farmacéutica contra el
‘ VPH
Muestra : . .-
Ensayo estudiada Criterios de aceptacién Procedimiento

Liberacion de la suspensidn celular
Purezade los

Sin crecimiento aparte de Saccharomyces cerevisiae PC 8110.775

cuitivos Culiivo
Identidad de ei celular final N .
inéeulo hussped . Dabe identificarse como 8. ceravisiae CANADE 3C-5 PG 8110.770

Liberacidn del granel de producto monovalente adsorbido

Concentracién de PAFs

 broteinas 2640 ug/m|, para tcuado;{ los tipos PG 94 10.76&
Porcaritaja de 205% para los fipos 8, 11y 16
pureza PAF 290% para al tipo 18 PG 9110.767
Porcentaje de 280% para los tipos 6, 11y 16
mondmero Intacto PAF 275% para el tipo 18 PG 9110767
Potencla relativa 5 2232 unidades/m! para los tipos 6, 11y 16 \
in vitro PMAG 2189 unidades/mi para el tipo 18 PO9110.769
Identidad PMAG Cumpla PG 9110.769
Esterilidade PMAG Sin crecimiento, para {odos fos tipos PC 9110.001
Endotoxinad PMAG £10 UE/m, para todos los tlpos PG 9110.678
Aluminio PMAG 0.35-0.62 mg/mi, para todos los tipos PC 110.699
pH PMAG 5.7-8.7, para todos ios tipos PEQ 224-388

PC: procedimiento de control; PEO: procedimiento estandar de operacidn,

% PAF: producto acuoso final

® pMAG: granel de products monovalente adsorbido

© Esta ensayo cumple con la Farmacopea de Estados Unidos {UBP), Seccitn <71>, la Farmacopea
Europea (Ph. Eur.), Seccidén 2.68.1, vy las normas del Cadigo de Regulaciones Federales de Estados
Unidos (21 CFR 610.12).

¢ Esta ensayo cpmple con la USP, Seccion <85>, y la Ph, Eur., Seccidn 2.6.14.
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