CERTIFICATE OF ANALYSIS

BUDESONIDE MICRONIZED

g eal V=78

Specifications

Batch: NB1943M
METAPHARMACEUTICAL
N DE LOTE:
02509 24
Tests
GENERAL TESTS

Appearance of the powder

Solubility
Identification IR
Loss on drying (EP}
Loss on drying {USP)

Identification UV (cUSP)
ASSAY

Assay HPLC (EP)
Asssay HPLC (USP)

RESIDUAL SOLVENTS

Acelone
Methanol
lsopropyl ether
Butyraldehyde
Pyridine

Tetrahydrofuran

IMPURITIES cEP

Impurity A
Impurity D
Impurity L
Impurity K

Unspecified impurifies
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Stabilimenti/factories:

Page

White or almost white crystalline powder

Complies
Positive
NMT 0.5 %
NMT 0.3 %
Positive

97.5% - 102.0% o.d.b.
98.0% - 102.0% o.d.b.

NMT 5000 ppm
NMT 1000 ppm
NMT 500 ppm
NMT 170 ppm
NMT 200 ppm
NMT 360 ppm

NMT 0.2 %
NMT 0.20 %
NMT 0.2 %
NMT 0.2 %
NMT0.10 %

Compiies with CEP and cUSP

Manuf. date: 7

(%

Expiration date: ___02/202&

Results

Complies
Complies
Positive
012%
012%
Posifive

100,6 %
999 %

N.D.
N.D.
N.D.
N.D.
N.D.
N.D.

N.Q.
N.Q.
N.Q.
N.Q.
N.Q.

under GMP condition; the documentation relevant to this
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CERTIFICATE OF ANALYSIS
BUDESONIDE MICRONIZED

Batch: NB1943M

Tests Speciflcatlons

IMPURITIES CEP
Total impurities NMT 0.50 %
Epimer A 40.0%-51.0%

IMPURITIES cUSP
1éa-hydroxyprednisolone NMT 0.20 %
Budesonide acetaldehyde acelal (epimers) NMT 0.10 %
D-Homobudesonide NMT 0.10 %
Desonide NMT 0.10 %
21-dehydrobudesonide (epimers) NMT 0.07 %
IMP E (14,1 5-dehydrobudesonide) NMT Q.10 %
IMP L {11-ketobudesonide) NMT 0,20 %
IMP G (1,2 -dehydrobudesonide] epimers NMT 0.10 %
Budesonide 21-butyrate NMT0.10 %
Budescnide 21-acetate NMT0.10 %
Each other single imputity NMT 0.10 %
Total specified impurities NMT 0.40 %
Total unspecified impurities NMT 0.4 %
Epimer A 400%-51.0%

MICROBIOLOGIC TESTS
TAMC NMT 1000 clu/g
TYMC NMT 100 cfu/g
Enterobacteria and other gram-negative bacteria Absent

| ... . _CompleswithcEP and cUsP

" NEWCHEM declares that: this batch was produced under GMP condition; the documentation relevant fo this
process hos been reviewed by the Quality Unit
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Manuf. date: | 06/2021

Results

N.Q.
48,5 %

N.Q.
N.D.
N.D.
N.D.
N.D.
N.Q.
N.Q,
N.Q.
N.D.
N.D.
N.Q.
N.Q.
N.Q.
48,5 %

< 10 cfu/g

<10 cfu/g
Absent

Approved by Qualified Person



CERTIFICATE OF ANALYSIS
BUDESONIDE MICRONIZED

Batch: NB1943M Monuf. date: | 06/2021
Expiration date: | 02/2026

Tesis Specifications Resulfs

MICROBIOLOGIC TESTS

Escherichia Coli Absent Absent
Salmonelia sp Absent Absent
Pseudomonas Aeruginosa Absent Absent
Staphylococcus Aureus Absent Absent
Clostridia Absent Absent
Candida Albicans Absent Absent
PARTICLE SIZE
Particle size 100 % NMT 10 um 100 %
Particle size 99.5% < 5um 100 %

__Complies with cEP and cUSP

NEWCHEM declares that: this batch was produced under GMP condition; the documentation relevant o this
____ process has been reviewed by the Quality Unit
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MICROCHEM

The Micronizalion since 1578

CERTIFICATO DI ANALISI GRANULOMETRICA

Analisi # 6 del 08/07/2021

Informazioni Prodotto

Cliente NEWCHEM B
Nome Prodotto : » 'BUDESONIDE ]
' Numero di otto cliente | NB1943 _ i
' Numero di lotfo interno | L21429A1 - i
Data fine produzione i 08/07/2021 |

; ~ Strumentazione )

! Marca L ~ Malvern

| Modello , Mastersizer 3000

' Tecnica LALLS

_ Metodo di Analisi o
Codice _ { MGRGBSBUD1T1 ,
Mezzo disperdente . ACQUA DEPURATA

Teoria di diffrazione i FRAUNHOFER

Distribuzione Granu!ometnca _ ]
Specifiche richieste Risultati

99.5% < & ym 100% < & pm

100% < 10 um Moo%ﬂo um
1
d(90) £ 2.8 um ; d(90) = 2.500 um-

Note
I lotto sopralndicato e ricevuto dal cliente al solo scopo di essere mlcronlzzato dal
momento dell'arrivo alla fine produzione, - & stato. processato, analizzate e
documentato in base al nostro Sisterma Qualita gestito secondo le cGMP

Allecato stampato analisi _ o -

o Data _  Firma Laboratorio B
Qe oY iozt ) - UL m S
Data/Firma QC , i Data/Firma QP
A2[0F 9024 |
OB\OY| 2014 W M DEPUTY QUALIFIED PERSON
R 1, fﬁﬂ;;i}g Margherita Braga
Mod. MBRA/ATI ) :
= MIGROCHEM S.R.L. a soclo unlco Via Turati 2 |- 20017 Florenzuola d'Arda (PC) =
=2, T. +88 0523 30 F 439052394283 ' s
f /-\%‘- mln:oohem@rgﬁ::ﬂ.‘cham.it +i'wvur.mk:roczhrns.'rt f @%‘

Piva - CF - Reg, Imp 01026710333 R.EA. PC 122208 Cap. Soc, £93.600 Iv.

Aol
Sogpetta ad attivit di direzlone & csordinamento di AL.GA. Holding SA
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‘ wcH MICROCGHEM -
Tha Microntztion sinds 1978

Result Analysis Report T =

Measurement Detalls R
" Analysis Date Time 08/07/2021 06:25:25
Measurement Date Time 08/07/2021 06:25:25

Result Source Measurement

Measurement Datails :
Sample Name NEWCHEM BUDESONIDE
Lotnumber NB1843 (L21429A1)
S0P File Name Budesonide3.msop !

Instrument Type Mastersizer3000 | Racord Number &
Instrument Serlal No. MAL1230885 o o Operator Name somml o
Aniyss el e LR Result G Za <
Particle Name Fraunhofer Weighted Residual 031 %
Particle Refractive Index 0,000 Laser Obscuration 15,72 %
Particle Absorgtion index 0,000 Dv (10) 0,804 um
Particle Refractive Index Blue 0,000 Dv {50} 1,480 pm
Particle Absorption Index Blua 0,000 Dv {30) 2,500 ym
. Disparsant Name Water D [4:3] 1575 um
Dispersant Rafracthve index 1,330 Span 1,146
Scattering Mode! Fraunhofer Dv {70) 1,863 pm
Analysis Model General Purpose Dv (75) 1,986 ym
Background Measurement Time 12,005 Dv (85) 2,280 ym
Sample Measeremaent Time 500s’ i Dv (85) 2,807 um
Manual Stirrer Speed 2000 Dv (98) 3,113 pm
Accessory Name Manual Accessory Dv (89) 3,321 ym
Are particles non-spherical? Yes Dv (28,9) 3,533 pm
i — —— oz _Dv {100) 3248 pm I
Frequency (compatible) and Undersize > = AL :
159 100
f
s 2
L
S £
‘E -
& - 0 3
o ‘
£ | §
g Pk
| o
1 : " -
0 I i T 1 1 T VIT] TN N R B T T T e T orr v
0,01 . 01 10 10,0 100,0 10000 10.000.0
e Size Classes (um) .
e FrEGUETICY] = [6] NEWCHEM ' [Undorsize] - [6] NEWCHEM
~ BUDESONIDE-08/07/2021 062525 "~ BUDESONIDE-08/07/2021 06:25:25
Result . L 7 : >
Sm Ny S BRAloe GmGm ¥WmUse  Sald Ficie  Suom %Wl S Ve Unde S Gy Vel e S i ok U
0010 Fr- N T 157 2000 e s a0 | wme | w0 e mwe | wweo | T 10
0020 000 i o800 56 200 245 BECO 10000 ¢ 15000 100,00 32500 100,80 T200 10000 120,000 10000
oo ano 0750 TES 2300 8527 1,000 100,00 18800 100,00 35000 106,00 TN 100,00 !‘ 135000 10000
aose ao0 da00 519 2500 s 7.500 16000 16500 'lm,‘;_\l 3550 10800 TR000 1000 | 140000 100,00
oS0 000 050 1417 2500 01,81 8,000 10000 17,000 100,00 38030 100400 ;0000 10000 | 143000 1000
noso” a00 1000 02 2800 54,53 R’ 10000 12000 100,00 42000 10000 25000 ot i‘ 150,000 100,00
000 a0 1,10 2644 3000 693 o500 100,00 8500 10000 45,000 10000 SA000 10000 | 160000 18000
6100 R 1200 »n 3300 5891 10000 10000 13,000 0000 48,000 10020 500 1080 | 130000 e
“azm %0 1400 452d 3500 EY e | mow 10000 ‘ 50500 10000 GO0 1000 | 190900 10000
24D 000 1500 51,16 2 85 | 100 100,00 22000 10000 55.000 16200 Ton0 10000 | 200000 e
a3z asd 1700 22 4,000 10000 12060 109,00 24,000 1eac0 $6.000 10800 a0 10000
0450 030 1800 67,03 4,500 10000 13000 1m® 5000 0000 || &R0 10000 110,000 1000
asoo LR 7% 500 w0 p W00 10000 | 2500 w0 || eson ko0 150 10050

.-M; -~
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Result Analysis Report s MIGROOHEM
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Slonature f R SE

‘RecotfMumber  SamplaName Signature.State oSy - Slgnature Date

i 6 NEWCHEM BUDESONIDE S‘ig_ned MICROCHEM\sornmi  08/07/2021 06:26:44 +02:00 °

i Locked MICROCHEM\ddlmatti 08/07/2021 08:45:58 +02:00
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