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Section 10)  Completion of Effectiveness Check

Fffectiveness of Change(s) Deemed Acceptable:  Yes O; No Q; N/A Q. (please tick)

Refer to Attachment No.(s):

Further Actions Required?: Yes U; No [; (please tick)

If yes through CAR / CR No.

Verified by: Date:

Section 10) Change Close-out

QA Manager: . Date Closed:
Verified By Head of Quality: Date:
Authorisation signature and date; E"?\ oY b i, Reference; SOP-022
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Attachment 1 to OPS-23-009

Section 3)  Change Impact Assessment
Action Required? | Action
Area of Assessment Change Impact Assessment (Yes/No) No.
Production / No impact No N/A
Processing
Refer to Regulatory section. N/A N/A
Products
Validation / No impact. No N/A
Qualification
No impact No N/A
QC Testing / Stability
No impact No N/A
Equipment Control
Impact release of incoming capsules — refer to N/A N/A
Material Control specifications.
Regulatory See Lea impard /éem MEdEH- 2,3
(CMC Only) 9 pfo 127 Yes /
Perform Regulatory Impact assessment as per Yes 2,3
MEDFM-127-02. Submit Regulatory variations
Regulatory (Other) for US and EU markets for Aridol/Osmohale,
Bronchitol, PXS5505 & PX84728 products.
Pharmacovigilance Ao /M#W No N / A
& odriwer esmgpgearend g O frtany 2R M LA OE e B3 C’f‘:k}
Document Control/ | V4 7 h:ﬁ | ‘{: - ‘ i{ { o Freer NA S
Si‘te Master Fﬁe Lé?diébg‘& & T : PR RS T 3 f: LA, e w{)eﬁsb.-?@i’zﬂ\. K/ é;/
e SRSE blede o S L
Update the following SP’s SP-378-09, SP-087- | Yes 1
13, SP-081-13, SP-085-11, SP-083-12, SP-926-
Specificati | 03, SP-928-03, SP-925-04, SP-983-01, SP-597-
gem tcations dnduding | 6 oy ve C of A requirement relating to US
egulatory Specifications)
FDA - 21 CFR Parts 211, 226, 300, 500, 530, 600, 895,
and 1271 related to Use of Material Derived from
Cattle in Medicinal Products
No impact N/A N/A
Data Integrity
Training requirement: notification of change Yes 4
Training read record (FM-090) for trained QA personnel

that performs release.

s




Attachment 1 to OPS$-23-009

Area of Assessment Change Impact Assessment Action Required? | Action
(Continued) g p (Yes/No) No.
Buildings and
-Facilities
No impact — release will be performed in No N/A
QA Release accordance with updated specifications.
Notify QP of change. Yes
Qualified Persons
Other (e.g. MAH See. Abbnchaat { m» A oot ‘7/;1*‘5 A ; 5

representative)
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Attachment 1 to OPS-23-009

Description of Change:

Lonza/Capsugel’s most recent-safety statement on BSE {Bovine Spongiform Encephalopathy)/TSE
(Transmissible Spongiform Encephalopathy) has been updated, refer to attachment 2 for reference.

Summary of change:

USA;

Withdrawal of FDA guidance reference:

US FDA - 21 CER Parts 211, 226, 300, 500, 530, 600, 895, and 1271 related to Use of Material Derived

from Cattle in Medicinal Products

Addition of;

United States Department of Agriculture (USDA) — 9 CFR 94.23 importation of Gelatin Derived from

Bovines.

. Rfer %o Atrachmend 3 foR ofer CourditeS

0 G oenwe Kb O #Mar 273

Currently submitted CEP (2021} Updated as at Oct 2022 Comments
Rousselot R1-CEP 2000-028 Rev 05 - No Change
Rousselot R1-CEP 2010-043 Rev 00 | 0% S T No Change
PB Gelatins R1-CEP 2000-045 Rev PB Gelatins R1-CEP 2000-045 Rev
03 04
Gelita Group R1-CEP 2001-424 Rev No change
03
Sterling Gelatin R1-CEP 2001-211 No Change
Rev 01 Ll s R
Nitta Gelatin R1-CEP 2000-344 Rev Nitta Gelatin R1-CEP 2000-344 Rev
02 03
Nitta Gelatin R1-CEP 2004-247 Rev Discontinued
00
Nitta Gelatin R1-CEP 2004-320 Rev Discontinued
00 S
Nitta Gelatin R1 CEP 2005-217 Rev | Nitta Gelatin R1 CEP 2005-217 Rev
00 02
- Pioneer Jellice R1-CEP 2008-043
Rev 00

Risk Assessment:

Risk assessment:

Assigned Severity: E, Cétastrophic risk assigned based on potential disease vCII) (human variant of
mad cow disease), which is considered fatal.

Assigned Probability: 1 Rare —based on low prevalence of the disease.

Assigned Detectability: 2 High — considered high due to current regulations in place.




Attachment 1 to OPS-23-009

Risk: Moderate

2| 171020
g | 131016
2
5’3 9to 12
4
& 5t0 8
',g 1tod
)
2 A B C D
[a
Severity

Indicates assessed as a NEGLIGIBLE RISK
Indicates assessed as a MINOR RISK
Indicates assessed as a MODERATE RISK.
Indicates assessed as a MATOR RISK
Indicates assessed as a SEVERE RISK
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Enabling a Healthier World

LONZA

Capsules & Health
Ingredients

Statement on TSE/BSE safety
Capsugel® empty gelatin based capsule products

Lonza can use blends of several pharmaceutical gelatins of bovine and/or porcine origin, in full compliance with
all applicable pharmaceutical and/or food regulatory statutes.

Related to the specific regulations aiming to secure the TSE/BSE safety, Lonza sources bovine gelatin fully
complying with the following:

Europe:

Note for guidance on minimizing the risk of transmitting animal spongiform encephalopathy agents via
human and veterinary medicinal products (EMA/410/01 rev.3), which is published by the European
Commission following Commission Directive 2003/63/EC, (amending Directive 2001/83/EC on the
Community code relating to medicinal products for human use), Annex |, Part |, paragraph 3.2.2.4.
Control of excipients.

These Directives require that applicants for Marketing Autharization must demonstrate that medicinal
products are manufactured in accordance with the latest version of this Note for Guidance and
compliance is demonstrated by the “Certificate of Suitability” issued to the manufacturer of the bovine
gelatin by the European Directorate for the Quality of Medicines (EDQM). As such, from February 1%
2023, Lonza manufactures capsules under any (or all) of the following Certificates of Suitability:

- Rousselot R1-CEP 2000-029-Rev 05

- Rousselot R1-CEP-2010-043-Rev 00

- Tessenderlo Group R1-CEP 2000-045-Rev 04
- Gelita Group R1-CEP 2001-424-Rev 03

- Sterling Gelatin R1-CEP 2001-211-Rev 01

- Nitta Gelatin R1-CEP 2000-344-Rev 03

- Nitta Gelatin R1-CEP 2005-217-Rev 02

- Pioneer Jellice R1-CEP 2008-048-Rev 00

Regulation (EC) No 853/2004 laying down specific hygiene rules for food of animal origin.
Regulation (EC) No 999/2001 laying down rules for the prevention, control and eradication of certain
transmissible spongiform encephalopathies.

United States Food and Drug Administration - 21 CFR Part 189 — "Substances Prohibited from Use in
Human Food: Prohibited Cattie Materials.”

United States Department of Agriculture (USDA) — 9 CFR 94.23 Importation of Gelatin Derived from
Bovines.

10, Rue Timken Rijksweg 11 535 North Emerald Road Boulevard 18 de Noviembre
FR-68027 Colmar Cedex BE-2880 Bornem Greenwocd, SC 29646 USA  103CA
T+33380206709 T+323890 0511 T +1 (888) 783 6361 Puebla 72270, México

F+333894148 11

F +32 3 880 26 22

F +1 (888) 783 6360

T +52 (222) 372 1545
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Lonza

Capsules & Heaith
Ingredients

Japan:

« Japanese Ministry of Health, Labor Welfare (MHILW) - "Food Sanitation Law”, Chapter 2, Article 7 and
Article 10 "Specifications and Standards for Food or additives” revised and announced by MHLW Notice
No.0327-2 of March 27, 2015.

e Japanese Ministry of Health, Labor and Welfare - Notification No. 210 of the MHLW issued on May 20,
2003 and the iatest version by Notification No. 1002-27 about the partial amendment of the criteria
eliminating source country restrictions, applicable from November 25% 2014,

The bovine bone starting material is derived from healthy animals that were slaughtered in a slaughterhouse
and that passed an ante-mortem and post-mortem inspection by an official veterinarian.

For what concerns specified risk materials (SRMs), next to the removal of skulls and spinal cords, Lonza's
bovine bone gelatin suppliers certify vertebrae removal independent from the geographical origin and/or age of
the animals.

Lonza continuously monitors all regulatory activities; please let us know if there are further questions or

clarification needed.

Revision History:

Last Update Update
September 2015 Actualization of list of applicable CEPs and legislative references
November 2016 Actualization of US Interim Final Rule to Finat Rule

introduction R1-CEP-2610-043 and discontinuation R1-CEP 2001-332, R1-CEP 2003-172, R1-

July 2017
CEP 2000-027 and R1-CEP 2002-110 as from October 1%, 2017
. Update of R1-CEP-2000-045 from Rev03 to Rev(4, Update from R1-CEP-2005-217 from
June 2019 . ’ .
Rev00 to Revi. Discontinuation of R1-CEP-2004-247 and R1-CEP-2004-320
July 2019 Update of R1-CEP-2005-217 from Rev(1 to Rev02
October 2019 Update of R1-CEP 2000-344 from Rev02 io Rev03
January 2020 New LONZA template
September 2021 CEPs in attachment replaced by recently signed versions
Intraduction R1-CEP 2008-048-Rev 00
October 2022

Update of regulatory references for the United States

The information contained herein corresponds to Lonza's knowledge on the subject at the date of publication and is, to the best of our
knowledge, accurate. However, Lonza refuses any liability for the application and use of further processed material containing our
products. Solely the manufacturer of the final product is responsible according to the relevant regulations.

For further information, please contact your Account Solutions Representative. L.ast update:
October, 2022

10, Rue Timken Rijksweg 11 535 Norih Emeraid Road Boulevard 18 de Noviembre
FR-68027 Colmar Cedex BE-2880 Bornem Greenwood, SC 29646 USA  1030A
T+33 388205709 T+32383005 11 T +1 (888) 783 8361 Puebla 72270, Mexico

F+33 3824148 11 F+32 3 889 26 22 F +1(888) 783 6360 T+52 (222) 372 1645
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CONSEIL DE VEUR

" Certification of Substances Division

Certificate of suitability
No. R1-CEP 2000-029-Rev 05

Nermie of the substance:
GELATIN ..
Limed bone gelatin

Name of holder;
ROUSSELOT - =~
Kanaaldijk Noord 20-21

The Nether}ands-5691 NM Son

Site(s) of pmducﬁan,
ROUSSELOT SAS

Chemin Moulins Premiers
France-84800 Isle-Sur-La-Sorgue

THIS CERTIFICATE SUPERSEDES THE PREVIOUS CERTIFICATE
R1- CEP 2000 029-REV 04

After examination of the information provided on the origin of raw materiai(s) and type of tissue(s)
used and on the manufacturing process for’ thts ‘substance on the site(s) of productlon menticned
above, we certify that the substance GELATIN ‘meets ‘the criteria described in the current version
of the monograph Products with risk of transmitting; agents of animal spongiform encephalopathies
no. 1483 of the European Pharmacopoeia, current edltton mcluding supplements.

- Country(ies) of origin of source materials: :
Argentina, Austrafia, Austria, Belgium, Bulgarla Canada, Croatia, Cyprus, Czech Republic,
Denmark, Estonia, Finland, France, Germany, Greece, Hun‘gary, India, Ireland, Italy, Latvia,
Lithuania, Luxembourg, Malta, Mexico, the Netherland ew Zealand, Potand Portugal,
Romania, Slovakia, Slovenia, Spain, Sweden, Switzerland, Uruted ngdom and United States of

America.

— Nature of animal tissues used in mahufacture: ’
For Australia, New Zealand, India and Argentina: bovine bones free from skuils and spinal

cord but not free from vertebrae
For all other countries: bovine bones free from skulls and spinal cord for cattte of all age and
free from vertebrae for animals of 30 months and over,

— Manufacturing process: '
Alkaline process

The submitted dosmer must be updated after any significant change that may.a,
safety or efficacy of the substance, or that may alter the risk of transmitting amma spongaform

encephalopathy agents.

Address: 7 Aliée Kastner, CS 30026
F-67081 Strasbourg (France)
~ Tel: 433 (0) 3 88 41 30 30 ~ Fax: +33 (0) 3 88 41 27 71 - e-mail: cep@edgm.eu
Internet; http://www.edgm.eu
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36

38"

39

40
41
42

43
44

Manufacture of the substance shall take place in accordance with a suitable quality assurance
system, and In accordance with the dossier submitted.

Fallure to comply with these provisions will render this certificate void.

e ?_he certificate is valid provided that there has been no deterioration in the TSE status of the
.country(les) of origin of the source material.

This| certificate is renewed from 15 May 2005 according to the provisions of

Resolution. AP-CSP (07) 1, and of Directive 2001/83/EC and Directive 2001/82/EC and any
subsequent amendment, and the related guidelines.

This certificate has:
lines.

Strasbourg, 18 July 2014
DECLARATION OF ACCESS (to be filled in by the certificate holder under their own responsibility)

ROUSSELOT, as holder of the certificate of suitability

Ri-CEP 2000-029 Rev 05 for Gelatin

Any pharmaceutical COmp‘a’n V“ L

hereby authorises TR
(name of the pharmaceutrca/ campany)

to use the above-mentioned certificate of suitability in support af their application(s} for the following
Marketing Authorisation(s): (name of product(s) and marketing number(s), i known)

The holder also certifies that no significant changes to the operations as descnbed ln the CEP dosmer
b ranting of this version of the cerfificate. : '
have been made since the g g n of Kathf een Jacobs

. Giobal Reguiatory Director

"g’l X;W Meulestedek;xal 8

Date and Signature (of the CEP holder).
24 August 2021

—B9U00 GenT

Address: 7 Mllée Kastner, CS 30026
F-67081 Strasbourg {Frante)
Tef: 433 (0} 3 88 41 30 30 - Fax: +33 (0) 3 88 41 27 71 - e-mail: cep@edam.eu
Internet: hitp://wvrw.edqm.eu
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fcation of Substances Division

Certificate of suitability
No. R1-CEP 2010-043-Rev 00

Dyl

The Netherlands—5691 N

Site(s) of production:
ROUSSELOT PEABODY INC,
227 Washington Street

United States Am.~01960 Peabody M"‘é

used and on the manufacturlng process for this subst;
above, we cerlify that the substance GELATIN meets
of the monograph Products with risk of transmitting agent;
no. 1483 of the European Pharmacopoela, current edition

n:the site(s) of production mentioned
‘aflaidescribed in the current version

- Country(ies) of orlgin of source materlals :
Canada, United States of America and India

-~ Nature of ariimal tissues used In manufacture:
Bovine bones free. from skulls and spinal cord, and free from v rj:eb
months: Canacla and United States of America,
Bovine bones free from skulls and spinal cord but not free from vertebra

animals over 30

- Manufacturing_process:
Alkallne process

The submitted dossler must be updated after any significant change that may ail
safety or efficacy of the substance, or that may alter the risk of transmitting anim
encephalopathy agents.

Address: 7 Allde Kastner, CS 30026
F-67081 Strasbourg (France)
Tel: +33 (0) 3 88 41 30 30 ~ Fax: +33 (0) 3 88 41 27 71 - e-mall: cep@edqrn.eu
Internet; hitp://www.edgm.eu




34

35
36
37

38
39

Manufacture of the substance shall take place in accordance with a sultable quality assurance
ystem, and in accordance with the dossler submitted.

re to comply with these provisions will render this certificate void.

ificate Is valid provided that there has been no deterioration In the TSE status of the
of origin of the source material,

s renewed from 5 January 2016 according to the provistons of Resolution AP-CSP
Directive 2001/83/EC and Directive 2001/82/EC and any subsequent amendment,

lines.

(128N
On behalﬂ olLthe
Director o!L? QM

Strashbourg, 10 Decemb

DECLARATION OF ACCESS (fo b e certificate holder under thelr own responsibility)

An halmflceutlcalco
hereby atthorises ..., YP JOVR

applicatlon(s) for the following
), I known)

to use the above-mentioned certificate of sultabllity in s
Marketing Authotisation(s): (name of product(s) and marke

The holder also certifies that no significant changes to the operations as des

'CEP dossler
have baen mada since the granting of this version of the certificate. Kat 3

Date and Signature (of the CEP holder):
24 August 2021

i m_,,_,—a:;;‘"v Hou
- Meulested

Address; 7 Allée Kastner, C5 30026
F-67081 Strashourg (France)
Tels +33 () 3:88 41 30 30 ~ Fax: +33 (0) 3 88 41 27 71 - e-mall; cep@edgm.eu
Internet: hitp:/fwww.edgm.eu
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' :"”__rtlf'_cat___e_.of sultablhty
No R-'______=CEP'2000-045 Rev 04

- I(s) and type of tissue(s)_fj :
ubstance on the sita(s) of productlon menteoned i
IN meats the. crlter: ibed in t
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Certif‘cation of Substances Division

Certificate of suitability
No. R1-CEP 2001-424-Rev 03

Y
f‘
GELITA GROUP ,?T’f i
Uferstrasse 7 ‘@'{Hﬁw

Site(s) of pmducban:
GELITA AG

GELITA AG
Alpenstrasse 44
Germany-87700 Memmingen

GELITA USA INC.
2445 Port Neal Industrial Rd

THIS CERTIFICATE SUPERSEDES' n_{ ’Ravxous CERTIFICATE
R1-CEP 2001-424.REV 02 ;

il
After examination of the information provided on the origlri f Taw: material(s) and type of tissue(s)
used and on the manufacturing process for this substance ‘ofi the site(s) of praduction mentioned
above, we certify that the substance GELATIN meets the criteria déscribed in the current version
of the monograph Products with risk of transmitting agents of & mai sponglform encephalopathies
no. 1483 of the European Pharmacopoeia, current edition snduding supplemi:ints

- Countries of origin of spurce materials; e gﬁ,
Austria, Belgium, Brazil, Bulgaria, Canada, Croatia, Cyprus, Czech Rep ﬂ V'Denmark, Estonia,
Flnland, France, Germany, Greece, Hungary, Ireland, Italy, LatvisLithuan
Malta, The Netherlands, Poland, Portugal, Romania, Slovakia, Slove
Sweden, United Kingdom and United States of America :

~ Nature of animal tissues used in manufacture;

~ manufacturing process:
Alkaline process

Address: 7 Allde Kastner, €S 30026
F-67081 Strashaourg (Frarce)
Tel: +33 (0) 3 88 41 30 30 ~ Fax: +33 (0) 3 88 41 27 71 - e-mail; cep@edqm.eu
Internet: hitp://www.edgm.eu




y‘st‘l The submitted dossler must be updated after any significant change that may alter the quality,
. 35 safety or efficacy of the substance, or that may alter the risk of transmitting animal spongiform
i enoepha!opathy agents.

‘"“r

ﬁ Manufacture of the substance shall take place in accordance with a suitable quality assurance
38 :‘»;a system, and in accordance with the dossier submitted.

e i
39 Falfure to, comply with these provisions will render this certificate void.
A,
40 The certific te is valid provided that there has been no deterloration in the TSE status of the

41 eountry(ies) ‘of ongln of the source material.

Il
42 This certiﬁcate is renewed from 11 December 20086 according to the pravisions of Resolution AP-
43 CSP (07) 1, and ;of Directive 2001/83/EC and Directive 2001/82/EC and any subsequent
44 amendment, and the related guude ines.

45  This certificate has i
46 lines,

et

ot On behalf of the
j_Dlrector of EDQM

wihyl
DECLARATION OF ACCESS (fo be ﬁlled Inby the cerﬂﬁcare fofder under their own responsibility)
’G!m i -

herehy authorises ; ;
(name of the pbannaceuﬁca/'mmpany)

to use the above-mentioned certificate of suitability in support of their apblibatlon(s) for the following
Marketing Authorsation(s}: (name of produci(s} and markeling number(s)} 4 katown)

have been made since the granting of this version of the certificate.

{‘\ .
N A {2 Ebsrbach
Date and Signature (of the CEP holder): A KlauW 4 Philipht
23.08.2021 « Customer Service Customer Senvice

Address: 7 Allée Kastner, C5 30026
F-67081 Strasbourg {France)
Tel; +33 (0) 3 88 41 30 30 — Fax: +33 (0) 3 88 41 27 71 - e-mall: cep@edgm.eu
Internet: http:/fwww.edgm.eu
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Sr.No.: 406
Date: 2 S /o%7202

L European Directorate for the T T
. . NSEIL
Quality of Medicines & HealthCare OF BUROPE__ DE L'EUROPE

Certification of Substances Division

Certificate of suitability
No. R1-CEP 2001-211-Rev M; o

Name of the substance:
GELATIN
Limed Bone Gelatin

Name of holder:
STERLING BIOTECH LIMITED
Division - Sterling Gelatin
ECP Road, Village Karakhadi
Taluka Padra
india-391 450 Vadodara, Gujarat

Site(s) of production:
STERLING BIOTECH LIMITED
Division - Sterling Gelatin
ECP Road, Village Karakhadi
Taluka Padra
India-391 450 Vadodara, Gujarat

e

THIS CERTIFICATE SUPERSEDES THE PREVIOUS CERTIFICATE ':\ ’
' R1-CEP 2001-211-REV 00 - - l

After examination of the information provided on the origin of raw material(s) and type of
tissue(s) used and on the manufacturing process for this substance on the site(s) of
production mentioned above, we certify that the substance GELATIN meets the criteria
described in the current version of the monograph Products with risk of transmitting
agents of animal spongiform encephalopathies no. 1483 of the European
Pharmacopoeia, current edition including supplements.

— country(ies) of origin of source materials: India

— nature of animal tissues used in manufacture: Bovine bones free from skulls,
spinal cord and vertebrae

— manufacturing process: Alkaline process

The submitted dossier must be updated after any significant change that may alter the
quality, safety or efficacy of the substance, or that may alter the risk of transmitting
animal spongiform encephalopathy agents.

Address: 7, aliée Kasmer, CS 30026 - ¥ - 67081 Steasboiirg {France)
Telephone: 33 (0) 3 88 41 3030 - Fax: 33 (0) 3 8841 27 71 - é-mail: cepidiedgm.eu
Iternet : hitpriwww.edgm.eu '

b
I




te I

82) a{\‘ﬂanufacture of the substance shall take place in accordance with a suitable quality
32/~ assurance system such as 1SO 9001 and HACCP standards, and in accordance with
4 the dossier submitted.

D2

34 Failure to comply with these provisions will render this certificate void.

33 The certificate is valid provided there has been no deterioration in the TSE status of the
36 country(ies) of origin of the source material.

37  This certificate is renewed from 17 May 2007 according to the provisions of Resolution
38 AP-CSP (93) 5 as amended, and of Directive 2001/83/EC and Directive 2001/82/EC
39  and any subsequent amendment, and the related guidelines.

o "'“"“:'.E {’ N
4

L“--u..._ m._.,.,.—-/
On behalf of the
Director of EDQM ATTESTED
ARRTIA. TR = 3
= My Commission Dats Exp on 9 Feb 2025
. ; 0 g 20D |

DECLARATION OF ACCESS ({to be filled in by the certificate holder under their own responsibitity)

STERLING BIOTECH LIMITED, as holder of the certificate of suitability
R1-CEP 2001-211-Rev 01 for GELATIN

hereby authorises Any Pharmaceutical Company

(name of the phannaceuwlical company)

to use the above-mentioned ceriificate of suitability in support of their application(s) for the following
Marketing Authorisation(s): (name of produci(s) and marketing number(s), if known)

The holder also certifies that no significant changes to the operations as described in the CEP dossier '
have been made since the granting of this versiogithe ceriificate.

Date and Signature {of the CEP holder). VikramSéale

Vice President{QC/QA)

Date: 204 1 Mb\

b Address: 7, alkée Kastner, CS 30026 - F - 67081 Straébourg (France)
Peleptrone: 33 (0) 3 88 41 30 30 - Fax: 33 (N 5 88 41 27 71 - c-mail: cep@edgm.eu
Internet : hittprfwww edgm.eu

Valid up
08/02:2028
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Certification of Substances Department
Certificate of suitability
No. R1I-CEP 2000-344-Rev 03

Mame of the substance.

GELATIN
Limed Bone Gelatin

Name of holder:
NITTA GELATIN INDIA LTD.

Post Box No, 4262 SBT Avenue
Panampitly Nagar’
India-682 036 Cochin, Kerala

Site(s) of production: N
NITTA GELATIN INDIA LTD.
Gelalin Divisiui, Pusl Bux Nu, 3109
Infopark P.O. Kakkanad

India-682 042 Cochin, Kerala

NITTA GELATIN INDIA LTD.
Ossein Division

Kathikudam P.G, Koratly
India-680 308 Trissur, Kerala

NITTA GELATIN INDIA LTD.

Reva Division

Plot No. 832, G.1.D.C. Industrial Estate
India-393 110 Jhagadia, Gujarat

THIS CERTIFICATE SUPERSEDES THE PREVIOUS CERTIFICATE
R1-CEP 2000-344-REV 02

After examination of the information provided on the origin of raw material(s) and type of tissue(s)
used and on the manufacturing process for this substance on the sitefs) of production mentioned
above, we certify that the substance GELATIN meets the criteria described in the current version
of the monograph Products with risk of transmitting agents of animal spongiform encephalopathies
no. 1483 of the European Pharmacopoeia, current edition including supplements.

- - Country of origin of sotirce materials;
India

- Nature of animal tissues used in manufacture:
Bovine bones free from skulls, spinat cord and vertebraa

~ Manufacturing process:
Alkaline process

Atldress: 7 Allée Kastnsr, CS 30026
F-67081 Strasbiurg {France)
Jel: +33(0) 3 85 41 30 30~ Fax: +33 (0) 3 88 41 27 71 - e-malf: cep@cdgm.eu
internet: hitp:fivvaedgm.eu




The subrmitted dossier must be updated after any significant change that may alter the guality,

3L

36 safely or efficacy of the substance, or that may altes the risk of transmitting aniter spongiform
37 encephalopathy agents,

38 Manufacture of the substance shall take place in accordance with a suitable quality assurance
39 system, and in accordance wilh the dossier submitled.

a0 Faflure to comply with these provisions will render this cortificate void,

a1 The cerlificate is valid provided that there has been no deterioration in the TSE status of the
42 country(ies) of origin of the source material.

43 This certificate is renewed from 5 June 2007 accarding to the provisions of Resolu! tion AP-CSP
g4 (07) 1, and of Directive 2001/83/EC and Directive 2001/82/EC and any subsequent amendment,

45 and Lhe related guidelines.

46 This certificate has:
47 lines.

On behalf
Director of

Strasbourg, 10 October 2019 _
DECLARATION OF ACCESS (lo be filled in by the certificate: holder ander Hheir own responsibifity)

NITTA GELATIN INDIA LTD,, as holder of the certificate of suitebility

R1-CEP 2000-344-Rev 02 for Gelatin

Any pharmaceutlcal company

heraby 8ULHCNISES e, et s
(f.wnp of [he phermaceunca/ wmpan) )

to use the above-mentioned coerificate of suitability in support of their application(s) for the following
Marketing Authorisation(s): (name of producl(s} and marketing riimber(s), i knowr)

Empty Hard Gelatin Capsules

The halder also certifies that no significant changes to the oparations as desgribed in the CEP dossier
have been made since the granting of 1his version of the cerlificate. For Nitta Gelatin india Limited
/"g}'.' A

fp, A
\,.IKJ

Date and Sianalure {of the CEP holder).
26/08/2021
L ~
Dr. K/RCChitra
Adleoss: 7 Aée Kaslner, C5 30026 AGM {QA)
F-G7051 Strasbourg {France)

Tel 123 (UY3ES AL 030 - Fase £33 (0) 388 41 27 V1 - e-maili cop@cdgm.Cu

Fatcinel: htipoffesove edagme

Pagn 2 af 2
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o : Céi'tiﬂcation of Substances Department

lmm-\omlwm D"Jrao‘wnr‘?{em

ity | lvgated
sm:ddnﬂ mm R
&H.-aéu‘.{m'humdrmj CONSIL DE CLURGPT

Certificate of suitability
No. R1-CEP 2005-217-Rev 02

Name bf the substance:

4-26, Sakuragaw
Japan-556-0022 N

Site(s) of productfon
NITTA GELATIN ING;
Osaka Plant .
2-22, Futamata .
Japan-581-0024 Yao-Shi, Osa

THAI BONES INDUSTRY CO.
Ayutthaya Plant _
30 Moo 12 Tambol Utai : SR
Thailand-13210 Amphur Uthal, Avutthaya .

THAI BONES INDUSTRY CO., LTD.

Rangsit Plant -

27/1 Moo 5, Tambel Klongnueng TR
Thailand-12120 Amphur Klongluang, Patumthanee‘ S

NITFA GELATIN INDIA LTD.
Cssein Divislon

Kathikudam P.O, Koratty.
India-680 308 Trissur, Kerala

NITTA GELATIN INDIA LTD,

Reva Division

Plot No. 832, G.1.D,C, Industrial Estate
India-393 110 Jhagadia

BAMNI PROTEINS LIMITED

0. budholl, Bamni

Chandrapur District

India-422 701 Via Ballarpur, Maharashtra

THIS CERTIFICAYE SUPERSEDES THE PREVIOUS CERT}&&A_TE
R1-CEP 2005-217-REV 01 '

After examination of the Information provided on the origin of raw material(s} and type of tissue(s) used and on
the manufacturing pracess for this substance on the site(s) of preduction mentioned above, we certify that the
substance GELATIN meets the criteria described In the current version of the monograph Products with risk of
transmitting agents of animal spongiform encephalopathles no. 1483 of the Furopean Pharmacopoela, current
edition inctuding supplements, e

— Countries of origin of source materials:
Argentina, Canada, France, India, New Zealand and United States of America.

— Nature of animal tissues used in manufacture; ‘
Bovine bones free from skult and spinal cord, free from vertebrae over 30 months of age.

Address: 7 Altde Kastner, CS 30026
F-67081 Strasbourg {France)
Tel: +33 (0) 3 88 41 30 30 — Fax: +33 (0) 3 88 41 27 71 - e-mail: cep@edqm.eu
Interriet: http:ffwww.edgm.eu




— Manufacturing process:
Alkaline process

T;The submitted dosster must be updated after any significant change that may alter the quallty, safety or

e efficacy of the substance, or that may alter the risk of transmitting anlmal spongiform encephalopathy

: _'ﬁ'agents

Manufacture of the substance shall take place in accordance with a sultable quality assurance system, and In

' accordance w1th the dossler subrnitted,

Fal!ure'to comply with these provisions will render this certificate void.

The certlf cate :s valld provided that there has been no deterioration in the TSE status of the country(ies) of
orlgin of the source material

This cert:ﬂcate Is renewed from 30 March 2011 according to the provislons of Resolution AP-CSP (07) 1,
and of Directive 2001/83/EC and Directive 2001/82/EC and any subsequent amendment, and the reia{ed
guidelines. BIS

This certificate hast - “
lines. R W/M

On behalf of lhe
Director f{EDQM

Strashourg, 16 July 2019 .
DECLARATION OF ACCESS (to he filled in b}f_-‘t{)c certificate holder under thelr own résponsfbfﬂty)

Nitta Gelatin Inc,, as_-h_dldcr of the certificate of suilability
R1-CEP 2005-217-Rev 02 for Gelatin

hereby authorises ......ANY Pharmaceutical customer ...

(name of the pharmaceuﬂca/ company}

to use the above-mentioned certificate of sultability in support of their application(s) for the following
Marketing Authorisation(s): (narme of product(s) and marketing number(s), If known)

The holder also certifies that no significant changes to the operations as described In thé’ CEP _(_:!:ossier

have been made since the granting of this version of the certificate. -
Saptember §, 202 /j ZCZZ ‘ amx e
Date and Signature (of the CEP holder):

Takanori Nakatani

General Manager, Quality Assuranca Deparlment
Dale

Nitta Gelalin nc. . .

Address: 7 Allée Kastner, CS 30026
F-67081 Strasbourg {France)
Tel: +33 (0) 3 88 41 30 30 ~ Fax: +33 (0) 2 88 41 27 71 - e-mall: cep@edqm.eu
Internet: hitp://www.edgm.eu
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: Eurtpean Diveclrale for the
Duaidy of Medisines & HealthCare

- Certificat!on of Substances Division

~ Certificate of suitability
- No. R1-CEP 2008-048-Rev 00

Name of thesubmﬂm
GELATIN .~ .
Limed bone gelatin .~

Name of holder:

PIONEER JELLICE INDIA PRIVATE LIMITED
Revenue Survey No, 65,66 & 67, Semman Kuppam
Chidambararn Main Road -

India-607 005 Cuddalore

Site(s)} of production: LRt
PIONEER JELLICE INDIA PRIVATE LIMITED
Revenue Survey No. 65, 66 & 67, Semman Kuppam
Chidambaram Main Road ER
India-607 005 Cuddalore

THIS CERTIFICATE SUPERSEDES 'ms PREVIOUS CERTIFICATE
RO-CEP 2008-048-REV.00 .

After examination of the information provided on the origin. of raw material(s) and type of
tissue(s) used and on the manufacturing process for this Subsfahtgfgp_ the site(s) of production
mentioned above, we certify that the substance GELATIN meets the criteria described in the
current version of the monograph Products with risk of transmitting agents of animal spongiform
encephalopathies no. 1483 of the European Pharmacopoeia, - current - edition  including
supplements. L

— Country of origin of source materials:
India

-~ Nature of animal tissues used in manufacture:
Bovine bones free from skulls and vertebrae

- Manufacturing process:
Alkaline process

Address: 7 Alléa Kagtrer, CS 30026
F-B7081 Strasbourg {France)
Tol: +33 (0) 5 B8 41 30 30 ~ Fax; 433 (03388 41 27 71 - e-mail; cep@edam, ey
Internet: hitp:/ wvav.edgm.eu




29

31
32

33

34
35

36
37
38

39
40

The submitted dossier must be updated after any significant change that may alter the quality,

-safety or efficacy of the substance, or that may alter the risk of transmitting animal spongiform

'e'n_cgphalopathy agents.

; Méthacture of the substance shall take place in accordance with a suitable quality assurance
“'system, and in accordance with the dossier submitted.

Failure to comply with these provisions wilt render this certificate void.

The certificate is valid provided that there has been no deterioration in the TSE status of the
country(ies) of origin of the source material.

H

This ceﬂiﬁcaﬁe is renewed from 2 February 2014 according to the provisions of Resolution AP-
CsP (07) 1, and of Directive 2001/83/EC and Directive 2001/82/EC and any subsequent
amendment, and the related guidelines.

This certificate has:
Hines.

‘ i
=

On behalf pfy
- . Director of EDQM

Strasbourg, 30 January 2014
DECLARATION OF ACCESS (fo be filled In By the certificate folder under thelr ovwn responsioilty)

PIONEER JELLICE INDIA PRIVATE LIMITED, as holder of the certificate of suitability
R1-CEP 2008-048-Rev 00 for Gelatin
herehy Vauthcrl 368 ANY (PH ARMACEUT‘ QALCOMPAN)/
(name of the pharmaceutical Company).

to use the above-mentioned certificate of suitability in support of theEr a'pblicatlon(s) for the following
Marketing Authorisation(s): (name of product{s) and marketing number(s), I knowr)

The holder alsa certifies that no significant changes to the aperations as describ'ed in the C}EP dossler
have been made since the granting of this version of the certificatg, },q.". L

- T Arumugam

Date and Signature (of the CEP holder):

Vice Presiden

Pioneer Jelice Indla Private Limited

Address: 7 Allde Kastner, C& 30026
F-6708% Strasbourg {France}
Tal! +33 (0} 3 B8 41 30 30 — Fax: +33 (0) 3 B8 41 27 71 - e-maill cepBedgm.eu

Internel; hitps/fwwenedgm,eu .
Page 2 of 2
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Date Effective:
01-Mar-21

Page 1 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

& For customer approval

| For information to customer

Change Request No.: __ - 10004

Section 1)  Description of Change

a. Product Details: - <
AN Broadndel pro Aech>

b. Summary of Change:

The s c"i‘ 3@'5‘:'&"} shodeen oY on BSE f"{"ﬁ}E P oo \/p{}s ced e pee <
N 1

ol adnod O N OPS-I%-000 Thyy Wf‘wih Yre gelebn © cf’?svi”»«.-x wed Fe ol Drinddel

gy"@ ;2 t/(fi?’fx.‘

c. Change Request Actions / Deliverables (Attachment No. £ Ofs- 5% -9

d. Type of Risk: (pleasc circle) @) / Safety

Assigned Level of Risk: _ Mcderaie

Written by: oo T NVouCornts Date:
Change Request Leader

Ot i pr )

Date:

Sent to Customer by: £ o ie_}auf -

5

Customer Company Name: &<

Authorisation signature and date; t?;’_\ u’LY’ch’l\

Reference: SOP-022

version. Not for unauthorised distribution.

Confidential. Staff must comply with the-odrrent version of the document. Reproductions of this document are uncontrolled and may not be the cument

TE-002-03




phormaxis FM-451-02

Date Eiffective:

01-Mar-21 Page2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

Q For customer approval

L} For information to customer

Change Request No.: 0P~ -00

Section 2)  Customer Approval of Change (if required)

Paosition Title

Name Signature Date

Comments:

Customer Change Control or equivalent number (if applicable):

Please cross out any unused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I acknowledge receipt of the External Change Control Notification

By Customer Quality Representative

Title:

Name:

Signature:

Date:

Section 4) Pharmaxis

Date Form Received Completed by Customer:

Received by:

Attach to relevant Change Request Form

Authorisation signature and date: t:‘h oL f—z:h'l\

. Reference; SQP-022

Confidential, Staff must comply with t)xefcumarit version of the document. Reproductions of this document are uncontrolied and may not be the current

version. Not for unauthorised distribution,

TE-002-03




Eddie Vaiciurgis

From: Eddie Vaiciurgis

Sent: Tuesday, 4 April 2023 10:56 AM

To: 'Yasin Gen¢'

Subject: Change Request Notification - Change to Capsule Manufacturer TSE/BSE Statement
Attachments: Gen ECCN for CR No.23-009.pdf

Dear Yasin

Please find attached the external notification change form for CR No.OPS-23-009. This is in regards to the changing
of the capsule manufacturer’'s TSE/BSE statement as described in the attached documentation, Can | get you to
review and complete section 2 of the FM-451 and return a scanned copy of this page.

Kind Regards

Eddie Vaiciurgis
Head of Quality

pharmaxis

M: +61 402419291 T:+612 9454 7239 F:+612 94513622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au







pharmaxds FIVI-451-02 Date ifective: Page2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

Tor customer approval :
Change Request No.: _ OP5-15-009 .

D Tor information to customer

Section 2)  Customer Approval of Change (if required)

Pasition Title Name Signature Date

Pualiy Awmcemmwg@w A LU oG e 050U, 2500

Comments: N\A

Customer Change Control or equivalent number (if applicable): LA ME

Please cross out any unused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I acknowledge receipt of the External Change Control Notification

By Customer Quality Representative | pjge; 3 “"‘\‘q’\ D‘\\rt ¢ fo—

A%

\ o "kp '
Name: O Vircen Y >SY A

“J
Signature: i:/\

Date: ['i. )v \OIS"QL\-%'LOB

Section 4) Pharmaxis

Date Form Received Compleled by Customer; 1 Apv v

Received by:  Lv 8

Attach fo relevant Chaﬁge Request Form

Authorisation sfgnaturs and date: I:'ﬁ i}’l»\“’c:\pll\ . Reference; SOP-022

Confldential. Staff must comply with the/ourrerit version of the document, Reproductions of this document are uticonirolied and may not be the current
vewsion, Not for unauthorised distribution. TE-Q02-03




pharmaxis FM-451-02 D oee: Page 1 of 2

. EXTERNAL CHANGE CONTROL NOTIFICATION

] For customer approval
Change Request No.: _ 0PS-1D-00%

(N Tor information to customer

Section 1} Description of Change

a, Product Details:
Y Brondn ged prodseds

b. Summary of Change:

The (LCQPS\.:"F\Q\ _S'U\'QC'\'VI SJYOC‘I'DM(_»-\"‘T o BSE )"T‘S_E Bas bheemn \,Pdc,ﬁm{ o> pud e

an adncd O O~y 000

¢. Change Request Actions / Deliverables (Attachment No. {1 UPs-1%-0uq )

d. Type of Risk: (please oircle) @ / Safety

Assigned Level of Risk: Modermi<.

Written by: Pp- BNV Crgis Date:  OH BoctD
Change Request Leader ™ '

Sent to Customer by: __ E. Ve c}w{? Date: __ 04 AT

Customer Company Name: Gen

Authorisation slgnature and date: K”;\ U’l.r()f)(}-\ Reference, SOP-022

Confidential, Staff raust comply with tivofrent version of the document, Reproductions of this dacument are uncontrolled and may not be the current
version, Not for unauthorised distribution. TE-002-03
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Date Effective:
pharmaxis FM-451-02 01.Mar21

Page 1 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

| For customer approval

W | For information to customer

Change Request No.: _ 07510 -¢0

Section 1)  Description of Change

a. Product Details: Ly
&:’@f\»iff\{‘?%% U

b. Summary of Change:

eriodhad CA N PSS ous,

ﬁ‘hf’d, L-@’\"Lﬁ_ ; (,{,@'s’#ﬂ 1”}{ = \’-‘”{!(;\-7 Sﬁ O\%C*"f"‘(f”‘é o ?3“,}%- E“E(‘)g: L‘\{g} %VYZ;.{Z*\ kﬂﬁla ‘}(&ﬂ_ B3 ot
“‘ i t

¢. Change Request Actions / Deliverables (Attachment No. <> - 1% w1

d. Type of Risk: (please circle) @ / Safety

Assigned Level of Risk: M e le

Written by: g, E. Veoucorois Date: O b, L
Chzfnge Request Leader

Sent to Customer by: _ E Voo, y Date:

o4 ?a.{v Y

Customer Company Name: __ Chrica, /5

Authorisation signature and date; Ef’;\ U’}.V‘:h(l\

Reference: SOP-022

version, Not for unauthorised distribution,

Confidential. Staff must comply with thte-crent version of the document. Reproductions of this document are uncontrolied and may not be the current

TE-002-03




pharmaxis FM-451-02

Date Effective:

01-Mar-21 Page2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

M For customer approval

Change Reqﬁest No.:  Of~- 0% 00f
(] For information to customer
Section2)  Customer Approval of Change (if required)
Position Title Name Signature Date

Comments;

Customer Change Control or equivalent number (if applicable):

Please cross out any unused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

1 acknowledge receipt of the External Change Control Notification

By Customer Quality Representati\‘fe

Title:

Name:

Signature:

Date:

Section 4) Pharmaxis

Date Form Received Completed by Customer:

Received by:

Attach to relevant Change Request Form

Authorisation signature and date: t:‘{\\ Wl T’E\p'l\ )

Reference: SOP-022

Confidential. Staff must comply with the/ current version of the document, Reproductions of this document are uncontrolled and may nat be the current

version. Not for unauthorised distribution,

TE-002-03




Eddie Vaiciurﬂis

From: Eddie Vaiciurgis

Sent: Tuesday, 4 April 2023 9:13 AM

To: 'SCHWARTZMAN Robyn'; CASHMAN Allyson

Subject: CR No.OPS-23-009 for Chiesi Approval

Attachments: CR No,0OPS-23-009 External Notification Chiesi US.PDF

Hi Robyn and Allyson

I have attached a new change request for review and approval for a change by Capsugel in their BSE/TSE statement
as attached. Can you let us know if this will be handled via submission or through the annual report to FDA? We are
getting capsules this week with the updated TSE/BSE statement, so can we get this review done as quick as
possible?

Kind Regards

Eddie Vaicturgis
Head of Quality

pharmaxis

M: +61 402419291 T +612 9454 7239 F: +612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au







thfm Qxis FVE-451-02 Df;_fgif;i; e Page 2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

&4 Yor customer approval

Change Request No.: _ 0%~ 4%~ 004

{1 Yor information to customer

Section 2)  Customer Approval of Change (if required)

Position Title Name Signatove Date

Fieruck Wanager &‘?bu'sf\ Sohwaskman @@Q@D‘@) QAT Lwr>

s R

——

Comments: 'N A

Customer Change Control or equivalent number (if applicable): ’P |/ 10 L{l Ul
Please cross out any unused lines

Section 3) Customer Acknowledgement of Reeeipt of Change Control Notification ]

T acknowledge Teceipt of the External Change Control Notification G . :Wq:’
By Customer Quality Represeniative | Tjj1e. e DRSS

Name:

Signatare:

Date:
Section 4) Pharmaxis

bk e
by PR

Date Form Recefved Completed by Customer: 7§ o = -
Received by: b Nfaicws
Atiach to xelevani Change Request Form
Anthorisation slgnatnre and dete: W‘F\ L AR A Reference; SOP-022

Coufidential, Staff must comply with theleurrent version of the doctment. Regroduotions of this document are uncentralled and maynot be the curcent
version. Mok for unsutharised distitutlon, TEQN2-03







Attachment 1 to OPS-23-009

Description of Change:

I

Altachmentto (0 -i£2-0%
Page i of 2

tnitial . ; Date
£ 16 A2

Lanza/Capsugel’s most recent safety statement on BSE (Bovine Spongiform Encephalopathy)/TSE
(Transmissible Spongiform Encephalopathy) has been updated, refer to attachment 2 for reference.

Summary of change:

USA;

Withdrawal of FDA guidance reference:

US FDA - 21 CFR Parts 211, 226, 300, 500, 530, 600, 895, and 1271 related to Use of Material Derived

from Cattle in Medicinal Products

Addition of;
United States Department of Agricuiture (USDA) — 9 CFR 94.23 Importation of Gelatin Derived from
Bovines. '
EU;
Currently submitted CEP {2021) Updated as at Oct 2022 Comments
Rousselot R1-CEP 2000-029 Rev 05 L No Change
Rousselot R1-CEP 2010-043 Rev 00 No Change

PB Gelatins R1-CEP 2000-045 Rev
03

“PB Gelatins R1-CEP 2000-045 Rev.

Gelita Group R1-CEP 2001-424 Rev
03

04

No change

Sterling Gelatin R1-CEP 2001-211
Rev 01

No Change

Nitta Gelatin R1-CEP 2000-344 Rev
02

Nitta Gelatin R1-CEP 2000-344 Rev

Nitta Gelatin R1-CEP 2004-247 Rev
00

03

Discontinued

Nitta Gelatin R1-CEP 2004-320 Rev |-

Discontinued

Nitta Gelatin R1 CEP 2005-217 Rev Nitta Gelatin R1 CEP 2005-217 Rev
00 02
Sl Pioneer Jellice R1-CEP 2008-048
Rev 00

Risk Assessment:

Risk assessment:

Assigned Severity: E, Catastrophic risk assigned based on potential disease vCJD (human variant of
mad cow disease), which is considered fatal.

Assigned Probability: 1 Rare — based on Jow prevalence of the disease.

Assigned Detectability: 2 High — considered high due to current regulations in place.




Attachment 1 to OPS-23-009

Risk: Moderate

A B C D
Severity

Probability x Detectability

Indicates assessed as a NEGLIGIBLE RISK
Indicates assessed as a MINOR RISK
Indicates assessed as a MODERATE RISK,
Indicates assessed as a MAJOR RISK

) Indicates assessed as a SEVERE RISK
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Enabling a Healthier World Lo nzq

Capsules & Health
Ingredients

Statement on TSE/BSE safety
Capsugel® empty gelatin based capsule products

Lonza can use blends of several pharmaceutical gelatins of bovine and/or porcine origin, in full compliance with
all applicable pharmaceutical and/or food regulatory statutes. .

Related to the specific regulations aiming to secure the TSE/BSE safety, Lonza sources bovine gelatin fully -
complying with the following: :

Europe:

» Note for guidance on minimizing the risk of transmitting animal spongiform encephalopathy agents via

human and veterinary medicinal products (EMA/410/01 rev.3), which is published by the European
Commission following Commission Directive 2003/63/EC, (amending Directive 2001/83/EC on the
Community code relating to medicinal products for human use), Annex |, Part |, paragraph 3.2.2.4.
Control of excipients.
These Directives require that applicants for Marketing Authorization must demonstrate that medicinal
products are manufactured in accordance with the latest version of this Note for Guidance and
compliance is demonstrated by the “Certificate of Suitability” issued to the manufacturer of the bovine
gelatin by the European Directorate for the Quality of Medicines (EDQM). As such, from February 1
2023, Lonza manufactures capsules under any (or all) of the following Certificates of Suitabllity:

- Rousselot R1-CEP 2000-029-Rev 05

- ' Rousselot R1-CEP-2010-043-Rev 00

- Tessenderlo Group R1-CEP 2000-045-Rev 04
- Gelita Group R1-CEP 2001-424-Rev 03

- Sterling Gelatin R1-CEP 2001-211-Rev 01

- Nitta Gelatin R1-CEP 2000-344-Rev 03

- Nitta Gelatin R1-CEP 2005-217-Rev 02

- Pioneer Jellice R1-CEP 2008-048-Rev 00

* Regulation (EC) No 853/2004 laying down specific hygiene rules for food of animal origin.
» Regulation (EC) No 999/2001 laying down rules for the prevention, control and eradication of certain
transmissible spongiform encephalopathies.

+ United States Food and Drug Administration - 21 CFR Part 189 — "Substances Prohibited from Use in
Human Food: Prohibited Cattle Materials.”
» United States Department of Agriculturs (USDA) — ¢ CFR 94.23 Importation of Gelatin Derived from

Bovines.
10, Rue Timken Ritksweg 1 535 North Emerald Road Boulevard 18 de Noviembre
FR-68027 Colmar Cedex BE-2880 Bornem Greenwoced, SC 29646 USA  1030A
T+33389205709 T +32 3890 05 11 T +1 (888) 783 6361 Puebla 72270, México

F+333894148 11 F+32 3 889 26 22 F +1{888) 783 6360 T+52 (222} 372 1545
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Capsules & Health
Ingredients

Japan:

« Japanese Ministry of Health, Labor Welfare (MHLW) - *Food Sanitation Law", Chapter 2, Article 7 and
Article 10 "Specifications and Standards for Food or additives” revised and announced by MHLW Notice
No.0327-2 of March 27, 2015. .

e Japanese Ministry of Health, Labor and Welfare - Notification Neo. 210 of the MHLW issued on May 20,
2003 and the latest version by Notfification No. 1002-27 about the partial amendment of the criteria
eliminating source country restrictions, applicable from November 25" 2014.

The bovine bone starting material is derived from healthy animals that were slaughtered in a slaughterhouse
and that passed an ante-mortem and post-mortem inspection by an official veterinarian.

For what concerns specified risk materials (SRMs), next to the removal of skulls and spinal cords, Lonza's
bovine bone gelatin suppliers certify vertebrae removal independent from the geographical origin and/or age of
the animals.

Lonza continuously monitors all regulatory activities; please let us know if there are further questions or
clarification needed. .

Revision History:

Last Update Update
September 2015 Actualization of list of applicable CEPs and legislative references
Movember 2016 Actualization of US Interim Final Rule to Final Rule

Introduction R1-CEP-2010-043 and discontinuation R1-CEP 2001-332, R1-CEP 2003-172, R1-

July 2017 :
. CEP 2000-027 and R1-CEP 2002-110 as from October 1%, 2017
J 2019 Update of R1-CEP-2000-045 from Rev03 to Rev0d4, Update from R1-CEP-2005-217 from
&
un Rev00 to Rev01, Discontinuation of R1-CEP-2004-247 and R1-CEP-2004-320
July 2019 Update of R1-CEP-2005-217 from Rev01 to Rev02
October 2019 Update of R1-CEP 2000-344 from Rev02 to Rev03
January 2020 New LONZA template '
September 2021 CEPs In attachment replaced by recently signed versions
‘ Introduction R1-CEP 2008-048-Rev 00
October 2022

Update of regulatory references for the United States

The informatlon contained herein coresponds to Lonza's knowledge on the subject at the date of publication and is, to the best of our
knowledge, accurate. However, Lonza refuses any liability for the application and use of further processed material containing our
products. Solely the manufacturer of the final product is responsible according to the relevant regulations. .

For further information, please contact your Account Solutions Representative. . Last update:
October, 2022

10, Rue Timken Rijksweg 11 535 North Emerald Road Boulevard 18 de Noviembre
FR-68027 Colmar Cedex BE-2880 Bornam Greenwood, SC 29646 USA  1030A
T+333892057G9 T+32380005 11 T +1 (888) 783 6361 Pusbla 72270, México

F+333894148 11 F+32 38892622 F +1 (888) 783 6360 T +52 (222) 372 15645
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phormaxis FM-451-02 Date Wfective: Page 1 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

EI For customer approval

Change Request No.: __ 005~ 1™~ och

L For information to customer

Section 1)  Description of Change

a. Product Details: -
f’*\n det Kevey

b. Summary of Change: T%\L‘L ng‘&*}\;;zﬁﬁ ]ia”\lﬁ& f;aj%‘c/%«? %}5 fi;?ﬁm c:;“'{&%“ e &3?{ %T‘Q‘*;& i/‘*w“;\,
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¢. Change Request Actions / Deliverables (Attachment No. (i~ ofn-% 4

d. Type of Risk: (plesse circle) @ / Safety

Assigned Level of Risk: _ ™icdooie

Written by: 1 Voucuen Date: &4 furt™
Change Request Leaéer

Sent to Customer by: ___F “oue S Date: _ 04 ?@xﬂ“‘"

Customer Company Name: __ Che o~ Koot

Authorisation signature and date: t?‘{j\ qu‘ﬂé\)"]—\ Reference: SOP-022

Confidential, Staff must comply with thie-cdrrent version of the document. Reproductions of this document are uncontrolled and may not be the corrent
version. Not for unauthorised distribution. TE-002-03




pharmaxis FM-451-02 DAt oinetive: Page 2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

g For customer approval . o
Change Request No.: 00500 o

O For information to customer

Section2)  Customer Approval of Change (if required)

Position Title Name Signature Date

Comments;

Customer Change Control or equivalent number (if applicable):

Please cross out any unused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I acknowledge receipt of the External Change Control Notification

By Customer Quality Representative Title:

Name:

Signature:

Date:

Section 4) Pharmaxis

Date Form Received Completed by Customer:

Received by:

Attach to relevant Change Request Form

Authorisation signature and date; Efﬂ Wl ‘-“i‘f_‘\‘l\ ) Reference; SOP-022

Confidential. Staff must comply with t\lrjcurreﬁt version of the document. Reproductions of this decument are uncontrolied and may not be the current
version. Not for upauthorised distribution, TE-002.03




Eddie Vaiciurgis

From: Eddie Vaiciurgis

Sent: Tuesday, 4 April 2023 10:28 AM

To: Hagyeong Yu

Subject: Change Request document for BSE/TSE Statement Change from Capsule
Manufacture

Attachments: Clinigen ECCN CR No.OPS-23-009.pdf

Dear Hagyeong

Please find attached the external change notification form with applicable change request for the change in the
BSE/TSE statement you have previously E-mailed was acceptable. Can you review the documents and sign section 2
of FM-451 and return a scanned copy of this page.

Kind Regards

Eddie Vaiciurgis
Head of Quality

phormaxis

M: +61 402419291 T:+612 9454 7239 F: 45612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au







pharmaxis FM-451-02 D Page 1 of 2

~ EXTERNAL CHANGE CONTROL NOTIFICATION

B4 For customer approval ‘
Change Request No.: __CP5- 1>~ 0o

[ For information to customer

Section 1)  Description of Change

a, Produoct Details:

Aridol ¥ Dt

b. Summary of Change: -~y Capsuged [honin sabedy shokemen wn BOEITSE hoy
= T

bycn %;.c\cs\ul o o e Maded CR NS V05009 Ty ;'WTWJ\" %(‘O\L\ copn, Jes

cd fr Mide prudedd.

¢. Change Request Actions / Deliverables (Attachment No. (b ofy-00%<A

d. Type of Risk: (please oircic) @ / Safety

Assigned Level of Risk: _ ™Modaobe

Written by: 1 N vt Date:  OH AAYS
Change RequestLeht}er !

Sent to Customer by: __F.ou d\urg)m Date: ¢4 g?ﬂﬁ

Customer Company Name: CNA e Kottty

L 3

Autharisation signature and date! Iﬁ’r’,\ o’l_‘i‘é‘o’l\ Reference; SOP-022

Confidential. Staff must comply with e edrront varsion of the dacnment. Reproductions of this document aro uncontrolled and may not be the cutrrent
yersion. Wot for uneuthorised distribution. TE-002-03




pharmaxis FM-451-02 Dato Bllective: Page2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

td For customer appreval .
Change Request No.: _ $0>-15 .64 .

1 For information o customer

Section 2)  Customer Approval of Change (if fequired)

Position Title Name Signature Date

QA mamager Hagyeong Yu ?4/ 4 April 2023

Comments: 0

#

Customer Change Control or equivalent number (if applicable): M

Please cross out any unused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I acknowledge receipt of the External Change Conwo} Notification

By Customer QuaﬁﬁRepresentg_tive Title:

B e e, ukjv . M; % ﬁygnr’%\%
. u‘\vf{ .

Section 4) Pharmaxis

Date Form Received Completed by Customer: 04 b ST

Received by: __ % Nowci, -~

Attach to relevant Change Request Form

Autherivation signsture and date: t:”(\ oL T’Cb '1\ . Refarence; SOP-022

Confidential. Staff must comply with the/ourrent version of the document. Reproduetions of tils docurment are uncontrolied and may not be the curent
vergion. Not for unauthorised distributjon, TE-002-03 |
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EXTERNAL CHANGE CONTROL NOTIFICATION

L) For customer approval

Change Request No.: _ {4 7 0%~ 17% - ©oY
For information to customer

Section 1)  Description of Change

a. Product Details: Cnidol & Podyt Pededs L Aiadin

b. Summary of Change:

g - o i F 4 R Rt ] i
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¢. Change Request Actions / Deliverables (Attachment No. _“A.o0-2%-x5 )

d. Type of Risk: (please circle) @ / Safety

Assigned Level of Risk: _ Medicscle

Written by: oo, B Voo Covp Date: T By T
Change Request Leader - !
Sent to Customer by: £ “ouc vy Date: 04 A%
w5 £ il

Customer Company Name: __ 77 C

Authorisation signature and date: t?;_'\ u’LR:brl\ Reference: SOP-022

Confidential. Staff must comply with the-odrrent version of the decument. Reproductions of this document are uncontrolled and may not be the cument
version, Not for unauthorised distribution, TE-002-03




pharmaxis FM-451-02 Dats Mllective: Page2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

L1 For customer approval : . ,
Change Request No.: 4 =" oS Lot

Ej For information to customer

Section2)  Customer Approval of Change (if required)

Position Title Name Signature Date
T T Nw% 1:1’, s ey . i‘jéﬁ ;’AX’\{{LJ-‘«&:)
— . {
Y
Comments: \
Customer Change Control or equivalent number (if applicable): T &
Please cross out any unused lines T

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I acknowledge receipt of the External Change Control Notification

By Customer Quality Representative | Tige-

Name:

Signature:

Date:

Section 4) Pharmaxis

Date Form Received Completed by Custormer:

Received by:

Attach to relevant Change Request Form

Authorisation signature and date; t:ﬁ SR A Reference: SOP-022

Confidential, Staff must comply with t‘hqurrclit version of the document. Reproductions of this document are uncontrofed and may not be the current
version, Not for unauthorised distribution. TE-002-03




Eddie Vaiciurgis

From: Eddie Vaiciurgis

Sent: Tuesday, 4 April 2023 10:34 AM

To: ‘Dianna McKiernan'

Subject: RE: Change Request Notification - Change to Capsule Manufacturer TSE/BSE
Statement

Attachments: BTC ECCN for CR No.OPS-23-009.pdf

Apologies

This time with the attached document.

Eddie

From: Eddie Vaiciurgis

Sent: Tuesday, 4 April 2023 10:33 AM

To: 'Dianna McKiernan' <dmeckiernan@btchealth.com.au>

Subject: Change Request Notification - Change to Capsule Manufacturer TSE/BSE Statement

Dear Dianna

Please find attached the external notification change form for CR No.OPS-23-009. This is in regards to the changing
of the capsule manufacturer’s TSE/BSE statement as described in the attached documentation. Can | get you to
complete section 3 of the FM-451 and return a scanned copy of this page.

Kind Regards

Eddie Vaiciurgis
Head of Quality

eharmaxis

M: +61 402419291 T:+612 9454 7239 F: +612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com,au







phormaxis FM-451-02 D o Page2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

Cd For customer approval . {
Change Request No.: _ £ w7 5350064

El/ For information to customer

Seetion2)  Customer Approval of Change (if required)

Position Title Name Signature Date

=
"~

.
Comments: T
\\..__
e
—
..
\\\
T
Customer Change Control or equivalent number (if applicable): \\\
Please cross out any unused lines \‘\\

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

1 acknowledge receipt of the External Change Control Notification

By Customer Quality Representative | mje, Senior Quality and Regulatory Affairs Manager

Name: Dianna McKiernan

Signature: 55 /%:

Date: 04 April 2023

Section 4) Pharmaxis

Date Form Received Completed by Customer: &5~ ja 070

Received by: B

Aftach to relevant Change Request Form

Authorisolon signaturo end date: ¥~ 0Tl - ' Reference: SOP-022

Confidential. Staff must comply with thefeurrent version of the dooumeat. Reproductions of this document ars uncontrolled and may not be the current
version, Not for unauthorised distributlon. ‘TE-002-03
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phafmaxis FM-451-02 Date Bllective: Page 1 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

®l For customer approval
Change Request No.: _ &0%-71% 008

01 For information to customer

Section 1)  Description of Change

a. Product Details: ) : \
Q‘f{f"» 2 ‘3&% C“:&W {i'}ﬁ,‘é £ e {ii

b. Summary of Change:

. AT : PR R L By
?hﬁ (,Qg\,'gvi wh Sote L"E “\EQ {:;%(_;w (“_r'q‘% an, &g\}h % P F‘Wj‘a‘.‘fﬁ é“f’(f‘{m Uf&@(;qi’?’,{fi [ @{,f %RQ

aftached CR N 0P 15000 s il et sl conds o be uned B Rnchde)

G mertond pre doed.

¢. Change Request Actions / Deliverables (Attachment No, O 695 W4 )

d. Type of Risk: (pleasc circle) @ ! Safety

Assigned Level of Risk:  Medecle

Written by: _»0 B Voccwms Date: O MV
Change Request Leader

Sent to Customer by: £ “ow <enpw Date: U &?ﬁ‘*

-

Customer Company Name: edn,

Authorisation signature and date: {ﬁ"’;\ U’I_Td'\rl\ Reference: SOP-022

Confidential, Staff must comply with the-edrent version of the document, Reproductions of this document are uncontrolled and may not be the cument
version, Mot for unauthorised distribution. TE-002-03




phormaxis FM-451-02 Date Witective: Page2 of 2
EXTERNAL CHANGE CONTROL NOTIFICATION

Q For customer approval

C1 For information to customer

Change Request No.: - 1055

Section 2)  Customer Approval of Change (if required)

Position Title Name

Signature

Date

Comments:

Customer Change Control or equivalent number (if applicable):

Please cross ount any unused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I acknowledge receipt of the External Change Control Notification

By Customer Quality Representative | Tyije:

Name:

Signature:

Date:

Section 4) Pharmaxis

Date Form Received Completed by Customer:

Received by:

Attach to relevant Change Request Form

Authorisation signature and date: t‘{?\. Wl T‘C‘p’l\ .

Reference: SOP-022

Confidential. Staff must comply with the/current version of the document, Reproductions of this document are uncontrofied and may not be the current

version, Not for unauthorised distribution,

TE-002-03




Eddie Vaiciurgis

From: Eddie Vaiciurgis

Sent: Tuesday, 4 April 2023 10:42 AM

To: Nathalie Véron

Subject: Change Request Notification - Change to Capsule Manufacturer TSE/BSE Statement
Attachments: EffRx ECCN For CR No.OPS-23-009.pdf

Dear Nathalie

Please find attached the external notification change form for CR No.OPS-23-009. This is in regards to the changing
of the capsule manufacturer’s TSE/BSE statement as described in the attached documentation. Can tget youto
review and complete section 2 of the FM-451 and return a scanned copy of this page.

Kind Regards

Eddie Vaiciurgis
Head of Quality

pharmaxis

M: +61 402419291 T:+612 9454 7239 F: +612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au







Eddie Vaiciurgis

From: Nathalie Véron <nveron@effrx.com>

Sent: Thursday, 6 April 2023 10:20 PM

To: Eddie Vaiciurgis

Subject: RE: Change Request Notification - Change to Capsule Manufacturer TSE/BSE
Statement

Attachments: EffRx ECCN For CR No.OPS-23-009-approval QP EffRx.pdf

ted from outside Pharmaxis. Exercise caution when openin
specially from unknown senders

PXS Helpdesk

Dear Eddie,

thanks a lot for sharing the change control for OPS-23-009, please find attached the signed approval page attached.
Best Regards
Nathalie

Dr. Nathalie Véron
Director Technical Operaticns & Qualified Person
Direct +41 44 503 78 61
Mobile +41 76 749 1667

pveron@effrc.com

EffRx Pharmaceuticals S.A.
Wolleraustrasse 418

CH-8807 Fredenbach | Switzerland
www,effrx.com

Member of

WOD A : World Orphan

Drug Alliance

CONFIDENTIALITY NOTE: The information transmitted, including attachments, is intended only for the perseais) or entity to which I Is addressed and may contain confidential
andfer privileged material. Any review, retransmission, dissemination or other use of, or taking of any action in refiance upon this information by persens or entities other than the
intended recipient is prohibited. If you recelved this in eror, please conlact the sender and destroy any copies of this information,

PRIVACY POLICY: EfiRx Pharmaceuticals SA is committed to keeping your persanal data confidential, We may process your personal data for the purpose of belng able to
malntaln commercial, contractual or collaborative correspondence, We do not sell, rent, or lease personal data to third parties, and we will not provide your personat data to any
third party individual, government agency, or company at any fime, and will remaining in accerdance with applicable fedaral law, For EffRx's Privacy Policy please visit

hitps:/fwww.efns.comiprivacy-policy-qdpr!

From: Eddie Vaiciurgis <Eddie.Vaiciurgis@pharmaxis.com.au>

Sent: Tuesday, 4 April 2023 02:42

To: Nathalie Véron <nveron@effrx.com>

Subject: Change Request Notification - Change to Capsule Manufacturer TSE/BSE Statement

Dear Nathalie
Please find attached the external notification change form for CR No.OPS-23-009. This is in regards to the changing
of the capsule manufacturer’s TSE/BSE statement as described in the attached documentation. Can | get you to

review and complete section 2 of the FM-451 and return a scanned copy of this page.

Kind Regards




Eddie Vaiciurgis
Head of Quality

pharmaxis

M: +61 402419291 T:+612 9454 7239 F; +612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au

This emali and any attachments are confidentiai and may be privileged. if you have received this message In eror, please notify us immediately by reply
emait and delete it from your system. Please refer to our privacy policy for information abou! the personal information that the Pharmaxis Group collects, and
the ways in which Pharmaxis Greup, collects, uses and discloses that personal information.



phormaxis FIM-451-02 Dais Bllow ver Page 2 of 2
EXTERNAL CHANGE CONTROL NOTIFICATION

IZ] Trox customeyx approval

Change Request No.: _ Ofy- 2%~ .

= For information to custower

Section2)  Customer Approval of Change (if reguived)

Position Title Name Signature Date

@u,_nu \x\ ec’( Qﬁ.\‘g{)‘m Nﬂ@ml‘lﬂ \«(ERDN ]\/ }é{(;w (%.19{'(. iy 3 J

Cormuments; l \) / A | J

Customer Change Control or equivalent number (if applicable): (/C }6

Please oross out any wuused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Nofification

I acktiowledge receipt of the External Change Control Notification

By Customer Quality Representative | miglor (5L P
Name: N VERON

Signafuve: ﬂr (e
Date: 06 .04, o7 3

Section 4) Pharmaxis

Date Formn Received Completed by Customer: 1§} %(W%

Received by: &>

Attach to relevant dpaﬁge Request FForm

Authorlsation signature and dala; 't:ﬁ ¢'L f*cb"]_‘\ . Reference; SOP-022

Confdenttal, Staff must comply with thefourrent version af the documont, Roproductions of this decument ars uncontrolled and may not be the current
yersion, Mot for unauthordsed distcibution, TE-002-03




pharmaxis FM-451-02 Dato Lifective: Pago1 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

& ror costomer approval
Change Request No.: | 0PS-1%00G

2 For information to customer

Seetion 1)  Degeription of Change

a, Product Detafls: Bam dudid St (A
! a¥ e 120 e

b. Summary of Change:

The C(;P\\;S\C.\ ,‘S(rglil_] S\Q:\cw'\(fé‘ 3N B(bgl—‘§a l’\C\b \"N"V\ \){')G‘,m‘tc}\ o ;s\(_'(' “‘\Q

L\\‘\ C\.f.\\(‘,d\ C_,\’J\, WNORS- qu"ucﬁ\‘ s w\\\ “-..pc,;g\‘ ‘t\ec\(.«‘-«- (‘-")})-"a. 10 \l}¢ UTLCG\ &‘(' ﬂ_’ﬂﬁt‘\,‘r}&.\

SN \'\m(“\w\& Prﬁc‘,’i’;\.

¢. Change Request Actions / Deliverables (Attachment No, ¢ 005-9%Gy )

(1. T}’PB .Of.Risk: (plcas'b'clrcle) . Q@ l PR Safety e

Assigned Level of Risl Misdcrle

Written by: _pr B MonCrron Date; Y4 !\?/l‘?n

Chan ge Request Lender™

Sont to Customer by: __&No Cgyw Date: 04 BV

Customer Company Name: At

Authorisation signature and date! 1{17_'\ U’lfc\?s(l\ Referonce: SOP-022

Conlidentinl. Staff must comply with {Reoifrent vorsion of the document. Reprodustions of this document aro uncantrolled and wiay notbe the current

yerslon, Not for unsuthorised disteibotion, TE-002-03
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phormaxis FM-451-02 D e Page 1 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

[ For customer approval _
Change Request No.: __ 025~ ¢4

For information to customer

Section 1)  Description of Change

a. Product Details: . dndd & Aadd ?m{u’i}‘a

b. Summary of Change:

The ilcz{ﬁﬁgd e.“:zg?f}w} \-‘:;%u%wm:/% oy B E'ﬂi‘:&f Pies rean y{?}&@k& o oLs cHadval

TN oS- -0,

c. Change Request Actions / Deliverables (Attachment No. 4 o> T )

d. Type of Risk: (pleasc circle) @ / Safety

Assigned Level of Risk: _ Modesgdc

Written by: 0o B Neowoigmes Date: ¢l >
Chaligie Request Leader * '
Sent to Customer by: [ N A Tl Date: O bWy
L ki

Customer Company Name: __ ™% Prwang

Authorisation signature and date: E};_'\ U'LTC‘(‘J{}-‘\ Reference; SOP-022

Confidential. Staff must comply with tﬁ&ctfrrcnt version of the document. Reproductions of this document are uncontrolled and may not be the current
version, Not for unauthorised distribution. TE-002-03




pharmaxis FM-451-02 Daso Wllective: Page2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

0 For customer approval : .
Change Request No.: _ 00% 405 - 009

For information to customer

Section2)  Customer Approval of Change (if required)

Position Title Name Signature Date

Comments: TN D e

Customer Change Contro] or equivalent number (if applicable):

Please cross out any unused lines

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I'acknowledge receipt of the External Change Control Notification

By Customer Quality Representative Title:

Name:

Signature:

Date:

Section 4) Pharmaxis

Date Form Received Completed by Customer:

Received by:

Attach to relevant Change Request Form

Authorisetion signature and date: l‘.:?'\ O ‘\ﬁ"d’_\"]_\ . Reference; SOP-022

Confidential. Staff must comply with the/current version of the document, Reproductions of this document are uncontrolled and may not be the current
version. Not for unauthorised distribution. TE-002-03




Eddie Vaiciurgis

From:

Sent:

To:

Subject:
Attachments:

Dear Christine

Eddie Vaiciurgis

Tuesday, 4 April 2023 1117 AM

'Christine Lowry'

Change Request Notification - Change to Capsule Manufacturer TSE/BSE Statement
MIAS ECCN for CR No.OPS-23-009.pdf

Please find attached the external notification change form for CR No.OPS-23-009. This is in regards to the changing
of the capsule manufacturer’s TSE/BSE statement as described in the attached documentation. Can i get you to
complete section 3 of the FM-451 and return a scanned copy of this page.

Kind Regards

Eddie Vaiciurgis
Head of Quality

pharmaxis

M: +61 402419291 T:+612 94547239 F:+612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086

www,.pharmaxis.com.au







phormaxis FM-451-02 Dﬁ;fﬁfgf & Page 2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

Ld ¥or customer approval :
Change Request No.: O 25004

For informatien to customer

Section 2)  Customer Appreval of Change (if required)

Peosition Title Name Signature Date

Commesnts: e NG p““xy‘m

T 7)(}-1 f\")[ R

Customer Change Control or equivalent number (if applicable): Tt

Please cross out any wnused lines : T

Section 3) Customer Acknowledgement of Receipt of Change Confrol Notification

1 acknowledge receipt of the External Change Control Notification

By Customer Quality Representative | Tyge; { “D{-
' Name: COMRGACTWDE LoD &\f

Signature: (“‘—ﬂ M

Date: Ol L\ﬁc‘d &(’)ﬁé

Section 4) Pharmaxis

Date Form Received Completed by Customer: {5~ i‘m«‘lﬁ

Recefved by: 1>/

Attach to relevant Cha;xée Request Form

Authorlsation signature and date; t‘:’(‘."\‘ (}')»T'c'k\"}.\ . Reference; SOP-022

Confidential, Staff must comply with thelourrent verslon of the docuement. Reproductions of this document are uncontrolled and may not be the current
verslon. Not forunmethorised distrfbution, TE-062-03
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pharmaxis FM-451-02 Dt ey Page 1 of 2
EXTERNAL CHANGE CONTROL NOTIFICATION

L For customer approval

m For information to customer

Change Request No.: _ O - 1% 004

Section 1)  Description of Change

a. Product Details: ‘ ’
Ardet VS € Lanadg

b. Summary of Change:

_;?\f:,- Q.c{?wﬁ-{, swa"ﬁ‘f%gﬂ*{,%ﬁf hﬁ% {} éa: cli ﬁmm'f‘ g‘“ﬁfﬁi E :”';%‘E._ ME;&:QQM 4;%’;:.-%%%“’\&“‘% 55 {ycf‘
1

%&'ﬁ"t g_}%%éi{iﬂ&ﬁﬁj\ {.»{3\_ i \,{1‘3 ?L“‘ﬁ) 46{"3{,_.2“ W?&E‘& ‘V‘{\@‘d‘"h C‘g:w;, % {_&«{\ L {&s‘é‘*’s p"‘;‘iﬂ{i {-g,f‘ zﬁ%% ?‘ﬂﬁ%u%{

; B _
g;;’@%vdx imerw bl veed, 5@%\; Py |

¢. Change Request Actions / Deliverables (Attachment No. €8 6P Vv )

Change Request Leader s

d. Type of Risk: (please circle) @ / Safety
Assigned Level of Risk: Mederaie,
Written by: 0 & Neuc e, Date: U4 fip- 1l

Sent to Customer by: __0r £ ey ;ﬁw’?\%

Date;: 0+ "%fﬁ"‘\fﬁ?

Customer Company Name: __Mi¢ i {W -

Autherisation signature and date: ’1""\ u’L&b’l\

Reference; SOP-022

version, Not for unauthorised distribution.

Confidential, Staff rust comply with tRe-odrrent version of the document, Reproductions of this document are uncontrolled and may not be the current

TE-002-03




phormaxdis FM-451-02 D acctive: Page 2 of 2

EXTERNAL CHANGE CONTROL NOTIFICATION

L For customer approval : _
Change Request No.: __ & 4% oy

1

For information to customer

Section 2}  Customer Approval of Change (if required)

Position Title Name Signature Date

iwé Wt Qﬂ'&*{w v'g% V?ﬂ} LEMN &A‘?Amt‘ﬁ

f

Comments:

Customer Change Control or equivalent number (if applicable):

Please cross out any unused lines T

Section 3) Customer Acknowledgement of Receipt of Change Control Notification

I acknowléﬁge-.rcpeipt of the External Change Control Notification

By Customer Quaiify'Representative Title:
Name:
I Signature:
Date:
_ HETey oo Agiues 7 oy
Section 4) Pharmaxis | VT\ ’

Date Form Received Completed by Customer:

Received by:

Attach to relevant Change Request Form

Authorisation signature and date; ts?\ QL T-z\f_w"l\ ‘ Reference; SOP-022

Confidential. Staff must comply with t\w’curre]it version of the document. Reproductions of this document are uncontrolled and may niot be the current
version. Not for unauthorised distribution, TE-002.03

ey



Eddie Vaiciurgis

From: Eddie Vaiciurgis

Sent: Tuesday, 4 April 2023 11:22 AM

To: Kristy Moffatt

Subject: Change Request Notification - Change to Capsule Manufacturer TSE/BSE Statement
Attachments: Methapharm ECCN CR No.23-009.pdf

Dear Kristy

Please find attached the external notification change form for CR No.OPS-23-009. This is in regards to the changing
of the capsule manufacturer’s TSE/BSE statement as described in the attached documentation. Can | get you to
complete section 3 of the FM-451 and return a scanned copy of this page.

Kind Regards

Eddie Vaiciurgis
Head of Quality

eharmaxis

M +61 402419291 T:+612 9454 7239 F: 4612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au







pharmaxis FM.-451-02 Date lectye: Page2 of2

EXTERNAL CHANGE CONTROL NOTIFICATION

O ¥or customer approval ' .
Change Request No.: _ ¢y a% oy .

For information te customer

Section2)  Customer Approval of Change (if required)

Pasition Title Name Siguature Date

o NG n{tvv\,wl ,-,hug oy

~/

Comments: ) T
\__“\\L
\\
e
Customer Change Control or equivalent number (if applicable): -
Please oross out any unused lines Iy

Section 3) Customer Ackoowledgement of Receipt of Change Control Notification

1 acknowledge receipt of the External Change Control Notification

' By Customer Quality Representative | Tijle: Maanager , Qi L:'l},( ASSeerance

Name: -I-\/A “}:“) L aty {,ﬁ‘.t—t:u

Signature: %\bé&y/

Date: AL GLUsT 1L 2023

Section 4) Pharmaxis

Date Form Received Completed by Customer; ___1+ v

Xy
Receivedby: __ to

Attach to relevant Chghge Request Form

Authorisation signatura and date; t:-ﬁ Wl T-z:'b"].\ . Reference; SOP-022

Confidential, Staff musi comply with the/urcesit verston of the document. Reproductions of this document are wicontrolled and may not be the cumrent
verslon. Mot for unsuthorised distributlon. TE-002-93
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Khrzstyna Dunn

- ]

From: Khrystyna Dunn
Sent: Monday, March 6, 2023 11.08 AM
To: "Bengul Biyk'; Ferda Yildinm Grsoy; ‘Liubov Kalmykova’;

‘e yambulatova@yandex.ru'
Cc Kristen Morgan; Nadir Ulu
Subject: Bronchitol - CEP update OPS-23-009
Attachments: BSE safety_Rx_HN_HGC_CEPs_valid from Feb2023 attachment 2.pdf

Dear colleagues,
Piease be aware that the Lonza/Capsugel’s most recent safety statement on BSE {Bovine Spongiform
Encephalopathy)/TSE {Transmissible Spongiform Encephalopathy) has been updated and effective from Feb2023

{please find in the attachment).

Please find summary of changes below

Currently submitted CEP V. 2019 Updated as at CEP V. 2022 Comments
Rousselot R1-CEP 2000-029 Rev 05 R B No Change
Rousselot R1-CEP 2010-043 Rev 00 o T No Change

Tessenderlo Group R1-CEP 2000-045 Rev 04 ' ' ' B ' No Change
Gelita Group R1-CEP 2001-424 Rev 03 ' S No change

Sterling Gelatin R1-CEP 2001-211 Rev 01 S - IR No Change

Nitta Gelatin R1-CFP 2000-344 Rev 03 ' A No Change

Nitta Gelatin R1 CEP 2005-217 Rev 02 ' N ; No Change
B - Pioneer Jellice R1-CEP 2008-048 Rev 00 EP

Please let me know if this change require a variation submission in Russia/ Kazakhstan/ Uzhekistan/ Azerbaijan.
Best regards,

Khrystyna Punn
Regulatory Affairs Associate

pharmaxis

T: 4614219338 28 [ +612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 20386
www.pharmaxis.com.au
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Khrystyna Dunn
e D . PR
From: Khrystyna Dunn
Sent: Monday, March 6, 2023 12:00 PM
To: ‘dmckiernan@btchealth.com.au’
Cc: Kristen Morgan; Erin Lin Qiao
Subject: Aridol/Bronchitol - CEP update - OPS-23-009
Attachments: BSE safety_Rx_HN_HGC_CEPs_valid from Feb2023.pdf
Dear Dianna,

Please be aware that the Lonza/Capsugel’s most recent safety statement on BSE/TSE has been updated and effective
from Feb2023 (please find in the attachment}.

Please find summary of changes below

Currently submitted CEP V. 2019 Updated as at CEP V. 2022 Comments
Rousselot R1-CEP 2000-029 Rev 05 S o S No Change
Rousselot R1-CEP 2010-043 Rev 00 ' T A No Change

Tessenderlo Group R1-CEP 2000-045 Rev 04 . ' B o No Change
Gelita Group R1-CEP 2001-424 Rev 03 _ o : No change
Sterling Gelatin R1-CEP 2001-211 Rev 01 o No Change
Nitta Gelatin R1-CEP 2000-344 Rev 03 ' No Change
Nitta Gelatin R1 CEP 2005-217 Rev 02 ) ' No Change

' Pioneer Jellice R1-CEP 2008-048 Rev 00

Please let me know if this change require a variation submission in the TGA.
Best regards,

Khrystyna Dunn
Regulatory Affairs Assoctate

pharmaxis

T:+614271 9338 28 F.+612 9451 3622
A: 20 Redborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au







Khrystyna Dunn
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From: Khrystyna Dunn
Sent: Monday, March 6, 2023 1:24 PM
To: 'Gina.Choi@clinigen.co.kr'; 'Hagyeong.Yu@clinigen.co.kr’
Cc: Kristen Morgan; Erin Lin Qiao
Subject: ~ Aridol - CEP update - OPS-23-009
Attachments: BSE safety Rx_HN_HGC_CEPs_valid from Feb2023 pdf
Dear Gina,

Please be aware that the Lonza/Capsugel's most recent safety statement on BSE/TSE has been updated and effective

from Feb2023 (please find in the attachment}.

Please find summary of changes below

Currently submitted CEP {2021) Updated as at Oct 2022 Comments
Rousselot R1-CEP 2000-029 Rev 05 e No Change
Rousselot R1-CEP 2010-043 Rev 00 S No Change
PB Gelatins R1-CEP 2000-045 Rev 03 PB Gelatins R1-CEP 2000-045 Rev 04 New CEP
Gelita Group R1-CEP 2001-424 Rev 03 ' R 3 No change
Sterling Gelatin R1-CEP 2001-211 Rev 01 - No Change
Nitta Gelatin R1-CEP 2000-344 Rev 02 Nitta Gelatin R1-CEP 2000-344 Rev 03 New CEP

Nitta Gelatin R1-CEP 2004-247 Rev 00

Discontinued

Nitta Gelatin R1-CEP 2004-320 Rev 00

Discontinued

Nitta Gelatin R1 CEP 2005-217 Rev 02

N

Nitta Gelatin R1 CEP 2005-217 Rev 00

Pioneer Jellice R1-CEP 2008-048 Rev 00

Please let me know if this change require a variation submission and what documents required.

Best regards,

Khrystyna Dunn

Regulatory Affairs Associate

pharmaxis

T: +G1421 9338 28 F: +612 9451 3622
A: 20 Rodberough Road, Frenchs Forest NSW 2086
www.pharmaris.com.au
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Monday, March 6, 2023 1:41 PM

Bronchitol - CEP update - OPS-23-009

From: Khrystyna Dunn
Sent:

To: ‘csievert@effrv.com!'
Cc: Kristen Morgan
Subject:

Attachments:

Dear Christiane,

BSE safety_Rx_HN_HGC_CEPs_valid from Feb2023.pdf

Please be aware that the Lonza/Capsugel’s most recent safety statement on BSE/TSE has been updated and effective
from Feb2023 {please find in the attachment).

Please find summary of changes below

Currently submitted CEP V. 2019 Updated as at CEP V. 2022 Comments
Rousselot R1-CEP 2000-029 Rev 05 ' No Change
Rousselot R1-CEP 2010-043 Rev 00 ' - No Change

Tessenderlo Group R1-CEP 2000-045 Rev 04 ) No Change

Gelita Group R1-CEP 2001-424 Rev 03 ' : No change

Sterling Gelatin R1-CEP 2001-211 Rev 01 No Change

Nitta Gelatin R1-CEP 2000-344 Rev 03 - No Change

Nitta Gelatin R1 CEP 2005-217 Rev 02 No Change
Pioneer fellice RI-CEP 2008-048 Rev 00

Please let me know if this change require a variation submission.

Best regards,

Khrystyna Dunn

Regulatory Affairs Associate

pharmaxis
T:+61421 9338 28 F: +612 9451 3622

A: 20 Rodborough: Road, Frenchs Forest NSW 2086
www.pharmaxis.com,au
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Khryst!na Dunn . .

From: Khrystyna Dunn

Sent: Monday, March 6, 2023 3:51 PM

To: 'Hagyeong Yu'

Cc: Kristen Morgan; Gina Choi; Erin Lin Qiao
Subject: RE: Aridol - CEP update - OPS-23-009

Dear Hagyeong,
Thank you for your prompt response,
Best regardls,

Khrystyna Dunn
Regulatory Affairs Associate

pharmaxis

T:+614219338 28 F: 45129451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au

From: Hagyeong Yu <Hagyeong.Yu@clinigen.co.kr>

Sent: Monday, March 6, 2023 3:03 PM

To: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>

Cc: Kristen Morgan <Kristen.Morgan@ pharmaxis.com.au>; Gina Choi <Gina.Choi@clinigen.co.kr>; Erin Lin Qiao
<ErinLin.Qiao@pharmaxis.com.au>

Subject: RE: Aridol - CEP update - OPS-23-009

ECAUTION This email orlgmated from outside Pharmaxis. Exerc&se cautlon when openlng
gattachments or. cllcklng Imks espemally from unknown senders Ry

L. PXS Helpdesk

Dear](hrystyna,

Thank you for your email.
| can confirm this change doesn’t require any variation submission.

Thank you.

Best regards,
Hagyeong

Hagyeong Yu

Quality Assurance Manager

Clinigen Korea, LLC.

#606, 6F, Daeryungtechnotown 19", 70, Gasan digital 2-ro, Geumcheon-gu, Seoul, Korea 08589
Tel.: +82 2 2088 1152

From: Gina Choi <Gina.Choi@clinigen.co.kr>
Sent: Monday, March 6, 2023 11:59 AM
To: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>; Hagyeong Yu <Hagyeong.Yu@clinigen.co.kr>

1




Cc: Kristen Morgan <Kristen.Morgan@pharmaxis.com.au>; Erin Lin Qiao <ErinLin.Qiao@ pharmaxis.com.au>
Subject: RE: Aridol - CEP update - OPS-23-009

Dear Khrystyna,
Please direct all RA issues to Hagyeong @
@Hagyeong Yu Please respond to the below.

Best regards,
Gina

From: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>

Sent: Monday, March 6, 2023 11:24 AM

To: Gina Choi <Gina.Choi@clinigen.co.kr>; Hagyeong Yu <Hagyeong.Yu@clinigen.co.kr>

Ce: Kristen Morgan <Kristen. Morgan@pharmaxis.com.au>; Erin Lin Qjao <ErinLin.Qiao@pharmaxis.com.au>
Subject: Aridol - CEP update - OPS-23-009

Dear Gina,

Please be aware that the Lonza/Capsugel’s most recent safety statement on BSE/TSE has been updated and effective
from Feb2023 {please find in the attachment).

Please find summary of changes beiow

Currently submitted CEP (2021) Updated as at Oct 2022 Comments
Rousselot R1-CEP 2000-029 Rev 05 o I No Change
Rousselot R1-CEP 2010-043 Rev 00 No Change

PB Gelatins R1-CEP 2000-045 Rev 03 PB Gelatins R1-CEP 2000-045 Rev 04 :
Gelita Group R1-CEP 2001-424 Rev 03 | ' No change
Sterling Gelatin R1-CEP 2001-211 Rev 01 No Change
Nitta Gelatin R1-CEP 2000-344 Rev 02 Nitta Gelatin R1-CEP 2000-344 Rev 03 ]
Nitta Gelatin R1-CEP 2004-247 Rev 00 o . Discontinued

Nitta Gelatin R1-CEP 2004-320 Rev 00 . _ _ Discontinued
Nitta Gelatin R1 CEP 2005-217 Rev 00 Nitta Gelatin R1 CEP 2005-217 Rev 02
Pioneer Jellice R1-CEP 2008-048 Rev Q0

Please let me know if this change require a variation submission and what documents required.

Best regards,

Khrystyna Dunn
Regulatory Affairs Associate

pharmaxis

T:+61421 9338 28 F: +612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.com.au

This email and any attachments are confidential and may be privileged. # you have received this message in error, please notify us immediately by raply
email and delete It from your system. Please refer to our privacy policy for infermation about the personal information that the Pharmaxis Group collects, and
the ways in which Phanmaxis Group, collects, uses and discloses that personal information.

2
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Khrystzna Dunn _

From: Khrystyna Dunn

Sent: Tuesday, March 7, 2023 2:47 PM

To: ‘alessandra.ignacio@knighttx.com'; 'eugenia.cabezas@knighttx.com’
Cc: Kristen Morgan

Subject: Bronchitol - CEP update - OPS-23-009

Attachments: BSE safety_Rx_HN_HGC_CEPs_valid from Feb2023.pdf

Dear Alessandra/ Maria,

Please be aware that the Lonza/Capsugel’s most recent safety statement on BSE/TSE has been updated and effective
from Feb2023 (please find in the attachment).

Please find summary of changes below .
Currently submitted CEP (2011) Updated as at Oct 2022 Comments

Rousselot SAS R1-CEP 2000-027 Rev Discontinued
Rousselot SAS R1-CEP 2001-332 Rev Discontinued
PB Gelatins R1-CEP 2002-110 Rev Discontinued
PB Leiner R1-CEP 2004-022 Rev Discontinued
Gelita Group R1-CEP 2003-172 Rev Discontinued
Sterling Gelatin R1-CEP 2001-211 Rev 01
Nitta Gelatin R1-CEP 2000-344 Rev 02 Nitta Gelatin R1-CEP 2000-344 Rev (3
Nitta Gelatin R1-CEP 2004-247 Rev 00 Discontinued
Nitta Gelatin R1~-CEP 2004-320 Rev 00 Discontinued

Nitta Gelatin R1 CEP 2005-217 Rev 00 Nitta Gelatin R1 CEP 2005-217 Rev 02
: PB Gelatins R1-CEP 2000-045 Rev 04
Rousselot R1-CEP 2000-029 Rev 05
Rousselot R1-CEP 2010-043 Rev 00
Gelita Group R1-CEP 2001-424 Rev 03
Pioneer Jellice R1-CEP 2008-048 Rev Q0

Best regards,

Khrystyna Dunn
Regularory Affairs Associate

pharmaxis

T:+61421 9338 28 F: +6129451 3622
A: 20 Rodborough Road, Frenchs Forast NSW 2086
www.pharmaxis.com.au
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Khrystyna Dunn
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From: Khrystyna Dunn
Sent: Tuesday, March 7, 2023 2:53 PM
To: 'jessica.anderson@chiesi.com'
Cc Kristen Morgan
Subject: Bronchitol - CEP update - OPS-23-009
Attachments: BSE safety_Rx_HN_HGC_CEPs_valid from Feb2023.pdf

Dear Jessica,

Please be aware that the Lonza/Capsugel’s most recent safety statement on BSE/TSE has been updated and effective

from Feb2023 {please find in the attachment).
Please let me know if this change require a submission.

Best regards,

Khrystyna Dunn
Regulatory Affairs Associate

pharmeaxis

T:+61423 9338 28 F:+612 9451 3622
A: 20 Rodborough Road, Frenchs Forest NSW 2086
www.pharmaxis.cem.au
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From: Khrystyna Dunn
Sent: Saturday, March 11, 2023 6:01 PM
To: 'Maria Eugenia Cabezas'
Cc: Kristen Morgan; Alessandra Ignécio
Subject: RE: Bronchitol - CEP update - OPS-23-009

Dear Eugenia,

Apologies for the mistake in the name of the product. Portebro is correct. Bronchitol is our internal name.
CEP update sent for information purpose only. No actions required.

Best regards,

Khrystyna Dunn
Regulatory Affairs Associate

pharmaoxis

T:+61421 9338 28 F:+612 9451 3622
A: 20 Rodhorough Road, Frenchs Forast MSW 208G
www.pharmaxis.com.au

From: Marfa Eugenia Cabezas <eugenia.cabezas@knighttx.com>

Sent: Tuesday, March 7, 2023 11:36 PM

To: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>

Cc: Kristen Morgan <Kristen.Morgan@pharmaxis.com.au>; Alessandra Ignacio <alessandra.ignacio@knighttx.com>
Subject: RE: Bronchitol - CEP update - OPS-23-009

: CAUTION: This email orlgmated from outside Pharmaxis. Exercrse caut!on when openmg

: attachments or cilckmg Imks especlally from unknown senders
—PXSHeIpdesk

Dearl(hrystyna,hopeyouaredomgwell
Apologies but we are a little lost here. What is the relation with Portebro product?

We will appreciate your comments to better understand this.

Best regards,

M. Eugenia

De: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>

Enviado el: martes, 7 de marzo de 2023 0:47

Para: Alessandra lgnacio <alessandra.ignacio@knighttx.com>; Maria Eugenia Cabezas
<eugenia.cabezas@knighttx.com>

CC: Kristen Morgan <Kristen,Morgan@pharmaxis.com.au>

Asunto: Bronchitol - CEP update - OP5-23-009

Dear Alessandra/ Maria,




Please be aware that the Lonza/Capsugel’s most recent safety statement on BSE/TSE has been updated and effective
from Feb2023 (please find in the attachment).

Please find summary of changes below

Currently submitted CEP {2011)

Updated as at Oct 2022

Comments

Rousselot SAS R1-CEP 2000-027 Rev

Discontinued

Rousselot SAS R1-CEP 2001-332 Rev

Discontinued

PB Gelatins R1-CEP 2002-110 Rev

Discontinued

PB Leiner R1-CEP 2004-022 Rev

Discontinued

Gelita Group R1-CEP 2003-172 Rev

Discontinued

Sterling Gelatin R1-CEP 2001-211 Rev 01

Nitta Gelatin R1-CEP 2000-344 Rev 02

Nitta Gelatin R1-CEP 2000-344 Rev 03

No Change
[

Nitta Gelatin R1-CEP 2004-247 Rev 00

Nitta Gelatin R1-CEP 2004-320 Rev 00

Discontinued
Dis inued
‘ T

Nitta Gelatin R1 CEP 2005-217 Rev 00

Nitta Gelatin R1 CEP 2005-217 Rev 02

PB Gelatins R1-CEP 2000-045 Rev 04

Rousselot R1-CEP 2000-029 Rev 05

Rousselot R1-CEP 2010-043 Rev 00

Gelita Group R1-CEP 2001-424 Rev 03

Pioneer Jellice R1-CEP 2008-048 Rev 00

Best regards,

Khrystyna Dunn
Regulatory Affairs Associate

pharmaxis

T:+61421 9338 28 F:+612 9451 3622
Az 20 Rodborough Road, Frenchs Forest NSW 2086

W

ww.pharmaxis.com.au

This email and any aitachments are confidential and may be privileged. If you have received this message in error, please notify us immediately by reply
emaii and delele it from your system. Please refer to our privacy policy for informatian about the personal information that the Pharmaxis Group collects, and

the ways in which Pharmaxis Group, collects, uses and discloses that personal information.
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thstyna Dunn
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From: Khrystyna Dunn
Sent: Monday, March 13, 2023 12:27 PM
To: ‘Bengil Biyik'
Cc: Kristen Morgan; Nadir Ulu; Ferda Yildinm Girsoy; ‘eyambulatova@yandex.ru'
Subject: RE: Bronchitol - CEP update OPS-23-009

Dear Bengul,
Thank you for the update.
Best regards,

Khrystyna Dunn
Regulatory Affairs Associate

phormaxis
T:+614219338 28 F: +612 9451 3622

A: 20 Rodborough Read, Frenchs Forest NSW 2086
www.pharmaxis.com.au

From: Bengil Biyik <b.biyik@genilac.com>

Sent: Friday, March 10, 2023 5:41 PM

To: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>

Cc: Kristen Morgan <Kristen.Morgan@ pharmaxis.com.au>; Nadir Ulu <n.ulu@genilac.com>; Ferda Yildirnm Glrsoy
<f.gursoy@genilac.com>; ‘e.yambulatova@yandex.ru' <e.yambulatova@yandex.ru>

Subject: RE: Bronchito! - CEP update OPS-23-009

: CAUTION: ThlS email originated from outside Pharmaxis. Exercise cautlon when opemng

attachments or cllcklng links, espema!ly from unknown senders '
i : -PXSHelpdesk

Dear}(hrystyna,

Regarding the variation below, in Uzbekistan, it is stated that the variation can be submitted to the Authority with an
urgent variation. The evaluation of variation is provided below.

“The variation (Safety statement BSE/TSE updates) can be added along with the urgent variations later and it is not
mandatory to initiate a variation (or an notification) in mean time for this case.”

Best Regards,

Bengiil BIYIK
International Markets Requlatury Affairs Assistant Spedalist

B0 31204514 36 - ext: 451

genllaccemtr  {Erdaen_ilac

fmégenilac (P Aeniart
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From: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>

Sent: Monday, March 6, 2023 3:08 AM

To: Bengtil Bryik <h.bivik@genilac.com>; Ferda Yildinm Glirsoy <f.gursoy@genilac.com>; ‘Liubov Kalmykova'
<kalmykova.liubov@gmail.com>; 'e.yambulatova@yandex.ru' <e.yambulatova@yandex.ru>

Cc: Kristen Morgan <Kristen.Morgan@pharmaxis.com.au>; Nadir Ulu <n.ulu@genilac.com>

Subject: Bronchitol - CEP update OPS-23-009

Dear colleagues,
Please be aware that the Lonza/Capsugel’s most recent safety statement on BSE {Bovine Spongiform
Encephalopathy)/TSE (Transmissible Spongiform Encephalopathy) has been updated and effective from Feb2023

{please find in the attachment),

Please find summary of changes below

Currently submitted CEP V. 2019 Updated as at CEP V. 2022 Comments
Rousselot R1-CEP 2000-029 Rev 05 ' No Change
Rousselot R1-CEP 2010-043 Rev 00 No Change

Tessenderio Group R1-CEP 2000-045 Rev 04 No Change
Gelita Group R1-CEP 2001-424 Rev 03 No change

Sterling Gelatin R1-CEP 2007-211 Rev 01 No Change

Nitta Gelatin R1-CEP 2000-344 Rev 03 No Change

Nitta Gelatin R1 CEP 2005-217 Rev 02 No Change
Pioneer Jellice R1-CEP 2008-048 Rev00 | = | )

Please let me know if this change require a variation submission in Russia/ Kazakhstan/ Uzbekistan/ Azerbaijan.
Best regards,

Khrystyna Dunn
Regulatory Affairs Associate

pharmaxis

T: 461421 9338 28 F: +612 9451 3622
A 20 Rodhorough Road, Frenchs Farest NSW 2086
www.pharmais.com.au

This email and any attachments are confidential and may be privileged. i you have received this message in error, piease notify us immediately by reply
email and delete it from your system. Please refer to our privacy policy for information about the personal information that the Pharmaxis Group coltects, and
the ways in which Phanmaxis Group, collects, uses and discleses that personal information.
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Medicines & Healthcare products
Regulatory Agency

10 South Colonnade
Canary Wharf
London

E14 4PU

United Kingdom
gov.uk/mhra

MS. Kristen Morgan
PHARMAXIS EUROPE LIMITED
108 Q HOUSE, FURZE ROAD
SANDYFORD

DUBLIN 18

IE-D18 AY29

IRELAND

21/07/2023

Dear MS. Morgan,
ACCEPTANCE OF GROUPED NOTIFICATION

Our Reference: PLGB 50608/0002 - 0008

Your Reference: 50608

Product: Bronchitol 40 mg inhalation powder, hard capsules
Type of Procedure: National

Submission Type: Variation

Submission Category: Type 1A

EU Procedure Number (if applicable):

Territory: GB

Route: Direct

The Licensing Authority acknowledges that the Type 1A variation(s) detailed in your
application is acceptable. The following change(s) has been notified:

1. To register a change in address for MIAS Pharma Limited from Suite 2, Stafford House,
Strand Road, Portmarnock, Co. Dublin, D13H525, Ireland to MIAS Pharma Limited., Suite 1,
Stafford House, Strand Road, Portmarnock, Co. Dublin, D13 WC83, Ireland as a batch
release site for the finished product.

2. To register the deletion of Arvato Supply Chain Solutions SE., Gottlieb-Daimler Strasse 1,
33428 Harsewinkel, North Rhine-Westphalia, Germany as a batch release and secondary
packaging site for the finished product.




4
Medicines & Healthcare products
Regulatory Agency

3. To register the replacement of Eurofins ams Laboratories Pty Ltd., 8 Rachael Close,
Silverwater NSW 2128, Australia with Eurofins ams Laboratories Pty Ltd., 179 Magowar
Road

Girraween, NSW 2145, Australia as a QC testing site for the active substance.

4. To register the replacement of Eurofins ams Laboratories Pty Ltd., 8 Rachael Close,
Silverwater NSW 2128, Australia with Eurofins ams Laboratories Pty Ltd., 179 Magowar
Road, Girraween, NSW 2145, Australia as a QC testing site for the finished product.

9. To register a new TSE Certificate of Suitability, R1-CEP 2008-048-Rev 00, for Gelatin,
held by Pioneer Jellice india Private Limited., Revenue Survey No. 65, 66 & 67, Semman
Kuppam, Chidambaram Main Road, India-607 005 Cuddalore.

The notification is considered acceptable on the basis of the Marketing Authorisation Holder
undertaking that: :

i) The notification of change complies with all conditions specified in the guideline on
the classification of variations.

iM) All supporting documentation as listed in the guideline on the classification of
variations have been provided.

iii) No additional changes have been introduced in this submission apart from the
changes proposed in the scope of the above variation.

Failure to comply with any of the above may subsequently deem the notification
unacceptable.

Piease retain this letter with the formal documents relating to the Marketing Authorisation.

Yours sincerely,

Medicines and Healthcare products Regulatory Agency
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14% August 2023

Product and Application Business Support (V-PD-BUS)
European Medicines Agency

Domenico Scarlattilaan 6

1083 HS Amsterdam

The Netherlands

Dear Sir/Madam

Bronchitol 40mg inhalation powder, hard capsules (Mannitol)

Europe lelted . _
000 00683 (only for ws 16 and MAA)'_-'-. :

Not Apphcable :

'Mannstol RﬂSCBlG : . . .
Bronchltoi 40mg 1nhalat:on powder hard capsule

HWWWL“ -

. EMEA/H/C/1252 / IA/XXX/G or
PSUSA/DODXXXXX/yyyymm

o |:| Natronal Marketzng Authortsat}on No :

: Groupmg of Type TA (IG)
In|t1al '
' EIYes e
- Other: '_ : :
: This Type IA grouped variation consists of the foliowmg vanatlons

.- 1 XType IA (Category B.II.d.2.a): to report a mmor change to
"an approved test procedure of the drug product: -

L1 X Type IA Category B.IIl.1.b.2 - to add a TSE Certzflcate for
. an new manufactirer of an excipient for inclusion in..
: Lonza/Capsugel s BSE Declaration -

Pharmaxis Europe Limited 108 Q House T: +353 (0) 1 431 9816
Furze Road, Sandyford warw pharmass.com.au
Dubtin 18, D18AY29
Iretand
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To be completed as applicable: =~ = -
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13%
o reports in the context of a

14

15%

16

RMP included in this submission;
eCTD sequence

Contact Persons’ details

(include email address)

For PAM submissions or iri ¢case a
procedure stch as a variation:

- addresses an'o:otstan'diﬁg PAM:

; _EPI'I‘I' Number
'For submrssrons of final study

"“variation

" For P46 'submlssio'os i

phaormaxis

Please provide the name(s) of any centrally authorised

- medicinal product far which the same change(s) are being
-applied far outside of this procedure

“Product name and number:

::'D Yes E No RMP version No.

0115 Related sequence - n/a

A) Reqgarding the content of the submission:

Ms Kristen Morgan

Telephone number: +61 (0) 2 9454 7257

Fax number (optional): +61 (0) 2 9451 3622
E—_nja'i[:: kris'ten.morgan@pharmaxis.com.au _ .

CB) Regdarding eCTD tachnical questions:

' E:[ :I conflrm that I have completed the PAM submlssmn form
' and lnserted it in this submlssmn Please follow thIS Ilnk to o
i :access the PAM submlssmn form

onﬂrm that the submlssmn does not fail under any

'categorles of the Classification guidance on variations and that
. the data submitted do not influence the benefit-risk balance -
: :and therefore do not reqlire taklng further regulatory action

'on the marketing authorisation.
o [11 confirm that the submrssuon does not include a final study
| __'report (except P46 appilcatlons)

. ‘Please select:

: -Dstudy title and ﬂumber . Please select stand alorie
_-study(les} L -
. Estudy title and number: Please select part of a clinical

'_-'development program, The Please select application co'nsistin:g'

"'-.:of the full relevant data package (i.e. containing séeveral

'studles) is expected to be submitted by MM/YY. A ling listing’ of

-'a_II' the concerned studiesis attached for your consnderatlon.

" ‘Submission in accordance to Art:

8 of Paediatric Regulation (EC) No_|

© 1601/2006 of 12/12/2006
- Confirmation that the clinical

réports submitted for scientific

--evallation are the same as those -
submitted for publication, in the
© Redaction Proposal and Final :
Redacted Versions, except for the |

redactions

[ Yes

'Is your product protected by a Supplementary Protection
'Certlﬂcate (5PC)ora patent that qualifies for a SPC? .
“Fyes ® No ' e

“Included




pharmaxis

This Type IA grouped variation consists of the following fwo variations:

« A Type IA, Category B.Il.d.2.a variation, which serves to report minor changes to an
approved test procedure of the drug product — namely to report updates to the analytical
procedure for the Determination of Mannitol in Solutions for Aerodynamic Particle Size by
LC-MS using Negative lon Electrospray [TM-028] 1o reflect use of alternative (Shimadzu)
LC-MS instrumentation.

* A Type IA, Category B.IlI.1.b.2 variation, which serves to provide a TSE Certificate for an
new manufacturer .of an excipient — namely to add the TSE CEP for Pioneer Jellice's
gelatine [R1-CEP 2008-048-Rev 00] for inclusion in Lonza/Capsugel's BSE Declaration as
displayed in Moduie 1.2.5.12 and Module 3.2.R.3.2.

Since both of the two component variations within this submission are of Type IA it is an
appropriate situation, in accordance with Article 7(2)(a) of the variation regulation (Commission
Regulation (EC) No 1234/2008), to submit these as a Type IA grouping.

For both of the two component variations, all the conditions and documentary requirements
have been met (as displayed in Madule 1.2 Variation Application Form).

The eCTD sequence (0115) contains the following documents:

Module 1.0 Cover Letter

Module 1.0 Cover Letter - Sequence Tracking Table

Module 1.2 Variation Application Form

Module 1.2 Variation Form - Annex - present and proposed table

Module 1.2 Additional - Comparative sample analysis results

Module 1.2 Annex 5.12 - BSE Declaration from Lonza/Capsugel with updated TSE CEP

(updated)

+» Module 3.2.P.5.2.6 - Analytical Procedures, Aerodynamic Particle Size Distribution
(updated) - updated version of TM-028 provided

¢« Module 3.2.P.5.3.3 - Validation of Analytical Procedures, Aerodynamic Particle Size
Distribution (updated) - reference made to and inclusion of report RN-22-004-01

« Module 3.2.R.3.2 - BSE Declaration from Lonza/Capsugel with updated TSE CEPs

(updated)

The MAH can confirm that no other changes have been introduced other than those stated in
the Variation Application Form (and its Present and Proposed table) and this cover letter.

The sequence has been submitted via the EMA’'s Web Client in accordance with the EMA’s
guidance on dossier requirements for centrally authorised products [EMA/4G7021/2012 Rev.
26 of 4 January 2021]. This guidance also states that such eCTD format submissions sent to
the EMA via the Web Client are considered as being delivered to all National Competent
Authorities’ representatives, alternates and scientific experts. As such, this sequence is duly
delivered to the Rapporteur and Co-Rapporteur, and is available to all remaining CHMP and
PRAC members as appropriate.

This submission was virus checked using Security Manager AV Defender. It has been built
using DocuBridge 5, to the standards laid out in the current ICH and EU eCTD specifications.

Pharmaxis would be grateful if you could acknowledge receipt of the enclosed documentation.
If there are any technical validation issues regarding the eCTD please do not hesitate to
" contact the technical representative listed in the summary table. Should there be any queries
relating to the contact to administrative aspects of this application, please do not hesitate to
contact me.




Yours sincerely,

Kristen Morgan
Pharmaxis
Head of Regulatory Affairs

Tel:  +61 (0) 2 9451 7257
Fax. +61 (0) 2 9451 3622

E-mail; kristen.morgan@pharmaxis.com.au

CG.

CHMP members

pharmaxis
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Khrystyna Dunn

From: Christiane Sievert <csievert@efficcoms
Sent: Friday, August 18, 2023 8:04 PM

To: Khrystyna Dunn

Cc: Nathalie Véron; Kristen Morgan

Subject: RE: Bronchitol - variation - TSE /BSE updated CEP - gelatin Lonza

' CAUTION: This email originated from outside Pharmaxis. Exercise caution when opening
| attachments or clicking links, especially from unknown senders

- PXS Helpdesh

7Dear Khrystyna
many thanks for providing the eCTD sequence related to the update of the BSE /TSE CEP related to gelatin from

Lonza.
The respective variation is scheduled for submission with Swissmedic by no later than 19.07.2024; based on the

EffRx implantation date which is defined to be the Purchase Order date.

Waiting for Plastiape to provide the new MD certificate (before end of 2023}, | plan to group these variations.

Kind regards, Christiane

From: Khrystyna Dunn <Khrystyna.dunn@pharmaxis.com.au>

Sent: Wednesday, 16 August 2023 01:59

To: Christiane Sievert <csievert@effrx.com>

Cc: Nathalie Véron <nveron@effrx.com>; Kristen Morgan <1<r|sten Maorgan@pharmaxsis.com.au>
Subject: RE: Bronchitol - variations

E important: External E-Mail

Dear Christiane,

Please find in the attachment the latest sequence 0115 and updated tracking table.
Best regards,

Khrystyna Punn
Regulatory Affairs Associate

pharmaxis

T:+61421 8338 28 F:+512 94513622
A: 20 Rodborough Read, Frenchs Forest NSW 2086
www.pharmaxis.com.au

From: Khrystyna Dunn

Sent; Wednesday, July 26, 2023 2:.07 PM

To: 'Christiane Sievert' <csievert@efirx.com>

Cc: Nathalie Véron <nveron@effrx.com>; Kristen Morgan <Kristen.Morgan@ pharimaxis.com.au>
Subject: RE: Bronchitol - variations - urgent clarification whether P&L is to be implemented in CH or not

Dear Christiane,







e . Baas Yal 3 @l U R g

e ;‘%‘&Céwx\/ 2 Ipaf/( (’af«f 2/:;;

Sharon Hammond

From: Plani~Lam, Janice <Janice.Plani-Lam@parexel.com>

Sent: Friday, 24 March 2023 1:13 PM

To: Sharon Hammond

Cc: ‘ Viana, Ana

Subject: FW: PXS5505-MF-101 - Change in Control of Excipients (CEP) - gelatin capsules -

KOR [updated]

CAUTION: This email ongmated from outside Pharmaxis. Exercise caution when Openmg

Iattachments or cllcklng imks especlally from unknown senders o S
T _ i _ RS SO RS = -PXSHe{udesIc

ﬁFf"iméharon,
Just hear back from both TWN and KOR'’s regulatory Associate. They confirmed no action require.

With KR,
Janice

From: Yang, Lydia <Lydia.Yang@parexel.com>

Sent: Friday, March 24, 2023 12:15 PM

To: Oh, Jeeyeoun <Jeeyeoun.Oh@parexel.com>; Plani-Lam, Janice <Janice.Plani-Lam@parexel.com>
Cc: Viana, Ana <Ana.Viana@parexel.com>

Subject: RE: PXS5505-MF-101 - Change in Control of Excipients {CEP) - gelatin capsules - KOR [updated]

Hi Jeeyeoun,

Submission in only required for DP {add/delete) and DP manufacturing sites changes. Submission for CMC/IMPD
changes not involving IMP’s manufacturing site change is not required.

Best Regards,

Lydia Yang
Regulaiory Affairs Associate, CORE REGULATORY

Parexel International
t +886-2-2176-9592

Digital Business Card: https://card.link/parexel/items/supHLh

This communication, including any attachments, is intended only for the person or enlity to which it is addressed and may contain confidential infarmation. Any review,
retransmission, d|slr;bul|on or olher yse of this irformation by parsons or entities other than the inlended recipient is prohibited. If you received this in error, please destroy any
copies, contac! the sender and delete the information from any computer. Thank you,

From: Oh, Jeeyeoun <Jeeyeoun.Oh@parexel.com>

Sent: Friday, March 24, 2023 9:09 AM

To: Plani-Lam, Janice <Janice.Plani-Lam@parexel.com>; Yang, Lydia <Lydia.Yang@parexel.com>

Cc: Viana, Ana <Ana.Viana@parexel.com>

Subject: RE: PXS5505-MF-101 - Change in Control of Excipients {CEP) - gelatin capsules - KOR [updated]

Dear Janice,
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PROGRESS REPORT FOR RAISED QUALITY FORMS

Associated CAR !@I}J DR /NCPR /008 /MTIR / Product Complaint Number: /'S - 22 - o0

Attachment No. 13 to Associated Document

Section 1) Progress Report

Written By: 50 .. oA ol e Signatare & Date: _ ‘f;f)\»-w"' £5% Admr 27
{Yob Title) '

Attachruent No.(s): N/AU
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Updated Proposed Completion Date: Dee 72

Verified By: I Vow oy Signature & Date: 7™ 05 NoA™

(Head of Departmer{'tgdr Delegnte) [/ }

YA

Section 2) Update of Applicable Log by QA

Confirm that the applicable log entry has had the proposed completion date updated ~ Yes El/, N/A O

Updated By: £ ot v Signature & Date: AN

(Head of Quality o Delegate) {3
Anthorisation signature and date; £ 4~ Reference: SOP-027
gn EAN LC Sn 1

Counfidential, Staff must comply with tﬁgﬁmmt version of the document. Reproductions of this document are urcontrotled and may not be the current

version, Not for unauthorised disteibution. TE-002-03







