3AKJHOYEHHUE JIONTBEPKAEHNE)
0 COOTBETCTBHH CEpHH ¥IIH NapTHH JIEKapCTBEHHOTO TIpenapaTa TpeGORAHIIM,
YCTAHOBJIEHHEIM [IPY €70 TOCY AaPCTBEHHON PErucIpatuy
Ne CAM-05-1225 ot 17.12.2025

. Toproeoe HaKMEHOBAHUE ' KaGomernrc®
MesxxyHapOIHOE HEMaTeHTOBAHHOE HAaUMEHOBAHNE i KaGozaHTuHHO
{rpPYINIEOBOYHOE FIIA XMMIUECKOE) : .

- JlexapctBeHHas GopMa TaBJETKH, IOKPEITHIC IEHO4HON

? ' oBonouxoi

Hosaposka . 40 Mr
®opMa: BelTycKa (MEpBHYHAA YNAKOBKE, KOTHYECTBO | TabAETKY, IOKPEITHIC IICHOUHOH
JeKapcTBeHHOM (opMBI B JIEPBMYHOH  YNaKOBKe, o600uKoii, 40 Mr, 30 1T, - GIAKOHE! ~
KONMMYECTBO [EPBHYHOM YIaKOBKY B IOTPEOHTENECKOH mauKy Kaptouusie (30 mr.)

_YIIAKOBKE, KOMILIEKTHOCTE )

Homep cepny {TapTuun): CWNXD

. O6beM cepuH {mapTau). 100
Jara nhou3BoAcTBA : ' _ 31.03.2025
Jlata oKOHUAHHS CPOKa FOAHOCTH. T T T 28022029
HaumenoBanue | ajpec NpOM3BOIUTEN (C YKasaHHeM Iareon Mnk., Kanana
CTafMH TIPOH3BOCTBA) (npoussoncTeo rotopoi JI@,

: fIepBHYHAs/BTOPHHHAA/OTpebHTEIECKAs
YIIaKOBKa)

Tlareon ®panuus, OpaHnus |
(BoImycKaomuii KOHTPONb haqeo'rsa)

Hdmepzu JIATA PerdCTPALMOHHOrO YIOCTOBEPEHIA JIT-Ne(008475)-(PI-RU) oT 17.01.2025
Homep HOPMaTHBHOH JOKYMCHTAIMY | - JII-Ne(008475)-(PI-RU)-170125
:HaHMeHOBaHI/IC B agpec ,uepxca’renﬂ perucTpalOHHOTO Hncen ®apma, @pariHs /

| y,u.ocrozepeﬂm ' Tpsen Pharma, France.
: 65 Quai Georges Gorse 92100 Boulogne-
Billancourt, France |

HayMeHoBaHne § MpOMIBOJMTENH AKTHBHOH (BIX) KaGozamTunubé - - |

|
cyBerannuu (uH) | Nupaman Xenckeap (Kanaga) Jita, Kanana
: Cepuu 2200028

HacrosmuM s NOXTBEPKAI0, UTO JNEKAPCTBEHHBIH npenapar KaGomeTure® cepui CWNXD
IPOU3BOACTEA Hareon Hnx., Kanapa (TIpON3BOJICTEO roToBOH JId,
nemeHaa/BTopuqHax/norpeﬁn’renbcxaﬁ ynaxoska), [lateon Ppanims, PpaHips (anycrcaromuu
KOHTpOJIb Ka4ecTBa) COOTBETCTBYET TPCOOBAHUSAM, YCTAHOBICHHBIM TIPH. €ro rOCyHApCTBEHHOM
pcmcrpaunn JIT-Ne(008475)-(PI'-RU)-170125.

Vnomomoqcﬂﬂoe IO Ha BBOJ B IPaXAaHCKHH 060poT
: goct OO0 «MIICEH» ot 03.03. 2025
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Form

{EXE] Batch certificate CABOMETYX 40MG batch CWNXD RU

Document Number Version Status Approved Date
FORM-000067757 - EXE000750491 |1.0, CURRENT| Approved Fri Aug 29 12:37:33 UTC 2025
BATCH CERTIFICATE
PATHEON France

@ a@h@@ﬂ 40 boulevard de Champaret — CS 11006

38307 Bourgoin-Jallieu Cedex
Phone: +33 (0) 4 74 93 87 00
Fax: +33 (0) 4 74 93 87 81 Patheon.com

PRODUCT INFORMATION

by Tharmo Fisher Sciantific

Name of Product (inckudgs st(ength_/potency, P563 CABOMETYX TABLETS 40 mg, 30CT
dosage form & package size-if applicable).

Imported from, if applicable: Canada

Lot/Batch Number(s): CWNXD

Code 304019433

Date of Fabrication/Manufacture: (oommvm/YYyy) | 31/Mar/2025

Expiry Date: (MMM/YYYY) Feb/2029

Deviation Report(s): YES (DR #415807)

Certificate of Analysis Attached: YES (provided by Patheon Toronto)
Quantity: 600 units

License n#: 2025_070_1_2

Serialized product YES

Pack Description: 30 tablets together with silica gel (3
containers with silica gel 1 g each) and polyester fiber in a
bottle of high density polyethylene. 1 bottle with patient
information leaflet in a cardboard box. Shelf life (4 years)
and storage conditions (Store at the temperature not above
25°C)

Additional Information, if applicable:

Bulk : CWDDW - CWDFD
Primary packaging : CWDFK
intended for RU market

QUALITY STATEMENT
| hereby certify that the above information is authentic and accurate. This batch of product has been
manufactured, including packaging and quality control, at Patheon Toronto in full compliance with the
GMP requirements of the local regulatory authority, with the requirements of the Marketing Authorisation
of the importing country/countries. The batch processing, packaging and analysis records were reviewed
and found to be in compliance with GMP. The import and storage of the product aresin-accordance with
requirements.
After importation, documentation review including review of any associated deviations, and a control at
receipt have been done at Patheon Bourgoin and are compliant. = g

Batch release for shipment

Thermo Fisher Scientific
Proprietary and Confidential

Page 1 of 2
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Electronic Signatures

Author: Dezempte, Céline

Document Number

Version

Status

Approved Date

FORM-000067757 - EXE000750431

1.0, CURRENT

Approved

Fri Aug 29 12:37:33 UTC 2025

-Eléctronic Signatures

Dumoulin, Fabien

29-Aug-2025
12:37:25
(GMT)

Qualified Person Approval

Thermo Fisher Scientific
Proprietary and Confidential

Pages . of2
Mepepax yepes inapok Z7.02.2026 15:54 GMT+03:00;
09cbbb13-c88a-46a0-aad4-5cd9067dd589
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EXELIXIS

v Lidivu. 1.U

CERTIFICATE OF RELEASE

vlalud. Appiuvea NPPLUVLL waw. 20 sul zusy

Cabometyx FG 40mg RU - COR - CWNXD

Title: Cabometyx FG 40mg RU - COR - CWNXD

Doc. Number: Vers.: Approved Date:
CERT-0510 1.0 25 Jul 2025
Product Name and/or Batch Record Title: | Strength/Concentration: Batch/Lot Quantity:
Cabometyx (Cabozantinib) Tablets 30 CT RU ON/A 40 MG 600 Cartons

Product Batch/Lot No.: CWNXD

Date of Manufacture: 31MAR2025

Product Storage Conditions: CIN/A
Store at the temperature not above 25°C

Retest/Expiry Date: CIN/A
28FEB2029

Contract Manufacturer/Location:
Patheon _Toronto

Exelixis Specification No./Version: CIN/A
SPEC-0056 v22.0

Product Code(s)/Work Order No:
4000004862 / 1141652

Contractor Master Batch Record(s) No./Rev:
Bill of Materials: 8; Label Information: 4
Packaging Instructions: 5; Finished Product Sampling: 3

Product Type (check all that apply):
O Master Cell Bank [0 Working Cell Bank
O Drug Product [ Primary Packaging

[0 GMP Intermediate
Secondary Packaging

O API/Drug Substance

Input Intermediate Batch/Lot No(s): XIN/A

Drug Product Batch/Lot No(s).: CIN/A

CWDFD

API Batch/Lot No(s): 2200028 ON/A Other Batch/Lot No(s): CON/A
Blend: CWDDW

Primary Packaged Batch/ ON/A Market: CIN/A

XIN/A

XIN/A

5IN/A

XIN/A

XKIN/A

XIN/A

This is to certify that the above listed product was manufactured in a cGMP compliant facility, tested in
accordance with applicable compendial requirements and meets the current QuaJ' ' :Agreement and

Release Specifications set forth by Exelixis.

Exelixis has qualified the above listed manufacturer for the product type listedy/s/

Template: TMP-0109 Ver. 2.0

This copy of the document was retrieved from the system by Regina G

CONFIDENTIAL

MepepaH yepes [lnafok 27.02.2026 15:54 GMT+03:00;
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EXELE

Cabometyx FG 40mg RU - COR - CWNXD

| CERTIFICATE OF RELEASE

appLuvea uau.a.;LJ <

i

1

UL LUL

Title: Cabometyx FG 40mg RU - COR - CWNXD

Doc. Number:
CERT-0510

Vers.:
1.0

Approved Date:
25 Jul 2025

Based on the review of the batch record and associated production and testing documents, the batch meets

the specification for the intended market (as applicable) and is released for the intended use as iﬁdicated. '

X Commercial

Disposition/Intended Use:

[ Clinical [J Clinical Study No.:

CApproved for Further Processing (AFP)  [J Other: OReject

Comments: [J N/A

Patheon Codes: Label 2000017309; Leaflet 2000018247; Carton 2000017279

Template: TMP-0109 Ver. 2.0

This copy of the document was retrieved from the system by Regina GRIfAMSE 0825001 2023

This document has been approved electronically.

CONFIDENTIAL

154 GMT+03:00;
“5¢d9067dd589

Ctpanuua 5us 51
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nyyxuvw ale. Lo sul LULY
‘ Cabometyx FG 40mg RU - COR - CWNXD

EXELIX

(S CERTIFICATE OF RELEASE

Title: Cabometyx FG 40mg RU - COR - CWNXD

Doc. Number: Vers.:

Approved Date:
CERT-0510 1.0

25 Jul 2025

DOCUMENT CHANGE HISTORY

(LATEST VERSION ON TOP)

Eae (LS
Refer to Doc. Header

J. Abejuela New Document

Template: TMP-0109 Ver. 20 CONFIDENTIAL

This copy of the document was retrieved from the system by Regina Grumrh,,;ii\on 25,Jul. 2025

MepepaH yepes [lnafok 27.02.2026 15:54 GMT+03:00;
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PRINTED ON: 11 July 2025, 12:15 PM

TORONTO REGION OPERATIONS

Title: CERTIFICATE OF MANUFACTURE
Form: F-053 Revision: 28
SOP Reference: OPS 1027
Effective Date: 28-FEB-2024

¢Patheon.

A HEALTHIER WORLD. DELIVERED.

Certificate of Manufacture
Establishment License Number: 100074-A

i

Manufactured, Packaged andfor

Labeled at: Tested at:
X ] X O
Patheon Inc. Patheon Inc. Patheon Inc. Patheon Inc.
Toronto Region Operations Patheon Whitby Operations Toronto Region Operations Patheon Whitby Operations
2100 Syntex Court 111 Consumers Drive 2100 Syntex Court 111 Consumers Drive
Mississauga, Whitby, Ontario L1N 5Z5 Mississauga, Whitby, Ontario L1N 5Z8
Ontaric L5N 7K9 Canada Establishment License Ontario L5N 7K9 Canada
Establishment License Number:100074-F Canada
Number100074-A

Patheon Batch #:

CABOMETYX (CABOZANTINIB) TABLETS
40 MG, 30 CTRU

Product Name:

Client Batch #:
Marketing Auth. # (NDC,
_DiN,ete):

Av;erage Tablet or :
Capsule Weight:

Yes X No [J

600 Cartons / 12 Shippers / 1 Skid

Serialized Product:

Quantity:

Bill of Materials: 8

Label information: 4
Packaging Instructions: §
Finished Product Sampling: 3

4000004862

Packaging
Batch #:

Packaging

ster #:
Material #: Master #

Bill of Materials: 4

Label Information: 4
Packaging Instructions: 3
Finished Product Sampling: 2

4000003554

Compression: 7
Coating: 8

3000003084

Manufacturing
Batch #:

Manufacturing
Material #:

Master #;

Dispensing: 5
Granulation:9

3000003074

02 2029

Date of Manufacture:  JER =i SR i 05.Apr.2026
RS MDD

Certification Statement:

i y -Page 1 of 2

CONFIDENTIAL
MepepaH yepes [lnafok 27.02.2026 15:54 GMT+03:00;
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PRINTED ON: 11 July 2026, 12:15 PM

1 TITLE: CERTIFICATE OF MANUFACTURE . Form #: F-053

Vatersi# 7000004862 gy CW AN XL

| hereby certify that the above information is authentic and accurate. This batch has been fabricated / manufactured, including
packaging and quality control at the above-mentioned sites In full compliance with the GMP requirements of the local Regulatory
Authority. The batch processing, packaging and analysis records were reviewed and found to be in compliance with GMP. If
applicable, explanations for accepted deviations are attached.

Investigation(s) gRequired: Yes No [ | Deviation Report Nos. 415807

Conclusion: Batch released.
Complies with all specifications of the testing instruction.

FELIPE KINA QA ASSOCIATE

Patheon Final Dispasition

Revision # 28

Print Name and Title of Authorized person

¢ PATHEON

QUALITY ASSURANCE

Signaturé of _Autho;rized Person i Qﬁﬁj{, 2025
14 JUL 205 i
; RELEASED

Date Certificate Issued

CONFIDENTIAL

MepepaH yepes [lnafok 27.02.2026 15:54 GMT+03:00;
' 09cbbb13-c88a-46a0-aad4-5cd9067dd589
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ThermoFisher
SCIENTIFIC

Deviation Detail Report

QR ID: 415807 QR State: Closed - Done

Divislon: Thermo Fisher Scientific Site: TRO (Toronto)

Date Opened: 11-Oct-2022 Date Due: 25-Nov-2022
Date Closed: 24-Nov-2022

Initial Information

Site: TRO (Toronto) Date Opened: 11-Oct-2022 10:55 AM
Initiator: Victor Mascarenhas Original Date Due: 25-Nov-2022
Date Due: 25-Nov-2022
Assigned To: . Vanja Stevens
Responsible Department: ~ Material Management
Short Description: Incoming packaging material missing ven_dor label.
DR Type: Incoming Material Division Type Level 1: Pharmaceuticals
Defect
DR Type Sub Category: N/A Division Type Level 2: Commercial
Other Sites Impacted: Not Applicable Division Type Level 3: Commercial

initial Deviation Information

Is Material Impacted?: No

Material Grid:

Material - - Material Material Local Material Material Local Frotocol’ Receiving  Material Material . Comment ;
Site Codo # Description ‘Material Lot# = Code # Description Matenal Lot Numbsr  Number- Disposition Scopa
manual} manual)  # (manual |

TRO 2000000000 ADHESIVE 1108385 Vendor Lot: Full Lot
HOT MELT P 220407 Accepted
330
Is Product Impacted?: No
Saurce of Discovery: Other Specify Other: Packaging component.
-Date-of-Discovery: 24-Jul-2022 Date-of Oecurrence: 24-Juh-2022
Discovered By: Warehouse receiver
Discovery Evaluation
Generated By: Felipe Kina i 4 Page: 10of 6
Generated On: 24-Jun-2025 at 12:20 pm (Eastern Time (US & Canada)) Environment: Production
Confidential MepepaH yepes [inafok 27.02.2026 15:54 GMT+03:00;
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ThermoFisher

SCIENTIFIC

Deviation Detail Report

QRID: 415807 QR State: Closed - Done

Divislon: Thermo Fisher Scientific Site: TRO (Toronto)

Date Opened:  11-0ct-2022 Date Due: 25-Nov-2022
Date Closed: 24-Nov-2022

*** No Fields in this Section have been Populated ***

Deviation

Deviation Detailé

Detailed Description: On July 21st Material 2000000000 ADHESIVE HOT MELT P 330 - P.O. 4500131550 arrived
with 10 boxes. 6 boxes are missing supplier labels with description.

Immediate Action Taken: On 21st August Buyers were notified. On 22nd July Buyers and QA were notified.

Investigation QR#415807 Attachment #1 - Photos of Incoming Shipment.pdf,

Attachment: QR#415807 Attachment #2 - Mercury Adhesives Packing list and cofa.pdf
Current Status of Raw Material
Material:

Criticality Assessment

*** No Fields in this Section have been Populated ***

{nvestigation

Investigation and Evaluation
Investigation:

Generated By: Felipe Kina Page: 2 0of 6

Generated On: 24-Jun-2025 at 12:20 pm {Eastem Time (US & Canada))
Confidential

Envirohment: Production
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ThermoFisher

SCIENTIFIC

- Deviation Detail Report
QRID: . - 415807 QR State: : . .Closed -Done
Division: " Thermo Fisher Scientific Site: TRO (Toronto) °
Date Opened: 11-0ct-2022 Date Due: | 25-Nov-2022 |

: |
Date Closed: | 24Nov2022 |- |
Material Impacted: {

Material Name: ADHESIVE HOT MELT P 330
Materlal Code/Batch: 2000000000 Batch 1108385
Vendor: Mei’cury Adhesives

Vendor Lof: 220407

Quantity: 10 shippers {230.0kg)

i
Summary of Incident: | _ : ' : - ~ [
I

On 21-Jul-2022 Material 2000000000 ADHESIVE HOT MELT P 330 - P.0. 4500131550 arrived with 10 boxes 6 boxes '

were found to have missing supplier labels with description.
The adhesive is used in the secondary packaging process (used to glue carton ﬂaps)

Per SOP WHS6005 (SOP000071824 Rev35), for each incoming shipment, the vendor batch number, and matenal name
must be present and must be verified against the vendor packing slip. |
Further Inspection of Shipment -Refer to Attachment #1: » ‘- v o :

Upon further inspection, the following observations were made: ;

- 4 of the shippers were in original boxes with Vendor Name (Mercury Adhesives), item code (#330), matenal name hot
- melt, véndor-batch (#220407) and original vendor information printed directly on the corrugate.

- 6 of the shippers were in shipper boxes without Vendor Name or material name but did have present on them a vendor
label with vendor's address and item cdde (#330) and the corrugate was stamped with the batch number (#220407)

4
1
All shippers therefore can be conclusively identified as being the same material from the same lot and the same vendonl'

Packmg Lzst and Vendor CofA also accompanled the shlpment and contained the following information (Refer to
Attachment #2): :

- PO#4500131550

- Vendor Name: Mercury Adhesives . , :

- ltem Number: #330 ‘ - : : - f

- Lot: 220407 . - SR

- Quantity: 10 cartons

' Summary:

Generated By: Felipe Kina
Generated On; 24-Jun-2025 at 12:20 pm (Eastem Time (US & Canada))

Confidential” . MepepaH yepes [nafok 27.02‘2(1:26 15:54 GMT+03:00;
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ThermoFisher
SCIENTIFIC

Deviation Detail Report

QRID: 415807 - QR State: Closed - Done

Division: Thermo Fisher Scientific Site: TRO (Toronto)

Date Opened: 11-Oct-2022 Date Due: 25-Nov-2022
Date Closed: 24-Nov-2022

It was concluded that alt 10 shippers have information identifying the material number, vendor, and vendor lot which also
matches the packing slip and vendor cofa therefore the material is acceptable for receipt and use in packaging.

For future shipments of adhesive, Patheon procurement team is in the process of changing to an alternate adhesive
supplier (code 5000000047).

Error Classification Shipping and Receiving Error Classification Incoming Product Shipment
Level I: of Goods Level il:

Error Classification Inspection upon Receipt Failure

Level llI:

Health Hazard Assessment

Health Hazard No
Assessment Req?:

Health Hazard Summary: n/a
Impact Assessment

=* No Fields in this Section have been Populated ***

Root Cause Information

Root Cause: The root cause was determined to be external - related to material vendor.
RCA Tools: Brainstorming
Root Cause Grid:

Root Cause Type Root Cause Drill Root Cause Drill Root Cause Drill Comment I
Down Category Down Level 1 Down Level 2 ’

{
|
i
!
i

Root Cause Outside Of Site(s) Customer Furnished/  Material Manufacturer
Control Controlled Material Needs Improvement
Needs Improvement

Historical Review

Historical Review Trackwise was queried for vendor "Mercury Adhesives”. Query confirmed that there have
Details: been no previous deviations for this vendor.

Living Risk Assessment

Generated By: Felipe Kina

Generated On: 24-Jun-2025 at 12:20 pm (Eastern Time (US & Canada))
Confidential

Page: 4 of 8

onment: Production
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SCIENTIFIC

Deviation Detail Report

QRID: 415807 QR State: + Closed - Done |
Divislon: Thermo Fisher Scientific Site: TRO (Toronto)
Date Opsned: 11-Oct~2022 Date Due: 25-Nov-2022
Date Closed: 24-Nov-2022 :
. |
Risk Assessment ~No Control Strategy No |
Availabie?: In-Place?: ? :

Event Risk Assessment

Risk Assessment: n/a

Remediation ' o

ThermoFisher
|
i

** No Fields in this Section have been Populated ***

Conclusion
Criticality: Minor
Conclusion(s):

A total of 10 cartons of material code 2000000000 from Mercury Adhesives were received without inconsistent labeling.
Further evaluation of the shippers concluded that all shippers can be conclusively identified as being the same material
I

from the same lot and the same vendor.

All shippers have information identifying the material number, vendor, and vendor lot which also matches the packing Sllp
andvendor cofatherefore the matenal IS acceptable for recelpt and use m packagmg

»4
f
H
i
i
i
b

Generated By: Felipe Kina f’age: S5of6’

Generated On: 24-Jun-2025 at 12:20 pm {Eastemn Time (US & Canada)) Environment: Production
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ThermoFisher

SCIENTIFIC

Deviation Detail Report
QR ID: 415807 QR State: Closed - Done
Divislon: Thermo Fisher Scientific Slte: TRO (Toronto)
Date Opened: © 11-0ct-2022 Date Due: 25-Nov-2022
Date Closed: 24-Nov-2022

e-Signatures

e-Signatures

Submitted By: Vanja Stevens Submitted On: 21-Nov-2022 (08:36 AM
Quality Reviewed By: Ritesh Gajjar Quality Reviewed On: 21-Nov-2022 08:44 AM
Investigation Completed Vanja Stevens Investigation Completed 21-Nov-2022 10:46 AM
By: On:

Functional Area Approval  Olive Kim Functional Area 21-Nov-2022 11:25 AM
By: Approval On:

QA Approval By: Yogender Arya QA Approval On: 24-Nov-2022 10:03 AM

- "Page: 6 of 6
- i,ror'\men_tf Production

Generated By: Felipe Kina
Generated On: 24-Jun-2025 at 12:20 pm (Eastem Time (US & Canada))
Confidential
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PATHEON INC.
FABRICATION, PACKAGING, LABELING and
FINAL PRODUCT SPECIFICATION TESTING

Taronto Region Operations (1006074-A)
2100 Syntex Court. Mississauga, Ontario
L5N 7K9 Canada
(505) 821-4001

ey

o YRR

$30 CT

PRODUCT: CABOZANTINIB 40 MG COATED TABLETY : , ‘
CLIENT: EXELIXIS FINISHED PRODUCT MATERIAL NO: 4000004862
MARKET: RU FINISHED PRODUCT BATCH NO: CWNXD '
DATE OF MANUFACTURE: 31/MAR/2025
EXPIRY DATE: 02 2029
i";?g "; Effective Date: 18-Dee-2024 ; |
TEST SPECIFICATION RESULTS!
APPEARANCE ]
Visual Yellow film-coated triangle shaped tablets, debossed  Yellow fifm-coated triangle shaped tablets,

YERIFICATION OF COMPONENTS
Visual

REVIEWED AND APPROVED BY:

|

with “XL" on one side and “40” on the other side of the

debossed with “XL” on one side and “40” on

tablet .the other side of the tablet
| |
Presence of Label, Leaflet and Carton }
Presenqe of Label, Leaflet and Carton

Comments: NA ;

(%( PATHEON |

QUALITY ASSURANGE

Laboratory Operations Manager/Designate _
4 JUL 20 WLNE

Date f:?: - {4’

ACCEPTED

Page 1 of !
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PATHEON INC,
FABRICATION, PACKAGING, LABELING and
FINAL PRODUCT SPBCIFICATION TESTING
Toronto Region Operations (100074-A)
2100 Syntex Cotrrt, Mississaugs, Ontario
L5N 7K9 Canada
(505) 8214001

CERTIFICATE OF ANALYSIS

PRODUCT: CABOZANTINIB 401G COATED TABLETS 30 CT (EUIROW)

BRITESTOCK | , ~
CLIENT: EXELIXIS FINISHED PRODUCT MATERIAL NO: 4000003554
f FINISHED PRODUCT BATCH NO: CWDFK
: DATE OF MANUFACTURE: 31/MAR/2025
ARFFPRev3 -
CofA Rev 3 L EFFECTIVE DATE: 17-Dec-2024
TEST - - SPECIFICATION RESULTS
= —— S
APPEARANCE P |
Visval Yellow film-coated triangle shaped tablets, debossed Yellow film~coatad triangle shaped tablets,
: with “3L” on one side and “40” on the other side of the  debossed with “X1.” on one side and “40” on
tabler the other side of the fablet
Comments: NA
| W . / QUALITY ASSUR
REVIEWED AND APPROVED BY: /7/;?’ RANCE
: Laboratory OpercdisnsMaffager/Disignate .
i L MAY 2075 14 MAY 2025
DATE: | F £
ACCEPIED

MepepaH yepes [lnafok 27.02.2026 15:54 GMT+03:00;
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PATHEON INC.
FABRICATION, PACKAGING, LABELING and
FINAL PRODUCT SPECIFICATION TESTING
Toronto Region Operations (166074-A)
2100 Syntex Court. Mississauga, Ontario
L5N 7K Canada
(905) 821—4001

" BULK FRODT cir’

PRODUCT' CABOZANTINIB 90 MG COATED TABLETS (EU/ROW)
CLIENT: EXELIXIS BULK PRODUCT MATERIAL NO: 3000003084
MATERIAL NUMBERS: BULK PRODUCT BATCHNO: CWDFD
3900003084, 3000063114 DATE OF MANUFACTURE: 3UMAR/2025
ARFBPRev2 |
Cofh Revs : EFFECTIVE DATE: 22/MAR/2013
—— e T AT X
TEST SPECIFICATION RESULTS
CONTENT UNIFORMITY (BPLC-UY)
CTMLP-2648 ¢ IConforms to current USP <905>
: D 99.9%
2) 95.8%
3) 100.5%
P} 100.3%
5) 100.0%
6) 101.2%
7 98.6%
) 101.3%
9) 101.0%
19) 101.8%
Avglo= . 100.5%
Acceptance Velue: 18
Srege 2
i} N&
2) Na
3) NA
4) 'NA
5) NA
6 NA
7 NA
8 . NA
9) NA
10) NA
1) _ NA
12} NA
13) NA
18 NA
19) NA
16) NA
17 NA
18) NA
19) NA
20) NA
Avgit= NA
Atceptance Value:| NA
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PATHEON INC,

FABRICATION, PACKAGING, LABELING and
FINAL PRODUCT SPECIFICATION TESTING
_ Yoronto Region Operations (100074-A)
2100 Syntex Court, Mississauge, Ontario
L5N 7K9 Canada

1

HCT

PRODUCT: CABOZANTINIB 4ﬁ MG COATED TAﬁLETS (EU)'RO

CLIENT: EXELIXIS

BULK PRODUCT MATERIAL NO: 3000003084

BULK PRODUCT BATCH NC: CWDFD

MATERIAL NUMBERS: !
3000003084, 3606003114 DATE OF MANUFACTURE: 31/MAR/2028 5
&ﬁ%‘;‘;"z EFFECTIVE DATE: 2/MAR/Z2018 ‘
TEST SPECTAICATION RESOLIS.
= R i T !
DISSOLUTION (HPLC-UV) . ;
CTMLP-2647 Meets USP <711> Apparatus 2 | ;
Q=80% in 15 minutes F s 30 4 . 60 90
Stage1
1] 100% : 100% | 101% , 100% | 101%
2 100% | 1019% ! 101% ' 101% | 101% |
3 102% | 103% | 103% ° 103% | 103%
4 101% ; 102% | 102% | 102% | 102%
S 97% | 98% ! 9% | 95% | 99%
6) 101% | 102% | 102% : 1% | 102%
M 97% | 98% | 9% | 9% | 99%
Ma| 102% | 103% | 103% | 103% | 103% ,
Meam 100% | 101% | 101% | 101% | 101% !
yRsD:f 1.8 16 | 14 14 1.3 :
Stage 2, ; !
7 NA | NA | NA | Na [ NA ‘
8 No | WA | NA | NA | Na i
%) NA | NA | NA | NA | NA |
1) NA | NA | NA | WA [ NA y
1) Na NA YA NA | NA ‘
12) NA | NA | NA | NA & NA
Ma: NA | NA | NA | NA | NA :
Mai NA | NA | NA | NA | NA ‘
Mam{ NA | Na | NA ! NA I NA !
wRs>i NA | NA 0 NA [ Na i NA -
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PATHEORN INC.
FABRICATION, PACKAGING, LABELING and
FINAL PRODUCT SPECIFICATION TESTING
Toronto Reglon Operations (100674-A}
2100 Syntex Court, Mississauga, Ontario
L5N 7K9 Canada
(905) 821-4001

CERWI@ATE ﬁ}a AN £

PRODUCT: CABOZAN’HNIB 49 MG COATED TABLETS (EU/ROW)

CLIENT: EXELIXIS BULK PRODUCT MATERIAL NO: 3000003034
MATERIAL NUMBERS: . BULK PRODUCT BATCH NO: CWDFD
3006003084, 3000003114 DATE OF MANUFACTURE: 31/MAR/2025
ARFBPRev2 .
CofA Rev 3 ; | EFFECTIVEDATE: 22/MAR/2018 _
TEST SPECIFICATION _ RESULIS .
(Continned) ' ) ¥
CIMLP-2647 Meets USP <711> Apparatus 2 | ; i
i Q= 80%in 15 minutes ’ 15 '30 45 6 | 9%
Stage 3 : ; !

13) NA | NA | NA ; NA | NA
), NA | NA | NA ;

15% NA | NA | NA | Na | WNA

16). NA NA | NA NA NA
17 NA NA | NA ! NA NA
18)] NA NA NA | NA NA
19)) NA NA | Na NA | Na
208 WA NA NA NA | NA
2l NA NA 1 NA NA | NA
22 NA NA NA NA | NA
23)] NA NA ' MA | NA | NA
24); NA NA NA | NA | Na
M NA NA NA NA | NA
M| NA | NA | NA | NA | NA

' Memi NA | NA NA;NA_fNA
uRSDy NA | NA NA | NA | NA
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PATHEON INC.,

FABRICATION, PACKAGING, LARELING end
FINAL PRODUCT SPECIFICATION TESTING
Yoronte Reglos Operations {100074-A)
2100 Syntex Court, Mississauga, Ontario
L5N 7K9 Canada

' o-

PRODUCT: CABOZANTINIS 40 G COATED TABLETS (EUROW)
BULK PRODUCT MATERIAL NO: 3000003084

CLIENT: EXFLIXIS

MATERIAL NUMBERS: BULK PRODUCT BATCH NO: CWDFD i !
3000003084, 3000093114 DATE OF MANUFACTURE: 31/MARQ02S :
ARF BP Rev 2 '
CoARev2 mcrrvami wmwiozs ;
TEST SPECIFICATION . ‘ RESULIS ; g
MOISTURE BY KF ; j
CTMLP-2649 NMT 3.5% y
1y; 1.8% :
2 1.5% '

E Avg: 1.8%
a1s :
CIMLP-2712 XL 184-1-1: NMT 24 ppen : '
by 3ppm I‘
2 3ppm !
Avg: 3ppm ‘f
XL 184-14; NMT 15 ppm i
1 <3 ppm |
2) <3 ppm l
Avg: - <3ppm :
MICROBIAL LIMITS i j
Harmonized USP <613 and <62> and EP 2.6,12 and 2.6.13 !
(vM-1381) z g
“Total aerobic cout NMT 1000 CEUlg <100 cfifg P
Tota! combined yeasts aud molds NMT 100 CFU/g <50 ofulg i Do
Absence of P. aeruginosa Absence Absence 5
Abgence of E, colt Abgence Absence .
Absence of S, qurews Absence , Absence P
Absence of Salmonella spp. Absence Abseace P

Referto QR 1042638
REVIEWED AND APPROVED BY: PATHEON
QUALITY ASSURANCE
DATE 14 MAY 2025
VA
AGCEPTED | -
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ThermoFisher

SCIENTIFIC
00S/00T/E(U)M Detail Report

QRID: 1042038 QR State: Closed - Done

Division: Thermo Fisher Scientific Site: TRO (Toronto)

Date Opened: 25-Apr-2025 Date Due: 25-May-2025
Date Closed: 14-May-2025

General Information

General Information

Site: TRO (Toronto) Testing Laboratory: LAB Operations
Incident Type: 00S /00T Date Opened: 25-Apr-2025 05:39 PM
Initiator: Chris Connolly Date of Event: 25-Apr-2025
Assigned To: Beena Moothan Date Identified: 25-Apr-2025
Discovered By: Neeta Srivastava Original Date Due: 25-May-2025
Short Description: Out of specification Date Due: 25-May-2025

assay result for XL184

20 mg Tablets batch

CWDDH,
Other Sites Impacted: Not Applicable Division Type Level 1: Pharmaceuticals
Client: | Exelixis Division Type Level 2: Commercial

Division Type Level 3. Commercial (Non-Sterile)

Testing Result / Sampling Information :

Detalled Description:

On 25/APR/2025, the results of assay and related substances testing of XL184 Tablet batches were obtained for release.
20 mg batch CWDDH was found to have one replicate assay result that was out of specification, at 94.1%, as compared
to 97.2% for the other sample preparation (limit 95.0-105.0%). Individual assay results for 8 other batches tested at the
same time ranged from 96.2% to 99.4%. The one low assay determination for batch CWDDH was noted to be lower than
the results from content uniformity testing which were obtained in a separate analysis (average content uniformity result:
98.2%). The assay for the other 8 batches were in agreement with their corresponding content uniformity results.

The OOS assay result for batch CWDDH will be investigated. |
M

investigation Type:

Out of Specification {Laboratory)

Page: 1 of 14

Generated By: Felipe Kina

Generated On: 14-May-2025 at 2:3¢ pm (Eastern Time (US & Canada)) SRy Eﬁ'\'}’i}oni_\_:-.ent: Production
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ThermoFisher

SCIENTIFIC

00S/00T/E(U)M Detail Report

QR ID: 1042038 QR State: Closed - Done

Division: Thermo Fisher Scientific Site: TRO (Toronto)

Date Opened: 25-Aor-2025 Date Due: 25-May-2025
Date Closed: 14-May-2025

Reason for Investigation:  Low Method ID # and CTMLP-2646, Rev. 3
Version #:

Test Category(s): Assay

Is S&mple impacted: No

Test Resuits: preparation 1: 97.2%

preparation 2: 94.1%

Test Specification / 95.0-105.0% of label claim

Limits:

Is Material Impacted?: No

Is Product impacted?: No

Product Grid:

S p——
ProductProduct Code  * Praduct ' Local Product  Product Product Local = Qiy UnderRecommend®Recommended Comment Dispositic
Site # Descripfion Lot # Code # Description. Product Lot Investigatio ‘ed Batch Batch n
{manual) {manual) # {manual) n Rejected . Accepted

TRO 3000004228 CABOZANTIN CWDDH
1B EUIROW
20MG CTD

TBS (30 KG)

Attachment(s):

Attachment-1 to QR 1042038, summary of original sample prep. and assay results.pdf,
Attachment-2 to QR 1042038, Original and retest assay results.pdf

Start Phase | Investigation

Start Phase | Chris Connolly Start Phase | 25-Apr-2025 06:17 PM
Investigation By: Investigation On:

Samples

Collected/Received Yes Labeled Correctly?: Yes

Properly?:

Stored Correctiy?: Yes Container Integrity?: Yes - : 4
Sampling Observations: Bulk product samples of Cabozantinib tablets were packed in HDPE bottles. Al ;Iqtéwé:r‘_ve

correctly labeled as per the material code and strength. No errorsv,Were»._poted:

o : Page: 2 of 14
LY Environment: Production
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ThermoFisher

SCIENTIFIC
OO0OS/COT/E(U)M Detail Report

QRID: ? 1042038 QR State: Closed - Done
Division: Thermo Fisher Scientific Siter ~ TRO (Toronto)
Date Opened: 25-Apr-2025 Date Due: 25-May-2025

| Date Closed: 14-May-2025

Test Method

Correct for Analysis’i?: Yes Corvect Version?: Yes

Correct for Intended! Yes All Steps Followed?: Yes
Use?: ,
Correct Specification Yes

Used?: P

Test/ Spec.
Observations:

Below listed mater;Ial specifications are applicable to the bulk product lots under investigation:
3000004228 for 20 mg '

3000003084 for 40 mg

3000003088 for 60 mg

The acceptance criiteria for assay in the above specifications Is 95.0 - 105.0% of label claim.
T _

z
Documentation Review

Any DR/ICC Against‘i?: No ' Is the Sample Correct?: Yes
Proper Documentaion?:  Yes Prepared & Used Within ~ Yes
; Expiry?:
Documantation
- Observations:

_-Pade: 3 of 14
rent:;/Production

H
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ThermoFisher
SCIENTIFIC

00S/OOT/E(U)M Detail Report

QRID: 1042038 QR State: Closed - Done
Division: Thermo Fisher Scientific Site: TRO (Toronto)
Date Opened: 25-Apr-2025 Date Due: 25-May-2025
" Date Closed: 14-May-2025 | |

Current and effective specifications were used for samples analyzed. No error was noted for lot number, matenaf code and
strength. Standard and sample preparations and HPLC analysis was documented in the lab notebook PLSL—6941 pa1 for
the original test and PLSL-6904, p41 for repeat test. Mobile phase preparation in the original test has reference to ?
PLSN-5027, p001 and was stable up to 29/Apr/2025. Diluent prepared on 16/Apr/2025 (PLSN-2630, p146) was stable up to
23/Apr/2025 and that prepared on 23/Apr/2025 (PLSN-2629, p152) was stable up to 30/Apr/2025. Documentatlon in the |
notebooks followed good documentation practices. ;

Analysis was performed using the correct method and version, CTMLP-2646, Rev. 3. Bulk solutions were prepared
correctly. Reagents used for bulk solution preparations were within expiry. Standard solutions in the ongmal analysis were
referenced from notebook PLSN-2629, p147 and were stable up to 28/Apr/2025 Average weight of tablets and tablet
powder for lots CWDDH, CWDDN, CWDFB, GWDFC, CWDFD and CWDFF was determined on 22/Apr/2025 Sample
dilutions of these lots were prepared on 22/Apr/2025. Diluent used for these preparations was from PLSN-2630, expiring

on 23/Apr/2025. Sample solutions prepared on 22/Apr/2026 were stable up to 28/Apr/2025. On 23/Apr/2025 analysis was
continued for additional lots of CWDHN, CWDHP and CWFZX, for average weight determination, sample powder
preparation and sample solution preparations Balance# 47 (calibration due 04/Mar/2026) was used for average werght’and
sample powder weights. Timer# LAB-5955 (calibration due 10/Dec/2025) and shaker# 12 (calibration due 16/Apr12026) were
used for sample preparations on 22/Apr/2025 and 23/Apr/2025. Average weights of the 20 mg, 40 mg and 60 mg lots were
as expected. The tablet powder quantity weighed for all samples were in agreement for duplicate prepara’rrons

The UHPLC# 214 (calibration due 14/Julf2025) and HPLC column # 803/14 were used for HPLC analysis. The column ‘
details were confirmed to be correct. The Empower project is TRO\TRO_GXP\2025Q\A0\UVWXYZ. Trial analysrs was
performed in SSID 36924, and the actual run was performed in SSID 37297. Sensitivity solution was freshly’ prepared on

the same day as that of HPLC analysis. Results were generated in RSID 40323 on 25/Apr/2025 and are summanzed in
attachment-1. This summary also contains details of average weight and sample weights for alt samples. Of the 18 f
sample preparations, an out of specification result was obtained for the sample preparation-2 of lot CWDDH with 94.1%
result which is less than the acceptance criteria of 95.0 - 105.0%. Assay results for all other preparations and impurity -

results for all preparations were within the aoceptance criteria.
- e e

i

Data Review

System Suitability Met?:  Yes * Reproducibility Met?: Yes

Chromatography Yes Correct Column Yes

Accaptable?: Selected?: ' ’
Corect Wavelength & ~ Yes Appropriate Reagents |
Injection: Used?: _ 1
Appropriate Wavelength: Yes Calculations Correct?:

Al Vol, &Cone  Yes |

Correct?:

Generated By: Felipe Kina

Generated On: 14-May-2025 at 2: 39 pm (Eastem Time (US & Canada)) viroriment: Production
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ThermoFisher
SCIENTIFIC

O0S/O0T/E(U)M Detail Report

QRID: 1042038 QR State:

Closed - Dons
Division: Thermo Fisher Scientific Site: TRO (Toronto)
Date Opened: | 25-Apr-2025 Date Dus: 25-May-2025
o Date Closed: 14-May-2025
Data Review
Observations:

consistent with historical analyses,

Historical Information

Sample Tested Before?:  No Resuits Consistent?:

The data was revié,Wed by document reviewer, no errars were found, based on the documented raw data and Empower
- analysis. System suitability criteria were met as per method requirement. The chromatograms were checked. Baseline for
chromatograms of;‘all preparations was as expected in the method. Standard peak area response was confirmed to be

Not Applicable

Historical Obsewatiofns: Samples analyzed are bulk product release and were tested for the first time. There are no

historical results from any of the 9 batches tested.

Agreement with Other Tests

Any Other Relevant Yes
Tests?:
Agreement with Other Tests:

spec‘rﬁcations

Egungment

Calibration Current?: Yes Settings Correct?:

Break, Leakage, | No PM Current?:
Blockage?: ? )

The bulk products were also analyzed for appearance, water content, impurities, content uniformity, dissolution, genotoxic
impurities (GT!) aqd microbial examination. Results from these tests were within acceptance criteria of the respective

For the lot CWDDH with OOS assay result, the active content obtained in content uniformity test was 96.1 - 100.5%,
average of 98, 2%,,d:ssolut:on results at the Q value of 15 minutes are between 94% - 99%, average of 96%. Moisture
content was 1.7% - 1.9%, average of 1 8%, the GT! results were 3 ppm for both preparations and average for XL184-1-1
and <3 ppm for both preparatlons and average for XL184-1-4 impurity. Microbial enumeratlon tests were thhm acceptance
cnteria and’ appearance was obtalned as per fhe descnphon in the spemfcatron

MR

Yes

Yes

Vidls Punctured and,  Ves
Injected?:

Generated By: Felipe Kiﬁa
Generated On: 14-May-iozs at 2:38 pm (Eastem Time (US & Canada))
T Confidential
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ThermoFisher
SCIENTIFIC

00S/OCT/E(U)M Detail Report

QRID: 1042038 QR State: Closed -Done |

Division: Thermo Fisher Scientific Site: TRO (Toronto) ‘

Dats Opened: 26-Apr-2025 Date Due: 25-May-2025 |
Date Closed:  14May2025 | »

Equipment and Equipment used for analysis are as below: | ‘

Instrument: '

1. Balance# 47: Calibration due 04/Mar/2026

2. Shaker# 12: Calibration due 16/Apr/2026

3. Timer# LAB-5955: Calibration due 10/Dec/2025
4. UHPLC# 214: Calibration due 14/Jul/2025 ; ,
5. Columni 903/14 ‘

Analyst Training Review

Training Current?: Yes _ ’
Analyst Training Observations: ‘

The analyst NS is a level Scientist-Ill and has extensive experience of testing assay and impurity tests using tablet
powder formulations. She has psrformed multiple analyses of XL184 tablets assay and impurity tests using/CTMLP-2646

and is very familiar with the test.

The training records for NS in the Success Factors Learning Management System were confirmed to be co-;npleted up 1to
date. : ; ‘

Material Review 5 f
. Reference Standards Yes Vol. Flasks Match Yes | |
Correct?: Dec.?: [
Stored Appropriately?: Yes Undispersed Meterial No : S
Noted?: ? i
Fiasks Contain No ’ Glassware : No 7
Defects?: . ' Contaminated?: §

Material Observations: - - ,

The original volumetric flasks and tablet powder preparations were physically examined by the Lab manager. No unusual
observations were noted for the standard and sample solutions. There are no dilutions to the sample prepa{'ations. Tablets
were examined for the impacted lot, no defects were observed. |

I Y s SIS N TP - R I N AN T TN

Phasel Invesiigation

investigation &
Evaluation:

Generated By: Felips Kina
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ThermoFisher
SCIENTIFIC

OOS/O0T/E(U)M Detail Report

QRID: ; 1042038 QR State: - Closed - Done

Division: Thermo Fisher Scientific Site: , TRO (Toronto)
Date Opened: | 25-Apr-2025 | Date Due: 25-May-2025
Date Closed: 14-May-2025

A preliminary inves}tigation was performed on 25/Apr/2025 by re-injecting the sample solutions of lot CWDDH from original
vials and original sjolutions re-vialed of the duplicate preparations of lot CWDDH on the same UHPLC using the original
mobile phase, staridard solutions and chromatographic set up in SSID 43428, Sensitivity solution was freshly prepared.
Original tablet powder was not sufficient to prepare fresh solution using original powder. Results were obtained i in RSID
47763. The ongmal results were confirmed for both preparations.

Sample prep.-1 |

Original result: 87.2%

Original vial re-injected: 97.2%
Re-vialed solution: 97.1%

Sample prep.-2:

Original result: 94.1%

Original vial re-injected: 94.2%
Re-vialed solution:/94.1%

Attachment-1 contéins a summary of the average weight, tablet powder weights for sample preparation-1 and 2 for all
samples analyzed in the original analysis SSID 32397. The average weight of the 20 mg lot CWDDH was as expected (~81
mg) for the 20 mg strength ‘Sample powder weights for duplicate preparations are correct as per method requirement (~
420 mg) and are lri agreement with each other. Chromatography of all injections in the HPLC run was as expected. No

" increase in [mpunty was observed in the sample preparation-2 of lot CWDDH. The HPLC parameters and column were
correct as per the method No error was identified for the HPLC set up.

The composite pO\ivder for the OOS batch did not appear ta be different from the powders for other samples tested at the '
same time. The anblyst that performed the test is experienced with the test. During interview it was confirmed that
porcelain mortar arzmd pestle were used to prepare the tablet powder for all iots. The analyst was under the incorrect
impression that thé material typefor the mortar and pestle was not critical. The method-specifies to use glass mortar and
pestle. All lots testéd during this analysis had tablet powder prepared using porcelain mortar and pestle. The procedure
was deviated for aII ots. It was confirmed that in the past the analyst had used glass mortar and pestle for tablet powder
preparation for analyses using CTMLP-2646, Rev. 3. The scope of the QR was extended to all lots analyzed in the original

analysis with respect {0 deviation to the method.

The use of glass méorta\r and pestle for tablet powder preparation was added to the method CTMLP-2648, Rev. 2as a

Notes to analyst (EXL-NTA-236-0818) with reference to CAPA #440935 to an unexpected results investigation in QR#
405281 in Nov/2022 A study was performed in 2017 for use of porcelain versus glass mortar and pestle, as part of DR
#132335 (Phase 2 for OOS investigation 131696, generated on 27/JUL/2017 for OOS assay results of 10 mg bulk praduct

. i

batch# YHSS and ﬂmshed product batch# YKSV). The results from that study were comparable for the preparahons with

Generated By: Felipe Kiria
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ThermoFisher
SCIENTIFIC

00S/OOT/E(UM Detail Report

QR ID: 1042038 - QR State: Closed - Done

Division: Thermo Fisher Scientific Sits: TRQ (Toronto) ;

Date Opened: 25-Anr-2025 ! Date Due: 25-May-2025
Date Closed: 14-May-2025 ;

the two types of mortars/pestles.. The glass mortar could prowde better visualization and better indication of powder
sticking on the mortar walls (which could lead to AP! loss and lower assay results). API loss during grinding; ‘has been
established previously with the cbservation that the grinding process most likely removes the AP! from the homogeneous
powder (the APl gets stuck on the mortar and pestle wall) and extra care is required when fransferring the powder toa’
scintillation vial for storage, to scrape the mortar and pestle in order to get the API back into the mass. In the revision 3 of
CTMLP-2648, the use of glass mortar and pestle for tab et.grinding was added to the procedure for sample preparatlon

" To eliminate the risk of API loss, an assay method has been validated with use of intact tablets however, lt IS not yet |
implemented as it is pending regulstory approval. :
; r
The OOS result was limited to one lot, CWDDH, however the incorrect mortar and pestle was used for tablet grinding of

other 8 lots tested at the same time. Hence all @ samples were impacted by the procedure deviation and were scheduled !
" for a retest. The original data was invalidated for all the lots prepared between 22/Apr/2025 and 23/Apr/2025 analyzed in
SSID 37297. A retest was performed on 02/May/2025 for assay and related substances. Fresh tablet powder was prepared
using glass mortar and pestle for all lots. Assay and impurity results for lot CWDDH and all other lots was performed inj
SSID 52320 on the same UHPLC and column and fresh mobile phase and diluent preparation (reference PLSN-5027
p003). Results were processed in RSID 57391, Assay, ID and related substances met the acceptance cntena ofthe
specification, Assay for duplicate preparations of lot CWDDH was 96.6% and 96. 5%, with an average of 96:5%. For alll
other lots the assay results were in agreement with the original results. Related substances resulf in the ongma! and retest
analysis were observed below the quantitation threshold.

Impact assessment: ‘

The retest analysus result of ot CWDDH were within the 95.0 - 105 0% acceptance criteria, thus confirming that itis not a
true OOS, and was not product related. Based on the above evaluation, the use of incorrect mortar and pestle lmpacted
the assay result of one of the totals of @ lots tested in the original analysis. The 0O0S reference is thus hmlted to the lot|
CWDDH. Since the incarrect procedure was applied to all 9 lots, the assay and impurity results for bulk product release WI“

beTeporredfrom retest‘ana[ysis*wﬁh reference to"thrs QR o o _ I 1
Is this a Repeated Yes ’ Repeated Incidents: QR:399800| |
Incident?: OOS/OOT/E(U)M | Opened:

’ ’ 16-Sep-2022 | Closed - Done,
QR: 405281 ‘

OOS/OOT/E(U)M | Opened:
26-Sep-2022.}-Closed - Done,

QR 4397067
00s/ "OT/E(U)M | Open d:
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ThermoFisher
SCIENTIFIC

00S/OOT/E(U)M Detail Report

QRID: 1042038 ~ QRState: Closed - Done

Division: Thermo Fisher Scientific Site: TRO (Toronto)

Date Opened: 25-Apr-2025 Date Due: . 25-May-2025
| Date Close:  14-May-2025

Repeated Incident |

Details: :

A query in Track Wrse using the key words "XL184, Cabozantinib, Cabometyx, assay, potency" was performed for the
period 01 /Apr/2022 10/May/2025, which revealed two incidences of low assay resuilts, hence the current incidence is a
repeat occurrence; The QR 399800 and QR 405281 were for low assay results for the active. In both incidences the root
cause was identifi ad to be AP! loss during the tablet powdering and powder transfer steps of the assay sample preparation.
APl loss during griquding has been established previously with the observation that the grinding process most likely
removes the AP from the homogeneous powder,

Data from the investigation for QR 405281 showed that comparable results to the intact tablets procedure can be achieved
using the grinding brooedure when care is taken to scrape any remaining powder from the mortar and pestle surfaces and
re-homogenize the powder back into the ground mass. Therefore, until implementation of the intact tablet methad, the NTA
document (EXL-NTA-236-0818-R2) linked to method CTMLP-2646 was revised to EXL-NTA-236-0818-R3:

+ instruct the analysts to use glass mortars/pestles since these provide better visibility for powder potentially remaining on
the mortar and peétle surfaces after grinding and transferring of the composite powder to a scintillation vial for storage.

+ instruct the analysts to scrape the mortar and pestle surfaces in order to eliminate any remaining powder adhered to the
surfaces and re-homogemze it with the composite sample before transfer fo the scintillation vial. ’

The use of glass mortar and pestles was included in the revision 3 of CTMLP-2646 in Sep/2023. All requiréments from the
notes to analyst ware included in the method revision.

The search in Traék Wise for the analyst NS revealed one incident for deviating test procedures. The QR 883863 was
initiated for a,diﬁeﬁent Exelixis project, in which the incorrect sample amount was weighed in original analysis for stability
samples. The reteét of the samples was performed as za late test. An awareness training memo was signed between the
analysts involved tbat included the analyst NS, and the supervisor BM.

For the current anélysis, a discussion was held with the analyst NS for paying additional attention to read the method
requirements in detail prior to starting analysis. A CAPA, QR# 1052882 was initiated to-monitor the performance of the
analyst NS (employee ID 00213384) on a daily basis for a period of 4-weeks. During the monitoring details of the method
followed, documentatlon practice and bench work will be examined. Any investigations initiated due to analyst error will be

noted.

A second CAPA QR# 1053916 was initiated to add a Notes to Analyst to CTMLP-2648, to highlight the use of glass mortar
mand—pesﬂefo::tablet—powdep-p:eparaaon-af-ﬂwﬁabld&fapassayandmlated-substances-tes*

The documentatlon for use of glass mortar and pestle for tablet grinding will be added to the currently ongoing revision of
the GMP formi# PﬁS-F-1 049 (notebook for documentation of XL184 assay and related substances test).
CK
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ThermoFisher

SCIENTIFIC

00S/00T/E(U)M Detail Report

QRID: 1042038 ~ QR State: Closed - Done
Division: Thermo Fisher Scientific Site: TRO (Toronto)
Date Opened: 25-Apr-2025 Date Due: 25-May-2025

Date Closed: 14-May-2025
Action Taken:

« A retest was performed on all 9 lots for assay and related substances from fresh tablet powder preparation using the
correct equipment.
+ CAPA, QR# 1052882 was initiated to monitor the performance of the analyst NS (employee ID 0021 3384) on a daily
basis for a period of 4-weeks. During the monitoring details of the method followed,

documentation practice and bench work will be examined. Any investigations initiated due to analyst error will be noted.
+ CAPA QR# 1053916 was initiated to add a Notes to Analyst to CTMLP-2648, to highlight the use of glass5mortar and
pestle for tablet powder preparation of XL184 tablets for assay and related

substances test.
« The documentation for use of glass mortar and pestle for tablet grinding will be added to the currently ongoing revision of
the GMP form# PLS-F-1049 (notebook for documentation of XL.184 assay and
related substances test).

Phase | Conclusion

Assessment: Assignable Cause - Lab Laboratory Error Sample / Solution Preparation
: Error (Phase | only) Category:

Root Cause Analysis |
Lab Causal Factor Level Method Not Followed Lab Causal Factor Level Incorrect equipment used

1: 2:
Root Cause Grid:

Generated By: Fefipe Kina SS. . “Pageri0iof14
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ThermoFisher

SCIENTIFIC

00S/O0T/E(U)M Detail Report

QRID: 1042038 QR State:

Division: Thermo Fisher Scientific - Site:

Date Opened: 25-Apr-2025 Date Due:
Date Closed:

Closed - Done
TRO (Toronto)
25-May-2025
14-May-2025

Root Cause Type Root Cause Drill

Down Level 1

Root Cause Drill
Down Category

Root Cause Drill Comment
Down Level 2

Root Cause Procedure Followed Incorrectly

Checked Misused  The analyst did not pay

attention to the sample
preparation procedure
that emphasized the
use of glass mortar
and pestle for tablet
grinding.

Root Cause:

RCA Tools:

Phase | Conclusion
Conclusion:

The use of porcelain mortar and pestle instead of glass mortar and pestle for tablet powder grinding procedure was
concluded as the root cause of the OOS result for lot CWDDH sample prep.-2. The causal factor for this error was a
deviation to the procedure, which the analyst NS did not consider critical for sample preparation

Other Explain - Other:

Analyst interview

Generated By: Felipe Kina
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ThermoFisher ' ,
SCIENTIFIC

OOS/OOT/E(U)M Detail Report

QRID: 1042038 . QR State: Closed - Done
Division: Thermo Fisher Scientific Site: TRO (Toronto)
Date Opened: 25-Apr-2025 Date Duse: 25-May-2025
Date Closed: 14-May-2025 !

The original analysis was confirmed to be performed using an incorrect equipment, porcelain mortar and peéﬂe were used
instead of the specified, glass mortar and pestle. The analyst deviated from the procedure mentioned in CTMLP-2646, ,
Rev. 3. Retest results determined that the low assay in sample preparation-2 of lot CWDDH in the original analysis was not
product related. The retest analysis resuit of lot CWDDH were within the 95.0 - 105.0% acceptance criteria, Ethus :
confirming that it is not a true 0OS, and was not product related. Based on the above evaluation, the use of incorrect |
mortar and pestle impacted the assay result of one of the total of 9 lots tested in the original analysis. The 00S reference
is thus limited to the lot CWDDH. Since the incorrect procedure was applied to all 9 lots, the assay and imptrity results for
bulk product release will be reported from retest analysis with reference to this QR. '
| ;
For the current analysis, a discussion was held with the analyst NS for paying additional attention to read th:e method
requirements in detail prior to starting analysis. A CAPA, QR# 1052882 was initiated to monitor the performance of the
analyst NS (employee ID 00213384) on a daily basis for a period of 4-weeks. During the monitoring details bf the method
followed, documentation practice and bench work will be examined. Any investigations initiated due to analf(st error will be

noted. i

A second CAPA QR# 1053916 was initiated to add a Notes to Analyst to CTMLP-2646, to highlight the use of glass mortar
- and pestle for tablet powder preparation of XL184 tablets for assay and related substances test. 5 ‘

, |
| |
« |
The documentation for use of glass mortar and pestle for tablet grinding will be added to the cuirently ongoihg revision of
the GMP form# PLS-F-1049 (notebook for documentation of XL184 assay and related substances test).

Through historical investigations for low assay it has been observed that APl loss during grinding has been iestablished
previously with the observation that the grinding process most likely removes the API from the homogeneous powder (the
AP gets stuck on the mortarand pestle wall) and extra care is required when transferring the powder to a sicintillation‘ vial
for storage, to scrape the mortar and pestle in order to get the API back into the mass. In the revision 3 of CTMLP-2646,
the use of glass mortar and pestie for tablet grinding was added to the procedure for sample preparation. To eliminate the
risk of API loss, an assay method has been validated with use of intact tablets however, it is not yet implemented as it is
pending regulatory approval. It is expected that with the use of intact tablets procedure for sample preparaﬁfon similar
occurrences for unexpected / OOS results is assay of XL.184 tablets can be overcome.

Product impact Statement

Product Impact The retest analysis result of lot CWDDH were within the 95.0 - 105.0% a ce/ptance criteria,
Statement: thus confirming that it is not a true OOS, and was not product related. A: Sduct related erro

was ruled out.

% Commentis
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ThermoFisher
SCIENTIFIC

O0OS/O0T/E(U)M Detail Report

QRID: 1042038 ’ QR State:

Closed - Done
Division: Thermo Fisher Scientific. Site: TRO {Taoronto)
Date Opened: | 25-Apr-2025 Date Due: 25-May-2025
: Date Closed: 14-Mav-2025
QA Comments: : Investigation has been reviewed and is acceptable.
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ThermoFisher
SCIENTI{FIC

0Q0S/O0T/E(U)M Detail Report

QRID:
Division:
Date Opened:

1042038 QR State: Closed - Done

Thermo Fisher Scientific Site: TRO (Toronto)

25-Apr-2025 Date Due: 25-May-2025
Date Closed: 14-May-2025

e-Signatures

Phase | Investgtn
Complete By:

Lab Approved By:
QA Approval By:

Beena Moothan Phase | Investgtn 13-May-2025 07:11 PM
Complete On:

Ayube Rahim Lab Approved On: 13-May-2025 07:53 PM

Roland Rajroop QA Approval On: 13-May-2025 08:15 PM
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®dopma
Cepuduxar Ha ceputo Kabomernxe 40 mr CWNXD (RU)

Homep moxymenTa Bepcus Craryc Jara yTeepxaeHus
FORM-000067757 — EXE000750491 1,0, Texymias YTBepKIEHO 29 amrycra 2025

CepradukaT Ha cepmio

g
‘“’“Jé’%ﬁ” 3{3&; {Q}g‘”g ITATEOH ®pannus
iwg,, e % RS 40, Gymsap Wavmape - CS 11006
e Therma Rl Bolsastifio 38307 Byprymu-Kamwisé Lenexe

Temn: +33 (0) 4 74 93 87 00
@axc: +33 (0) 4 74 93 87 81 Patheon.com
NHOOPMALUS O ITPOAVKTE

| HaumeroBasue npomykTa (BKITIOHAA KABOMETHKC 40 mr 30 mrr.
30} EeXTHBHOCTE/aKTUBHOCTS, JO3HPOBKY U
pasMep yTIaKOBKH, €CIIH IIPUMEHUMO):

HmMriopTrpyeMas U3, eclli IPUMEHHMO: Kanana

Cepus/Homep cepun: CWNXD

Konx: 304019433

Jara mpoussoacTBa: 31 mapTa 2025

Cpok rogHOCTH: ®epans 2029

Otuet(s1) 06 OTKIIOHEHHSX: Ja X Her[J (DR Ne415807)

HPHJTOX(CHHBIYI CepTH(HKAT aHaIM3a: Ha X Her OJ (TIpenocraener Ilareon TopoHTo)
Komuuectso: 600 emurmI

Ne muuerzum: 2025_070_1_2

CepHanH30BaHHBIN MPOLYKT: Jla X Her

HomonaurenbHas HHGOPMAIHS, eCITH Vmaxkorka: no 30 TabneTox BMecTe ¢ cumkarenem (3
TIPUMEHHMO: KOHTeiHepa ¢ CHIMKareseM no 1 I Kax/Isii) 1 Noaus GHpHBIM

BOJIOKHOM BO (pITAKOH M3 MONUITHICHA BEICOKOH IUIOTHOCTH. |
($IakoH ¢ HHCTPYKIMEH 110 MPHMEHEHHMIO B TaYKy KapTOHHYIO.
Cpoxk rogHocTH — 4 TOJa, XpaHUTh NPH TEMIIEpAaType HE BhIIIE
25°C

Bank: CWDDW - CWDFD

IMepsnunas ynakoka: CWDFK
ITpenrazBager st poccriickoro peaka (RU)

NMOJATBEPKIAEHUE/3ASABJIEHUE O CEPTHOHKALINHA

HacTosuM TOATBE)KAAETCS, 9TO MpHBEIEHHAs Bhille HH(OPMALKS ABIAETCA JOCTOBEPHON M TOUHOM.
JlanHas cepus mpoAykTa GbLTa IIPOM3BE/IeHa, BKITI0Yas yIIaKOBKY M KOHTpPOJIb KauecTsa, [lateon
TOpoHTO B TIOTHOM COOTBETCTBHH ¢ TpebosarmaMu GMP MecTHOrO perynsTOpHOro opraHa, co
crienuKanyei, mpegocTapIeHHoH KitMeHToM | ¢ corlacoBaHMeM TpoLecca | COrJalieHHeM O
KayecTBe. 3arucy O MPOM3BOJACTBE CEPHH, YIIAKOBKE M aHAIM3aX ObLIH MPOCMOTPEHB! M HAXOMATCS B
cootercteuu ¢ GMP. MIMropT 1 xpaHeH¥e NPOIyKTa B COOTBETCTBHM C TPeOOBAHUAMM.

UMmopT, NpoBepKka A0KyMEHTALMM U KOHTPOJIb NPH NoTyueHuM Obutn BeinonHens! Ha Ilateon Bypryunn
¥ COOTBETCTBYIOT TPEOOBAHUAM.

Cepusi BbINyImeHA

Tepmo @umep CaiteHTHhUK

KonduneHuuansHO Crp. 1 m32
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SnexTPORHbIE MOAMECH

HoMep noxyMeHTa

Bepcus Cratyc

JlaTa yTBEpIKICHHUS

FORM-000067757 — EXE000750491 1,0, Texyias | YTBepKIEHO

29 aprycta 2025

JjIeKTPOHHbIEe NOXMHCH

i
i
i
i

TTonszoBaten® Hara 3HaueHHEe TOATICH Cd

Jiymomus, ®abren 29 aprycra 2025 VTBepxeHo YIoIHOMOYEHHEIM JJHIIOM

(moxIHCE) 12:37:25 (GMT) ,
i ,

Tepmo @umep CalienTHdHK
KoHdupeHImansHo
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Homep: CERT-0510 Homep: HIT Bepcus: 1.0 Craryc: Yiepxaero [ata yreepxnenus: 25 uromt 2025
Ka6omernke , I'TT 40 mr RU - COR - CWNXD

CepTndnkaT HAa BRINYCK

KaGomernke I'l 40 mr RU-COR-CWNXD

i Bepcna: Jlara BCTYTIIEHHS B CHITY:
Homep noxymenta: CERT-0510 )

P AOKYM _ 1.0 25 wmioms 2025
HammienoBanme npoayxra (kax YKa33HO B JOCKE HA CEPHIO): Kommgectro/Konuenrpaums: | Cepusa/Kosmraectso cepuii:

: Tlpu Temnepatype He Brime 25 °C

Kaﬁofme'mxc (KatesanTuuno), Tadaerxs, 30 mr (RU) 40 mr/ HII 600 nagex KAPTOHHKIX
Cepust niponykra/JTot Ne: Jlata IpOM3BONCTBA:
: - CWNXD 31 mapTa 2025
choizmx XpaHeHHs nﬁo IykTa: ] ny/A | Perect/[lata OKOHYaHNs CPOKA POXHOCTH: 0O N/A
; : 28 ¢erpans 2029

KOHTDaKTHEI TPOU3ROIMTENE:
areon ToponTo

Cremmduianas Dxcemmxcuc Ne/Bepens: [ N/A

Cneundnrannsa-0056 g.22.0

Kon(sr) koHTpaxTHOTO NpoIyKTa/3aKas-Hapsa No:

4000004862 / 1141652

Ne ocHOBHOI 3arTUcH
KOHTpakTopa/Bepcrs:

BOM: 8 Hudopmauns ra stuxerke: 4, MHCTpYKUHH
yiakoBky: 5, Ot6op npob roToBoro NpoxykTa: 3.

Tun fipoaykra (OTMETATH MPUMCEHIDMOE):

O A(i)H/CchraHuHﬂ O JlexapCTBEHHEIHA IPOAYKT
0 IlepaudHas yIakoBKa BTopytiHas yrnakoBKa
Horviep CEpHH TONYIPOIYKTa: X N/A Ne éeprm mponyxTa: CWDFED ON/A
Ne CCi)HH AQC: 2200028 D N/A prroﬁ Ne ccpﬂn/j[o'ra; 0O N/A
O6mas cmeck: CWDDW
Ne cepuH HepBUHHOM YTIAKOBKY: ON/A | Pemok: O N/A
CWDFK PO
OTKTOHEHMS
N/A
N/A
N/A
N/A
N/A
d>opma:;’I‘MP-0109 Bep.2.0 KOHOHUIEHIMAJIEHO Cipanuna 1 u3 3

Konus 31010 AOKyMeHTa pacniedaratia Pespxuna Ipymmon 25 mons 2025
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Howmep: CERT-0510 Homep: HIT Bepcun: 1.0 Craryc: YrsepxacHo [lata yTeepsxeHus: 25 Hons 20§25
KaGometnke , [TI 40 mr RU —~ COR - CWNXD

CepTadHKAT HA BHITYCK

KaGomernxe TTI 40 mr RU-COR- CWNXD

H

s Bepcus: JaTa BCTyTUIEHHSL B CHITY:
Howmep noxymenra: CERT-0510 1.0 25 wons 2025

HacTOSIIMM TIOTREIKIAETCS, 9TO BHIICYKA3AHHbIH NPOXYKT OBLI U3TOTOBNEH Ha coome’rfcmyxomeﬁ cGMP
TIPOM3BOACTBEHHOM IUTOMIaZKE K TPOBEPEH B COOTBETCTBUMA C TIPUMCHAMBIMU (apMaKOLIeHHBIMH
TpeGoBaHWAMY, ¥ COOTBETCTBYeT CrelM(MKAIME Ha BBIIYCK, MBIIOKEHHOM DKCETHKCHC. Kommnanmus
DKceNuKCHe KBATHDHIMPOBANA BEIIEYKA3AHHOTO NPOM3BOMMTEIL LA YKa3aHHOTO THIIA nponykra. Ha
' OCHOBAHUH 0630pa JIOCkE HA CEPHIO H COOTBETCTBYIOMEH JOKYMEHTAIH N0 NPOMSBOACTBY M MCTIBITAHIM,
CepHsl COOTBETCTBYET CHELM(UKAL¥ 1 BEITYICHa. :

Hcnomssosanue 00 'Ha3HAqCHMIO: » ;

Kommepueckoe [ Ne xcmxf{mecxoro weenenosarmt [ Bpax [ Jpyroe :

Kommentapuu: HII

¢
i
1
j

1. Kompr ynakorxu: arrxeTka 2000017309, yHCTpyKins 2000018247, kapToHHad Taika 2000017279.%
|

DTOT JOKyMEHT OBII COTJIACOBAH B BJICKTPOHHOM CHCTEME.

'

®opua: TMP-0109 Bep.2.0 KOHOUIEHITIAJIBHO

|
l
‘ Konws 3T0r0 JOKyMenTa pacnieqarana Peguna ['pyMmor 25 smons 2025
|
|
]
\
|
I
|
|
|
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Howmep: CERT-0510 Homep: HIT Bepenn: 1.0 Craryc: Yreepxaeno [lata yTeepiuenus: 25 mofs 2025

Ka6ometuxe , ['TI 40 mr RU~ COR - CWNXD

Ceprrdukar Ha BHINYCK

KatGomernxe I'l 40 mr RU-COR- CWNXD

i . Bepcwns: Jara BeTyIUuleHns B CHULY:
( : CERT-05
HOMgep moxymerta: CERT-0510 L0 25 oms 2025
I/Icropgwi M3MEHEHH:
Bepcist | CoTpyIHEK Hara yTepxnesms H3MeneHns
1.0 Jbx.Abexyena Cchlika Ha BIafielibia JOKYMEeHTa HoBEIit TOKyMeHT

d?'o[.mﬁ.x:‘E TMP-0109 Bep.2.0

Konms 5Toro AoKyMetTa pacneyaraHa Peniia T'pymMon 25 moma 2025

KOHOUIEHIIMAIBEHO Cipasnma 3 1 3
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HAITEYATAHO 11 wons 2025, 12:15
v atmm PernonansHoe noapasaeienne TopoHTo
t i - » 3aronoBok: CepTH(hHKAT HA NPOH3BOACTBO
& HEALTHIER WORLD, DELIVERED. ®opma: F-053

COIT: OPS 1027
Jlata BeTyTUIeHws B cuiuy: 28 despans 2024

Bepcus: 28

CepTaduKaT MPOHU3BOLICTBA
VeraHosaennbii Homep anuensun: 100074-A

[Mponsseneno, YNaKoBaHO H/HAN NPOMAPKIPOBAHO Ha:
AHAN3HPOBAHO HA:

ITareon UHK. 0 O O
PernoHaisHOE Tlareon Hnk. ITareon Hnk. IMareon HHk. Ilateon UHK.
TIOApA3ACICHUE Tonpasnenenve ITateon PernonamsHoe TMonpaznencuue Jlaboparopus IlaTeon
TopouTo Vuibu NONPANENCHAC TMareon Yuntn 977 Cewmuptopu Jpaits
2100 Cunrrexe Kopt Muccucora, | 111 Koncsromepe Toponto 111 Koncsromepc Bepnuarton, OHTapro
Owutapwuo [paiis V6w, 2100 Cunrexc Kopr Hpaits Ynow, L7L 5J8
L5T 7K9 Kanana Vcranosnennsii | OHTapro LIN 5Z5 Muccucora, Onrapuo | Onrapuo LIN 5Z5 Kanana
HoMep muuemsun: 100074-A VeranonerHsli Homep | L5T 7K9 Kanana Kanana

numensun: 100074-F

Haumenosanue Ka6ometuxe (Kabozantiuaub), Tabnerky, CWNXD
npoayKra: 40 wr - 30 mr (RU) Ne cepun Kaneni He npumeHEMO
CepHan3oBaHHbII Ja® Her O No perucTpauHoHHOT0 YA10CTOBEPEHHS

NpoayKT: (NDC, DIN 1 1.4.): 005558

Koanuecteo: 600 yrakoBok / 12 TpaHCTIOPTHBIX Cpeannii Bec Ta0JeTKH HAN KATICYJIbI: He npumMeruMo

xopo6oB / 1 mommoH

4000004862 CWNXD Crienmdukaius MaTepuaios: 8

Hndopmauus Ha sSTAKETKE: 4
VnakoBo9HAs HHCTPYKIWMA: 5
Ot60p mpo6EI TOTOBOTO MPOAYKTa: 3

Ne ynaKkoBOYHOTO Ne cepun N Mt

vaTepnaJia: 4000003554 YHAKOBKH: CWDFK RN Crieundykanms MatepHaios: 4
Wudopmans Ha oTHKETKE: 4
Y1akoBogHas HECTPYKLWS: 3
OT160p 1po6EI TOTOBOTO MPOIYKTa: 2

3000003084 Ne CWDFD IIpeccopanme: 7
Ne NpoI3BOACTREHHOI N TTokphITHE TUIEHOYHOH 0G0N0uKOi: 8

NPOH3BEAEHHOTO N cepmu:
mMaTepuaa: 3000003074 CWDDW

macTepa
L JI¥CTIeHTHpOBaHHE: 5

I'pany msiumst:9

Hata 3anoJaHenue 10 Cpox
NPOH3BOACTBA: 31 uaprs 2025 naThbi: 48 angerm 2026 FOMHOCTH: 02 2029

JIpyras He
andopvanns:  BUYEEIE

KOHOHUAEHITMAJIBHO
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HAIIEATAHO 11 wonn 2025, 12:15
CEPTH®HKAT HPOM3BOJICTBA ) ®opma: F-053  Bepcms: 28

i
:

Ne Ma'r!iepna.na: 4000004862 Ne cepun: CWNXD

|

| ,

#1 BACTORIIIM rapaHTHPYIO, YTO TIPE/ICTABeRHAT BHINE HH(ODMAITA Ay TeHTHTHA 1 TowHa. JlaHHAT CepyA MPOH3BeNeHa,
BIUTOYa7 YNaKOBKY W KOHTPOJA KATecTa Ha YKA3AHHEIX BEIIE NOM3BOICTBCHHBIX ITOMANKAX B COOTBCTCTBIM G
TNOKaNbHBMY TpeGosanmsamMy GMP. ’

3aImCH {0 NPOW3BOACTBE, YIAKOBKE M AHAM3E Cepui OBUIM NPOCMOTPEHE! M HaWNeHEl COOTBETCTBYIOIIMMY
TpeGosarmaMm GMP. Ecn IpHMEHIMO, pasbscHeH e It IPHHSTEX OTKIOHEHHSX OPHKpPEIUIEHO.

Tpeﬁyei’rcn pacciegosanme: Ja X HerD Ne 415807

3axmosenue: Cepus BHITYIIeHA

; CooTBeTCTBYET BCeM CHENMMUKAIIIM 110 MECTPYKIHAM [l TeCTHPOBAHHA.
| ;

®enune Kuna, Coenuannct cayx651 KadecTsa

I'Iommci YIOTHOMOYSHHOTO THIIA CIIVIXBA OBECIIEYEHUSA _
M3t ¥t IODKHOCTS YIIONHOMOHEHHOTO JIHIIa KAYECTBA IIATEOH
(moztrmac) 14 moms 2025
14 HIOJISI 2025 nara BEIITyCKa cepTH(uKaTa (Ioxmrcs)
E BBIITVILEHO

i

KOH®HIEHITHAILHO ' Crp.2m2
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ITATEOH UHK.
ITpoussoncteo, Yniakoska, Mapkuposka 1 Beirmyckaromyit KOHTPOITb
Pernonanbaoe noapasgenenne Toporrto (100074-A)
2100 Cunrexc Kopt, Muccuccora, Onrapuo,
L5N 7K9, Kanaza
905) 821-4001

IPOXYKT: KABO3AHTHHUE 40 MI', TABJIETKH, IIOKI:ITLIE HJIEHOOI71 OBOJIOYKOM 30
TABJIETOK (EU/ROW) i

KJMEHT: 3KCEJIMKCHUC Ne MATEPHAJIA TOTOBOT'O ITPOJAYKTA: 4000004862

Ne CEPHM FT'OTOBOT'O ITPOAYKTA: CWNXD

JIATA ITIPOU3BOJCTBA: 31 MAPTA 2025
CPOK I'OJHOCTH: 02 2029 :

ARF FP Bep. 1
Cepruduxar ananmsa Bep. 2 Jata BcTyTUleHus B cwiy: 18 nexabps 2024

Crnempdnxarys PesyneTat

3 RS LA i 24 AL :
BusyansHo JKenTrie TabneTKH TPEYTOIBHON XKenTele TaONMETKH TPEYTONBHON
($OpMBI, TOKPHITHIE TUIEHOTHOH (OpMEL, TIOKPBITEIE THIEHOTHOM
060I109KOH, ¢ TpaBupoBKOH «XL» Ha |  0BomodKol, ¢ rpaBEpoBKo# «XL»
OIHOI CTOpOHe, ¥ «40» Ha Apyroi Ha oHoOl cTOpoHe, i «40» Ha

CTO OHE TabIEeTKH.

poHe TablIeTKH. TpyTO# CTO

ITepecMOTpETH M IPAIOXKHATH COOTBETCTBYIOIIMH HOMEpP CepHH
BHIMYIIEHHOTO CePTHHHKATA
aHaym32a Ha 6aik JovkeH OBITh
TIPIOXKEH

COOTBETCTBYIOLIHI HOMEP CEPHHA
BBIIYIEHHOTO CepTA(HIKAT
aHanm3a Ha 6ajx MpIIoXKeH

KomMmeHTapum: *  He npuMeHnMO

TIpocMOTpEHO U YTBEPIXKAEHO; MOINCh -
( Menemkep KOHTPOJIS Ka9ecTsa ) CIIVXXBA

OBECITEYEHMS
KAUECTBA ITATEOH
14 vronst 2025

- (Tozmwce)
BBIOTYIIIEHO

Jata: 14 wronsg 2025

Crp.1m3 1
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ITATEOH UHK.
ITpousBozncTBo, Ynakoska, Mapkuposka 1 Beimyckaromui KOHTpOJIb
Pernonansaoe moapasgenenune ToporTo (100074-A)
2100 Cunrexc Kopt, Muccuccora, OHTapHo,
L5N 7K9, Kanana
__(905) 821-4001

IMPOIYKT: KABO3AHTHHME 40 MI', TABJIETKH, IOKPBITBIE IJIEHOYHOM OBOJIOYKOM 30
TABJIETOK (EU/ROW)

KJMEHT: 9KCEJMKCHUC Ne MATEPUAJIA TOTOBOI'O ITPOTYKTA: 4000003554

Ne CEPMIM 'OTOBOI'O ITIPOAYKTA: CWDFK
JATA IIPOU3BOJACTBA: 31 MAPTA 2025

ARF FP Bep. 3

Ceptudyxat asamma Bep. 3 Jata BcTyruienus B cwiy: 17 nexabps 2024
: HcrsiTanue Cremmdunxaims Pesynerar

XKenTere TabneTKM TPEYTOIBHOMK
($OpMBI, MOKPEITHIE TIEHOYHOI
060109K0#, ¢ rpaBUpOBKOH « XL»
Ha OJTHOM cTOpoHE, U «40» Ha
IPYTO¥i CTOpOHE TaOIETKH.

XKenTele TabneTKH TpeyroabHON
($OPMBI, IOKPHITBIE TUIEHOUHOH
00011019KOi, ¢ rpaBHpOBKO# « XL» Ha
OIHOM CTOpOHe, U «40» Ha ApyToi
CTOpOHE TabNeTKU.

ITpocMoTpeHO U YTBEPXKACHO; TIOITHCh

( MeHemkep KOHTPOIIS KadecTsa ) CIIYVXXBA
: OBECIIEYEHMA
flara. 14 was 2025 KAYECTBA ITATEOH
J 14 mas 2025
OJITHCEH
BBLITTYILEHO

Crp. 1
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TITATEOH MHK.
IpomsBoacTBO, Yniakorka, MapkupoBka ¥ BriTyckaromuit KOHTpOITb
Pernonannuoe noapasaenenune Toponto (100074-A)
2100 Cunrexc Kopt, Muccuccora, Oxtapmo,
L5N 7K9, Kanapna
905) 821-4001

KABO3AHTUHME 40 MI', TABJJETKH, ITOKPBITHIE ILTEHOYHOU OBOJIOYKOM
(EU/ROW) f
KJIMEHT: 9KCEJMKC Ne MATEPHAJIA BAJTKA IIPOJTYKTA: 3000003084
HOMEPA MATEPHAJIOB: Ne CEPHH BAJIKA TIPOJIYKTA: CWDFD
3000003084, 3000003114 JATA IIPOU3BOJICTBA: 31 mapra 2025
ARF FP Bep. 2

Ceptudukat anammsa Bep. 2

Hara BCTYIUIEHNS B CHITY: 22 Map'ra§201 8
Crenmdukarms

Hcneitanue PesyneraT

il
(BOXX-Y® u YO®-criexTp)
CTMLP-2646

CTMLP-2646

CTMLP-2646

Busyansro XenTeie TAONETKA TPEYTONBHOK JKenTsle TaONETKH TPEYTONBHON
(hopMBI, IOKPBITHIE TUIEHOTHON ($OpMEI, IOKPHITHIE TNICHOTHOH
o6omnodxoi, ¢ rpaBupoBKoi « XL» Ha | 00601I09KOMH, ¢ rpanﬂi)omcoﬁ «XL» Ha
OJHOM cTOpOHE, B «40» Ha Apyroi OIIHOM CTOpOHE, | «40» Ha ApyTOH
TableTKH. CTOpOHE TabNeTKH

CO0O0TBETCTBYET 3TAJIOHHOMY
CTaHIap

s

it

95,0 % - 105,0 % OT BeIMIUHEI H
MapKHpOBKe

A) ManuBuiy aibHbIe
HeOoTpeeNICHHbIE POy KThI
pacniana: He Gonee 0,2 %

He oﬁﬂapjmceﬂo

B) Beero: He 6onee 1,0 %

He o6HapyxeHo

Crp. 1us5
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ITATEOH HHK.
INpoussozcTBO, Ynakoska, Mapkuporka i Brlmyckaronmuit KOHTpOITS
Permonansnoe noxpasgesnenne Toponto (100074-A)

2100 Cunrexc Kopt, Muccuccora, Onrapuo,
L5N 7K9, Kanana

TIPOJTYKT: KABO3AHTHHHB 40 MT, TABJETKH, HOKPBITHIE ILIEHOYHOM OBOJIOYKOM (EU/ROW)

KJIMEHT: SKCEJIMKC Ne MATEPHAJIA BAJTKA ITPOJTYKTA: 3000003084
HOMEPA MATEPHAJIOB: Ne CEPMM BAJTKA ITPOTYKTA: CWDFD
3000003084, 3000003114 JATA IPOM3BOJICTBA: 31 mapra 2025

ARF FP Bep. 2

CepruduxaT anamsa Bep. 2

JlaTa BCTyIUIeHN B Cruty: 22 MabTa 2018

Hermrr:

CTMLP-2648

Qne (11713 Pesynbrat

Comercmye TeKymmnaHmo (DapM.
CIIA <905>

Q) 99,9%
2) 99,8%
3) 100,5%
4 100,3%
5) 100,0%
6) 101,2%
7 99,6%
8) 101,3%
9) 101,0%
10) 101,8%
Cpenn.10: 100,5%
Kpurepuit npueMneMocTy: 1,8
Crapgna 2
1) He npramennMo
2) He npameHnIMO
3) He npumenmmo
a1 He npumenumo
3) He npmmerymo
% He mpumennmo
8) He npmmenmMo
9 He mpmvernmMo
10) He npmmerymo
11) He npumermMo
12) He npmmerumo
13) He mpumermMo
14) He npumermmo
15) ‘He mprmernMo
16) He nprMernmo
17) He npumennmMo
18) He npumennmo
;g; He npumenumMo
Cpenn.30: He o

” He npamenrmo
Kpurepuit npremMiIeMocTH:  1p) :

Crp.2u35
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" ITATEOH UHK.
ITpomnzeozcTBO, Yniakoka, MapkupoBka u Belmyckaroruii KOHTPOs
Permonannnoe nogpasaenenne Toponto (100074-A)
2100 Cunrexc Kopt, Muccuccora, Oxraprio,
L5N 7K9, Kanana
905

MTPOIYKT: KABO3AHTHHHME 40 MT, TABJETKH, TOKPBITHIE ILTEHOYHOMN OFO
(EU/ROW)

KJIMEHT: 3KCEJIMKC Ne MATEPHAJIA BAJIKA ITPOJIYKTA: 3000003084

JIOUKOM

HOMEPA MATEPHUAJIOB: Ne CEPUH BAJIKA ITPOAYKTA: CWDFD
3000003084, 3000003114 JATA IIPOU3BOJICTBA: 31 mapra 2025 |
ARF FP Bep. 2 :
Ceprudukat anammsa Bep. 2 ) Jlata BeTymuienns B cwny: 22 mapta 2018

Hcneitanne Crnenmudnkanys PesymsTat

CootsetcTByeT DapM.
<711> Armapar 2

Q=80 % uepes 15 MuUHYT 15 30 45 60 90

Cragns 1

1) | 100% 100% 101% | 100% | 101%

2) | 100% 101% 101% | 101% | 101%

3)| 102% 103% 103% | 103% | 103%

4)| 101% 102% 102% | 102% | 102%

5| 97% 98% 99% 99% | 99%

6)| 101% 102% 102% | 102% | 102%

Mun.: | 97% 98% 99% 99% | 99%

Maxc.: | 102% 103% 103% | 103% | 103%

Cpemn.: | 100% 101% 101% | 101% | 101%

TMLP-2647

% RSD: 1,8 1,6 1,4 1,4 1,3
Cranns 2 i

7) HIT HIT HIT ‘HIT HII

8) HIT HIT HIT HI'I HIT

1)) HIT HIT HIT HIT HIT

10) HIT HIT HIT HIT HII

11) HIT HIT HIT HIT HII

12) HII HIT HII HIT HII

Makc. HII HIT HIIT HIT HIT

Cpenn.: HII HIT HIT HII HIT

% RSD: HII HIT HIT HIT HIT

Crp.3u335
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ITATEOH UHK.
Tponssonctso, Yiakoska, Mapkupoeka 1 Brmyckaromuii kKoHTpos
Pernonansnoe noapasyenenue ToponTo (100074-A)

TR
ST

TIPOJIYKT: KABO3AHTHHHE 40 MT, TABJETKH, IOKPBITHIE IUIEHOYHOM OBOJIOYKOM

2100 Cuarexe Kopt, Muccuccora, Omnrapwo,
L5N 7K9, Kanana
o (005)821-4001

(EU/ROW)
KJIMEHT: 3KCEJMKC Ne MATEPHAJIA BAJIKA ITPOAYKTA: 3000003084
HONEPA MATEPHAJIOB: Ne CEPUM BAJIKA ITPOXYKTA: CWDFD
3000003084, 3000003114 JATA ITPOU3BOJICTBA: 31 Mapra 2025
ARF FP Bep. 2
CepTudnkar anamsa Bep. 2 Jlata Betymierns B city: 22 Mapta 2018
. Hcobrranume Croemmdukarnys Pesynprat
CTMLP-2647 CootrerctByeT ®apm.CILA
3 <711> Armapar 2
Q =80 % wepes 15 mumyT 15 30 45 60 | 90
Craana 3
131 HI HI | HII | HO | HO
1|l HII HII | HIO | HIO
13| HO HII HIT | HIO | HI
1| HI | mn | HO | HO | HO
D) HOI | mn | ®Hm | HO | HO
18) | HO HIT | HO | HII | HIO
19)1 HO HII | HI | HO | HI
20) | - Bl HIT HI | HO | HII
21| HO HII HII | HII | HIO
2) | mm HIT HIT | HII | HII
29| HO | HO | HO | HO | HO
o ::? HII | HIT | HO | HIT | HO
Maxc:; L e = = £
Cpenn.: ol HII HII HI1 HIT
HIT HIT HII | HII | HO
CTMLP-2649 He 6omnee 3,5 %
i 1) 1,8 %
: 2) 1,9 %
CTMLP-2712 XL 184-1-1: He 6onee 24 ppm
f 1) 3 ppm
2) 3 ppm
CpCIIH.i 3 ppm
XL 184-1-4: He 6Gomnee 15 ppm
1) <3 ppm
2) <3 ppm 207
Cpenn.: o

Crp.4m35
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ITATEOH HHK. .
IpoussogcTBo, YiakoBka, Mapkuposka 1 Belmyckaromuii KOHTPOITb
Permonannnoe noapasnesenune Toponrto (100074-A)
2100 Cuntexc Kopt, Muccuccora, OrTapno,
L5N 7K9, Kanana
(905) 821-4001

IIPOTYKT: KABO3AHTHHUE 40 MT, TABJIETKH, HOKPBITHIE ILIEHOGHON OFOJIOUKON
(EU/ROW) , |
KJIMEHT: SKCEJIAKC Ne MATEPHAJIA BAJIKA ITPOTYKTA: 3000003084

HOMEPA MATEPHUAJIOB: Ne CEPUM BAJIKA ITIPOAYKTA: CWDFD
3000003084, 3000003114 JIATA ITPOU3BOJICTBA: 31 mapTa 2025
ARF FP Bep. 2
Ceprudwkar agaymsa Bep. 2 Hara BcTymuieHns B cwty: 22 mapTa 2018

HcmeiTarue

Crempduxanus PesymsTat

N

> 1 <62> u Esp.Dapm. 2.6.12 1 2.6.13 (MM-1381)

T

Cornacyercs ¢ CDap.C

OO0uiee KONUIECTBO a3poOHBIX

MHKPOOPTaHH3MOB He 6omnee 1000 KOE/r <100 KOE/r
Ofmiee KONMYECTBO IUIECHEBEIX W He Gonee 100 KOE/r - <50 KOE/r
IOPOJCOKEBBIX TPHOOB

OtcytcTBme P. aeruginosa OTCyTCTBYET OTCyTCTBYET
Orcytcteue E. Coli OtcyTCcTBYET OTCyTCTBYET
OtcytctBme S. aureus OT1cyTCTBYET OT1CyTCTBYET
Otcytereue Salmonella spp. OTCyTCTBYET OTCYTCTBYET

‘TIpocMOTpPEHO M YTBEPKIEHO: TIOIHCE :
( MeHemmkep KOHTPOINA KadecTBa ) CJIVXBA OBECIIEYEHWA
KAYECTBA ITATEOH
14 mas 2025
. 14 was 2025 Lot
flara: 14 vas BBITYI[EHO

- Crp.5u35
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PEAEFAABHAA (

ANARBATIO HAASOPY

B COEPE 3APABOOXFPAHEHMA

«CBefeHnsa, BHeCeHHble B aBTOMaTU3NPOBaHHYIO MHPOPMaLMNOHHYIO cucteMy Poc3sgpaBHag3opa nepen BBOLAOM B
rpaxgaHckum odopoT cepun, NapTUN NekapCTBEHHbIX cpencTs/ MHdopMaumna o BblaaHHbIX PoCc3apaBHaL30pOM pa3peLlleHnax

Ha BBOA B rpaxgaHCkun odopoT B Poccuinckonm depgepaunm cepum nam naptmm MMMyHOBMONOrM4eckoro NeKkapCcTBEHHOro
rnpenapaTa, No coctoAHUo Ha 06.02.2026 18:57»

40 mr 30 wrt., ¢pnakonsl (1), mauku
KapTOHHbIE/ ~

TEePBUYHYIO yMakoBKY)); [Tareon Uuk., Kanaga
(YmakoBmUK/hacOBIMUK (BTOPUYHAS/TPETUYHAS YTIAKOBKA))

IIpousBoguTeNb Opranu3zanms, Homep Howmep, nara IMucema 00
Iarta Baecenust B AHC .
Pocspasnazopa ToproBoe HanmeHOBaHHE (BBITy CKAIOIHH Crpana CBeJieHHsI 0 CTAIHSIX NPOH3BOACTBA HopmaTtHBHast JOKyMeHTAIHsI BBINYCTHBINAS B cepHH, pa3peleHss Ha m3bsitaH JIC
KOHTPOJIb) rpax JTaHCcKHH 000poT NapTHH NI (Homep, mara)
Kabometukc®; tabieTku, ITateon Uuk., Kanaga (ITpousBogurens (rotosoit JID));
18.12.2025 TIOKPBITBIC ILICHOUHOH 0G010UK O Tateon OpaHmus Opama | L1aTeon ik, Ranaga (Y naxosup/pacosuyk (s JIIT-Ne(008475)-(PT-RU)-170125 000 "UIICEH" CWNXD -
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[okyMeHT nognucaH v nepepaH yepes onepatopa 340 AO «[NP «CKB KoHTyp»

OpraHusauus, COTPYAHUK

JloBepeHHOCTb: per. Homep, Nepuof, AeNCTBUSA U CTaTyC CepTuduKaT: CepuiiHbIii HOMEP, NePUOA AeCTBUSA

Moanucu oTnpaBuTens: @ AKLIMOHEPHOE OBLLECTBO "P-GAPM"

B efc4dace-a286-4288-8a4e-1f48363a8398 06B002840040B34CB64328F324349AED80
JapbkuHa AHHa OneroBHa ¢ 07.08.2024 00:00 no 30.07.2027 23:59 GMT+03:00 €21.08.2025 10:55 no 21.08.2026 11:00 GMT+03:00
Joseputens: AKLUMOHEPHOE OBLLIEECTBO JloBepeHHOCTb NpoLuna npoBepKy
"P-OAPM"

NpeHTudukaTtop fokymeHTa 09cbbb13-c88a-46a0-aad4-5cd9067dd589

Jata v Bpems noanucaHunsa

27.02.2026 15:54 GMT+03:00
Moanucb cooTBETCTBYET daiiny
JLOKYMeHTa
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