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NAME

Bond Primary monoclonal Antibody Programmed Death Ligand 1 (73-10) for the qualitative
identification by immunohistochemical method for in vitro diagnostics for BOND-I1I and Bond-
maX immunohistochemistry instruments, composed of;

- BOND Programmed Death Ligand 1 (73-10), 7.0 ml, container -1 pc.

- Instructions for Use (included) -1 pc.

INTENDED USE

Programmed Death Ligand 1 (73-10) monoclonal antibody for BOND-III and Bond-maX
immunohistochemistry instruments is intended to be used for the qualitative identification by light
microscopy of endogenous PD-LI protein in formalin-fixed, paraffin-embedded (FFPE) tissue by
immunohistochemical staining using the BOND-I1I and Bond-maX.

The clinical interpretation of any staining or its absence should be complemented by
morphological studies and proper controls and should be evaluated within the context of the
patient’s clinical history and other diagnostic tests by a qualified pathologist.

INTRODUCTION

Immunohistochemical (IHC) staining techniques allow for the visualization of antigens via the
sequential application of a specific antibody to the antigen (primary antibody), a secondary
antibody to the primary antibody and an enzyme complex with a chromogenic substrate with
interposed washing steps. The enzymatic activation of the chromogen results in a visible reaction
product at the antigen site. The specimen may then be counterstained and coverslipped. Results
are interpreted using a light microscope and aid in the differential diagnosis of pathophysiological
processes, which may or may not be associated with a particular antigen.

PRINCIPLE OF PROCEDURE

Immunohistochemical techniques can be used to demonstrate the presence of antigens in tissue
and cells (see “Using BOND Reagents” in your BOND user documentation). Programmed Death
Ligand 1 (73-10) primary antibody is a ready to use product that has been specifically optimized
for use with BOND Polymer Refine Detection. The demonstration of endogenous PD-LI protein
is achieved by first allowing the binding of Programmed Death Ligand 1 (73-10) to the section,
and then visualizing this binding using the reagents provided in the detection system. The use of
these products, in combination with the automated BOND system (includes BOND-MAX system
and BOND-III system by Leica), reduces the possibility of human error and inherent variability
resulting from individual reagent dilution, manual pipetting and reagent application.
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SCOPE OF APPLICATION
Clinical laboratory medicine.
For in vitro diagnostics.

For professional use.

POTENTIAL USER
This product is intended for professional use in laboratories and clinicodiagnostic departments of

medical institutions by medical specialists or other persons as intended, only for in vitro
diagnostics.

Professional level of potential users
The medical product is intended only for professional use by pathologists, laboratory technicians,
medical laboratory assistants or other specialists in the field of clinical laboratory medicine.

INDICATIONS FOR USE
Human PD-LI protein of formalin-fixed and paraffin-embedded human tissues.

COUNTER-INDICATIONS
Not applicable.

There are no contra-indications to use the medical product for in vitro diagnostics.

EXPECTED AND FORECASTED SIDE EFFECTS ASSOCIATED WITH THE
INTENDED USE OF THE MEDICAL PRODUCT.
Not applicable.

There are no side effects when using the medical product for in vitro diagnostics.

REAGENTS PROVIDED
The product is a recombinant rabbit anti-human monoclonal antibody supplied in Tris buffered
saline with carrier protein, containing 0.35 % ProClin 950 as a preservative.

Total volume = 7 mL.
Clone
73-10

N.B. This PD-LI antibody has been created by Epitomics Inc., using Epitomics’ proprietary rabbit
monoclonal antibody technology covered under Patent No.’s 5,675,063 and 7,402,409.

Immunogen

Peptide corresponding to a region of the C-terminal cytoplasmic domain of PD-L1
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Specificity

Human PD-LI protein containing the immunized target sequence,
Ig Class

Rabbit 1gG

Total Protein Concentration

~ 10 mg/ml

Antibody Concentration

Greater than or equal to 0.2 mg/L as determined by ELISA.
Dilution and Mixing

The product is optimally diluted for use on the BOND system (includes Leica BOND-MAX
system and Leica BOND-III system). Reconstitution, mixing, dilution or titration of this reagent
IS not required.

MATERIALS OF HUMAN AND (OR) ANIMAL ORIGIN IN THE MEDICAL PRODUCT
There are no materials of human origin (cell culture products) in the medical product.
There are materials of animal origin (cell culture products) in the medical product:

- Recombinant rabbit anti-human PD-LI (73-10) antibody (Epitomics Inc., patents No.'s 5,675,063
and 7,402,409)

Antibody concentration: >0.2 mg/L as determined by ELISA.

Reagents of animal origin are provided with research reports and certificates of origin confirming
that they are virus-free and collected from healthy animals.

DELIVERY SET

Bond Primary monoclonal Antibody Programmed Death Ligand 1 (73-10) for the qualitative
identification by immunohistochemical method for in vitro diagnostics for BOND-III and Bond-
maX immunohistochemistry instruments, composed of:

- BOND Programmed Death Ligand 1 (73-10), 7.0 ml, container - 1 pc.

- Instructions for Use (included) - 1pc.

MATERIALS REQUIRED BUT NOT PROVIDED
Product name Registration certificate No.
BOND-III IHC/ISH stainer with accessories P3H 2016/3560 dd. 07.04.2021
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Bond-maX IHC/ISH stainer with accessories ®C3 2009/04611 dd. 07.04.2021
Bond Polymer Refine Detection ®C3 2011/10032 dd. 09.11.2018
In vitro IHC reagents:

Bond Dewax Solution

Bond Wash Solution 10X Concentrate, 1L $C3 2011/11352 dd. 25.07.2022
Bond Epitope Retrieval 1

Bond Epitope Retrieval 2

Dyes and ancillary reagents for specimen preparation and
IVD staining of biospecimens for medical purposes

Tissue processor ASP6025 S P3H 2017/5542 dd. 05.10.2022
Rotary Microtome HistoCore BIOCUT P3H 2020/12056 dd. 18.10.2022

P3H 2013/1170 dd. 28.04.2017

Products that are not medical, but intended for use in combination with the declared medical
product: BOND Cleaning system

USE, STORAGE AND TRANSPORTATION CONDITIONS. STABILITY

Store at 2-8 ®C. Do not use after the expiration date indicated on the container label.

The signs indicating contamination and/or instability of Programmed Death Ligand 1 (73-10) are:
turbidity of the solution, odor development, and presence of precipitate. Return to 2-8 °C
immediately after use.

Shelflife: 12 months from the date of production when stored at 2-8°C.
After opening, the product is ready to be used for the whole stated shelf life when stored at 2-8 ®C

Transportation can be carried out in any way subject to storage conditions. The products should
be transported in disposable insulated containers with cold elements, or in reusable insulated
containers with automatically maintained temperature or in refrigerated trucks with temperature
indicators. The products transported with incorrect temperature regime are not subject to use.

& 000 LHPMH [ INFO@CIRMI.RU & WWW.GOSZDRAVNADZOR.RU



SAMPLE REQUIREMENTS
Type of sample analyzed: sections (on slides) of formalin-fixed and paraffin-embedded (FFPE)

human tissues.

To collect and transport the samples, it is recommended to use a fixative - 10% neutral-buffered
formalin (for example, Dyes and ancillary reagents for specimen preparation and IVD staining of
biospecimens for medical purposes, cl. 14. 10% NBF, Leica Biosystems Richmond, Inc., USA.
RC No. P3H 2013/1170 dd. 28.04.2017) for formalin-fixed and paraffin-embedded patient tissues

SPECIAL NOTES AND PRECAUTIONS
- This product is intended for in vitro diagnostic use.

- The concentration of ProClin 950 is 0.35 %. It contains the active ingredient 2-methyl-4-
isothiazolin-3-one, and may cause irritation to the skin, eyes, mucous membranes and upper
respiratory tract. Wear disposable gloves when handling reagents.

- To obtain a copy of the Material Safety Data Sheet contact your local distributor or regional
office of Leica Biosystems Newcastle Limited, or alternatively, visit the company’s web site,
www. LeicaBiosystems.com

- Specimens, before and after fixation, and all materials exposed to them, should be handled as if
capable of transmitting infection and disposed of with proper precautions.

- Never pipette reagents by mouth. Avoid contacting the skin and mucous membranes with
reagents or specimens.

- If reagents or specimens come in contact with sensitive areas, wash with copious amounts of
water. Seek medical advice.

- Consult Federal, State or local regulations for disposal of any potentially toxic components.
- Minimize microbial contamination of reagents or an increase in non-specific staining may occur.

- Retrieval, incubation times or temperatures other than those specified may give erroneous results.
Any such change must be validated by the user.
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INSTRUCTIONS FOR USE OF THE IVD MEDICAL DEVICE
PROCEDURE
Refer to BOND-III and Bond-maX Operator Manuals for more information on procedure.

Programmed Death Ligand 1 (73-10) primary antibody was developed for use on the automated
BOND system in combination with BOND Polymer Refine Detection.

The recommended staining protocol for Programmed Death Ligand 1 (73-10) is IHC Protocol F.
Heat induced epitope retrieval is recommended using the product "IVD IHC reagents, cl. 25
BOND Epitope Retrieval Solution 2" for 20 minutes.

Results Expected
Normal Tissues

Clone 73-10 detected Programmed Death Ligand 1 protein in the crypts and germinal centres of
tonsil, occasional cells in lung including alveolar macrophages, macrophages in small intestine,
Kupffer cells in liver, occasional megakaryocytes in bone marrow, some immune cells of the
oesophagus, colon, rectum and spleen, weak membrane staining in a proportion of cells in the
pituitary gland, parathyroid chief cells, Hassall’s corpuscles and immune cells in thymus,
occasional cells of the endometrium (possibly macrophages), cells of the glomerulus and a
proportion of glandular epithelium in prostate. (Total number of normal cases evaluated = 120).

Tumor Tissues

Clone 73-10 stained 22/42 lung cancers (including 16/24 squamous cell carcinomas, 4/16
adenocarcinomas, 1/1 large cell carcinoma, 1/1 small cell carcinoma), 1/2 bladder transitional cell
carcinomas, 1/3 oesophageal squamous cell carcinomas, 1/3 stomach adenocarcinomas, 1/2
cervical squamous cell carcinoma, /1 Hodgkin lymphoma, 1/1 anaplastic large cell lymphoma,
1/1 nasopharyngeal carcinoma, 1/1 pancreatic adenocarcinoma, 1/1 follicular carcinoma of the
thyroid, 1/1 squamous cell carcinoma of the tongue. No staining was observed in a variety of
additional abnormal tissues evaluated, including breast tumours (0/5), metastatic tumours (0/4),
tumours ofthe colon (0/4), liver tumours (0/4), brain tumours (0/4), ovarian tumours (0/3), thyroid
adenomas (0/3), tumours of the adrenal gland (0/2), tumours of the small intestine (0/2), tumours
of the rectum (0/2), kidney tumours (0/2), tumours of the salivary gland (0/2), testis (0/2), and
endometrium (0/2), a follicular papillary adenocarcinoma of the thyroid (0/1), a prostatic
adenocarcinoma (0/1), a hyperplastic prostate, (0/1), a pulmonary oedema (0/1), a pancreatic
adenocarcinoma (0/1), a hard palate adenocarcinoma (0/1), a non-Hodgkin B-cell lymphoma (0/1),
a chondrosarcoma (0/1) and a melanoma (0/1). (Total number of abnormal tissues evaluated =
107).

The product is recommended for the detection of endogenous levels of total PD-LI protein, in
normal and neoplastic tissues, as an adjunct to conventional histopathology using non-
immunologic histochemical stains.
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PRODUCT SPECIFIC LIMITATIONS

Programmed Death Ligand 1 (73-10) has been optimized at Leica Biosystems for use with BOND
Polymer Refine Detection and BOND ancillary reagents. Users who deviate from recommended
test procedures must accept responsibility for interpretation of patient results under these
circumstances. The protocol times may vary, due to variation in tissue fixation and the
effectiveness of antigen enhancement, and must be determined empirically. Negative reagent
controls should be used when optimizing retrieval conditions and protocol times.

FUNCTIONAL SPECIFICATIONS
Analytical characteristics of the IVD medical product

Analytical sensitivity
Not applicable

Analytical specificity and interference
Not applicable.

Repeatability and reproducibility

Estimation of variability between sites, analyzers, users, batches
Repeatability -100%

Reproducibility - 100%

Variable Number of replicates Overall Percentage Agreement
Inter-lot 8 100
Inter-Reader 6 100
Inter-Detection reagent lot 8 100
Inter-tissue case 8 100
Inter-instrument 2 (2x Bond-Ill; Ox BOND-MAX) 100
Linearity

Not applicable.

Assay measurement range
Not applicable.

Threshold value
Not applicable.

Accuracy
Not applicable.

Diagnostic characteristics of the VD medical product
Diagnostic sensitivity
Limg cancer

An observed rate of 52.4% (22/42) of tested lung cancer cases [16/24 squamous cell carcinoma
cases, 4/16 adenocarcinoma cases, 1/1 large cell carcinoma case, and 1/1 small cell carcinoma
case) stained positive.
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Diagnostic sensitivity - $2,4 %
Diagnostic speciHcity

PA0832 was assessed in a range of clinical samples from abnormal (neoplastic) tissue specimens.
The results obtained were as follows:

PA0832 stained 22/42 lung cancers (including 16/24 squamous cell carcinomas, 4/16
adenocarcinomas, 1/1 large cell carcinoma, 1/1 small cell carcinoma), 1/2 bladder transitional cell
carcinomas, 1/3 esophageal squamous cell carcinomas, 1/3 stomach adenocarcinomas , 1/2
cervical squamous cell carcinoma, 1/1 Hodgkin lymphoma, 1/1 anaplastic large cell lymphoma,
1/1 nasopharyngeal carcinoma, 1/1 pancreatic adenocarcinoma, 1/1 follicular carcinoma of the
thyroid, 1/1 squamous cell carcinoma of the tongue. No staining was observed in a variety of
additional abnormal tissues evaluated, including breast tumors (0/5), metastatic tumors (0/4),
tumors of the colon (0/4), liver tumors (0/4), brain tumors (0/4), ovarian tumors (0/3), thyroid
adenomas (0/3), tumors of the adrenal gland (0/2), tumors of the small intestine (0/2), tumors of
the rectum (0/2), kidney tumors (0/2), tumors of the salivary gland (0/2), testis (0/2) and
endometrium (0/2), a follicular papillary adenocarcinoma of the thyroid (0/1), a prostatic
adenocarcinoma (0/1), a hyperplastic prostate, (0/1), a pulmonary oedema (0/1), a hard palate
adenocarcinoma (0/1), a non-Hodgkin B-cell lymphoma (0/1), a chondrosarcoma (0/1) and a
melanoma (0/1). (Total number of abnormal tissues evaluated = 107).

An observed rate of 84.6% (55/65) of other neoplasms (excluding lung cancer) cases stained
negative.

Diagnostic specificity - 84,6%

DISPOSAL AND ENVIRONMENTAL PROTECTION

When using and storing, the Bond Primary monoclonal Antibody Programmed Death Ligand 1
(73-10) for the qualitative identification by immunohistochemical method for in vitro diagnostics
for BOND-III and Bond-maX immunohistochemistry instruments does not affect the patient,
medical staff and environment if rules described in Instructions for Use are followed.

Waste disposal

Materials used in this analysis, including reagents, specimens and products used, should be
disposed of in accordance with federal, state or local regulations.

Reagents used and unused, as well as any other contaminated disposable materials should be
disposed of in accordance with rules for disposal of infected or potentially infected products.

The laboratory staff shall be responsible for handling and disposing of waste and liquid waste
according to their type and hazard level, in accordance with all applicable rules and regulations.
Disposal ofthe products shall be carried out by organizations, that have the appropriate license, at
specially equipped sites, landfills and premises in accordance with the requirements stipulated by
existing Federal laws and in compliance with mandatory environmental protection requirements.
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Disposal shall be carried out on a general basis and in accordance with the requirements of SanPiN
2.1.3684-21.

Used products, unused products with expired shelf life, products with damaged packaging should
be disposed of as medical waste of class b in accordance with the classification according to
SanPiN 2.1.3684-21.

Methods of waste disposal
Recommendations:
Chemicals should be disposed of in accordance with current national regulations.

Packaging contaminated:

Recommendations:

Waste should be disposed of in accordance with local regulations. Packaging that cannot be
cleaned must be disposed of in the same way as the product.

Detergents recommended:
Water, if necessary, in combination with non-oxidizing detergents. Do not use bleaching agents.

MANUFACTURER WARRANTY

The warranty is valid for the entire period until the expiration date (12 months), subject to
compliance with the recommendations for transportation, storage and use specified on the external
labeling of the medical device and in the Instructions for Use.

MANUFACTURER (PRODUCER)

Leica Biosystems Newcastle Limited

Balliol Business Park West, Benton Lane, Newcastle upon Tyne, NE12 8EW, United Kingdom
Tel:+44 191 215 0567

Fax:+ 44 191 215 1152

E-mail: msds@leicabiosystems.com

AUTHORIZED REPRESENTATIVE OF THE MANUFACTURER IN THE RUSSIAN
FEDERATION:

Limited Liability Company "BioLine" (BioLine LLC)

Russia, 197022 Saint Petersburg, Municipal district Aptekarsky Ostrov, 23 Professora Popova Str.,
Let. E, structure 3H/5H, room 208

Tel:+7 (812)320 49 49

Fax:+7 (812)320 49 40

E-mail: main@bioline.ru

CLAIM PROCEDURE

To receive technical advice and support, please contact an authorized representative of the
manufacturer in the Russian Federation:

Limited Liability Company "BioLine" (BioLine LLC)

Russia, 197022 Saint Petersburg, Municipal district Aptekarsky Ostrov, 23 Professora Popova Str.,
Let. E, structure 3H/5H, room 208

Tel:+7 (812)320 49 49
Fax: +7 (812) 320 49 40

e-mail: main@bioline.ru
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In case of side effects not specified in the Instructions for Use or operator manual for the medical
product, undesirable reactions during its use, features of the interaction of medical products with
each other, facts and circumstances that pose a threat to the life and health of citizens and medical
specialists during the use and operation of medical products, it is necessary to send a message
containing the specified information to the Federal Service for Surveillance in Healthcare in
accordance with current legislation.

BIBLIOGRAPHY

1 Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February
28,1992.

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection
of laboratory workers from infectious diseases transmitted by blood and tissue; proposed
guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition.
Churchill Livingstone, New York. 1996.

4. International Association for the Study of Lung Cancer. IASLC Atlas of PD-LI
Immunohistochemistry testing in lung cancer. 2017

5. Patel SP and Kurzrock R. PD-LI Expression as a Predictive Biomarker in Cancer
Immunotherapy. Molecular Cancer Therapeutics. 2015; 14(4);847-56

6. Wang X, Teng F, Kong L et al. PD-LI expression in human cancers and its association
with clinical outcomes. OncoTargets and Therapy. 2016; 9:5023-5039

CALIBRATION PRINCIPLE
Not applicable.

LIST AND DESCRIPTION OF THE IVD MEDICAL PRODUCT MATERIALS THAT
COME IN CONTACT WITH THE PATIENT’S BODY (HUMAN BODY)

Not applicable. Components of this medical product do not come into contact with the patient's
body (human body) either directly or indirectly.

INFORMATION ON MEDICINES FOR MEDICAL PURPOSE, PHARMACEUTICAL
SUBSTANCES FOR MEDICAL PURPOSE USED FOR THE FINAL PRODUCT,
INCLUDING PRINCIPLES AND METHODS OF EVALUATION

Not applicable. There are no medicines for medical purpose, pharmaceutical substances for
medical purpose in this medical product.

INFORMATION ON PREVIOUSLY REGISTERED VERSIONS OF THE MEDICAL

PRODUCT
Other versions have not previously been registered in Russia.
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RISKS OF USING THE MEDICAL PRODUCT
Risk management is carried out in accordance with the requirements of harmonized standard EN

ISO 14971, “Medical devices - Application of risk management to medical devices”.

After conducting a risk analysis and obtaining risk reduction indicators in accordance with the
Quality Management System, corrective and preventive action plans were reviewed. Residual risks

are considered to be acceptable.

SYMBOLS ON THE MARKING
List of symbols used on the marking:

Symbol
REF

LOT

L ii

C€

P
O

Meaning

Catalogue number
Medical device for in vitro diagnostics.
Manufacturer

Temperature range

Best before (year-month-day)

Lot number
Refer to the Instructions for Use

EU conformity mark

Caution!

Recycling symbol

LIST OF NATIONAL AND INTERNATIONAL REGULATIONS/STANDARDS WITH
WHICH THE IVD MEDICAL PRODUCT COMPLIES

No. DOCUMENT TITLE

EN ISO 13485 - Medical devices. Quality Management Systems. Requirements for

regulatory purposes

EN ISO 13612 - Performance evaluation of in vitro diagnostic medical devices

EN 1SO 23640 - In vitro medical devices. Evaluation of stability of in vitro diagnostic

reagents
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EN ISO 18113-1 - In vitro medical devices. Information supplied by the manufacturer
(labelling). Part 1. Terms, definitions and general requirements

EN ISO 18113-2 - In vitro medical devices. Information supplied by the manufacturer
(labelling). Part 2. In vitro diagnostic reagents for professional use

EN ISO 14971 - Medical devices. Application of risk management to medical devices

EN ISO 9001 - Quality management systems. Requirements

EN ISO 15223-1 - Medical devices. Symbols to be used with medical device labels,
labelling, and information to be supplied. Part 1. General requirements

10

ISO 14644-5 - Cleanrooms and associated controlled environments. Part 5. Operations

11

GOST R 51088 - In vitro diagnostic medical devices. Reagents, kits, the test - systems,
control materials, culture media. Requirements to devices, and to supporting

12

GOST R 51352 - In vitro diagnostic medical devices. Test methods

INFORMATION ON INITIAL ISSUE OR LATEST REVISION OF THE OPERATIONAL
DOCUMENTATION
Version. PA0983, 10.10.2018
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MepeBof C aHIIUIACKOTO fA3blKa

[xonaTaH Puuapg Kemn

HACTOAWMM AOBOANTCA OO BCEOBWENO CBEAEHWA, uto A, [XKOHATAH PUYAPL KEMI,
Hblokacn-anoH-TaliH, AHIUSA, HOTapuyc, Hagnexalle Ha3HauyeHHbli W NpuBEAEHHbIA K npucsre,
YNO/THOMOYEHHbIA BECTM CBOK AEATENIbHOCTb Ha Tepputopun AHMMKM u Yaneca, YO0OCTOBEPAIOD, uto
NPUAOXEHHAA WHCTPYKLMA NO NPUMEHeHuto Gblia nognucaHa B MOEM MPUCYTCTBUW B . Hblokacn-anoH-
TaiH CTvBeHOM 3DNCTOOOM, YbS IMYHOCTb MHOW YCTaHOB/EHA W KOTOPbIA ABAsSeTca [uperTopom W
®UHAHCOBbLIM AVPEKTOPOM KOMMaHuM NEWKA BUOCUCTEMC HbIOKACN NUMUTEL («Komnanusa») 9
Takke nNoATBepxaat, YTo KoMmnaHus saBnseTca aencteyloweli komnaHmeli B CoeguHeHHom KoponescTse
1 3apeructpmpoBaHa nog Homepom 02163063.

MnOoANMNCAHO W CKPEMJIEHO neuaTtbto moero odmca B Hblokacn-anoH-TaiH, AHMMSA, cero
JeBATHaAuaToro gekabps ABe ThicAuM ABaAuaTb TpeTbero roga.

<nognucb=>

OxoHaTtaH Puyapg Kemn
Hotapuyc, AHrnuMa n Yanbc
MpoTtokon Ne 2023/663.D

Mnom6a: Oy>koHaTaH Puuappg Kemn
HoTtapuyc

Kpyrnas nevatb:
OXKOHATAH PUYAP KEMM
HOTAPUYC

Necnun KpeceHT FocopT26/ Hbtokacn-anoH-TaiiH/ ME3 4AN/T: 0788 572 1559/3n. nouta: notarv@ irkemD.com/www.notafvnorth.com/
[xoHataH Kemn Hotapu Ma6nvk Itg / Per. Ne komnaHum 09506931 / PerynupyeTcs lononHnTenbHbIM odncom Apxvenvickona KeHtepbepuiickoro
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Tonbko ansa Poccuiickon deaepaynm
MHCTPYKLMA MO NPUMEHEHUIO

«AHTUTEN0 MOHOK/I0OHaNbHOoe nepsnyHoe «BOND Programmed Death Ligand 1 (73>10)»
O0J19 Ka4YeCTBEHHOr0 onpejesieHnsa aHAoreHHoro 6enka PD-L1 MMMYHOTMCTOXMMNYECKUM
MeTOA40M B AMarHocTuUKe in vitro B annapatax gng uMMmyHoructoxummum BOND-I11 1 Bond*
TaX»

Pa3paboTumk:

«Jeinka buocuctemc Hotokacn Jinmutea» (Leica Biosystems Newcastle Limited)
Bannuon busHec Mapk YacT, BEHTOH J1eliH,

Hbtokacn-anoH-TaiiH, NE12 8EW,

CoefunHeHHOe KoponeBCcTBO BenmkobputaHmnm

Ten.:+44 191 215 0567

dakc:+ 44 191 215 1152

e-mail: msds@leicabiosystems.com

HanmeHoBaHuVe 1 agpec MecTa NPOM3BOACTBA:

«Jlelika brocuctemc Hotokacn Sinmuten» (Leica Biosystems Newcastle Limited)
Bannvon busHec Mapk ¥YacT, BeHTOH JleliH,

Hbtokacn-anoH-TainH, NE12 8EW,

CoefunHeHHOe KoposneBCTBO BennkobpuTaHmum

OgununanbHbIi NPON3BOANTENb:

«Jlelika brocuctemc Hotokacn Sinmuten» (Leica Biosystems Newcastle Limited)
Bannuon busHec Mapk YacT, BeHTOH JleliH,

Hbtokacn-anoH-TaiiH, NE12 8EW,

CoennHeHHoe KoponescTBo BenmkobputaHum
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HAVMVMEHOBAHWE

«AHTUTENO MOHOK/OHanbHoe nepBuyHoe «BOND Programmed Death Ligand 1 (73-10)» gnsa
KayeCTBEHHOr0 onpegefieHNs aHAoreHHoro 6enka PD-L1 MMMYHOTMCTOXMMWYECKUM METOZLOM B
AnMarHocTuKe in vitro B annapatax Ans uMmmyHormctoxummm BOND-111 n Bond-maX», B cocTaBe:
- «/AHTUTENI0 MOHOK/NOHanbHoe nepsnyHoe «BOND Programmed Death Ligand 1 (73-10)», 7,0
M/, KOHTelHep - 1 wWT.,

- VIHCTpYKUMA MO NpUMeHeHnto (B KOMNekrte) - 1wrT.

(Janee No TEKCTY MOXET YNOMUHATLCA KaK AHTUTENI0 MOHOK/I0HaNbHOe nepBruYHOe Programmed
Death Ligand 1 (73-10), Programmed Death Ligand 1 (73-10), 3genue, MeauunHckoe nsgenve
ANA ANarHoCTUKK in Vvitro)

HA3HAYEHWE

«AHTUTENO MOHOK/OHanbHOoe nepsuyHoe «BOND Programmed Death Ligand 1 (73-10)» gns
KayeCTBEHHOro onpejesieHns aHAoreHHoro 6enka PD-L1 MMMYHOrMCTOXUMUYECKUM METOAOM B
AnarHocTmke in vitro B annapatax Ansa wuMMmyHorumctoxmmum BOND-III 1 Bond-maX»
npefHa3Ha4YeHOo 419 Ka4eCTBEHHOI0 onpeaeneHuns aHAoreHHoro 6enka PD-L1 meTofoM CBETOBOMA
MUKPOCKONUUN B (DMKCMPOBAaHHbLIX (hOPMaIMHOM UM 3a1UTbIX B napagmH obpasuax TkaHel nocne
NMMYHOTUCTOXMMWNYECKOro OKpaluBaHWa B annaparax gnd ummyHorunctoxumuun BOND-III n
Bond-maX. KnuHunyeckas nHTeprnpeTtauymsa ntob60ro oKpawmnsaHUa UM ero oTCyTCTBUA [O0/MKHA
ObITb JOMOSIHEHA MOP(ONOTMYECKUMWN WCCNEAO0BAHUAMMN C HAAEXAWMNMN  KOHTPO/IbHBLIMU
nccnefoBaHNAMM M [O/MKHA 6bITb OLEHEHA KBAIM(ULMPOBAHHBIM NATONOINOM C y4YeTOM aHamMHesa
nauuneHTa u 4pyrux guarHoCTU4eCcKnX TecTos.

BBEAEHWNE

NMMYHOTMCTOXMMWUYECKNE MEeTOfbl OKpallMBaHMS MOXHO WCMO/b30BaTh AN  BbISBIEHNS
aHTUTeHOB MyTeM MNOCNef0BaTe/IbHOr0 MPUMeHeHUs cneyuduYeckoro aHTUTeNa K aHTUreHy
(NepBUYHOE aHTWTENO), BTOPUYHOTO aHTUTENA K MEPBUYHOMY aHTUTENY W (epMEHTHOro
KOMMN/eKca C XPOMOFEHHbIM Cy6CTpaToM C  MPOMEXYTOUHbIMM  3Tanamy  MPOMbIBKU.
depMeHTaTMBHAsA aKTUBALMS XPOMOreHa NPUBOAMT K NOSBEHMIO BUAMMOTO NPOoAyKTa peakumm
Ha yyacTKe aHTUreHa. 3aTemM 06pasel, MOXET OblTb NOABEPrHYT KOHTPACTHOMY OKPALLIVBAHWIO W
3aneyaTbiBaHMIO MOKPOBHbLIM CTEKNOM. Pe3ynbTaTbl MHTEPMNPETUPYIOTCS C MOMOLLbIO CBETOBOIO
MWUKpPOCKOMa ¥ BHOCAT CBOW BKNag B AUdepeHLManbHy0 AMarHoCTUKY NaTo(ru3nonornyeckmnx
MPoLEeccoB, KOTOPbIe MOTYT GbITb CBA3aHbl UM HE CBSA3aHbl C KOHKPETHbIM aHTUTEHOM,

MPNHLUNTI

VIMMYHOTMCTOXMMUYECKNE METOAbI MOTYT UCNO/b30BAaTbCA 41 BbIABIEHUA aHTUTEHOB B TKaHsX
n knetkax (cm. «lpumeHeHue peareHToB BOND» B foKyMeHTauum nosnb3osatens BOND).
AHTUTENO MOHOK/IOHaNbHOE nepenyHoe Programmed Death Ligand | (73-10) aBnseTcs rotoBbIM
K NPUMEHEHWIO MpenapaTtoM, crneynasbHO ONTUMMU3NMPOBAHHBIM 418 UCNO/b30BaHUSA B CUCTEME
BOND Polymer Refine Detection. MoatBepXaeHne npucyTcTBUSA 3HAOreHHoro 6enka PD-L1
[JOCTUTAeTCH, BO-MepBbIX, 3a cyeT cBA3blBaHUA Programmed Death Ligand 1 (73-10) co cpesom
TKaHW C Mocneaylowed Bu3yanmsaumen ydyacTka CBSI3bIBaHWA, UTO OCYLLEeCTBAsSETCA C
MCNONb30BaHMEM peareHTOB, KOTOpble NPeLyCMOTPEHbI CUCTEMON 06Hapy>eHus. MprMeHeHve
3TUX NPOAYKTOB B COYETAHUM C aBTOMATU3NPOBaHHOM cuctemoit BOND (BKNtOYaloLLEd CUCTEMbI
BOND-MAX n BOND-III komnaHun Jlelika) CHMXaeT BEPOATHOCTb Y€N0BEYECKON OLIMOKMN 1
BapvabenbHOCTb, MNPUCYLLYIO MpoleccaM pasBefleHUs OTAE/bHbIX PEeakTUBOB, PY4HOro
NMUNEeTUPOBaHUA N BHECEHWNS PeaKTUBOB.
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[A

OBJIACTb NMPUMEHEHWNA
KnnHnueckas nabopatopHas gnarHocTuka.
[na gnarHocTuku in vitro.

[ns npoeccnoHanbHOro NPUMeHeHus.

FIOTEHLI,I/IAI'IbeII7I MOJ/1Ib3OBATE/1b
[aHHoe wu3genve npeAHa3HayeHo A8 NPOMECCUOHANbHOrO WCMOMNb30BaHUS B YCMOBUAX

NnabopaTopuini U KNNHWKO-ANArHOCTUYECKMX OTAENEHUI MeAULUHCKUX YUYpexmaeHuii Bpayamu-
crneunanucTaMmm Uam HeIMKU NULAMK N0 Ha3HAYeHWI, TONbKO AN ANArHOCTUKM in vitro.

KoHKpeTun3aumsa npodheccMoHanbHOro ypoBHA NoTeHUMaibHbIX N0Nb30BaTeSNEN
MeguuMHCKOe un3fenve npejHa3HayeHO TONIbKO [ANA NPOo(eccUOHaNbHOro MCNoJib30BaHUSA
BpayamMy  KIMHWMYECKOW nabopaToOpHOM  AWArHOCTUKW, MeLUUUHCKUMU  nabopaTopHbIMM
TEXHUKaMK, henbiliepamMmmn-nabopaHTaMm UaN UHbIMU CneumanucTaMmym B 061acTu KINHUYECKOWA
nabopaTopHO ANAarHOCTUKN.

MOKA3AHWA K MPUMEHEHWNIO
OnpepeneHne uenoseyeckoro 6enka PD-L1 B (PUKCUMPOBAHHbLIX (POPMAIMHOM WU 3a/UTbIX B
napauH obpasuax TKaHein Yyenoseka.

MPOTUBOTMOKA3AHWNA
He npumeHunmo.

MpoTMBOMOKAa3aHW1 K NPUMEHEHUI0 MEAWLMHCKOTO W3Lenvs ANs AWArHOCTUKM in vitro He
BbISIB/IEHO.

OXXWNAAEMBIE N MPOTHO3MPYEMbIE MOBOYHbIE IENCTBUA, CBA3AHHBLIE C
NCIroJZIb3SOBAHVNEM MEANUMNHCKOIO U3AENNA MO HASHAYEHWIO.
He npumeHumo.

Mo6GOYHbIX AENCTBUIA NP NPUMEHEHUWN MeLULMUHCKOTO M34enus ANs AMAarHOCTUKW in vitro He
BbISIBNIEHO.

COCTAB PEATEHTA

N3penve npeacTtaBnset coboi npenapaT peKOMOMHAHTHBIX KPOAUYbUX aHTUTeNl K aHTUreHam
4yenoBeKa, KOTOPbI NOCTaB/seTCs B TPUC-CONEBOM Oy(epHOM pacTBope cofepxxaliem 6enok-
HocuTeNb, a Takxe 0,35 % ProClin 950 B KayecTBe KOHCEpPBaHTA.

O6uinii 0b6bem = 7 M.
KnoH
73-10

HotabeHe 3710 aHTMTeno PD-L1 6b110 co3gaHo Epitomics Inc., Mcnonb3ys (GuUpMeEHHYHO
TEXHO/IOTUI0 MOHOK/IOHA/IbHBIX aHTUTeN KponuKa, onucaHHyw B narteHtax Ne 5,675,063 wu
7,402,409.

MMMyHOTeH

MenTng, COOTBETCTBYOWMIA 06n1acTu C-KOHLEBOro LMTOoNIasMaTnyeckoro gomeHa PD-L1.

3
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CneungpuyHoCcTb

Benok PD-L1 yenoBeka, cogep>awuii UMMYHU3MPOBAHHYIO NOC/eL0BaTE/IbHOCTb-MULLEHb.
Knacc uMMyHOrnobynnHos

VimMyHOrno6ynunHel G Kponmka

O6wan KoHUeHTpauusa 6enka

~ 10mr/mn.

KoHueHTpaumnsa aHTUTENA

KoHLeHTpauus Bblle WA skBmBaneHTHa 0,2 Mr/n npu onpegeneHnn metogom NOA.
Pa3BefieHne N cMelBaHue

N3penve umeeT onTuManbHOe pa3BefeHue Ans npumeHeHMs B cucteme BOND (BkntovatoLleli
cuctembl BOND-MAX u BOND-III komnaHun Leica). 3TOT peakKTUB He HYXXAAeTcs B
BOCCTAHOB/IEHUW, CMeLUNBaHWW, pa3BefeHnn UM TUTPOBAHUN.

MHO®OOPMALUNA O HAMNYMM B MEANUPWCKOM WM3AENNN MATEPUANOB
XNBOTHOIO N (M) YENTOBEYECKOTIO NMPONCXOXAEHWA

MeanUNHCKOe M3[enne He COAEPXMUT Cbipbe YE/NOBEYECKOTO MPOUCXOXAeHUA (MPOAYKTbI
KNeTOYHON KYNbTypbl).

MefguunHckoe wn3fenne COAEPXWUT Cbipbe XWBOTHOTO MPOUCXOXAEHUA (MPOLAYKTHI
KNeTOUYHOMN KYNbTYpbl):

- PekoMOUHaHTHbIE Kponinyuby aHTuTena PD-L1 (73-10) k aHTUreHam 4yenoseka (Mponssogutens
Epitomics Inc., nateHTbl Ne 5,675,063 1 7,402,409)

KoHueHTpayns aHTutena >0,2 mr/n npu onpegeneHnn metogom MO A

PeareHTbl XXMBOTHOTO MPOUCXOXAEHWUS MUMEKT NPOTOKONbI WUCCNEAO0BaHUA U CepTUdMKaTbI
MPOMCXOXAEHNS, NOATBEPXKAAIOLLME, YTO OHW He COAepXXaT BUPYCOB U MOMYYEHbl OT 340POBbIX
)KNBOTHbIX.

KOMIMNEKT MOCTABKWU

«AHTUTENO MOHOKNOHanbHOe nepsmyHoe «BOND Programmed Death Ligand 1 (73-10)» gna
KayeCTBEHHOro onpegefieHNs aHAOreHHoro 6enka PD-L1 MMMYHOTMCTOXMMUYECKUM METOZLOM B
AVarHocTuke in vitro B annapartax gna ummyHoructoxumum BOND-I11 n Bond-maX», B cocTase:
- «AHTUTEN0 MOHOK/OHaNnLHoe nepeuyHoe «BOND Programmed Death Ligand 1 (73-10)», 7,0
M, KOHTelHep - 1wrT.,

- VIHCTpYKUMS N0 NpUMeEHEeHUIO (B KOMMNekTe) - 1 WwT.

HEOBXOAMNMbIE, HO HE NMPEAOCTABNAEMbBIE N3AENVA/MATEPUANDI

HanmeHoBaHue n3fenunsa No
PerncrpaunoHHoOro
yLOCTOBEpeHuA

Annapat  Ana  MMMyHoructoxumum  "boHg-Nr*  (BOND-III) ¢ P3H 2016/3560 or

NPUHaLNEXHOCTAMM 07.04.2021r.
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AnnapaT Ans  MMMyHoructoxummm  “BoHg-makc"  (Bond-maX) c¢ @®C3 2009/04611 ot

NpUHaANEeXXHOCTAMU 07.04.20211
HaGop peareHTOB ans getekuyumm BoHA Ha ocHose lMonumepa - Bond @®C3 2011/10032 ot
Polymer Refine Detection 09.11.2018 r.

PeareHTbl in Vitro 4ng UMMYHOTMCTOXMMUYECKUX UCCNEeL0BaHWA:

PactBop ansa genapaduHusaumn boHg - Bond Dewax Solution
OTMbIBOYHbIN pacTBOp BoHg, 11 - Bond Wash Solution IOX Concentrate,
1L. ®C3 2011/11352 ot
PactBop BoHfA fAnA BbICOKOTEMMepaTypHOM pfemackmpoBku 1 - Bond 25.07.2022T.
Epitope Retrieval 1

PactBop BoHfA f4NnA BbICOKOTEMMepaTypHO [feMackMpoBku 2 - Bond
Epitope Retrieval 2.

Kpacutenn ©“  [OMNONHWUTENbHble  peareHTbl A1 NPOBeAeHus
nNpo60onoAroToBKN M invitro 4MarHOCTUYECKOro OKpawunBaHus 06pasLoB
6ronornyecknx Matepnanos B MeAULNHCKUX Lensax

ABTOMaTUYECKNIA NPUBOP ANS MHUNbTPaLMKN 06pa3LoB TkaHelh ASP6025 P3H  2017/5542 ot

28.04.2017 r.

S (Tissue processor ASP6025 S) 05.10.2022 .
MuKpoTOMpOTaunoHHblii  HistoCore BIOCUT (Rotary Microtome P3H 2020/12056 ot
HistoCore BIOCUT) 18.10.2022

N3penns, He ABNAIOLWMNXCA MEAULUHCKUMM, HO NPELYCMOTPEHHbIX AN UCMNO/Ib30BaHUA B
KOMOWHALMKN C 3aSBNIEHHbIM MEANLMHCKUM mn3genvem: Cuctembl o4ncTku BOND

YCNnoBu4d SAKCMNAYATAUUNN, XPAHEHWNA n TPAHMOPTNPOBKW.
CTABN/IBHOCTb

XpaHuTb npu Temnepatype 2-8 °C. He ucnonb3oBaTb Noc/e yKa3aHHON Ha 3TUKETKe KOHTelHepa
[aTbl UCTEYEHWNA CPOKA FOAHOCTH.

Mpr3Hakamun, KOTOpble YKasblBalOT Ha KOHTaMWHauuio M (Mnn) HecTabunbHocTb Programmed
Death Ligand 1(73-10), aBnst0TcA: NOMYTHEHWE pacTBOPa, NOABNEHWE 3aMaxa U Hanyme ocajka.
HemepfneHHo nocne npvMeHeHUsa BepHYTL Ha XpaHeHue npu 2-8 °C.

Cpok rogHoctn: 12 mecsues C MOMeHTa NPoOU3BOACTBA NpY XpaHeHuun npun 2-8°C.
MMocne BCKPLITUA M3Aenne rofHO B TeYeHMe BCEro 3afB/IEHHOro Cpoka rogHOCTU MpU YCNoBUAX
XpaHeHua 2-8 °C.

TpaHCNOPTMPOBKA MOXET OCYLLeCTBAATLCA Nl06bIM cnocobom ¢ cob6aofeHneM YCNOBUIA
XpaHeHus. TpaHCNoOpTMPOBaHME U3LeNUA [O/MKHO OCYLLeCTBAATLCA B TEPMOKOHTelHepax
0[HOPA30BOr0 MNOJIb30BaHWA, COAepXalnX XN1afo3nemMeHTbl, WM B TepMOKOHTelHepax
MHOFOKpPaTHOro MPUMEHEHUS C aBTOMATUYECKW MOAAEePXMBaeMOi TemnepaTypol wWAn B
aBTopepmkepaTopax C UCMONb30BaHWEM TePMOUHANKATOPOB. M3fenuns, TpaHCNOPTUPOBaHHbIe
C HapyLleHVeM TEMNEPATYPHOIO PeXxuma, NPUMEHEHUIO He NOoAJexar.

TPEBOBAHUMA K OBPA3LLY
Tun aHanu3npyemoro obpasya: cpesbl (Ha CTeknax) TKaHel 4enoBeka, (DMKCUMPOBaHHbLIX B
thopmanuHe u 3annTbix B napaguH (FFPE).

[nsa cbopa n TpaHCNOPTUPOBKM 06pa3L,0B peKoOMeHAyeTcsa ukcatop - PopmannH HelTpanbHbIR
3a0yepeHHbli 10% (Hanpumep, Kpacutenun u [ONOMHUTENbHbIE peareHTbl ANS NPOBeAeHUs
npo6onoAroToBKM U in Vitro AMArHOCTUYeCcKOro oOKpawuBaHMA 006pa3uoB 6MOM0TMYECKUX
mMaTtepuanoB B MeauUUMHCKUX uUenax 0 14, dopmanuH pacteop 10%, HeWTpanbHbIiA,
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3abytepeHHbIi / 10% NBF, nponssoacTtea "Jleitka Buocuctemc Puumonpg, MHk.", CLUA. PY Ne
P3H 2013/1170 28.04.2017) ans MKCMpOBaHHbIX (HOPMaMHOM WU 3aNUTbIX B NapafmH 06pasLoB
TKaHW NauneHTOoB.

OCOBbIE YKA3AHUA N MEPbLI MPEAOCTOPOXHOCTW
- [laHHOe n3genve npegHasHavyeHo Ans AMarHocTUKK in vitro.

- KoHueHTpauusa pacteopa ProCWln 950 coctasnset 0,35 %. MMpoAyKT COLEPXUT B KayecTtse
aKTUBHOIO UHIpeAneHTa 2-MeTU-4-n30TNAa30/IMH-3-0H, N MOXET Bbi3blBaTb pa3fpaXKeHue rnas,
KOXW, CIN3UCTbIX 060/104€K M OPraHoB BEPXHUX fblXaTeNbHbIX NyTei. Mpu paboTe ¢ peakTnBaMm
HafeBaiiTe 04HOPa30Bble NepyaTKu.

- Ans nonyuveHus Konumu nacrnopta 6e30MacHOCTM XMMWYECKOW NpPoAyKuuM 06patuTech K
MEeCTHOMY AMUCTPUOLIOTOPY MK B PErMOHaNbHbIA 0hnuc KomnaHum «Jlelika buocnucteMmc Hetokacn
Nvumntea» nnbo nocetute Beb-calT KomnaHum: www.LeicaBiosystems.com

- C o6pasuamn (A0 1 nocne ukcauumn) 1 BCEMU MaTepranamm, Ha KOTOpPble OHU BO3AEACTBYIOT,
cnefyet obpalwarbCs Kak ¢ NOTEHLMabHO CMOCOOHBLIMU K Mepefayve MHPEKLUN U YTUIN3NPOBATD,
cobnoas CoOTBETCTBYHOLWME Mepbl NPeAOCTOPOXHOCTH.

- Hukorpaa He HaGupaliTe peakTVBbI B MUMNETKY pTOM. 136eraiiTe KOHTaKTa peakTBOB 1 06pasLioB
C KOXeWi N CIU3UCTbIMU 060/104KaMU.

- B cnyuyae KOHTaKTa peakTMBOB MAM 06pa3LoB C YYBCTBUTE/IbHbIMK 30HaMW MPOMONTE UX
60/bLUMM KONMYECTBOM BOAbl. O6paTUTECh 32 MELULMHCKON NMOMOLLbHO.

- [lo Bonpocam yTuausauun NOObIX BO3MOXHO TOKCUYECKMX KOMMOHEHTOB BbINOMHANTE
Tp66OBaHI/IFI (pep,epaanblx, pernoHanbHbIX NN MECTHbLIX HOPMAaTUBHbIX AOKYMEHTOB.

- CBoAMTe K MUHMMYMY MWKPOGHOE 3arpsisHeHWe peakTWBOB BO U3GEXaHWe YCUMeHWs
HecneunmuYeckoro oKpalLnBaHus.

- HapyuweHune ykasaHHbIX B WHCTPYKLWM NpaBu/i [LEeMACKUMPOBKW, BPEMEHU WHKybauum wu
TEPMUYECKON 06paboTKM MOXKET NPMBECTU K OWIMOOYHLIM pe3ynbTaTam. J1o6ble NoJo6Hble
N3MEHEHUA LO/MKHbI 6bITb BaNUANPOBAHbI MOb30BATENEM.

cnocob NPMMEHEHNA MEOANUWNHCKOTIO U3AENVA ANA ANATHOCTUKN IN

MPOLUEAYPA
MonHaa nHopmMaumns o npouesype nNpuBeeHa B COOTBETCTBYHOLW WX PYKOBOACTBAX Ha annaparsl
ang nmmyHoructoxumum BOND-II1 n Bond-maX.

AHTUTENO MOHOK/IOHaNbHOe nepsuuHoe Programmed Death Ligand 1 (73-10) pa3pa6oTaHo g
MCNONb30BaHNA B aBTOMAaTM3MpPoOBaHHON cucteme cucteme BOND B coyetaHum ¢ Habopom
peareHToB 4518 aeTekummn boHp Ha ocHose Monumepa - Bond Polymer Refine Detection.

PekomeHAyeMbIM  MPOTOKONIOM  MMMYHOIMCTOXMMUYECKOro  okpawmaHua  (UIFX) ¢
ncnonb3oBaHMeMm peaktmsa Programmed Death Ligand 1 (73-10) saBnsfetrca npoTtokon F
BbicoKOTEMMNEPATYPHYIO 4EMACKUPOBKY 3MMTONa PEKOMEHAYETCH BbIMOMIHATL C NPUMEHEHMEM
n3fenua PeareHTbl in Vitro gns MMMYHOTMCTOXMMUYECKUX MUCCefoBaHnin n. 25. PactBop BoHg
AN5 BbICOKOTEMMNepaTypHOW aeMacknpoBku 2 - Bond Epitope Retrieval 2., B TeueHne 20 MUHYT.
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OxuaaeMbie pe3yIbTATH

HopManbHple TKAHH

Knon 73-10 soiasun murana-1 Genxa nporpaMMuEpyeMoit CMEPTH B KPHITTAX M 3aPOABILEBHIX
HeHTpaX MMHJANHH, OTACTBHBIX K/IETKAX B JIETKAX, BKNIOYas ANbBEONApHHC Maxpodary,
Maxpodaru B TOHKOM KHImleyHHke, kneTkn Kyndepa B neueHH, OTACHLHHE METaKapHOWHTEI
KOCTHOTO MO3ra, HEKOTOphe HMMYHHBE KIETKH NHIICBOAA, KAMICYHHKA, MPAMOH KHINKH H
ceneseHkn, cnaGoe okpammpanme MeMOpaHN YAaCTH KJI€TOK THOO(HM3IA, INABHEIX KIETOK
HapalMTOBHAHON Xene3nl, Tenell [accais W WMMYHHBIX KICTOK B BHJIOYKOBOM ikenmese,
OTACNEHEIX KJACTOK 3HAOMCTpHA (BO3MOXHO MaKkpodaros), KJeToK Xnybouka M 4acTH
KEJIEIUCTOrO FMATEMA NpocTaThl. (O6mee TIHCIO HCC/IeA0BaHHBIX HOPMANBHBIX TRaHeHk = 120).

Tkann onyxoneti

Knon 73-10 oxpacun 22/42 cmyvaes omyxomd B Jjerkux (pomouas 16/24 cayvaes .
IUIOCKOKNICTOUHOH KapumMHOMEL, 4/16 ciydag ajieHOKapuuHOMEL, 1/1 ciaydas KpymHOKICTOUHOMN
KapnEHOMBI, 1/]1 ciy9as MeNKOKICTOuYHOH KapuHHOME), 1/2 ciyuaeB NepexoaHO-KACTOUHOH
KapIMHOMS! MOYEBOro Ny3epA, 1/3 ciyuaeB IIOCKOKNECTOMHON KapUMHOMH NHmMEBofa, 1/3
ClIyuaeB ANeHOKAPIMHOME! XeayaKa, 1/2 cimyuaeB niockoxIeTouHOH KapIHKROME MeAKH MATKH,
1/1 cnyuas numMdomel XopxkuHa, 1/] cyyas aHaNIACTHYSCKOR KPYITHOKACTOMHOR KAPIMHOME,
1/1 cnyuas HasodapuHreansHol kapuusoMul, 1/1 cayuas aneHOKapUHHOMB NMOKETYA0IHON
xene3nl, 1/1 cayuas donmKynspHON KapOWHOMBI WMTOBEAHON xenesw, 1/1 caydas
MJIOCKOKNETOYHO# KapUMHOME A3bika. He o6BapyxeHO OXpammMBaHWA B PasNHYHRIX APYTHX
H3MEHECHHHIX TKaHAX, B TOM YHC/Ie DpH omyxouax rpym (0/5), Metactarnueckux omyxoinsx (0/4),
omyxonax kumeunnxa (0/4), omyxonsx nedenu (0/4), omyxonsx moara (0/4), omyxonsx aHuHHKOB
(0/3), anenomax mmroBUANOK XKene3n (0/3), onyxonax nagnogeunnkos (0/2), omyxonsx TOHKOro
xkumeunuka (0/2), onyxonax npaMoit xumxku (0/2), onyxonsax nouek (0/2), omyxonsx caoHHO
wenesbs (0/2), auvek (0/2) u suaoMerpus (0/2), ponmmkynspHo# nanuangapoR ancHOKAPIUHHOMB
mEToBAAHOM xeneast (0/1), mpu ageHoxapunsome npocrarhl (0/1), runepnnasun npoctarsl, (0/1),
otexe nerkux (0/1), anenokapuuHoMe nomrenyaouHoi xenesn (0/1), ancHoxapuEHOME TBEPAOTO
BebGa (0/1), nexomxxuncko#t B-knerounoli aumdome (0/1), xonapocapxome (0/1) 1 Menanome
(0/1). (O6mee aucno 06pasiiop H3MEHEHHBIX TKaHeH, KoTophic OhuIH HecnenoBaHH = 107).

Hapenne pexomeHmyercs ans oGHapyxkerms obmero suaorenHoro yposis Gemka PD-L1 s
3I0POBBIX M NOPAKCHHBIX ONYXONBI0 TKAHAX B KAYCCTBE AOMNONHEHHS K CTAHEAPTHHIM
THCTONATONIOTHIECKHM HACCIICROBAHHAM C NPHMCHEHHEM HEHMMYHHOIO THCTOXHMHYECKOTO

OKpanIMBaHHR.

OIrPAHHYEHHNA METOJA

Programmed Death Ligand 1 (73-10) orraMm3upoBar xomnanmelt «Jleftka BHocHcTeMC» Ans
NpUMEHEHHUA ¢ cHcTeMoit oOHapyxeana BOND Polymer Refine Detection u sononBHTensHEMY
peaxtaBaMe BOND. Ilom3oBarens, OTKIOHAIONMECS OT PEKOMCHIOBAHHBIX IPOMEAYP AHANH3A,
RONXHE Oparb Ha ce0f OTBETCTBCHHOCTh 32 HHTCPNPETALHIO PE3YNLTATOB HCCICAOBAHMi
NAIMEeHTOB, BHMONHEHHRIX B TAKHX YCAOBHAX. [IpOAO/DKHTENLHOCTH BRINIONHCHHA MPOTOKONA
AO/KHA GHTH ONpeAe/IeHa ONKITHEIM NYTEM H MOXCT PasiiH4aThCA B CBSIH C BAPHAGENHLHOCTHIO
¢uxcauun TKaHE H pdexTHBHOCTH ycuiaeHHMA aHTHreHa. Ilpm onTuMM3ammE ycnoBui
REeMaCKHPOBKH H UIKTENLHOCTH MPOTOKONA CHeAYeT HCNO/Nb30BaTh OTPHIATE/ILHRIC KOHTPOJIH
PeaKTHBOB.
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PYHKUNOHANBbHBIE XAPAKTEPUCTUNKWN

AHaNNTUYeCcKne xapakKTepuUcTUKN MeAULUHCKOT0O U3fennsa agnsa AUarHoCcTUKn in vitro

AHannTnyeckas YYBCTBUTENBbHOCTb

He npumeHumo

AHanuTuyeckas cneunguUHoOCTb N NHTepepeHL U

He npumeHnmo.

MoBTOpPAEMOCTb U BOCANPOM3BOAMMOCTb
OueHka Bapma6eanocm Mexay nnaowagkamuy, aHannsatopamMmun, Nnosib3oBateaMmm n napTnamin.

MoeTopsAemocTb -100%
BocnpoussogumocTts - 100%

BapunabenbHoCTb

Mexay notamu

Mexay cunTbiBaTeNIaMU
Mexay notaMun peareHToB
JeTeKkumm

Mexay obpasuamm TKaHu
Mexay npruéopamm

JINHeNHOCTb
He npumMeHumo.

JvanasoH nsmepeHuns aHanusa
He npumeHumo.

MoporoBoe 3HayeHue
He npumeHnmo.

To4HOCTb
He npumeHumo.

Konn4yecTtBo NOBTOPEHWIA

8
6
8

8
2 (2x Bond-I1l; Ox BOND-
MAX)

O6LWwnin npoueHT
coBMajeHuni

100

100

100

100
100

[narHocTnyeckne xapakTepucTUKM MeANLMHCKOro U3aenunsa ans AMarHoCTUKK in vitro

AwnarHoctnyeckas YyBCTBUTENIbHOCTb

Pak nerkoro.

B 52,4% (22/42) cnyuyaeB paka nerkoro (16/24 cny4aeB NAOCKOKIETOYHON KapumHOMBbI, 4/16
cfyyaeB afeHOKapuMHOMbI, 1/1 cnyyail KpYMHOKNETOYHOM KapuwmHoMbl w11 cnydait
Me/IKOKNeTOYHOW KapLMHOMbI) Hab/0Aanock NONOXUTENbHOE OKpaLLBaHMe.

OvarHoctnyeckas 4yBCTBUTENbHOCTb - 52,4 %.

AwvarHocTmnyeckas cneynpuuHoOCTb

KnuHuyeckas cneun@uYHOCTb OLEHMBanacb C MCMONb30BAHUEM Pa3/NYHbLIX KIMHUYECKMX
006pa3LoB TKaHei N3 aHoManbHbIX (HeonnacTuyeckmx) 06pasyoB. MonyyeHHble pe3ynbTaTbl Obn

CneayroLWwumMm:
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Knon 73-10 oxpacun 22/42 cinydaeR omyxonum B JerkHX (Bxmouas 16/24 caydaes
IUIOCKOK/ICTOYHON KapuaHOME, 4/16 cnydas aneHoxapnuHOME, 1/]1 ciywas XpymHOKAETOUHOM
xapuuHoMeL, 1/1 ciydas MenkoxnerouHo#t KapumeOME), 1/2° cmygaeB mepexomHo-KIeTOIHOR
KapIAHOME! MOYEBOr0 My3HIpA, 1/3 ciydaeB NMIOCKOKIECTOYHONM KapLHHOMB mUmeBona, 1/3
CITyJaeB aICHOKAPLIHHOMBI XeNyAKa, 1/2 ciyyacs NIOCKOKIETOTHOM KAPMHHOMB! INCHKA MATKH,
1/1 caryvas mamdomsr Xomwukana, 1/1 ciydas aHamiacTHyueckodt KpynHOKNIETOMHON KapIMHOMEI,
I/1 ciyuas nasodapEHAreansrOM KapmuAOMH, 1/1 ciydas aaCHOXapUEHOME! MOMKETYAOUHOH
xenesnl, 1/1 caywas QoNMMKyASpHON KApOHHOMEI IMMTOBEAHOM Aenesnl, 1/1 cayvas
IJIOCKOKJICTOYHOH KapUHHOMEI a3bika. He oOHapyxecHO OKpamIWBaHEA B PasiHMHBEIX APYTHX
H3MEHCHHBIX TKaHAX, B TOM MHCE nph omyxomax rpyad (0/5), MeracraTHaecknx omyxomax (0/4),
onyxonax kumevnnka (0/4), onyxonax nevuenu (0/4), onyxonax mosra (0/4), onyxonsx SUMHAKOB
(0/3), aneHoMax mETOBEROH *Kenesu (0/3), omyxonax maanogeannxos (0/2), Omyxo/isx TORKOro
xuieynuka (0/2), omyxonsx npamoit kumku (0/2), onyxonsx mouek (0/2), onyxonsx cmonHoil
xenesnl (0/2), muek (0/2) u snaometpus (0/2), doumkynspHO#i namumsapro aieHOKAPITHEOMbI
muToBHAHON xenesw (0/1), npu anenoxapnusoMe mpoctarsl (0/1), runepnnazam npoctath, (0/1),
oteke nerkux (0/1), aneHoxapuEOMe NODKETYROTHOMN xenesn (0/1), aneHOXapIHHOME TBEPAOIO
neba (0/1), rexomxxunckot B-xnerounoft mumdome (0/1), xouapocapkome (0/1) 1 Menanome
(0/1). (O6mee yncno o6pasuos A3MEeReHHBIX TKaneH, KoTophie G5uA HecneaoBaaN = 107).

B 84,6% (55/65) cnywaer ppyrme RoBooOpaszoBamms (33 HCKIIOYEHHEM paka JErkoro)
OKpaNIHBANHCH OTPHIATEIBHO.
JuarsocTrveckas coneuGUIHOCTE — 84,6 %.

YTHJIM3ANMS H 3SAIIUTA OKPYKAIOIMEH CPEARI

Bo BpeMs SKCIUIaTallAH H XpaHEHHS «AHTHTE/I0 MOHOKIOHANBHOE nepeHuHOoe «BOND
Programmed Death Ligand 1 (73-10)» mna kauecTBEHHOTO ONpeAeIeHAA SHAOreHHOro Genka PD-
L]l HMMYHOrHCTOXHMMHYSCKHM METOZOM B JHMarHOCTHKE in Vitro B anmaparax
nmMyHorucroxumun BOND-III 1 Bond-maX» He okashBaeT OTPHIATENLHOIO BIHMAHHA HA
NAHERTa, MEAMIMHCKAX PaGOTHHKOB H Ha OKPYXAlOUIyI0 CpeAy NpPH coOMOACHUR MpaBui,
OMHCAHHKIX B HHCTPYKIHE II0 MPUMEHEHHIO.

YTRAMIADAN 0TX0A0B
: YTunusupylire HcnoNbIOBAHHEIE B JAHHOM AHANMA3E MaTepUali, BKIOYAA peareHT s, 00pasusl H
) UCNOJIb30BAHHBIC W3MICNHEA, B COOTBETCTBHHE ¢ NPHHATRIMA (CACPATHHBIMA, NOCY/JapPCTBCHHBIMH
HJIH JIOKILHBIMH HOPMATHBHHIMHA JOKYMCHTAMH.
YTunusupylite HCIONb30BaHHLIE M HEHCMONE30BAHHEIE PeareHTH, a Takke MOOHe OpyTHe
KOHTAMHHHPOBaHHEIC ONHOPA3jOBHIC MaTepHalnbl B COOTBEICTBHM C NPABHJIAMH YTHIH3AUWH
AHGENMPORAHHLIX WIH NOTEHIHANEHO HHGHIMPOBAHHEIX IPOXYKTOB.
CoTpyauuku nalopaTopAH HECYT OTBETCTBCHHOCTh 3a OOpalicHHC H  YTHIH3AOMIO
00pa3syionmMxca OTXOA0B A CTOYHEIX BOX B COOTBETCTBHH C HX THIIOM M CTENEHBIO OMACHOCTH,
COTJIACHO BCEM NMPHMEHHMBIM HOPMaM H MPABHIIAM,
YHAYTOXKCHAS H3ACNHH OCYIECTBIACTCS OpPTraHH3ANAAMH, HMMEIONMMH COOTBETCTBYIOIIYIO
JHICH3NIO, HA CHCHAANGHO O0OPYZOBAHHBIX INOHIAAKAX, HONMIOHAX X B NMOMELICHWIX B
¢ COOTBETCTBHH C TpeSOBaHMAMH, NPEAYCMOTPCHHEIMH CYmiecTBYIomuME @eaepanbHHMH
3aKOHaMH, H ¢ coOmoneHneM 00s13aTe/bHbIX TpeGoBaHHH N0 OXpaHe OKPYXAIomeH Cpemsl.

Ytunsagus OCYINECTBIACTCA HAa OOIMX OCHOBAHHAX ¥ B COOTBETCTBHHM C TpeOOBaHHAMH
cornacuo CanlluH 2.1.3684-21.

Hcnonb3opanHbie H3ACHA, HCHCOONL3OBAHHEIE H3JICINA ¢ HCTCKIIHM CPOKOM TOAHOCTH, H3ACTHA
¢ noBpexatHHOH ynakoBKo# fOKHE! GBITH YTHIH3APORAHK KAK MEAMITMHCKHE OTXOAKI knacca B
B COOTBETCTBAY ¢ Knaccudukaipeit no CanllnH 2.1.3684-21.
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MeTo4bl YTUIN3ALNM OTXOL0B

PekomeHpauunn:

XuMnyeckne BellecTBa Heo6X0AUMO YTUAU3UPOBaTb B COOTBETCTBUM C [eliCTBYHOLIMMM
HaLMOHaNbHbIMU PErNaMeHTUPYIOLWMUMIN JOKYMEHTaAMN.

3arpsasHeHHas ynakoBKa:

PekomeHpaunun:

YTunusaumsa OTXOA0B [0/HKHA OCYLLEeCTBAATLCA B COOTBETCTBUM C TpebOBaHMAMM MECTHbIX
HOPMATUBHbLIX [OKYMEHTOB. YMakoBKa, KOTOpas He MOXeT OblTb OuullieHa, MOLNEXUT
YyTUIN3aLMM TaKUM Xe CrocoboM, YTO U cam NPOAYKT.

PeKOMeHA0BaHHbIe YNCTAL e CPpeacTBa:
Boga, npyv Heo6X04MMOCTW, B COYETAHUU C HEOKMCAAIOWMMM YUCTAWMMMK cpeacTBamu. He
AO0MyCKaeTCs UCNONb30BaHMe 0T6ennBaTens.

FTAPAHTUNA MPON3BOONTENA

[apaHTWUsA OeCTBUTENbHA B TeUEHWe BCEro mepuoaa A0 AaTbl UCTEUEHUS CpoKa rogHoctn (12
MecsLeB), Mpu YCnoBuuM Cco6GMOAEHUS PEeKOMeHAauuii no TPaHCNOPTUPOBKE, XPaHEHWU W
3KCMAyaTalun, yKasaHHbIX Ha HAPY>KHO MapKUPOBKe MeAVNLMHCKOTO U3AENNs U B MHCTPYKLWK
Mo NMPUMEHEHNIO.

MPON3BOANTE/Ib (M3ATOTOBUTEJIb)

«Jleiika buocuctemc Hotokacn Jiumuteg» (Leica Biosystems Newcastle Limited)

Balliol Business Park West, Benton Lane, Newcastle upon Tyne, NE12 SEW, United Kingdom
(Bannuon BusHec Mapk YacT, beHTOH JlelH, Hbtokacn-anoH-TaiiH, NE12 8EW, CoeaunHeHHOe
KoponesctBo BennkobputaHum)

Ten.:+44 191 215 0567

®akc:+ 44 191 215 1152

A[pec 3NeKTPOHHOM nouTbl: msds@ leicabiosystems.com

YMNOMHOMOUEHHbIVN NPEACTABUTE/Ib MPOU3BOAMNTENSA B Pd

OO61LLecTBO C OrpaHNYEHHON O0TBETCTBEHHOCTbIO «BuoslainH» (OO0 «BuoslaiiH»)

197022, Poccus, r. CaHkKT-MNeTepbypr, BH.Tep.r. MyHULMNaNbHbIA OKPYr ANTeKapckuii OCTpoB,
Mpodeccopa Monosa yn., 4. 23, nutepa E, nomeweHne 3H/5H, komHaTa 208

Ten.:+7 (812) 320 49 49

®akc:+7 (812)320 49 40

A[pec 3N1eKTPOHHOM NoyTbl: main@bioline.ru

MPABUNA MPEACTABJ/IEHNA PEKNTAMALINA

Onsa  nonyyeHMs TeXHUYECKON KOHCynbTauuMum U NOALEPXKW npocbba obpawarbcs K
YyNO/IHOMOYEHHOMY NMPeLCTaBUTENO0 MPOU3BOAMTENS HA TeppuTopun Poccuiickoii deaepaymu:
O6LWecTBO C OrpaHNYEHHON OTBETCTBEHHOCTLIO «buoflainH» (OO0 «bunoslaiiH»)

197022, Poccus, r. CaHkT-MNeTepbypr, BH.Tep.r. MyHULMNaNbHbIA OKPYr ANTeKapcKuii OCTPOB,
Mpodeccopa Monosa yn., a. 23, nutepa E, nomeueHmne 3H/5H, komHata 208

Ten.: +7 (812) 320 49 49
dakc: +7 (812) 320 49 40

e-mail: main@bioline.ru
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B cnyuae prigBncHEA NOOOIHEIX JeHCTBHIA, HE YKa3aHHBIX B HHCTPYKIHH 1O MPHMCHEHHIO HIIH
PYKOBOACTBE IO IKCILTYATALHH MEIHIMHCKOTO H3INCNHA, HEXCNATENbHBIX PEAKUM MpH ero
OpHMEHEHHH, 0cofeHHOCTeH BrauMOAcHCTBIA MEAHIIMHCKHX m3ennit Mexay coboif, GaxTos H
00CTOATENILCTB, CO3AAIOMMX YTPO3Y KHIHH H 340POBbIO MPaXkAaH H MCAKMIMHECKAX PaGOTHHKOB
IpH DpHMEHEHNH H SKCILTYATAIIMHE MeAHIMHCKAX H3ACKIT, Heo0X0aUMO BampaBUTEL COOOMEHRE,

Cofiepikamiee YKasaHHHE cBeAeHMi, B DeacpampHyio cnyxGy no Hamopy B cepe
3ApPaBOOXpPAaHEHUS B COOTBETCTBHH ¢ AcHCTBYIOMMM 3aKOHOAATE/ILCTBOM.

CCBLIKH

1. Clinical Laboratory Improvement Amendments of 1988, Final Rule 57 FR 7163 February
28, 1992,

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLS). Protection
of laboratory workers from infectious diseases transmitted by blood and tissue; proposed
guideline. 1991; 7(9). Order code M29-P.

3. Bancroft JD and Stevens A. Theory and Practice of Histological Techniques. 4th Edition. |

Churchill Livingstone, New York. 1996.

4, International Association for the Study of Lung Cancer. JASLC Atlas of PD-LI
Immunochistochemistry testing in lung cancer. 2017

s. Patel SP and Kurzrock R. PD-L1 Expression as a Predictive Biomarker in Cancer
Immunotherapy. Molecular Cancer Therapeutics. 2015; 14(4):847-56

6. Wang X, Teng F, Kong L et al. PD-L1 expression in human cancers and its association
with clinical outcomes. OncoTargets and Therapy. 2016; 9:5023-5039

IIPHHIHAII KAJIHBPOBKH
He npumMenumo.

INNEPEMEHF H OIIHCAHHE MATEPHAJIOB MEJHIIHHCKOI'O M3AEJNAA A
JAHATHOCTHKH IN VITRO, BCTYTAIOIIIHX B KOHTAKT C TEJIOM HAITHEHTA
(TEJIOM YEJIOBEKA)

He npumenumMo. KOMIIOHEHTH! 1aHEOI0 MEMIIAHCKOIO H3AEHA HE BCTYNAIOT B KOHTAKT C TEAOM
NagHenTa (TeJIOM Y¢/IOBEKa) HH HaNPAMYIO, HH ONIOCpelOBaHHO.,

HH®OPMAIIUA O JEKAPCTBEHHBIX INMPENAPATAX JJSA MEJHNIHHCKOIO
IMPHMEHEHHA, G®APMALEBTHYECKHX CYBCTAHIMAX A
MEJAIIAHCKOI'0 TMPHMEHEHHS, HCIOJB3VEMBIX JJIA KOHEYHOI'O
MMPOAYKTA, BKIIOYAA NPHHIAIIL H METOABI OIIEHKH

He npaMeHuMO. B aaHHOM MEIHIMHCKOM ¥3/Ie/IHH HE HCTIONB3YIOTCS IEKAPCTBEHHHE NIPENapaTH
IANd MEIMIMHCKOrO NPHMEHEHHA, HEe MCMONB3YIoTcs dapMamepTHdeckue cyGcraHuum s
MEIAIMACKOTO NPAMEHCHHEA,

HHO®OPMAILIAA 0 PAHEE 3APETHCTPHPOBAHHBIX BEPCHSX

MEJHIIHHCKOI'O H3IEJIHA
Jipyrue Bepcuu paHee He OLUIH 3apernCTpHpOBaHbl B POCCHH.

PUCKH IPHMEHEHHA MEJHIIHHCKOI'O H3AEJIHUSA

Ynpasnenne pEcKaMH OCYIIECTRIACTCA B COOTBETCTBHA ¢ Tpebo MH ApMOHM3KPOBAHHOIO
craizgapra EN ISO 14971, «Hspenus menumunckue — IIpEMeneRne MEHEIKMEHTa PHCKA K
MEAHIMHCKUM H3/ICTHAM.

BEHHUS
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Mocne npoBeAeHWs aHanM3a PUCKOB 1 MONYYEHWS MOKasaTeneil CHUMXXKEHWUS pPUCKOB B
COOTBETCTBUYM C CUCTEMOI yNpaBeHNs KAYeCTBOM BbIIN PACCMOTPEHbI NaHbl KOPPEKTUPYHOLLMX
¥ NPOUNAKTUYECKUX MEPONPUATUIA. OCTATOUHbIE PUCKM NPU3HAHbI NPUEMIEMbIMMU.

CNMBOJIbl HA MAPKPOBKE
Cnncok 0603HaYeHUiA, UCMONb3YEMbIX Ha MapKNPOBKe:

CnmBon 3HaueHue
ref| Homep no karanory
[ivd] MeaunuunHckoe nsgenve ana

ANArHOCTUKN in vitro

MN3roTtoBuTenb

X TemnepaTypHbIii AranasoH

Mcnonb3oBaTb 40 (rog-mecsu-AeHb)

LOT Kog napTtumn

aS O6paTtunTtech K WHCTPYKLU MWK no
NPUMEHEHUIO

a 3HakK COOTBETCTBUSA TpeboBaHuA

EBponeiickoro Coto3a
OcTopoXxHo!

CvMBO/I BTOPUYHOI NepepaboTKu

O

MEPEYEHb HALUMNOHANBbHbLIX N MEXAYHAPOAHbBIX MPABUT/ICTAHOAPTOB,
KOTOPbIM COOTBETCTBYET MEAVNUWNHCKOE U3AENTVE ANA ANATHOCTUKNA
IN VITRO

Ne HA3BAHWE OOKYMEHTA

EN ISO 13485 - N3penuna meguumHckue. CUCTEMbI MEHE)KMeHTa KavecTBa. TpeboBaHNA
K perysinpoBaHunio
EN ISO 13612 - OueHKa (hyHKUMOHANbHbIX XapaKTEPUCTUK MeAULNHCKUX N34ennin ans
[AMarHoCTuKM in vitro

EN I1SO 23640 - N3genusa MmeanuMHCKNE Ana ANarHoCTUKKM in vitro. OLeHKa cTabunbHOCTU
peareHTOB A4/ AUAarHOCTUKK in Vitro

EN ISO 18113-1 - N3genua MeAUUMHCKUE ANA ANArHOCTUKKU in vitro. VIHdopmaums,
npegocTaenseMas U3roToBuTesiem

(mapkupoBka). Yactb 1. TepMuHbI, onpeaeneHns n obuime TpeboBaHms

EN ISO 18113-2 - MeguunHckne unsgenua And AuMarHoCTUMKK in vitro. MHdopmaums,
npegocTaBnsemMas’'marotoeutesiem (MapkupoBska). YacTb 2. PeareHTbl 4N AUarHoCTUKHY in
Vitro 415 npogeccnoHasbHOro NPUMeHeHns
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B 6 |EN ISO 14971 - Hinenna memmmumckne. [IpaMeHeHHME MEHE/DKMCHTA DHCKa K
X MEANIHHCKIM H3ACNKAM
7 |ENISO 9001 - CucreMbl MCHEKMEHTA KavecTBa. TpeGoBaHuA

8 |ENISO 15223-1 - U3nemun meauimuckue. CHMBOMN, NPUMEHAEMbIE IPY MAPKHPOBAHHH
HA MCAMIMHCKHX H3ACTHAX, ITHKETKAX A B CONPOBOANTENRbHON JOKyMeATaIMH. YacTs 1.

OcHoBHble TpeGoBaHUA

10|ISO 14644-5 -UncTsie NOMEMICHAR H CBA3AHKBIE ¢ HAMH KOHTpOIHpYeMble cpeanl. YacTs
3. JKCnayarauua

11|FOCT P 51088 - MeauuuucKie H3NCIHA 1 AHACBOCTAKY HH BUTPO. PeareHTni, HaGops!
PEarcHTOB, TECT-CHCTEMB, KOHTPOJLHHE MaTepHANL], IKTaTeNbHbE cpeanl. TpeGopanns
K H3JeMAM B NONJEPKHBAIOIICH JOKYMCHTAHH

12|TOCT P 51352 - MeauumMHCKEe H3ICHHA A4 AMACHOCTHKM HE BHTPO. Meroam
HCNHTAHUR

HH®OPMAILIHA O INEPBOHAYAJIBHOM BBIIIYCKE HIH [MTOCJIEIHEM
IIEPECMOTPE 3KCILIYATAIIMOHHOM JOKYMEHTAIHH
Bepcas. PA0983, 10.10.2018 r.
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A, neperoauik Momopuesa Annna IOpbesHa, BNAASIOWEA PYCCKUM ¥ SHIAUACKUM ASLIKAMMK, NOATBEPXZAI0, YTO
BLINONHEHKBIA MHOIO NEPEROA NPUNONKBHHOO AOKYMEHTA ABMASTCA NPABNITLHEIM, TOUHbLIM U NONKLIM.

f _
glawrw& Mo,

HOTEPUYCH HOTEPHANLHOFO oxpyra Cauky-MetepGypr Ocranewko Enesn
KOHOTAHTHNOBHA), CBUASTENLCTRYIO NOANUHHOCTE NOANNCH NBPSAOIHHKA

YRnaueHo 3a COBSPILIGHNE HaTRPHANLHOTO AelicTaua: 600 pyS. 00 xon.

GI0p0 NIPISOACS AURGRA Tranalation Services OfPH: 1089847210043 PORN; 1000041319043
167342, v, 2 157342, Saint Peteraburg, WHH/TIN; 7841388580/761401001 ITNACRI: 7841380560/781401001
AL HopHba pevKa, WMWM OKIIO 00001659 OKOHX 98120 RNNBO 00801858 ARCEA 98120
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HTOTO B HACTOALLIEM AOKYMOHTE
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Poccuiickan Qexepanus
Cauxt-IleTepSypr
JABaznate wepsoro Aexalbpa ABe THCATH ABAALATL TPETRETD FoAR v

5, Huxonaesa Onsra CeprecBHa, BpeMEHHO HCNOJAHAIOWAA OOASAHHOCTH HOTapHyca
HoTapuansuoro oxpyra Canxr-IlerepOypr Octamenko EneHbl KOHCTAHTHHOBHEI, CBMACTEALCTBYIO
BEPHOCTH KOIIHH ¢ NPEACTAB/ICHHOTO MHE AOKYMEHTA.

: Ne 78/189-u/78-2023-15-1470.
oTapuanshoro aefictaus: 2700 py6. 00 xon.
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