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For Russian Federation only

Instructions for Use

BOND Primary monoclonal Antibody Anaplastic Lymphoma Kinase (5A4) for the
gualitative identification by immunohistochemical method for in vitro diagnostics for
BOND-111 and Bond-maX immunohistochemistry instruments

Designer:

Leica Biosystems Newcastle Limited
Balliol Business Park West, Benton Lane,
Newcastle upon Tyne, NE12 SEW,
United Kingdom

Tel:+44 191 215 0567

Fax:+44 191 215 1152

e-mail: msds@Ileicabiosystems.com

Name and address of Production site:
Leica Biosystems Newcastle Limited
Balliol Business Park West, Benton Lane,
Newcastle upon Tyne, NE12 SEW,
United Kingdom

Legal Manufacturer:

Leica Biosystems Newcastle Limited
Balliol Business Park West, Benton Lane,
Newcastle upon Tyne, NE12 SEW,
United Kingdom

Tel:+44 191 215 0567

Fax:+ 44 191 215 1152

e-mail: msds@leicabiosvstems.com

Authorized Representative in the Russian Federation
BioLine LLC
197022 Saint-Petersburg, municipal district Aptekarsky ostrov, Professora Popova street 23 lit. E,
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Tel:+7 (812) 320 49 49
Fax; +7 (812) 320 49 40
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NAME

BOND Primary monoclonal Antibody Anaplastic Lymphoma Kinase (5A4) for the qualitative
identification by immunohistochemical method for in vitro diagnostics for BOND-111 and Bond-
maX immunohistochemistry instruments, composed of:

- BOND Primary Antibody Anaplastic Lymphoma Kinase (5A4), 7.0 ml, container -1 pc.

- Instructions for Use (included) - 1 pc.

(Hereafter referred to as the BOND Primary Antibody Anaplastic Lymphoma Kinase (5A4),
Anaplastic Lymphoma Kinase (5A4), the product, 1VD medical device)

INTENDED USE

Anaplastic Lymphoma Kinase (5A4) monoclonal antibody for BOND-III and Bond-maX is
intended to be used for the qualitative identification by light microscopy of endogenous ALK and
ALK fusion proteins in formalin-fixed, paraffin embedded tissue by immunohistochemical
staining using the BOND-I11 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). Anaplastic
Lymphoma Kinase (5A4) primary antibody is a ready to use product that has been specifically
optimized for use with BOND Polymer Refine Detection. The demonstration of endogenous ALK
and ALK fusion proteins is achieved by first allowing the binding of Anaplastic Lymphoma Kinase
(5A4) 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
Leica BOND-MAX system and Leica BOND-III system), reduces the possibility of human error
and inherent variability resulting from individual reagent dilution, manual pipetting and reagent
application.

& 000 LHPMH (&7 INFO@CIRMI.RU & WWW.GOSZDRAVNADZOR.RU



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 ALK protein in formalin-fixed, paraffin embedded tissue

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 mouse anti-human monoclonal antibody produced as a tissue culture supernatant,
and supplied in Tris buffered saline with carrier protein, containing 0.35 % ProClin 950 as a
preservative.

Total volume = 7 mL.

Clone
5A4
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Immunogen
Prokaryotic recombinant protein corresponding to a region which spans the tyrosine kinase
catalytic domain and part of the C-terminus of the NPM-ALK transcript (419-520 amino acids).

Specificity
Human ALK protein and C-terminal ALK fusion proteins containing the immunized target
sequence.

Ig Class
1gGl

Total Protein Concentration
Approx. 10 mg/mL.

Antibody Concentration
Greater than or equal to 2.6 mg/L as determined by ELISA.

Dilution and Mixing

Anaplastic Lymphoma Kinase (5A4) primary antibody 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:

- mouse anti-human monoclonal antibodies

Antibody concentration: >2.6 mg/L as determined by ELISA.

Reagents of animal origin (e.g., BSA and animal sera) are provided with research reports and
certificates of origin confirming that they are virus-free and collected from healthy animals.
Animals used to produce monoclonal and polyclonal antibodies are of British origin and raised
under highly regulated live-stock and veterinary regimes.

DELIVERY SET

BOND Primary monoclonal Antibody Anaplastic Lymphoma Kinase (5A4) for the qualitative
identification by immunohistochemical method for in vitro diagnostics for BOND-I1I and Bond-
maX immunohistochemistry instruments, composed of:

- BOND Primary Antibody Anaplastic Lymphoma Kinase (5A4), 7.0 ml, container - 1pc,

- Instructions for Use (included) - 1pc.
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MATERIALS REQUIRED BUT NOT PROVIDED
Product name

BOND-IIHC/ISH Stainer with accessories
Bond-maX IHC/ISH Stainer with accessories
Bond Polymer Refine Detection

In vitro IHC reagents:

Bond Dewax Solution

Bond Wash Solution 10X Concentrate, 1L
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
Rotary Microtome HistoCore BIOCUT

Registration certificate No.

P3H 2016/3560 dd. 07.04.2021

®C3 2009/04611 dd. 07.04.2021
$C3 2011/10032 dd. 09.11.2018

®C3 2011/11352 dd. 25.07.2022

P3H 2013/1170 dd. 28.04.2017

P3H 2017/5542 dd. 05.10.2022
P3H 2020/12056 dd. 18.10.2022

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 Anaplastic Lymphoma Kinase (5A4) are:
turbidity of the solution, odor development, and presence of precipitate. Return to 2-8 °C

immediately after use.

Shelf life: 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.
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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.

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 1VD 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, or alternatively, visit the Leica Biosystems’ 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.

INSTRUCTIONS FOR USE OF THE IVD MEDICAL DEVICE
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PROCEDURE
Refer to BOND-III and Bond-maX Operator Manuals for more information on procedure.

Anaplastic Lymphoma Kinase (5A4) primary antibody was developed for use on the automated
BOND system in combination with BOND Polymer Refine Detection.

The recommended staining protocol for Anaplastic Lymphoma Kinase (5A4) is IHC Protocol F.
Heat induced epitope retrieval is recommended using the product "IVD IHC reagents, cl. 25
BOND Epitope Retrieval Solution 2" for 30 minutes.

Results Expected
Normal Tissues

Clone 5A4 detected Anaplastic Lymphoma Kinase protein in some neuroendocrine cells of the
pituitary gland and small intestine, alveolar macrophages in lung and a proportion of prostatic
stromal cells. All other tissues tested were negative. (Total number of normal cases evaluated =
130).

Tumor Tissues

PAO831 stained 13/35 anaplastic large cell lymphomas and 2/5 large cell carcinoma of the lung.
No staining was observed in a variety of other tumors, including lung tumors (0/68), breast tumors
(0/5), thyroid tumors (0/5), tumors of the colon (0/4), liver tumors (0/4), metastatic tumors (0/4),
tumors of the esophagus (0/3), stomach tumors (0/3), head and neck tumors (0/3), ovarian tumors
(0/3), tumors of the adrenal gland (0/2), bladder tumors (0/2), brain tumors (0/2), tumors of the
small intestine (0/2), rectal tumors (0/2), kidney tumors (0/2), tumors metastatic to the lymph node
(0/2), salivary gland tumors (0/2), testicular tumors (0/2), cervical tumors (0/2) endometrial tumors
(0/2), an osteosarcoma (0/1), a pancreatic adenocarcinoma (0/1), an adenocarcinoma of the
prostate (0/1), a squamous cell carcinoma of the skin (0/1) and a melanoma (0/1). (Total number
of abnormal tissues evaluated = 169).

The product is recommended to aid in the evaluation and expression of endogenous ALK and ALK
fusion proteins, in normal and neoplastic tissues, as an adjunct to conventional histopathology
using non-immunologic histochemical stains.

PRODUCT SPECIFIC LIMITATIONS

Anaplastic Lymphoma Kinase (5A4) 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.
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FUNCTIONAL SPECIFICATIONS
Analytical characteristics of the VD 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%

Linearity
Not applicable.

Assay measurement range
Not applicable.

Threshold value
Not applicable.

Accuracy
Not applicable.

Diagnostic characteristics of the VD medical product
Diagnostic sensitivity

Anaplastic large cell lymphoma and non-small cell lung cancer. Note: Expected prevalence of ALK and
ALK-fusion proteins in anaplastic large cell lymphoma and non-small cell lung cancer is -60% and ~3%,
respectively.

An observed rate of 37% (13/35) of tested anaplastic large cell lymphoma cases stained positive, which
reflects the positivity prevalence of the cases evaluated rather than true diagnostic sensitivity because the
number of cases harboring ALK-translocation is unknown. All 35 tested anaplastic large cell lymphoma
cases were Verified with the Kreatech break-apart FISH probe (KI-10747 - ALK (2p23) Break); all 13 cases
(100%) positive by ALK IHC (PA0831) were positive by FISH, and all 22 cases negative by ALK IHC
(PA0831) were negative by FISH.

In non-small lung cancer cases, 2/72 (2/5 large cell carcinoma of the lung and 0/67 other non-small cell
lung cancer cases) stained positive, giving an overall positivity prevalence of 3% (2/72).

Diagnostic sensitivity - 37%

Diagnostic speciflcity
Other neoplasms (excluding anaplastic large cell lymphoma and non-small cell lung cancer)

PAOB31 was assessed in a range of clinical samples from abnormal (neoplastic) tissue specimens. The
results obtained were as follows:
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PAQ831 stained 13/35 anaplastic large cell lymphomas and 2/5 large cell carcinoma ofthe lung.No staining
was observed ina variety of other tumors, including lung tumors (0/68), breast tumors (0/5), thyroid tumors
(0/5), tumors of the colon (0/4), liver tumors (0/4), metastatic tumors (0/4), tumors of the esophagus (0/3),
stomach tumors (0/3), head and neck tumors (0/3), ovarian tumors (0/3), tumors of the adrenal gland (0/2),
bladder tumors (0/2), brain tumors (0/2), tumors of the small intestine (0/2), rectal tumors (0/2), kidney
tumors (0/2), tumors metastatic to the lymph node (0/2), salivary gland tumors (0/2), testicular tumors (0/2),
cervical tumors (0/2) endometrial tumors (0/2), an osteosarcoma (0/1), a pancreatic adenocarcinoma (0/1),
an adenocarcinoma of the prostate (0/1), a squamous cell carcinoma of the skin (0/1) and a melanoma (0/1).
(Total number of abnormal tissues evaluated = 169).

An observed rate of 100% (62/62) of other tumor cases (excluding anaplastic large cell lymphoma, large
cell carcinoma of the lung, and 67 lung tumors which were non-small cell lung cancer) stained negative,
with ALK protein staining limited to only the anaplastic large cell lymphoma and large cell carcinoma of
the lung cases.

Diagnostic specificity - 100%

DISPOSAL AND ENVIRONMENTAL PROTECTION

When using and storing, the BOND Primary monoclonal Antibody Anaplastic Lymphoma Kinase
(5A4) 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 of the 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.

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.
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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 SEW, United Kingdom
Tel: +44 191 215 0567

Fax:+44 191 215 1152

E-mail: msds@Ieicabiosystems.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

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.
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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.

METHOD OF FINAL STERILIZATION
Not applicable. This medical product is not sterile and not subject to be sterilized.
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INFORMATION ON PREVIOUSLY REGISTERED VERSIONS OF THE MEDICAL
PRODUCT
Other versions have not previously been registered in Russia.

RISKS OF USING THIS 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 Meaning
REE Catalogue number
Medical device for in vitro diagnostics.
n
Manufacturer
mJ
Temperature range
4
Best before (year-month-day)
2
LOT Lot number
J'| Refer to the Instructions for Use
a EU conformity mark
Caution!
[0)
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

12
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2 EN I1SO 13612 - Performance evaluation of in vitro diagnostic medical devices

3 EN ISO 23640 - In vitro medical devices. Evaluation of stability of in vitro diagnostic
reaeents

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

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

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

7 EN ISO 9001 - Quality management systems. Requirements

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

10  1SO 14644-5 - Cleanrooms and associated controlled environments. Part 5. Operations
GOST R 51088 - In vitro diagnostic medical devices. Reagents, Kits, the test - systems,

control materials, culture media. Requirements to devices, and to suoDortine
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

13

& 000 LHPMH (&7 INFO@CIRMI.RU & WWW.GOSZDRAVNADZOR.RU



MepeBog C aHINNIICKOTO si3biKa

JAxoHataH Puuapp Kemn

HACTOAWMM A0BOANTCA po BCEOBWEINO CBEAEHWA, uto 8. O)XXKOHATAH PUYAPO KEMI,
Helokacn-anoH-TanH, AHrnua, HOTAPUYC, Hagnexauwe Ha3Ha4yeHHbli U MpUBEAEHHbI K npucsre,
YNO/IHOMOYEHHbIA BECTU CBOK AEATENbHOCTb Ha Tepputopun AHrauu un Yanbca, YOOCTOBEPAID, uT0
NPUIOXKEHHAsA UHCTPYKUUA MO NpuMeHeHuto B6blna nognucaHa B MOEM NPUCYTCTBUM B I. HbloKacn-anoH-
TaiiH CTuMBEHOM JINCTO60M, YbA JIMYHOCTb MHOW yCTaHOBMEHa W KOTOpbIA saBasetca [WpeKkTopom W
®UHAHCOBLIM AUPEKTOPOM komnaHun JIEMKA BMOCUCTEMC HbIOKAC IMMUTEL, («<KomnaHns»). S
Takke nogreepxgat, 4To KomnaHua senseTca geicTeyowein komnanmein B CoeguHeHHom KoponescTse
n 3apeructpuposaHa nog Homepom 02163063.

NMOAOMNCAHO W CKPEMNJIEHO neuatblo Moero ocuca B Hblokacn-anoH-TaiH, AHMAnWS, cero
LeBATHaALATOro gekabps AgBe TbicauM ABajuaTbh TpeTbero roga.

<pnonnuncsb>

A>xoHataH Puyapg Kemn
HoTtapuyc, AHrnva n ¥Yansc
MpoTtokon Ne 2023/663.B

Mnom6a: MkoHaTtaH Puyapg Kemn
HoTtapwnyc

Kpyrnas neuvatb:
A>KOHATAH PUYAPO KEMIM
HOTAPNYC

Jlecnn KpeceHT FocgopT 26/ Hbtokacn-anoH-TaiiH/ ME3 4AN/T: 0788 572 1559/ On. nouta: notarv@irkemo com/www.nQtarvnorth.com/
[oxoHataHn Kemn Hotapu Ma6nuk /ita / Per. Ne komnaHun 09506931 / Perynupyetcs [ononHuTenbHbiM ohrcom Apxuenuckona Kentep6epuiickoro
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TonbKo ans Poccuiickon deaepaymm
MHCTPYKLMS MO NMPUMEHEHNIO

«AHTUTEN0 MOHOK/OHasIbHOe nepBuYHoe «BOND Anaplastic Lymphoma Kinase (5A4)»
ANA KayeCTBEHHOro onpeaeneHns sHaoreHHo KAJT n cnntbix 6enkos KAJI
NMMYHOIMCTOXUMUYECKMM METOLOM B AMarHOCTUKE in vitro B annaparax 4/1s
nMmmyHoructoxmmmnm BOND-I11 n Bond-maX»

Pa3paboTuuk;

«Jleika Brocuctemc Hetokacn Jinmnteg» (Leica Biosystems Newcastle Limited)
Bannunon busHec Mapk ¥YacT, BeHTOH J1eliH,

Hbtokacn-anoH-TaviH, NE12 8EW,

CoegnHeHHoe KoponeBcTBO BenmkobputaHum

Ten.:+44 191 215 0567

dakc:+44 191 215 1152

e-mail: msds@Ieicabiosystems.com

HanmeHoBaHwWe 1 agpec MecTa NpoM3BoACTBa:

«Jleika Bruocuctemc Hetokacn inmutea» (Leica Biosystems Newcastle Limited)
Bannuon busHec Mapk ¥YacT, BeHTOH J1eliH,

Hbtokacn-anoH-TaviH, NE12 8EW,

CoepvnHeHHoe KoponeBCTBO BennkobputaHum

OmLmanbHbIN NPON3BOAUTENb:

«Jleika Brocuctemc Hetokacn Ninmuten» (Leica Biosystems Newcastle Limited)
Bannunon busHec Mapk YacT, BeHTOH J1eliH,

Hbtokacn-anoH-TaiiH, NE12 8EW,

CoeanHeHHoe KoponeBcTBO BenmkobputaHmnm

Ten.:+44 191 215 0567

dakc:+44 191 215 1152

e-mail: msds@Ileicabiosvstems.com

YNO/THOMOYEHHbIN NpefcTaBuTe/b B Poccninickoin ®egeparmm

00O «buo/lariH»

197022, Poccus, r. CaHKT-IeTepbypr, BH.TEP.I. MyHMLMNabHbLIA OKPYr ANTEKapCKWin OCTPOB,
Mpodeccopa Monosa yn., 4. 23, nutepa E, nomeleHne 3H/5H, komHata 208

Ten.:+7 (812) 320 49 49

Pakc: +7 (812)320 49 40

e-mail: main@bioline.ru

YTBepXKaeHo:

MNonHoe nwvs CTuMBeH 3ncT006

LLOMKHOCTb: [npekTop n PUHAHCOBLIN AMPEKTOP, Y COBEPLLEHCTBOBAHHbIE PeareHTbl

[N19 OKpaLuvBaHus
Komnanus:  «Jleiika buocuctemc Hotokacn Jinmuten» (Leica Biosystems Newcastle Limited)

|_|O,£I,I'II/ICbZ <nopgnunceh>

[Jara: 19 pekabpsa 2023 .
LWtamn: Kpyrnas nevatb:
Jeiika buocuctemc Hotokacn JiTga IO>KOHATAH PUYAPO KEMIM
Bannuon busHec Mapk HOTAPUYC
BeHTOH JleiiH
Hblokacn-anoH-TaliH
NE12 8EW

KoHdmaeHumanbHO - CO6CTBEHHOCTL KOMMaHUN
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HAMMEHOBAHVE

«AHTUTENO MOHOIOHaNbHOE NepsrnyHoe «BOND Anaplastic Lymphoma Kinase (5A4)» g
Ka4yeCTBEHHOro  onpefeneHns  sHAoreHHom  KAJI M cnutbix  6enkoB  KAJI
MMMYHOTMCTOXUMWYECKUM  METOAOM B AMarHoCTMKe in  vitro B annapatax [A/is
nMMyHorunctoxmmum BOND-II1 n Bond-maX», B cocTaBe:

-«AHTUTEN0 MOHOK/OHaNbHOe nepenyHoe «BOND Anaplastic Lymphoma Kinase (5A4)»,
7,0 M/, KOHTENHep - 1wWrT.,

- VIHCTPYKUMS NO NPUMEHEHMIO (B KOMINJIEKTE) - 11T,

(Janee No TEKCTY MOXKET YNOMUHATLCA KaK AHTUTEN0 MOHOK/IOHaIbHOe nepeuyHoe Anaplastic
Lymphoma Kinase (5A4), Anaplastic Lymphoma Kinase (5A4), W3pgenne, MeanumHCcKoe
n3genvie AN AMarHoCTUKK in vitro)

HASHAYEHWE

«AHTUTENO MOHOKMNOHaNbHOEe nepemyHoe «BOND Anaplastic Lymphoma Kinase (5A4)» ans
KauYecTBEHHOI0  OMpefeneHnss  3HAOreHHOM KA/T. n  cantbixX 6enkoB KAJ

MMMYHOTMCTOXVMUYECKUM  METOAOM B [MarHOCTMKe in  vitro B anmapatax s
nmmyHorunctoxummy BOND-IT n Bond-maX» npefHa3HaueHo 415 Ka4eCTBEHHOr 0 OnpeseneHuns
aHgoreHHor KAJ1 n ciutbix 6enkos KAJ1 MeTOLOM CBETOBOM MUKPOCKOMUM B (PUKCUPOBaHHbIX
(hopManHOM W 3aMTbIX B MapafuH obpasuax TKaHeil Mocne VMMYHOrUCTOXMMUYECKOTO
OKpaluvBaHMsi B annaparax and uMmyHormctoxvmum BOND-IIT n Bond-maX. KnvHuyeckas
NHTepnpeTauus 1060ro OKpawvBaHUA WM ero OTCYTCTBUA [LO/KHa ObiTb [OMO/HEHA
MOP(ONOrMYECKMMN UCCNEA0BAHMSAMIN C HaJ/ieXaWwMN KOHTPO/IbHbIMU  UCCNEeS0BAHUSAMU 1
[0/MKHa ObIThb OLleHEHA KBAIM(PNLIMPOBaHHbLIM NaTo/10roM C y4eTOM aHamMHe3a NnauyeHTa n pyrmx
[ANarHoCTUYeCKNX TeCTOB.

BBEAEHWE

NIMMYHOrMCTOXUMUYECKME METOAbl OKpaLLMBaHWS MOXHO WCMO/b30BaTb NS BbISBNEHMS
aHTUreHOB MyTeM MOCNef0BaTe/IbHOr0 NPUMEHEHUsI CMeLUMdUYecKoro aHTUTeNa K aHTUreHy
(NepBMYHOE aHTMTENO), BTOPUYHOTO aHTUTENa K MNEPBUYHOMY aHTUTeny U (DepMEHTHOro
KOMMNEKca C XPOMOFeHHbIM Cy6CTPaTOM C  MPOMEXYTOYHbIMW  3Tanamu  MPOMbIBKM.
depmMeHTaTUBHasA aKTVBaLMS XPOMOreHa NPMBOAUT K MOSIBNEHWIO BUAMMOIO NPOAyKTa peakLym
Ha y4acTKe aHTUreHa. 3aTem o6paseL, MOXeT 6bITb NOABEPrHYT KOHTPACTHOMY OKpaLLIBAHIO W
3aneyaTbiBaHMIO NMOKPOBHbLIM CTEKOM. Pe3y/bTaTbl MHTEPNPETUPYIOTCS C MOMOLLbHO CBETOBOO
MMKPOCKOMa 1 BHOCSAT CBOV BKNaf B AnthdepeHLManbHy0 AMarHOCTUKY NaTogmr3nonornyeckmx
MPOLIECCOB, KOTOPbIE MOTYT 6bIThb CBA3aHbI UM HE CBA3aHbl C KOHKPETHLIM aHTUTEHOM.

MPUHLINTI

VIMMYHOTrMCTOXMMUYECKNE METOLbI MOTYT UCNO/b30BATLCA /19 BbISIB/IEHWUS aHTUTEHOB B TKaHAX
N Knetkax (cmoTpuTte MoHorpaduio «lpumeHeHne peakTnBoB BOND» B [OKyMeHTauUmu
nonb3oatenss BOND). MepeuyHoe aHTUTeNo K Anaplastic Lymphoma Kinase (5A4) sBnsieTcs
rOTOBbIM K WMCMOJIb30BaHWIO MpenapaToMm, CreumansHO ONTUMU3UPOBaHHBLIM /1S MPUMEHEHUS B
cucteme BOND Polymer Refine Detection. MoaTeepxxaeHve NpucyTcTBUA aHA0reHHon KA n
cmTeix 6enkos KAJ1 pocTuraetcs, BO-MepBbIX, 3@ CYET cBA3biBaHWA Anaplastic Lymphoma
Kinase (5A4) co cpe3oM TKaHW C MOCMefyHoLei Bu3yanu3aumein yyacTKa CBA3bIBaHWS, 4TO
OCYLLECTB/IFETCA C WCMOMb30BaHMEM PEaKTMBOB, KOTOPble MNPeLyCMOTPEHbl  CUCTEMOIA
06Hapy>xeHus. MNpuUMeHeHne 3TUX NPOAYKTOB B COYETaHWM C aBTOMATM3MPOBAHHON CUCTEMOVA
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BOND (Bkntovatoweii cuctembl BOND-MAX un BOND-IIl komnaHun Leica) CHuXaeT
BEPOATHOCTb YE/I0OBEYECKON OLIMOKM M BapnaberbHOCTb, MPUCYLLYKO MpoLeccaM pasBefeHust
OTAeNbHbIX PeaKTMBOB, PyYHOr0 NUMETUPOBAHNS 1 BHECEHNS PeaKTMBOB.

OBNACTb NMPUMEHEHWNA
KnuHuueckas nabopaTtopHas AMarHoCTmKa.
[Nna anarHocTuku in vitro.

[na npodeccMoHanbHOro NPUMEHeHMS.

MOTEHUWANBHbLIV MOJTIb30OBATE/b
[JlaHHoe wu3aenve npefHasHaYeHO And  NPOMECCUOHAILHOTO WUCMOMb30BaHUA B YCNOBUAX

NnabopaTopuin U KIMHUKO-AMArHOCTUYECKUX OTAENIEHUA MeSULMHCKUX YUYPeX[eHU BpadyamMu-
creymasmcTaMm UM NHbIMU NALAMI MO Ha3HAYeHWH0, TONbKO NS ANarHOCTUKM in vitro.

KoHKpeTusaums npoeccuoHanibHOro ypPoBHSA NOTeHLUMaIbHbIX No/b30BaTeseln
MeAnUMHCKOe un3fenvie MpefHasHa4YeHo TOMbKO ANA MPO(ECCUMOHAIbHOrO  UCMO/b30BaHMA
Bpa4yaMu  K/MHWYECKON NabopaTopHOi  AMArHOCTWKKW, MeAULMHCKAMK  NabopaTopHbIMM
TeXHUKaMK, (henbaliepamMmm-nabopaHTaMn UM MHbIMK CreyyaiMcTaMmn B 061acTy KIIMHUYECKOM
NabopaTopHON AMarHOCTUKMN.

NMOKA3AHVA K MPUMEHEHNIO
OnpegeneHre KNHasbl aHan1acTUYecKo NMMGOMbI B (IMKCMPOBAaHHbIX (HOPMaIMHOM W 3a/IUThIX
B napaguH obpasLiax TKaHei yenoBeka

MPOTUBOINMOKA3AHUA
He npumeHnmo.

MpOTUBOMNOKA3aHUI K MPUMEHEHWIO MEAWULMHCKOrO M3AeNnus Ans AWarHoCTUKU in Vitro He
BbISIB/IEHO.

OXWNAAEMBIE V1 MPOIMHO3VPYEMBbIE NMOBOYHbIE JEVCTBUA, CBA3AHHbIE C
NCrNoJibSOBAHMEM MEANUNHCKOIO N3AE/TNA MO HASHAYEHUIO.
He npumeHunmo.

Mo6GOYHbIX AEACTBUIA NPX NPUMEHEHUN MEAWLIMHCKOTO WM3AeNMs Ans AUarHOCTMKM in Vitro He
BbISIBNEHO.

COCTAB PEAINEHTA
WN3penve npefcTaBnser coboil npenapaT MOHOK/OHA/IbHbIX aHTUTEN MbIWKM K aHTUreHam
4e/loBeKa, KOTOPbIN BbIMyCKaeTcA B (hOpMe CynepHaTaHTa Ky/bTypbl TKaHW W MOCTaBMsieTCs B
TpWC-CcoNieBOM 6y(hepHOM pacTBope, cofepxkallem 6enok-HocuTesb, a Takke 0,35 % ProCHn 950
B KayeCTBe KOHCepBaHTa.

O6LUMiA 06beEM = 7 M.

KnoH
5A4
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NmmyHoreH

PeKOMOWHaHTHBIN 6e/10K U3 NPOKapUOTUYECKNX K/IETOK, COOTBETCTBYHOLMIA YHaCTKY, KOTOPbIN
0XBaTbIBaeT KaTA/IMTUYECKMNIA JOMEH TUPO3MHKNHA3bI N YacTb C-KOHLLEBOW 06/1aCTV TpaHCKpUNTa
reHoB HYK/1eo(O3MMHA 1 KMHa3bl aHan1acTU4ecKoin NMMGoMbl (aMUHOKMCOTbI 419-520).

CneunnyHoCTb
Benok KAJT yenoBeka u C-KOHUeBad 0651acTb CAMTHbIX 6enkoB KAJI, cogepxawiye
NMMYHW3MPOBaHHYO MOC/1eA0BaTe/IbHOCTb-MULLIEHD.

Knacc nmmyHorno6ynmHos
1gGl

O6LLan KoOHUeHTpauus 6enka
~ 10 mr/mn.

KoHueHTpauumsa aHTuTena
KoHLeHTpaumsa Bbille 1K 3KBMBaIeHTHa 2,6 Mr/n npu onpeaeneHnn metogom DA,

PasBefieHMe 1 cMeLLIMBaHMe

MepBunyHoe aHTUTENO Anaplastic Lymphoma Kinase (5A4) nmeeT onTMMaibHOe pa3BefeHune 4/1s
npumeHeHusi B cucteMe BOND (Bkntovatoweir cuctemsl BOND-MAX 1 BOND-III komnaHum
Leica). OTOT peakTUB He HY)XOAETCH B BOCCTAHOB/IEHUW, CMeLUMBaHUW, pa3BefeHUn Wi
TUTPOBAHUM.

NHPOPMALMNA O HANNYMN B MEANUMNHCKOM W3OENNN MATEPVAJIOB
XMBOTHOIO 1 (MN1IN) HENOBEYECKOIO NMPONCXOXOEHNA

MefoVUNHCKOE M3[enve He COLEPXXUT Cblpbe YesloBeYEeCKOro MpoucxXoxXxaeHus (NpoayKTbl
K/IETOYHOW KyNbTYpbl).

MeouunHCKOe U3fenie  COOEPXKUT  CbIpbe >KMBOTHOIO MPOUCXOXAEHUA  (MPOAYKTbI
K/IETOYHOWN KyNbTypbl):

- MOHOK/I0Ha/IbHble aHTUTENA MbILLM K aHTUIeHam YenoBeKa

KOHUeHTpaums aHTUTeNa >2,6 Mr/n npun onpeaeneHun metogom NOA

Ha peareHTbl XXMBOTHOIO NMPOMCXOXAeHMS (Hanpumep, BSA 1 CbIBOPOTKM XXMBOTHbIX) MONYYEHbI
MPOTOKO/bl UCCNEAOBAHWA W CEPTUDMKATBI NPOUCXOXAEHWS, MOATBEPXKAAIOLME, YTO OHW He
CO/IEPXKAT BMPYCOB M NOJyYeHbl OT 3[10POBbIX XUBOTHBbIX.

YKMBOTHbIE, WUCMOMb3yeMble A/s MONYYeHUs MOHOK/OHa/IbHLIX W MOMMKIOHANbHBIX aHTUTEN,
MMEIT  6pUTaHCKOE MNPOUCXOXKAEHWE W  BbIPALLMBAOTCA B COOTBETCTBUM C  XKECTKO
PErynMpyeMbiMn XXMBOTHOBOAYECKMI U BETEPUHAPHBIMI PEXMMAMK.

KOMIJIEKT NMOCTABKWU

«AHTUTENO MOHOKNOHaNbHOe nepBuYHOe «BOND Anaplastic Lymphoma Kinase
(5A4)» Ons KavyecTBEHHOro onpefeneHus aHgoreHHo KAJT u cnutbix 6enkos KAJ
UMMYHOTUCTOXMMUYECKMM  METOLOM B  AMarHoCTMKe in  vitro B annapatax /A
nmmyHoructoxummm BOND-III n Bond-maX», B cocTase:

- KAHTUTENO MOHOK/NOHa/IbHOe nepeuyHoe «BOND Anaplastic Lymphoma Kinase
(5A4)», 7,0 Mn, KOHTeHep - 1T,

- VIHCTpYKUMA NO NpUMEHeHWIo (B KOMM/eKTe) - 1 T,
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HEOBXOAMMBbIE, HO HE MNMPEAOCTAB/TAEMbIE N3AENTNA/MATEPUAbI

HanmeHoBaHWe n3genns Ne

PernctpaymoHHoro

YLOCTOBEPEHUSA

Annapat  gna MMMyHoructoxumum — "BoHg-1r" (BOND-IIl) ¢ P3H 2016/3560 ot
NPUHaANEXXHOCTAMU 07.04.2021r.

Annapat Ans  umMmyHoructoxmmun - "bBoHa-makc”  (Bond-maX) ¢ ®C3 2009/04611 ot
NPUHaANEXXHOCTAMU 07.04.2021I"

Habop peareHTOB gna getekumn BoHp Ha ocHose Monmmepa - Bond &C3 2011/10032 ot
Polymer Refine Detection 09.11.2018 .

PeareHTbl in Vitro 419 UMMYHOTrMCTOXUMUYECKUX UCCeLOBaHWIA:

PacTtBop a1 genapaduHusaumnm boHg - Bond Dewax Solution

OTMbIBOYHbIN pacTBop BoHa, 11 - Bond Wash Solution 10X Concentrate,

1L ®C3 2011/11352 ot
PacTBop BoOHA Ans BbICOKOTEMMNepaTypHO AemackmpoBku 1 - Bond 25.07.2022 .

Epitope Retrieval 1

PactBop BoHA ANf BbICOKOTEMMEPaTYpPHO [AemackupoBku 2 - Bond
Epitope Retrieval 2,

Kpacutenn 1 [JONONHWUTENbHblE  peareHTbl  A19  NpPOBeAeHUs
npo6onoAroToBKM M iNVitro AMarHOCTMYECKOro OKpalumBaHWA 06pasLoB
BMONOrMYECKNX MaTepuanos B MEAULUHCKMX LieNsax

ABTOMaTMYECKNIA NpMBOpP ANs MHUAbTPaL MmN 06pasLoB TKaHein ASP6025 P3H 2017/5542 ot

P3H 2013/1170 ot
28.04.2017 .

S (Tissue processor ASP6025 S) 05,10.2022 r.
MukpoTompoTaumoHHblid - HistoCore BIOCUT  (Rotary Microtome P3H 2020/12056 ot
HistoCore BIOCUT) 18.10.2022

N3penuvs, He ABNAIOLWLNXCA MeANLUMHCKUMMK, HO NPeayCMOTPEHHbIX A9 UCMO0Nb30BaHUA B
KOMOMHauuK ¢ 3asB/IEHHbIM MeANLMHCKNM m3gennem: Cuctembl o4ncTkn BOND

YCNOBUA SKCITYATAUNN, XPAHEHWNA N TPAHIMNOPTUPOBKW
CTABU/IBHOCTb

XpaHuTb npu Temnepatype 2-8 °C. He ncnonb3oBath MOC/e YKa3aHHOW Ha 3TUKETKE KOHTenHepa
[aTbl UCTEYEHNA CPOKa FOAHOCTW.

Mpr3Hakamu, KOTOpble YKas3blBAlOT Ha KOHTaMUHauuio U (Mnm) HectabunbHOCTb Anaplastic
Lymphoma Kinase (5A4), ABNAOTCA: MOMYTHEHMe pPacTBOpa, MOSBMEHWME 3amnaxa WU Hainuume
ocagka. HemeZneHHO nocne NpUMEHEHWA BEPHYTb Ha XpaHeHue npu 2-8 °C.

Cpok rogHocTn: 12 mMecALeB C MOMeHTa NpPoU3BOACTBa NPK XpaHeHuu npu 2-8°C.
lMocne BCKPbITUA MU3LeNve ro4HO B TEYEHWe BCEro 3asB/IEHHOIN0 CPOKa rOAHOCTW MU YCNOBUAX
XpaHeHus 2-8 °C.

TpaHCNOPTUPOBKA MOXET OCYLLECTBMATLCA NH06GLIM CMOCOBOM C  COGMHOAEHMEM  YC/OBWIA
XpaHeHus.. TpaHCMOPTUPOBaHWE W3AENUA [JO/MKHO OCYLLECTBATLCS B TEPMOKOHTEHepax
OfIHOPa30BOr0 MO/Ib30BaHWS, COAEPXKALUMX XNaflodNeMEHTbl, WM B TEPMOKOHTEHepax
MHOFOKpPaTHOrO MPUMEHEHWS| C aBTOMATMYeCKM MOAJEPKMBAEMO TemnepaTypoii uam B
aBTOpepUKEpaTopax ¢ UCMO/MbL30BaHNEM TEPMOMHAMKATOPOB. V3aenus, TpaHCNOPTUPOBaHHbIE
C HapyLLUeHWeM TeMMepPaTypHOro PeXvma, NPYMEHEHUIO He NoA/IeXaT.
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TPEBEOBAHNA K OBPA3LLY
Tun aHam3mpyeMoro obpasua: cpesbl (Ha CTeKnax) TKaHel 4efoBeka, (PMKCUMPOBaHHbIX B
(hopMasIMHe 1 3anmTbIX B napaduH (FFPE).

[na cbopa 1 TpaHCMopTUPOBKKU 06pasLIoB peKOMeHAYyeTCs (imkeaTop - PopMasivH HeATPasbHb I
3abyepeHHbIii 10% (Hanpumep, KpacuTtein n JONOMHUTENbHbIE peareHTbl 15 NPoBeaeHUs
MPOGOMOArOTOBKM M iN VItro AMarHOCTUYECKOro OKpalLMBaHUs 00pasLioB  OMOIOrMYeCKUX
MaTepya/ioB B MeAUUMHCKMX Uensx n 14, dopmasimH  pactBop  10%, HelTpasibHbIN,
3a6yepeHHbIi / 10% NBF, npoussoacTsa ''Jlelika Bruocnctemc PrumoHg, VIHK."', CLLIA. PY Ne
P3H 2013/1170 28.04.2017) ona (oMKCUPOBaHHBIX (POPMaUTMHOM U 3a/IUTbIX B NapauH 06pasLoB
TKaHM NauyeHToB.

OCOBbIE YKA3AHNA N MEPBI MPEAOCTOPOXXHOCTW
* [laHHOE 13aenve npefHasHa4vYeHo 4/1a AMarHoCTUKK in vitro.

» KoHueHTpaumsa pacteopa ProClin 950 coctaBnseT 0,35 % [lMpoAyKT COAEPXXUT B KaudecTse
aKTUBHOIO WHrpeaneHTa 2-MeTu-4-130THasosIH-3-0H, U MOXKET BbBbIBaTb PasfpadkeHue rias,
KOXXW, CNI3UCTbIX 060/104EK 1 OPraHoB BEPXHUX AbIXaTesbHbIX NyTei. [Mpn paboTe ¢ peakTBamMm
HajleBaiiTe OAHOPA30BbIe MepUYaTKM.

o Ona nonyyeHMs KoOnMK mnacriopta 6e30MacHOCTM XMMMYECKOW MNPOAYKUMM 06paTuTeCh K
MECTHOMY [AUCTPUOLIOTOPY WM B PervoHasibHbI Ohnc KommnaHum Leica Biosystems nn6o
noceTuTe Be6-caiiT KoMnaHuK Leica Biosystems: www.LeicaBiosystems.com

 C obpasuamu (4o v nocne rkcaummn) 1 BCeMn MaTepuvasiamm, Ha KOTopble OHM BO3AENCTBYHOT,
cnefyeT obpalaTbCs Kak ¢ MoTeHLMaibHO CMOCOBHbIMM K nepeaaYe HMEKLMN 1 yTUIN3MPOBATb,
Co6/0fasA COOTBETCTBYHOLLME Mepbl MPeAOCTOPOXHOCTU. HMKorga He HabupaiiTe peakTuBbl B
NUNETKY PTOM. V136erainTe KOHTaKTa peakTBOB M 06pasL0oB C KOXe 1 CAMBNCTbIMM 000/104KaM.
B cnyyae KOHTaKTa peakTUBOB WM 00pasuoB C YyBCTBUTE/IbHLIMW 30HaMK MPOMONTE KX
60/bLLMM KO/TMYECTBOM BOfbl. O6paTUTECh 33 MEAVLMHCKOM MOMOLLIbHO.

e Mo BoOMpocaMm YTWIM3ALMWN NOObIX BO3MOXHO TOKCUYECKMX KOMMOHEHTOB BbLLIOHSIATE
Tpe6oBaHVA (hefepasibHbIX, PErMoHaIbHbIX W MECTHbLIX HOPMATVBHbIX I0KYMEHTOB.

o CBOaMTE K MUHUMYMY MWKPOOHOE 3arpsi3HeHVe PeaKTVBOB BO M36eXaHVe YCUIeHUs
HecneLnn4ecKoro oKpaLLMBaHs.

* HapyLleHVie yKa3aHHbIX B VHCTPYKUMM MpaBul [LEMacKVPOBKM, BPEMEHW WHKy6auyn u
TEPMUYECKOM 00paboTKN MOXET MPMBECTU K OLUMOGOYHLIM pesy/ibTataM. J1obble MofoGHble
N3MEHEHMS JO/MKHbI ObITb Ba/ANPOBaHbI M0/Ib30BATESEM.

Cnocosb NPMMEHEHNA MEAVNUNHCKOI O NSAENNA ONA ANATHOCTUKUW IN
VITRO
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MPOLUEOYPA
MonHas nHopmMaumsa 0 NPoLeaype NPUBELEHa B COOTBETCTBYHOLLIMX PYKOBOACTBaxX Ha annaparbl
Ans mmyHoructoxumum BOND-111 n Bond-maX.

MepBuyHoe aHTUTeNI0 Anaplastic Lymphoma Kinase (5A4) paspaboTaHo Ansi UCMob30BaHMA B
aBTOMaTU3MPOBaHHOM cucTeme cucteme BOND B codeTaHum ¢ Habopom peareHToB [/1A
JeTekummn boHA Ha ocHoBe Monmmepa - Bond Polymer Refine Detection.

PekomeHyemMbIM  MPOTOKO/IOM  MMMYHOIMCTOXMMUYECKOT0  okpauwmBaHua  (UMX) ¢
ncrnonb3oBaHMeM peakTvBa Anaplastic Lymphoma Kinase (5A4) saBnsetca npotokon F.
BbicOKOTEMMEPATYPHYIO [EMACKVPOBKY 3MUTOMa PEKOMEHAYETCH BbIMOMHATL C MPUMEHEHNEM
n3penns PeareHTbl in Vvitro 41 IMMYHOMMCTOXMMMYECKMX MUCCnefoBaHuiA n. 25. PactBop BoHg
[/151 BbICOKOTEMINEPATYPHO eMacKMpoBKY 2 - Bond Epitope Retrieval 2., B TedeHve 30 MUHYT.

Oxunpaemble pesynbraThbl
HopMasibHble TKaHN

KnoH 5A4 BbISIBIM 6e/10K KHAa3bl aHAN1aCTUYECKOM MMMAOMbI B HEKOTOPbIX HEAPO3HAOKPUHHBLIX
K/ETKax rnodmsa U TOHKOTO KULLEYHMKA, a/lbBEONIIPHBLIX Makpodarax B SIEFKOM M YaCTUYHO B
CTPOMa/IbHbIX KMETKaxX MpocTaTbl [/ ApYrnx MPOTECTUPOBAHHbIX TKaHel GblUM MOoMyyeHbl
oTpu1LaTeNbHble pe3ynbTaTbl. (O6LLee YMCI0 UCCNEA0BaHHbIX HOPMa/IbHbIX TKaHel = 130),

TKaHu onyxonen

PeareHT okpawmBan 13/35 aHan/jaCTUYeCKMX  KPYMHOK/ETOUHbIX — fwmMdom  Kn - 2/5
KPYMHOK/ETOYHOM KapumMHOMbI fierkoro. OkpaluvBaHve He Habnopaiocb B psfe Apyrux
onyxornei, BKodasa onyxonu nerkux (0/68), onyxonn monoyHoin xenesbl (0/5), onyxonn
wmTomaHo >xenesbl  (0/5), onyxonu ToncTor Kuwiku  (0/4), onyxonn nedveHn (0/4),
MeTacTatudeckme onyxonu (0/4), onyxonu nuwesoga (0/3), onyxonu »xenyaka (0/3), onyxonv
ronosbl 1 wewn (0/3), onyxonn audHnkoB (0/3), onyxonn HagnoyeyHukos (0/2), onyxonu
MoueBoro nysbips (0/2), onyxonu ronosHoro mosra (0/2), onyxonu TOHKOro KuiedHuka (0/2),
onyxonn npsvoin  kiwkn  (0/2), onyxonn nodek (0/2), onyxonu, MeTacTaTUYecKue B
nmmvcpaTndeckmin ysen (0/2), onyxonu crtoHHbIX kene3 (0/2), onyxonu smdek (0/2), onyxonu
weiikn matkn (0/2), onyxonn 3sHpomeTpus (0/2), octeocapkoma (0/1), ageHoKapuvHOMA
nompkenynouHon  >xenesbl  (0/1), ageHoKapuuHoMa — npefcTatenibHor  enesbl  (0/1),
MNJIOCKOK/NETOUHast KapuuHoma Koxu (0/1) wu  menaHoma (0/1). (O6ulee  KOMMYECTBO
MCCNeA0BaHHbIX aHOMa/IbHbLIX TKaHel = 169),

3penve pekomMeH0BaHO Kak BCroMoraTesIibHOe CPeACTBO /1A OLIEHKM U 3KCMPeccumn 3H,D,OI'€HHOI7I
KAJT n cmTbix 6enkoB KAJT B HOPMa&V/1bHbIX U MOPadKEHHbIX HOBOO6paSOBaHVIFIMVI TKaHAX, B
Ka4ecTBe A0MNO/IHEHNA K CTaHAaPTHLIM FMCTOMaTo/1I0rM4YecCKUM mccneoBaHnAM € NpUMeEHEHNEM
HEVMMMYHHOI0 rMCTOXMMNYECKOIo OKpaLLMBaHKA.

OrPAHNYEHNA METOOA

Anaplastic Lymphoma Kinase (5A4) ontumumsmpoBaH KoMmnaHueid Leica Biosystems pnis
NPUMEHEHMA ¢ cucTeMoli 06HapykeHst BOND Polymer Refine Detection 1 gononHUTeNbHbIMN
peakTvBamm BOND, [Monb3oBaTte/iv, OTK/IOHAILLIMECA OT peKOMeHA0BaHHbIX MpoLeayp aHaun3a,
JO/MKHbI 6paTb Ha cebsi OTBETCTBEHHOCTb 3a WHTEPrpeTaumio pesy/ibTaToB UCC/efoBaHWM
MaLVeHTOB, BbIMO/IHEHHbIX B TaKMX YCMoBUSX. [NpoA0/DKUTENIbHOCTE BbIMOMHEHUS MPOTOKO/IA
[0/DKHA ObITb ONpese/eHa OnbITHLIM MyTeM U MOXET Pa3/inyaTbCA B CBA3W C Bapuabe/IbHOCTHIO
(UKcaLMmM TKaHM W 3PMEKTUBHOCTM  YCWU/IEHNA aHTureHa. [py  onTuMM3aumn  yCrioBuUiA
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JNEMaCKHPOBKH H JIMTENBHOCTH MPOTOKONA CJEAYET HCNOJbL30BAaTh OTPHIATENBHBIE KOHTPOIH
pEaKTHBOB.

®YHKIIUOHAJIBHBIE XAPAKTEPUCTHKH
AHAIHTHYECKHE XapaKTePHCTHKH MEIHLHHCKOr0 H3AeTHs I8 AMArHOCTHKHA in vitro

AHRJIHTHYECKas YyBCTBHTEJIbLHOCTD
He npumenumo

AHaqHTHYeCKas crelHPHIHOCTD H HHTepdepeHHA
He npumMeHuMo.

IloBTOpSiEeMOCTE H BOCNIPOH3BOAHMOCTD

Ouenka BapHabeNbHOCTH MEXAY MJIOINAIKaMH, aHATH3aTOPaMH, M0JIb30BATE/IAMH H NapTHAMH.
[ToBTOpsieMocTs — 100%

Bocnpoussoaumocts — 100%

JlnneiinocTh
He npumeHuMo.

Jnana3oH H3MepeHHS aHAIH3A
He npumenumo.

IloporoBoe 3navwenne
He npumenumo.

To4HOCTB
He npumenumo.

Ilnamoc'r HY€CKHE XapaKTCPpHCTHKH MEAHLHHCKOro H31€¢JIHA AJifi JHATHOCTHKH in vitro

lIIIﬂI‘IIOCTII'IeCKaﬂ YYBCTBHTEJIBHOCTD

AHannacTuyeckas KpyImHOKIETOYHaA NTHM(OMa H HEMENKOKJIETOUHBIH paK JIerkoro.

MMpumeuanne: oxuaaemas pacnpoctpaHeHHocTh ALK n ALK-cinsnus GenkoB B aHannacTH4eCKOH
KPYNHOK/IETO4HOH nuMdoMe H HEMENKOKIETOYHOM pake Jerkoro cocrasnger ~60% u ~3%,
COOTBETCTBEHHO.

B 37% (13/35) cnyuaeB aHarIacTH4ecKO# KpYMHOKIAETOUHOI JUMOMBI Haba10AanoCh NMONOKHTENbHOE
OKpauIMBaHHE, 4YTO OTPKAET CKOPEE PacnpOCTPAHEHHOCTh [OJIOKHTENBHOrO OKpalMBaHWs Cpeau
o6cneioBaHHBIX Clly4aeB, YeM HCTHHHYIO AHAarHOCTHYECKYIO UYBCTBHTE/ILHOCTD, NOCKO/BKY KOMMYECTBO
cnydaes, umetownx ALK-tpaHcnokaumio, HeussectHo. Bce 35 cnywaes aHanacTHueckoi
KpynHok1eTouHoH numMpoMbl Gbinn nposepesl ¢ nomoubio FISH-30npa Kreatech (KI-10747 - ALK
(2p23) Break); Bce 13 cnyuaes (100%), nonoxXHTEALHBIX NO pe3ybTaTaM HCNONL30BaHKsA pearenTa ALK,
6b11 nonoxutenbHbiMu no pesynbtataM FISH, a Bce 22 caywas, oTpuuarensHble no pesynbTatam
MCrons30BaHus pearenta ALK, Gbuiu oTpuuatensHeiMu no pesynstatam FISH.

B ciy4asax HEMeIKOKNETOUHOro paka nerkoro 2/72 (2/5 kpynHOKNeTOUHOH kapuMHOMBI nierkoro u 0/67
APYTHX Clly4aeB HEMETKOKIETOYHOrO paKa JIerkoro) OKpalMBalHCh NONOKHTENLHO, YTO Aano obutywo
PacnpoCTPaHEHHOCTD MOJNIOKHUTENbHBIX pe3yabTaToB 3% (2/72).

JlnarHocTH4eckas 4yBCTBMTENbHOCTb — 37%
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OvarHoctnyeckas cneyn@umyHoOCTb

[pyrve HOBOOGpa3oBaHWs (32 WCK/OUYEHMEM aHAMIACTUYECKOW KPYMHOKNETOUHOW NUMGOMbI 1
HEMe/NKOK/eTOYHOr0 paKa erkoro)

PeareHT 6blfl UCCNEAOBAH B psfe KNMHWYECKMX 06paslioB M3 aHOMasbHbIX (HEOMNACTUYECKNX) TKaHE.
BbINU NONMYyYeHbl CNeayHoLLUe Pe3ynbTaThl:

PeareHT okpawwuBan 13/35 aHannacTUYeCKMX KPYMHOKNETOYHbIX AUMGPOM W 2/5 KPYNHOKNETOYHOM
KapuuHoMbl nerkoro. OkpalwmBaHue He HabO4anock B page 4pYrnx onyxonein, BKaoYas 0nyxonm Nerknx
(0/68), onyxonun Mmono4Hoi xenesbl (0/5), oNyxonn WMToBMAHOW Xenesbl (0/5), onyxonun TONCTOW KULLKK
(0/4), onyxonu neyeHu (0/4), metactaTuyeckme onyxonu (0/4), onyxonu nuwesoga (0/3), onyxonu
xenypka (0/3), onyxonu ronosbl 1 wen (0/3), onyxonun anyHukos (0/3), onyxonu HagnoyvyeyHukos (0/2),
onyxonu moyesoro nysbipsa (0/2), onyxonu ronosHoro mo3sra (0/2), onyxonu TOHKOro kuweyHuka (0/2),
onyxonu npsmoi kKuwku (0/2), onyxonu noyek (0/2), onyxonu, metactatuyeckne B NMMEaTUUHeCKnin y3en
(0/2), onyxonun cnoHHbIX Xenes (0/2), onyxonu aundek (0/2), onyxonu weikn maTtkm (0/2), onyxonwu
aHgomeTpua  (0/2), ocTteocapkoma (0/1), ajgeHOKapuuHoma noXenyaouyHon >xenesbl  (0/1),
afileHOKapLMHOMa npeacTatesnibHol xenesbl (0/1), NNOCKOKAeTOYHAA KapuumHoMa Koxu (0/1) n menaHoma
(0/1). (O6uwee KONMYECTBO UCCNeA0BaHHbIX aHOMa/bHbIX TKaHel = 169).

B 100% (62/62) cnyuyaeB Apyrux onyxosnei (3a UCKAOUYEHWEM aHannacTUYeCKO KPYMHOKIETOYHO
AMMKBOMbI, KPYMHOK/IETOYHOW KapLMHOMbI NErkoro u 67 Oonyxoneli Nerkoro, KoTopble He SBASAUCH
MeSIKOK/TIETOYHbIM PakoM NEerkoro) Ha6/oaanock OTpMLATENbHOE OKpalluBaHWe, a OKpallMBaHWe 6Genka
ALK 0Obln0 OrpaHM4YeHO TONbKO CAy4YassMM aHannaCTUYECKOW KPYMHOKNETOUYHON numdombl ©
KPYMHOKNETOYHOWM KapLMHOMbI NETKOrO.

[vnarHoctuyeckas cneym@uyHocTtb - 100%

YTUNMN3ALINA U 3ALLNTA OKPYXXAIOLLE CPEAbI

Bo Bpems akcrnyataumMmM M XpaHeHUs «AHTUTENI0 MOHOK/IOHa/IbHOE nMepBuyYHoe «BOND
Anaplastic Lymphoma Kinase (5A4)» ans KayeCTBEHHOIO OnNpefenieHns aHAoreHHo KAJT um
cmTbIX 6enkoB KAJT MIMMYHOTMCTOXMMUYECKMM METOLOM B AMarHOCTUKe in Vvitro B annaparax
ana mmyHoructoxummnm BOND-ITT 1 Bond-maX» He 0KasbIBaeT OTPULATENIbHOMO B/IMSHUA Ha
nauyeHTa, MegULIMHCKMX Pab0THMKOB W Ha OKPY>XKAaIOLLYHO Cpefy Mpv COBMOAEHUN npaBu,
OMUCaHHbLIX B UHCTPYKLUMW MO NPUMEHEHWIO.

YTuUnusaums 0Txof0B

YTUNN3NPYIATe UCMO/Mb30BaHHbIE B AAHHOM aHa/IM3e MaTepuasibl, BK/KOYash peareHTbl, 06pasLibl U
MCMO/b30BaHHbIE M3[e/Nsl, B COOTBETCTBUN C MPUHSTLIMA (hefepasibHbIMK, FOCYAAPCTBEHHLIMN
W TOKaSIbHBIMA HOPMATVBHBLIMW A0KYMEHTaMW.

YTUNM3VPYTe UCMOMb30BaHHbIE W HEWNCMO/b30BaHHbIE PeareHTbl, a TaKkKe /obble apyrue
KOHTaMUHMPOBaHHbIE OfIHOPA30Bble MaTepuasibl B COOTBETCTBMM C MpaBWiaMX YTUM3aLMM
VHOMLIMPOBAHHBIX N NOTEHLIMAIBHO MHPULMPOBAHHBIX MPO/YKTOB.

COTPYAHVKN  11abopaTopun  HeCcyT OTBETCTBEHHOCTb 33 OOpallieHVMe W YTUIM3aUumio
06pasyHLLMXCA 0TXO0A0B U CTOUHbIX BOJ B COOTBETCTBMM C VX TUMOM WU CTEMEHBIO OMAacHOCTY,
COr/IaCHO BCEM MPUMEHMMbIM HOPMaM 1 NpaBusiam.

YHUUTOXKEHVE W3OE/NIA  OCYLLIECTB/ISIETCS OpraHu3aLysMi, MMEIOLLWIMY  COOTBETCTBYHOLLLYHO
NALEH3MIO, Ha CMeLMasibHO 060PYA0BaHHbLIX MIOWAAKAX, MOSMIOHAX W B MOMELLUEHUSIX B
COOTBETCTBMM C TPe6OBaHUSMYM, MPEeayCMOTPEHHLIMX  CYLLIECTBYHOLLMMKN  deaepanbHbIMM
3aKOHaMK, 1 € COG/OAEHVEM 06513aTe IbHbIX TPEGOBaHWIA M0 0XpPaHe OKPYKALOLLIEI cpeb.

YTunmzaumsi oCyLLECTB/ISETCA Ha 00LMX OCHOBaHWSIX M B COOTBETCTBMM C TpeboBaHUSIMA
cornacHo CaHlnH 2.1.3684-21.

Vcnonb3oBaHHbIE N3Ae/NSA, HEUCMOb30BaHHbIE N3AENNS C UCTEKLLIMM CPOKOM FOAHOCTW, NU3LeNNA
C NOBPEXAEHHON YMaKOBKON LO/MHKHbI ObITb YTUIN3MPOBaHBLI Kak MegULIMHCKME 0TX0fb! Kiacca b
B COOTBETCTBUM C Knaccmkauyein no CaHlNMmH 2.1.3684-21.
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MeToabl yTUnn3aunum oTxoLoB

PekomeHpgaunu:

XVMUYecKmMe BeLLecTBa HeobXOAMMO YTWIM3MPOBATb B COOTBETCTBUM C  [EMCTBYHOLLIMMM
HaUMOHasIbHbIMU PeriaMeHTUPYHOLLMMA AOKYMEHTaMM.

3arpssHeHHas yrnakoBKa:

PekomeHpaUnu:

YTunnsauma O0TXOA0B [0/DKHA OCYLLUECTBNATLCA B COOTBETCTBUM C TPeOOBaHMAMM MECTHbIX
HOPMAaTMBHbIX [JOKYMEHTOB. YTakoBKa, KOTOpast He MOXeT ObiTb OYMLLEHa, MOA/IEXNUT
YTUIN3aUMM TaKM XKe CrocoboM, UTO 1 caM MPOLYKT.

PeKOMeHAOBaHHbIE YNCTSLLME CPeACTBa:
Boga, npu Heo6XOAMMOCTM, B COYETAHMM C HEOKUCNSIOLLIMM YUCTSILLMMKW cpeacTBamu. He
[0NYCKAETCS 1CMO/Mb30BaHVe 0TOeNBATE/TS.

FTAPAHTUNA NMPOUN3BOANTENA

"apaHTUA AelCTBUTENbHA B TEUEHMe BCErO Meproa 10 AaTbl UCTEUEHNS CPOKa rogHocTu (12
MECSILIEB), MPU YCNIOBUM COB/IOIEHNS PEKOMEHAALWMIA MO TPAHCMOPTMPOBKE, XPaHEHUHO W
3KCM/TyaTauyK, yKazaHHbIX Ha Hapy>KHOI MapKVPOBKE MeAULMHCKOIO V3OSt U B MHCTRYKLAN
MO MPUMEHEHUIO.

NMPON3BOANTEJIb (M3TOTOBUTE/Ib)

«Jleiika Brocuctemc Hitokacn Sinmmtey (Leica Biosystems Newcastle Limited)

Balliol Business Park West, Benton Lane, Newcastle upon Tyne, NE12 SEW, United Kingdom
(Bannvon BusHec MapK YacT, BeHToH JleiH, Hbtokaci-anoH-TariH, NE12 8EW, CoeanHeHHoe
KoponeBcTBO BenmkobputaHun)

Ten.:+44 191 215 0567

dakc:+ 44 191 215 1152

Apec 3NeKTPOHHOM nouTbl: msds@leicabiosystems.com

YMNOJIHOMOUYEHHbLIV nNpeactTasnTenib npounssoantTena s PO

OGLLIECTBO C OrpaHNYeHHOM O0TBETCTBEHHOCTLIO «BuroslainHy» (OO0 «buoslaiiHy)

197022, Poccus, r. CaHKT-IMeTepbypr, BH.Tep.r. MyHUUMNa/IbHbIA OKPYr AMTEKAPCKUIA OCTPOB,
Mpodpeccopa Monosa yn., 4. 23, nutepa E, nomelleHne 3H/5H, komHaTa 208

Ten.:+7 (812)320 49 49

dakc:+7 (812) 320 49 40

AfLpec 3NeKTPOHHO MoyTbl: main@bioline.ru

MPABUIA MPEACTABNIEHUSA PEKTAMALINIA

[na  nonyyeHWs TEXHUYECKOW KOHCyNbTaummM W MOALEPXKKM Mpockba obpawaTbcs K
YMOSIHOMOYEHHOMY MpeACTaBUTENt0 MPOU3BOAUTENS Ha TeppuTopum Poccuniickon deaepauimm:
O6LLECTBO € OrpaHMYeHHON O0TBETCTBEHHOCTLIO «bro/laliH» (OO0 «buo/lainH»)

197022, Poccus, 1. CaHKT-IMeTepbypr, BH.Tep.r. MyHAUMNa/IbHbIA OKPYr AMTEKAPCKUIA OCTPOB,
Mpodpeccopa Monosa yn., 4. 23, nutepa E, nomelueHne 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 BbISIBNEHWSI MOOGOYHbIX AEACTBUMA, He YKa3aHHbIX B MHCTPYKLM MO MPUMEHEHMIO UK
PYKOBOACTBE MO 3KCr/lyaTauum MeAUUMHCKOIO W3AeNns, HeXenaTeNbHbIX peakuyini npu ero
NPUMEHEHNM, 0COBEHHOCTEN B3aUMOAENCTBUSA MEAULIMHCKMX VU3LENNIA MeXXy COB0M, hakToB n
06CTOATENBCTB, CO3AAOLMX YIPO3Y XM3HU U 300POBLI0 rpadkaaH 1 MeANLIMHCKMX Pab0THUKOB
NPV NPUMEHEHMM N SKCM/TyaTaumn MEAULIMHCKNX N3Ae/NA, He0OX0AMMO HarnpaBUTb COOGLLIEHME,
coflepalliee yKasaHHble cBefeHusl, B defepanibHy0 CAyby M0 Haaopy B cdepe
3ApaBOOXPaHEHNS B COOTBETCTBUM C [IEACTBYHOLLUMM 3aKOHOAATE/TbCTBOM.

CCblJIKN

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

1992,

2. Villanova PA. National Committee for Clinical Laboratory Standards (NCCLYS). 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. Li XQ, Hisaoka M, Shi DR et al. Expression of anaplastic lymphoma kinase in soft tissue
tumors: an immunohistochemical and molecular study of 249 cases. Human Pathology. 2004;
35:711-721

5. Savic S, Bode B, Diebold J et al. Detection of ALK-positive non-small-cell lung cancers on
cytological specimens: high accuracy of immunocytochemistry with the 5A4 clone. Journal of
Thoracic Oncology. 2013; 8(8):1004-11

6. Savic S, Diebold J, Zimmermann AK et al. Screening for ALK in non-small cell lung
carcinomas: 5A4 and D5F3 antibodies perform equally well, but combined use with FISH is
recommended. Lung Cancer. 2015; 89 (2):104-9

7. Williams AS, Greer W, Bethune D et al. ALK+ lung adenocarcinoma in never smokers and
long-term ex-smokers: prevalence and detection by immunohistochemistry and fluorescence in
situ hybridisation. Virchows Archiv: an international journal of pathology. 2016; 469(5);533-540
8. Barreca A, Lasorsa E, Riera L et al. Anaplastic lymphoma kinase in human cancer. Journal of
Molecular Endocrinology. 2011; 47(1):R11-R23

9. Zhao Z, Verma V. and Zhang M. Anaplastic lymphoma kinase: Role in cancer and therapy
perspective. Cancer Biology and Therapy, 2015; 16(12):1691-701

MNPNHLUUNIT KAJTMBEPOBKU
He npumeHuMo.

NMEPEYEHb N OMNMMCAHUWE MATEPMA/TIOB MEANUMHCKOIO WM3OAENA OJ1A
ONATHOCTUKW IN VITRO, BCTYTNAKOWWMX B KOHTAKT C TEJIOM MNALUVEHTA
(TENOM YEJTOBEKA)

He npviMeHrMO. KOMMOHEHTbI JaHHOMO MEAVLIMHCKONO 3N He BCTYMNAKOT B KOHTAKT C Te/IoM
naupieHTa (TesIoM YerioBeKa) HY HarmpsiMyto, H 0nocpeaoBaHHo.

NMHPOPMALIMA O JIEKAPCTBEHHDbLIX TPEMAPATAX O0/1d MEANUMHCKOIO
MPUMEHEHWA, PAPMALEBTUNYECKWMX CYBCTAHUMNAX A4
MEAVNUMNHCKOIoO TrMPNMMEHEHNA, WCIOJ/Ib3YEMbIX O/ KOHEYHOIO
MPOAYKTA, BKJZTIOYHAA MPUHLUIMBI N1 METO4bl OUEHKN

He npuMeHyMo. B JaHHOM MeAVLIMHCKOM U3AENN He UCTIOMNb3YHOTCS NTEKAPCTBEHHbIE NpenapaThbl
AN MEAVLIMHCKOrO MPUMEHEHMS, He WCMOMb3yloTes (dapMaLeBTUYeCKMe CyocTaHUMM 1S
MEAVLIVHCKOIO NPUMEHEHUS.
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METO/ 3AK/TIOUYNTE/IbHOW CTEPUTU3ALINA

He npuvmeHumo. [aHHOe MeAVLIMHCKOe M3Oenne He SABNSAETCA CTEPWIbHBIM N HE MOLNEXUT

crepunnsadnn,

NHPOPMALINA @) PAHEE SAPEIMCTPNPOBAHHDbIX
MEANUNHCKOIO N3AEJ/TNA
[pyrve Bepcun paHee He 6bUIM 3aperncTprpoBaHbl B Poccun,

PNCKWN MPUMEHEHUWA MEOVNUVNHCKOIO N3AE/INA

BEPCUNAX

Ynpas/ieHVe pycKamm OCYLLIECTB/ISETCA B COOTBETCTBUM C TPEOGOBaHMAMM rapMOHM3MPOBaHHOIO
ctaHgapTa EN ISO 14971, «M3penua megnupyHCeKue - TpuMeHeHVe MeHeDKMeHTa puUcka K

MEAVILIHCKIM M30eINsIM».

Mocne nNpoOBefeHVSI aHa/M3a PUCKOB M MOMYYEHUst MOKasaTesiel CHVDKEHWS PUCKOB B
COOTBETCTBUM C CUCTEMOI YrpaB/IeHNst KA4eCTBOM ObUTM PACCMOTPEHbI M/1aHbl KOPPEKTUPYHOLLX

1 NPOUNAKTUYECKMX MEPONPUATUIA. OCTaToUHbIE PUCKU NMPY3HaHbI MPUEMIEMbIMM.

CMBO/J1bl HA MAPKUPOBKE
Cnuncok 0603HaueHNIA, UCMO/b3YEMbIX Ha MAPKMPOBKE:

Cumson 3HayeHuVe
refl Homep no katasnory
[in Me,qI/ILI,I/IHCKoe. . n3penve ana
[ANarHOCTUKM in vitro
WM3rotoBuTtenb
w
TemnepaTypHbI A1anasoH
X
Vcnonb3oBaThb [0 (rof-mecsu-AeHb)
LOT Koz, naptin
Obpatntecb K WHCTPYKUMW 11O
[1a MPUMEHEHMIO
ce 3HaK COOTBETCTBUA TpeboBaHMS

EBponeiickoro Coto3a
OcTopoXkHO!

CvIMBO/1 BTOPUYHOI NMepepaboTKu
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MEPEYEHb HAUMOHAJIbHbIX 1 MEXXAYHAPOOHbLIX NMPABU/CTAHOAPTOB,
KOTOPbIM COOTBETCTBYET MEANUMNHCKOE U3AEJTVE AJTA ANATHOCTUKNA
IN VITRO

Ne HASBAHWE JOKYMEHTA

1 EN ISO 13485 - M3genuns megmumHckme. CUcTeMbl MeHe[pKMeHTa KadecTsa. TpeboBaHNS
K pery/impoBaHuio

2 ENISO 13612 - OueHKa (hyHKUMOHa/TbHbIX XapaKTePUCTUK MeANLMHCKNX NU3AeNniA Ans
[AVIarHOCTVIKM in Vitro

3 ENISO 23640 - 3aenvs MeguuUmHCKKMe 418 AMarHOCTUKM in vitro. OueHKa cTabuibHOCTU
peareHToB 4/19 AVarHOCTUKM in Vitro

4 EN ISO 18113-1 - W3genvst MeaUUMHCKME A/11 AMArHOCTMKK in vitro. VIHdopmaums,
npegocTas/iiemMasi U3roToBUTE/IEM
(MapkmpoBKa). Yactb 1 TepMuHbI, onpeaesnieHns 1 06Lupme TpeboBaHmA

5 EN ISO 18113-2 - MeguupHCcKme M3fenvs Anst AMarHOCTUKK in vitro. Hgopmaums,
NpefocTas/ifgeMast 3rotoBuTesieM (MapKpoBKa). YacTb 2. PeareHTbI 419 ANArHOCTUKM in
Vitro /19 NpogecC1oHaIbHOro NPUMEHeHNsE

6 EN ISO 14971 - WVzgenua wmeguuMHCKuWe. T[pyvMeHeHWe MeHeMKMeHTa pucka K
MEeAVLIMHCKUM U3LeNNAM

7 EN ISO 9001 - Cuctembl MeHepKMeHTa KavecTsa. TpeboBaHMs

8 EN ISO 15223-1 - Vizgenus megmupHekue. CYMBO/IbI, NPUMEHSIEMbIE MPY MapKUpPOBaHUA
Ha MeAULIMHCKNX U3LeNNSAX, 3TUKETKaX U B COMPOBOAMTENbHOM AOKYMeHTauUmn. YacTb 1,
OcHOBHble TpeboBaHUA

10 1SO 14644-5 -YuncTble MOMELLEHNS U CBSI3aHHbIE C HAMW KOHTPOMIMpYeMble cpefpbl. YacTb
5. 9OKkcnnyaTaums

11 TOCT P 51088 - MeanumMHCKMe N3aenvs Anst AMarHoCTUKU MH BUTPO. PeareHTbl, Habopb!
peareHToB, TECT-CUCTEMbI, KOHTPO/IbHbIE MaTepuasibl, MUTaTe/lbHble cpefbl. TpeboBaHUS
K U3[eNNAM Y NOLLEPXKMBAIOLLEN JOKYMeHTaLMN

12 TOCT P 51352 - MeavuMHCKNe W3aenvst A ANarHoCTUKU WH BUTPO. MeToapl
McnbITaHUA

NHO®OPMALINA O TEPBOHAYAJIBHOM  BbINMYCKE WX TOCJ/IEAHEM
MEPECMOTPE SKCITYATAUNOHHOWM JOKYMEHTAL NI
Bepcusa. PA0983,10.10.2018 .
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ﬂ, nepesogyuk NMomopuesa AnvHa HOpbeBHa, Bafelolas pycckum n AHMINNCKUM A3bIKamM, noarTeepxXxpgakw, 4To
BbIMOJ/THEHHbI MHOH) nepesoa NpuUIoXeHHOro AoKyMeHTa ABNAeTCA npaBu/ibHbIM, TOYHbIM WU MOJTHbIM.

Poccuiickas degepaumsi, CaHkT-NeTepbypr,

ABajuaTb NepBoro Aekabps ABe TbiCAYM ABaLaTb TPETLErO roga.

A. Hukonaeea Onbra CepreeBHa, BPEMEHHO UCMOMHAIOLWAas 0653aHHOCTH
HOTapuyca HoTapuasbHOro okpyra CaHkTt-lMetepbypr OcTtaneHko EneHbl
KOHCTaHTUHOBHbI, CBUAETENbCTBYIO NOL/IMHHOCTb, NOAMUCH NEPEBOAYMKA
MomopueBoii ANHblI KOpbEBHHbI.

Moanucb caenaHa B MOEM MPUCYTCTBUM.

JInyHOCTb NOANMCaBLLErO AOKYMEHT YCTaHOB/EHA.

3apeructpupoBaHo B peectpe: Ne 78/189-H/78-2023- y N

YnnayeHo 3a coBepLUeHe HoTapuasibHOro gecteus: 600 py6. 00 kor.

Biopo nepesoaos cAapopa»

197342, r CaHkT-MeTepbypr,

M. YepHas peuka,
yn. Topxkoscxas, a. 5,
Bl cOnTuma», ocuc 331
Ten: (812) 441-39-10
www.aurora-oitef.eom
eurors-piterQmejl.ru

AURORA Tranelation Service*
197342. Saint Peteraburg,
Chernaya Rechka subway station.
5 Torzhkovskaya St.
OPTIMA Business Center, office 331
phone: (812) 441-39-10
wwwLaufOfa-oitef.cQm
aurora-piter(gmail.ru
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O.C. Hukonaesa

OlPH: 1089847219043
WHH/KNMN: 7841388560/781401001
OKHO 09801859 OKOHX 96120
p/C 40702810507380000118
SOUNNAN NETPOBCKUN
NAO BAHKA "®K OTKPbITUE"
k/c 30101810540300000795
BWK 044030795

PSRN: 1089847219043
ITN/CRR: 7841388560/781401001
RNNBO 09801659 ARCEA 96120

s/a 40702810507380000118

PETROVSKY BRANCH

OF FC OTKRYTIE BANK, PJ8C
cor/a 30101810540300000795
BIC 044030795

11



MTOro B HacTosALLLEM [OKYMEHTE
23 (aBaguartb Tpu® nncta

Bp. n.0. Hotapuyca

Poccuiickaa ®epgepayns
CaHkT-MeTepbypr
AdBaguatb nepBoro gekabpsa Ase ToicAYM ABajguaTb TpeTbero roga
A, Hukonaesa Onbra CepreesHa, BpPeMeHHO uWCNONHAWLWAA 06A3aHHOCTUM HOTapuyca
HoTapuanbHo"3busea”ra CaHkT-NMeTepbypr OcTaneHkKo EneHbl KOHCTAHTMHOBHLI, CBUAETENbLCTBYH
BepHoCcT 3?68uUmn c *rpe&Y”"BNEHHOT0O MHe AOKYMeHTa.
eecTpe: No 78/189-H/78-2023-15-1474.

me HoTapumanbHoOro gevicreua: 2700 py6. 00 kon.

O.C.HukonaeBa
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