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8. Descripcion de la finalidad de uso del
producto

9. Descripcién de las precauciones

10. Indicacion de las condiciones
adecuadas de almacenamiento y transporte NA
del producto
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Directora Técnica: Farmacéutica Gabriela A. Cividino
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Lattre de Tassigny-BP177- 13276 Marseille, Cedex 9-France.
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PROYECTO DE MANUAL DE INSTRUCCIONES

Ver adjunto Instrucciones de Uso del Producto.
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Safety Notice

Read all product manuals and consult with Beckman Coulter-trained personnel before attempting
to operate instrument. Do not attempt to perform any procedure before carefully reading all
instructions. Always follow product labeling and manufacturer’s recommendations. If in doubt as
to how to proceed in any situation, Contact Us.

Beckman Coulter, Inc. urges its customers and employees to comply with all national health and
safety standards such as the use of barrier protection. This may include, but it is not limited to,
protective eyewear, gloves, and suitable laboratory attire when operating or maintaining this or
any other automated laboratory analyzer.

Alerts for Warning and Caution

WARNINGS and CAUTIONS alert you as follows:

/\ WARNING

WARNING indicates a potentially hazardous situation which, if not aveided, could
result in death or serious injury. May be used to indicate the possibility of
erroneous data that could result in an incorrect diagnosis.

/\ CAUTION

CAUTION indicates a potentially hazardous situation, which, if not avoided, may
result in minor or moderate injury. It may also be used to alert against unsafe
practices. May be used to indicate the possibility of erroneous data that could
result in an incorrect diagnosis.

/) CAUTION

System integrity could be compromised and operational failures could occur if:

* This equipment is used in a manner other than specified. Operate the
instrument as instructed in the Product Manuals.

* You introduce software that is not authorized by Beckman Coulter into your
computer. Only operate your system’s computer with software authorized by
Beckman Coulter.

* You install software that is not an original copyrighted version. Only use
software that is an original copyrighted version to prevent virus
contamination,

PN B75978AA o - w i v
abrid A C‘Eﬂ(wﬁm o Ro‘ando = 8 rmia
LN, 152021 1.7, 16083 MFEROA BRBREAEIA PN-INPM#ANMAT

'

Pagina 8 de 161



Safety Notice
Alerts for Warning and Caution

/\ CAUTION

If you purchased this product from anyone other than Beckman Coulter or an
authorized Beckman Coulter distributor, and, it is not presently under a Beckman
Coulter service maintenance agreement, Beckman Coulter cannot guarantee that
the product is fitted with the most current mandatory engineering revisions or
that you will receive the most current information bulletins concerning the
product. If you purchased this product from a third party and would like further
information concerning this topic, Contact Us.

[Awarmine

Risk of operator injury if:

* All doors, covers, and panels are not closed and secured in place prior to and
during instrument operation.

* The integrity of safety interlocks and sensors is compromised.

* Instrument alarms and error messages are not acknowledged and acted upon.
* You contact moving parts.

* You mishandle broken parts.

* Doors, covers, and panels are not opened, closed, removed, and/or replaced
with care.

¢ Improper tools are used for troubleshooting.

To avoid injury:
* Keep doors, covers, and panels closed and secured in place while the
instrument is in use.

* Take full advantage of the safety features of the instrument. Do not defeat
safety interlocks and sensors.

* Acknowledge and act upon instrument alarms and error messages.
* Keep away from moving parts.

* Report any broken parts to your Beckman Coulter Representative.

* Open/remove and close/replace doors, covers, and panels with care.
* Use the proper tools when troubleshooting.

vi PN B75978AA
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Overview

This introduction contains the following information:

How to Use Your AQUIOS Manuals
Before You Begin

About this System Guide
Conventions

Symbols

Graphics Icons

How to Use Your AQUIOS Manuals

PN B75978AA

Your AQUIOS CL Flow Cytometry system includes the manuals listed below:

The AQUIOS CL Flow Cytometer Instructions For Use manual provides information for the
day-to-day running of your AQUIOS CL Flow Cytometer and AQUIOS system software. It also
provides procedures for cleaning the instrument and replacement procedures. You can find
detailed step-by-step procedures for daily startup for running and reviewing quality control
(QC) data, running samples, analyzing data, printing reports, and shutting the instrument
down. The Instructions for Use manual also contains information on safety, troubleshooting,
error messages, and operation principles. It contains a glossary of terms, a list of abbreviations
and acronyms, and the warranty information for the instrument.

This AQUIOS STEM System Guide provides reference information and instructions for using the
AQUIOS System with the STEM Test. Refer to the glossary of terms in the AQUIOS CL Flow
Cytometer Instructions for Use,

The AQUIOS STEM Host Transmission manual provides the information needed to program the
transmission interface between the AQUIOS CL Flow Cytometer and the laboratory’s host
computer,

To quickly determine which manual to read for the information needed, refer to Related
Documents.

o
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Introduction
Before You Begin

Before You Begin

IMPORTANT The AQUIOS STEM System Guide is not an inclusive manual. It is imperative that an Operator
is familiar with the information in the AQUIOS CL Flow Cytometer Instructions for Use manual, and the
AQUIOS STEM Reagent and Consumables Instructions for Use and is capable of performing basic
operations.

About Your Cytometer Software

Your local Beckman Coulter representative will install AQUIOS System Software and AQUIOS STEM
Software.

About this System Guide

This AQUIOS STEM System Guide provides reference information and instructions for using the
AQUIOS STEM System.

Use this guide in conjunction with the AQUIOS CL Flow Cytometer Instructions for Use manual.

Use this guide with the applicable reagent Instructions for Use listed under Consumables and
Supplies, These Instructions for Use contain reagent-specific information not contained in this
guide.

The information in the AQUIOS STEM System Guide is organized as follows:

CHAPTER 1, Use and Function

Provides the intended use of the AQUIOS CL Flow Cytometer system as well as information
concerning system components (Cytometer, STEM Test, reagents and consumables) and are
referred to as AQUIOS STEM System application. Limitations are also provided.

CHAPTER 2, Operating Principles
Contains a description of the principles used in AQUIOS STEM testing, and an overview of the
analysis algorithm.

CHAPTER 3, Quality Control
Provides information on running QC samples to verify the performance of the instrument before
analyzing non-QC samples.

CHAPTER 4, Sample Analysis

Provides information for storage conditions and stability for specimens and reagents, information
on the preparation required to successfully run samples using AQUIOS STEM System reagents,
running samples using the autoloader, and running samples using the Single-tube Loader.

CHAPTER 5, Data Review N
Provides information on reviewing sample results, including ﬂaggea results.

CHAPTER 6, Penormarxce Charactenstscs

ol e 7 [ WA/ 7 PN B75978AA
_Rgfando F. pornia
A}p. Cividino
Beckman Conltv‘?p.A!gf::ﬂma S.A qum68"6\ PN-INPMZANMAT
FARIAACEUTICA
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Introduction
Conventions

ranges, linearity, accuracy, precision, and the specificity of AQUIOS STEM monoclonal antibodies
and quality control materials.

CHAPTER 7, Application Specifications
Provides information for sample preparation, throughput, and sample rate.

CHAPTER 8, Adjustment and Replacement Procedures
Provides information for adjustment or replacement procedures to maintain AQUIOS STEM
functionality.

This manual also includes an appendix, references, and an index.

Conventions

This guide uses the following conventions:

* Throughout this manual, the AQUIOS STEM System application (Cytometer, STEM Test,
reagents and consumables) may also be referred to as system components.

¢ Blue text indicates that you can select on the text to access related information.

* Bold font indicates a screen icon, menu item, or software option on the Workstation screen.

* Italics font indicates screen text displayed on the Workstation.

* The term ‘select’ is used to indicate either one or both of the following actions:
— totap or touch your finger to the touch screen of the computer
— to click with a mouse

¢ Tabs in the software are blue when not selected and inactive. Tabs in the software turn green
when selected and active,

IMPORTANT IMPORTANT is used for comments that add value to the step or procedure being performed.
Following the advice in the IMPORTANT adds benefit to the performance of a piece of equipment or to a
process.

NOTE NOTE is used to call attention to notable information that should be followed during use or
maintenance of this equipment.

PN B75978AA GabrNa A, Chitino Rolando F. Bornia xvii
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Introduction
Symbols

Symbols

Safety symbols alert you to potentially dangerous conditions. These symbols, together with text,
apply to specific procedures and appear as needed throughout this guide.

Symbol Warning Condition Action
_3, Consider all materials (specimens, Wear appropriate barrier protection and
reagents, controls, and monoclonal follow safe laboratory procedures when
antibodies) and areas these materials handling any material in the laboratory.

infectious.

come into contact with as being potentially

Graphics lcons

All graphics, including screens and printouts, are for illustration purposes only and must not be
used for any other purpose.

xviii
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CHAPTER 1
Use and Function

Overview

This chapter contains information about:
* Intended Use
* System Components
* Limitations

Intended Use

PN B75978AA

The AQUIOS STEM System, comprised of AQUIOS STEM Software for the AQUIOS CL Flow Cytometry
System, AQUIOS STEM-Kit Reagents, AQUIOS STEM CD34 Control Cells and Flow-Check
Fluorospheres, is an in vitro diagnostic medical device intended to be used by laboratory
professionals for the detection of the parameters in the specimen types shown in Table 1.1, System
Parameters on the automated AQUIOS CL Flow Cytometry System. This is a quantitative assay used
for the identification and enumeration of the cell populations specified in Table 1.1 in patients who
are preparing for autologous or allogeneic hematopoietic progenitor cell transplantation, and in
donors who undergo mobilization or collection schemes for autologous or allogeneic hematopoietic
progenitor cell transplantations. Refer to Table 1.1 for details of the supported specimen types and
anticoagulants.

Table 1.1 System Parameters

Specimen Type Anticoagulant Kits/Parameters
K;EDTA | K3EDTA | Heparin | Heparin | ACD-A CPD | AQUIOS STEM Kit
ACD-A
Mix
Whole Blood
(WB)
Mobilized Whole
Blood (MB)
CD34 Percent
Fresh or Thawed
Bone Marrow CD3¢<1:Abstolute
(BM) oun
Fresh or Thawed CD45 Absolute
; Count
Apheresis
Product (AP)
Fresh or Thawed
Cord Blood (CB)
- ’\l Py
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Use and Function
Intended User

AQUIOS STEM-Kit reagents consist of a CD45-FITC/CD34-PE murine monoclonal antibody reagent,
a corresponding negative control (CD45-FITC/CD34-CTRL), an absolute count reagent (AQUIOS
STEM-Count Fluorospheres), a cell viability reagent (7-AAD), and a ready-to-use lysing reagent
(AQUIOS STEM Lysing Solution).

AQUIOS STEM D34 Control Cells are liquid preparations of stabilized human leukocytes for the
verification of the parameters CD34 and CD45 as part of the AQUIOS STEM System. Each kit contains
2 levels of CD34 with approximately 10 CD34+ cells/ L (level 1) and approximately 30 CD34+ cells/uL
(level 2).

AQUIOS CL Flow Cytometry system software may be run on an AQUIOS workstation for off-line
analysis of results generated by the AQUIOS CL Flow Cytometer with the monoclonal antibody
reagents listed above. The off-line analysis must be performed in accordance with the product
labeling. The independent computer workstation must be approved to be used with the AQUIOS
software.

NOTE An off-line analysis workstation cannot be used for acquisition.

Intended User

This product is intended for laboratory professional use.

System Components

AQUIOS STEM System

IMPORTANT Contact us if a product is damaged upon receipt.

The AQUIOS STEM system applies the principles of flow cytometry to analyze a stained and lysed
sample to identify various cellular populatlons as determined by the specific monoclonal antibodies
and fluorochromes used.

Automatic operation is initiated by adding requests and loading a cassette containing specimen
tubes in the autoloader or a specimen tube in the Single-tube Loader. Samples are automatically
processed according to these requests. The sample is stained and incubated, the red blood cells are
lysed using the AQUIOS STEM Lysing Solution. The white blood cells are analyzed on the AQUIOS CL
Flow Cytometry system with the AQUIOS STEM Tests.

The AQUIOS Smart Scheduler tracks requests as they proceed from sample preparation to analysis.
All AQUIOS reagents are continuously monitored by the system to track reagent consumption and
location changes. The acquired data is stored and provides imm 1mmed‘1ate data access for laboratories.

AQUIOS STEM reagents use a unique barcode identity for tracking eagent nt type, lot number,
container number, expiration dates, and remaining reagent level Th/e’ reagent consumption is
monitored by the system as the samples are processed. /- /

r UL i\ iy ]
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Use and Function 1
System Components

Unique Load & Go Feature

The AQUIOS CL Flow Cytometer is a quantitative automated analyzer that performs the STEM
diagnostic applications in a “no-wash” sample preparation process, Since this system is intended to
be an automated analyzer with hands-off processing of samples from specimen introduction to
results reports, it is referred to as a Load & Go flow cytometer, The AQUIOS System Software and
AQUIOS STEM Tests and Quality Control Reagents do not require user verification of
standardization of light scatter, and fluorescence intensities. AQUIOS CL instrument settings are
monitored specifically for the AQUIOS STEM System by running Flow-Check Fluorospheres.

This “closed” system will only run tests preconfigured by Beckman Coulter and does not allow for
user-designed protocols or panels, ;

AQUIOS STEM Test

The AQUIOS STEM Tests are used:

¢ with quality control reagents on an AQUIOS CL Flow Cytometry system with AQUIOS System
Software and AQUIOS STEM Software for system quality control, and

¢ with AQUIOS STEM Kit Reagent and AQUIOS System Software with AQUIOS STEM Software for
automated sample analysis.

The reagents used in the AQUIOS STEM System allow for automated sample preparation and
analysis at room temperature without a negative effect on cell viability within the time window
required for automated sample preparation and analysis. :

For more information, refer to the associated Reagent Instructions for Use.

Consumables and Supplies

PN B75978AA

The AQUIOS CL Flow Cytometer is optimized to operate with AQUIOS reagents. The stated analytical
characteristics and specifications cited in this manual can only be guaranteed by using AQUIOS
reagents and the AQUIOS 96-Deep Well Plate.

STEM sample preparation is optimized to operate using barcoded 96-deep conical-shaped well
plates. Each well holds up to 600 L. The plates are made of virgin polypropylene.

Additionally, the AQUIOS reagents (with the exception of the AQUIOS Sodium Hypochlorite
Solution and Flow-Check Fluorospheres) and the AQUIOS Deep Well Plate are labeled with bar codes
for smart-track monitoring to help minimize potential errors. The system will only run with
AQUIOS reagents and the AQUIOS 96-Deep Well Plate.

NOTE AQUIOS reagents are for use on the AQUIOS CL Flow Cytometer only. Do not dilute, aliquot, or freeze
the reagents. The product should be used according to labeled instructions.

NOTE Do not use reagents beyond the expiration date printed on-the associated labeling and always use

good laboratory practices when handling these reagents. ‘
i
/ N
NOTE The AQUIOS CL Flow Cytometer system tracks the AQUIOS STEM-Count an-board time and expiration
date. Ensure enough stability time is remaining to complete the day’s runs Efy reviewing the information
in the reagents window after startup or when new reagents ié;e"édded. \ j

1 s |
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Use and Function
System Components

NOTE The AQUIOS CL Flow Cytometer system tracks the AQUIOS Cleaning Agent for the percent remaining
and expiration date.

NOTE The AQUIOS CL Flow Cytometer system does not track the AQUIOS Sodium Hypochlorite Solution. You
must track the expiration date of the AQUIOS Sodium Hypochlorite Solution upon use.

NOTE The AQUIOS CL Flow Cytometer system does not track the Flow-Check Fluorospheres for the percent
remaining.

For more information, refer to the associated reagent Instructions for Use on the Beckman Coulter
Web site at www.beckman.com or Contact us.

Preparation

1-4

AQUIOS STEM Lysing Solution

The AQUIOS STEM Lysing Solution is a highly specific, ready to use and gentle lysing agent. The
AQUIOS STEM Lysing Solution lyses red blood cells in samples sufficiently to perform monoclonal
antibody panel analysis without interference from red blood cells and allows analysis without
damage to white blood cells.

NOTE The AQUIOS STEM Lysing Solution does not contain fixatives.

AQUIOS STEM Lysing Solution is housed inside the Cytometer behind the reagent door (the larger
of the two doors on the Cytometer front cover).

When the AQUIOS STEM Lysing Solution bottle is replaced, the system looks for a specific bar code
to ensure that the correct reagent is being loaded and tracked.

NOTE To replace the AQUIOS STEM Lysing Solution, refer to Replacing the AQUIOS STEM Lysing Solution.

/\ CAUTION

Risk of erroneous results. To prevent erroneous results, ensure the lot number on the
AQUIOS STEM Lysing Solution is the same as the lot number of the AQUIOS STEM Kit.

Monoclonal Antibodies

The AQUIOS STEM Kit comprises two separate murine monoclonal antibody panel reagents as well
as a viability dye. Each murine monoclonal antibody is conjugated to a specific fluorochrome and
specific for a different cell surface antigen:

s CD45-FITC/CD34-PE reagent
¢ CD45-FITC Isoclonic Control-PE reagent
* 7-AAD Viability Dye =y

Specific cell surface staining is accomplished by incubating samples of a biolg%ical specimen with
the two-color CD45-FITC / CD34-PE reagent. an

4 /| |

An additional test of the same sample is stained with CD45-FITC / Tsoclonic (}f‘ontrg“fl—PE reagent to
check the non-specific binding of the CD34-PE monoclonal antibody. 7-AAD \g‘iab{jofity Dye, anucleic
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Use and Function ]
System Components

acid dye that binds to accessible base pairs (cellular DNA), is used to distinguish between viable and
nonviable cells,

The test depends on the ability of a monoclonal antibody to bind to the surface of cells expressing
discrete antigenic determinants. Specific cell staining is accomplished by incubating the sample
with the monoclonal antibody reagents.

AQUIOS STEM-Count Fluorospheres

AQUIOS STEM-Count Fluorospheres is a fluorescent microsphere reagent for direct determination
of the absolute counts of white blood cell subsets in biological specimens. For more information,
refer to Replacing the AQUIOS STEM-Count Fluorospheres.

Acquisition

AQUIOS Sheath Fluid

AQUIOS Sheath Fluid is a cyanide-free, isotonic buffered saline solution. It is used to rinse
components between sample analysis, and provide a sheath stream to transport the cells in single
file through the flow cell,

For more information, refer to Chapter 1, System Overview of the AQUIOS CL Flow Cytometer
Instructions for Use manual.

Quality Control

AQUIOS STEM CD34 Control Cells

AQUIOS STEM CD34 Control Cells are liquid preparations of stabilized human leukocytes
(lymphocytes, monocytes and granulocytes) and erythrocytes that have lysing, light scatter,
antigen expression and antibody staining properties representative of those found in human whole
blood specimens.

AQUIOS STEM CD34 Control Cells Level 1 and Level 2 are in vitro diagnostic medical devices
intended to be used by laboratory professionals as process controls for the verification of the
parameters CD34 and CD45 as part of the AQUIOS STEM System on the automated AQUIOS CL Flow
Cytometry System. They provide positive cell controls that are processed in the same manner as a
biological sample. They also verify the methods used for staining targeted cells, the lysing of red
blood cells, and the analysis of samples by the AQUIOS CL Flow Cytometer.

NOTE When these controls are used, scan the barcode to ensure the correct control is being loaded and
tracked. Select the test as a QC request to ensure you are tracking-results via the Levey-Jennings charts.

For more information, refer to the associated reagent Instructiong for Use o

& (/ \
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Use and Function
Limitations

Flow-Check Fluorospheres

Flow-Check Fluorospheres are an assayed suspension of fluorospheres (fluorescent microspheres)
used for daily verification of a flow cytometer's optical alignment and fluidics system.

Limitations

1. Accurate and reproducible results will be obtained, provided the procedures used are in
accordance with the AQUIOS CL Flow Cytometer Instructions for Use manual, the AQUIOS STEM
System Guide, associated reagent Instructions for Use, and good laboratory practices.

2. When modifying the algorithm-generated results through user intervention (regions and
quadrants), it is the user's responsibility to follow the instructions appropriately when
adjusting the compensation and the region's algorithm generated results. Results require
review by a qualified laboratory professional.

3. Results obtained with flow cytometry may be erroneous if the laser is misaligned or the gates
and regions are improperly set.

4. Certain patients may present special problems due to altered or very low numbers of certain
cellular populations.

5. Specimens must be maintained at the appropriate temperature prior to placement on the
system, See CHAPTER 4, Storage Conditions and Stability.

Material Safety Data Sheets (SDS/MSDS)

To obtain an SDS or MSDS for Beckman Coulter reagents used on the AQUIOS system:
* Onthe Internet, go to www.beckman.com:
1. Select Safety Data Sheets (SDS/MSDS) from the Support menu.
2. Follow the instructions on the screen.

3. Contact us if you have difficulty locating the information,

o If you do not have Internet access, contact us.

1-6 Gabrikih A. Cividino ' PN B75978AA
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CHAPTER 2
Operating Principles

Overview

This chapter contains information about:
* Principles of AQUIOS STEM Tests
¢ Light Source Configuration
* (D34+HPC Enumeration Panels
o Analysis Algorithm Overview

Principles of AQUIOS STEM Tests

AQUIOS STEM tests are based on the ability of monoclonal antibodies to bind to the surface of cells
expressing discrete, or a combination of discrete, antigenic determinants,

The flow cytometer measures light scatter, and the fluorescence of cells. This allows for the
separation of the population of interest within the electronic window defined on various
histograms, which correlates with different parameters.

A series of dual histograms are used in the gating stage. The fluorescence of the delimited cells is
analyzed in order to distinguish the positively-stained events from the unstained ones.

The AQUIOS STEM Software establishes the gating regions for the negative control/CD45 sample in
an identical manner as the gating regions are established for the CD34/CD45 samples.

The gating strategy allows detection of leukocytes which are further categorized into various
parameters, Refer to Parameter Results in Table 2.1 and Table 2.2, for a listing of parameters.

The parameters, triggers, discriminators, and regions are specific to the test.

AQUIOS STEM Software has stop criteria for 100 CD34+ cells AND 75,000 CD45+ cells OR 300 seconds.
In the case where cell concentration prevents the collection of 100 CD34+ cells, a notification will
inform the user that less than 100 CD34+ cells are acquired.

75000 is the maximum number of events and 30000 cells/uL is the maximum WBC concentration.

AQUIOS STEM Software uses a total of 4 discriminators irror ensure all CD34+ cells are
captured: Forward Scatter, Side Scatter, Fluorescence 1 (CD45-FITC), and Fluorescence 2 (CD34-PE).
An event is acquired if the value of only one parameter is above the defined discriminator.

~ Gabriela A. Cividino
Beckman Coiter Argentina S.A
FARIMACEUTICA
M.N, 15202/ M.p. 18093

2-1

IF-2023-40460568-APN-INPM#ANMAT

Pagina 28 de 161




Operating Principles
Light Source Configuration

Testing with the AQUIOS STEM Kit Reagents

The AQUIOS STEM Kit CD45-FITC / CD34-PE reagent is a combination of two murine monoclonal
antibodies, each conjugated to a specific fluorochrome and specific for a different cell surface
antigen. Specific cell surface staining is accomplished by incubating samples of a biological
specimen with the two-color CD45-FITC / CD34-PE reagent.

An additional test of the same sample is stained with the AQUIOS STEM kit CD45-FITC / Isoclonic
Control-PE reagent to check the non-specific binding of the CD34-PE monoclonal antibody.

7-AAD Viability Dye, a nucleic acid dye that binds to accessible base pairs (cellular DNA), is used to
distinguish between viable and nonviable cells. The red blood cells in each sample are lysed with
AQUIOS STEM Lysing Solution, then AQUIOS STEM-Count Fluorospheres are added, and the
remaining cells analyzed by flow cytometry.

Light Source Configuration

A 488 nm Solid State Diode Laser provides the light source for scatter and fluorescence
measurements. Figure 2.1 shows the optical filter configuration for the 488 nm laser.

Figure 2.1 Optical Filter Configuration
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CD34+HPC Enumeration Panels

Operating Principles
CD34+HPC Enumeration Panels

2

AQUIOS STEM Tests

AQUIOS STEM Tests are using the AQUIOS STEM Kit reagents containing monoclonal antibodies for
the simultaneous identification and enumeration of viable absolute count of CD34+ HPC/uL, viable
absolute count of CD45+/uL, and percentage of viable CD34+ HPC.

Three AQUIOS STEM tests are available as part of the AQUIOS STEM menu:

¢ Stem Panel: Run tests in duplicate plus negative control (3 wells)

+  Stem Duplicate: Run tests in duplicate (no negative control; 2 wells)

o Stem Single: Single test (1 well)

Refer to Table 4.1 for a description of each test.

Table 2.1 contains the parameter results generated when a STEM Single, STEM Duplicate, or STEM
Panel is used for analysis.

Table 2.1 Parameter Results Provided by STEM Panel , STEM Duplicate, or STEM Single Analysis

STEM Panel

STEM Duplicate

STEM Single

Viable CD34+ HPC Count Well 1
(cells/uL)

Viable CD34+ HPC Count Well 1
(cells/pL)

Viable CD34+ HPC Count (cells/uL )

Viable CD34+ HPC Count Well 2
(cells/uL )

Viable CD34+ HPC Count Well 2
(cells/uL)

Viable Leukocytes Count (cells/uL )

AVG Viable CD34+ HPC Count
(cells/uL )

AVG Viable CD34+ HPC Count
(cells/uL. )

Viable CD34+ HPC % (of Viable
Leukocytes)

Viable CD34+ HPC % Diff (Well 1 vs
Well 2)

Viable CD34+ HPC % Diff
(Well 1 vs Well 2)

DF: Dilution Factor

Viable Leukocytes Count Well 1
(cells/ul)

Viable Leukocytes Count Well 1
(cells/uL )

Viable CD34+ HPC Count (cells/uL )
(x DF)

Viable Leukocytes Count Well 2
(cells/uL )

Viable Leukocytes Count Well 2
(cells/uL )

Viable Leukocyte Count {cells/uL. )
(x DF)

AVG Viable Leukocytes Count
(cells/uL )

AVG Viable Leukocytes Count
(cells/ul )

HV: Harvest Volume (mL)

Viable CD34+ HPC Well 1 % (of Viable

Viable CD34+ HPC Well 1 % (of

Viable CD34+ HPC Count (x DF x HV)

Leukocytes) Viable Leukocytes)
Viable CD34+ HPC Well 2 % (of Viable | Viable CD34+ HPC Well 2 % (of BW: Body Weight (kg)
Leukocytes) Viable Leukocytes) -

AVG Viable CD34+ HPC % (of viable
Leukocytes)

AVG Viable CD34+ HPC % (of viable
Leukocytes)

Viable CD34- HPC Count per kg
(xDF x HV/BW) )

/

DF: Dilution Factor

DF: Dilution Factor

C AL j,/ /

AVG Viable CD34+ HPC Count
(cells/uL ) (x DF)

AVG Viable CD34+ HPC Count
(cells/uL ) (x DF)

PN B75978AA
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Operating Principles
Analysis Algorithm Overview

Table 2.1 Parameter Results Provided by STEM Panel , STEM Duplicate, or STEM Single Analysis (Continued)

STEM Panel STEM Duplicate STEM Single
AVG Viable Leukocyte Count (cells/uL ) | AVG Viable Leukocyte Count

(x DF) {cells/pL ) (x DF)

HV: Harvest Volume (mL) HV: Harvest Volume (mL)

AVG Viable CD34+ HPC Count AVG Viable CD34+ HPC Count

(x DF x HV) (x DF x HV)

BW: Body Weight (kg) BW: Body Weight (kg)

AVG Viable CD34+ HPC Count per kg | AVG Viable CD34+ HPC Count per kg
(x DF x HV / BW) (x DF x HV / BW)

CAL CAL

Viable CD34+ HPC Count Negative Ctrl

(cells/uL )

NOTE Refer to Table 5.3 for Population Statistics.

Analysis Algorithm Overview

The AQUIOS STEM algorithm is the software analysis component that works in conjunction with
AQUIOS STEM Kit reagents to automatically identify and enumerate viable Leukocytes (CD45+
populations) and viable CD34+ HPC cells according to ISHAGE guidelines, The algorithm combines
information from AQUIOS parameters (FS, SS and Fluorescence FL1-FL4 to automatically generate
gates and regions to accurately identify populations of interests.

Introduction to Gating Strategy

Software algorithms automatically detect the subset populations of interest to calculate and report
the results for the predefined tests. The software generates flags and notifications after analyzing
samples.

The hallmark of the ISHAGE Guidelines is a sequential gating strategy that derives the number of
CD34+ cells from viable leukocytes, While the starting point of the sequential ISHAGE gating
strategy, i.e. viable leukocytes, facilitates the correct quantification of rare CD34+ cell populations,
it leads to the fact that as an end point all enumerated CD34+ cells are automatically viable, and it
can be difficult to directly calculate the percentage of viable CD34+ cells out of all CD34+ cells. In
addition, it may be challenging to retrieve the total number of CD45+ leukocytes from the applied
gating strategy in order to assess overall specimen viability.

In order to overcome this challenge, AQUIOS STEM Software employs an additional background
gating strategy starting with all leukocytes, including dead cells. This “replicated” gating strategy
follows the same gating logic as the classical ISHAGE gating, but enéble;,ﬁgr the direct enumeration
of all cells, as well as a direct comparison of total vs viable cells for sefected cell populations. The
additional parameters following this gating logic are marked with doi&ble)ésterisks (*¥).a5

Population Statistics. A \
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Operating Principles 2
Analysis Algorithm Overview

To maintain the consistency of region placement, certain regions are replicated in more than one

plot. Refer to Table 2.2 for the matching plots and regions (primary vs. replicated) for three STEM
tests.

Table 2.2 Equivalence Between Primary Region Name and Replicated Region Name

Primary Regions Name | Plot / Figure Replicated Region Plot / Figure
Name

LEUKS Figure 2.6 WBC Figure 2.11

LYMPHS ALL LYMPH

CD34 POS Figure 2.7 ALL CD34P0S Figure 2.12

CD45 DIM Figure 2.8 ALL CD45 DIM Figure 2.13

IFS LYMPH Figure 2.10 ALL FS LYMPH Figure 2.15

1CD34+ HPC Figure 2,10 ICD34+ HPC Figure 2.9
ALL CD34+ HPC Figure 2.14

'VIABLE Figure 2.5 ICD34 VIABILITY Figure 2.16

Gating Strategy: AQUIOS STEM Panel, AQUIOS STEM Duplicate, and AQUIOS STEM
Single

The gating strategy is the same for the three AQUIOS STEM tests. The graphs below (F igure 2.2
through Figure 2.16) show the gating of a fresh peripheral mobilized whole blood stained with
CD45-FITC, CD34-PE, and 7AAD. The order of the graphs is aligned with the sequential gating
strategy.

The first series of plots (Figure 2.2 through Figure 2.10) show the identification and quantification
of the viable cellular population.

The second series of plots (Figure 2.11 through Figure 2.16) show the identification and
quantification of the total (viable + non-viable) cellular population.
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Analysis Algorithm Overview

2-6

Forward Scatter (FS) versus Side Scatter (SS) Plot

The All Data Points gate is used to identify all cells of interest and eliminate debris. This FS/SS dot

plot identifies the 'Cells and Beads' region consisting of leukocytes, and removes debris (lower left).
Refer to Figure 2.2,

Figure 2.2 FS versus SS Plot

1000+

All Data Points

hix ZF T T - 1

CD34-PE versus CD45-FITC Plot

The All Data Points gate is used to identify all cells of interest, and eliminate debris. This CD34-PE
versus CD45-FITC dot plot identifies the 'ALL BEADS' region consisting all AQUIOS STEM-Count
Fluorospheres. Refer to Figure 2.3,

Figure 2.3 CD34-PE versus CD45-FITC Plot
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Operating Principles 2
Analysis Algorithm Overview

BEADS versus TIME Plot

From the ALL BEADS region, a BEADS/TIME dot plot is created to accurately identify AQUIOS STEM-
Count Fluorospheres single events needed for the absolute count calculation of cells. The duplicates

are removed. Refer to Figure 2.4.

Figure 2.4 BEADS versus TIME Plot
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Side Scatter (SS) versus 7-AAD Plot

The Cells and No Beads region is defined as Cells and Beads AND NOT All Beads. This dot plot identifies
the viable events /VIABLE gate. The calculation of the **Sample Viability % parameter result
(population statistic) is derived from this region. Refer to Figure 2.5.

NOTE AQUIOS STEM CD34 Control Cells are analyzed with the same gating scheme as the actual sample
material. However, for AQUIOS STEM CD34 Control Cells, since they are stabilized cells, the rectangular
region ‘IVIABLE’ on this plot is enlarged to gate total events stained by 7-AAD. Refer to the AQUIOS STEM

CD34 Control Cells Instructions for Use.

Figure 2.5 SS versus 7-AAD Plot
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Analysis Algorithm Overview

Side Scatter (SS) versus CD45-FITC Plot

From the /Viable region, a $$/CD45-FITC dot plot is created to define the viable Leukocytes LEUKS
gate, and the viable Lymphocytes LYMPHS gate. The calculation of Viable Leukocytes Count
(cells/uL ) parameter result is derived from this region. The red events are CD34+HPC+ back-
scattered from the ICD34+ HPC region. Refer to Figure 2.6,

Figure 2.6 SS versus CD45-FITC Plot
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Side Scatter (SS) versus CD34-PE Plot

From the LEUKS region, a SS/CD34-PE dot plot is created to define the viable CD34 positive cells CD34
POS gate. Refer to Figure 2.7.

Figure 2.7 SS versus CD34-PE Plot
LEUKS

)

'I" P - =

)

\

|

)/

/j/
4 mUU//

fock Gab(rl‘ 3 A, Cividino Rc‘éndo F’ Born‘a
eckman Coulter Argentina !
2-8 FARMACEUTICA > APODERADO PN B75978AA

M.N. 15202/ M.P. 18093

S——

IF-2023-40460568-APN-INPM#ANMAT

Pagina 35 de 161



PN B75978AA

Operating Principles 2
Analysis Algorithm Overview

Side Scatter (SS) versus CD45-FITC Plot

From the CD34 POS region, a SS/CD45-FITC dot plot is created to distinguish the CD34+HPC CD45 DIM
from the lymphocytes populations by their CD45 expression level. The CD34+HPC shows a lower
expression of CD45 compared to Lymphocytes cells. Refer to Figure 2.8,

Figure 2.8 SS versus CD45-FITC Plot
CO34 POS

100

CDA45 DIM Side Scatter (SS) versus Forward Scatter (FS) Plot

From the CD45 DIM region, a SS/FS dot plot is created to identify a cluster of viable events ICD34+
HPC gate, meeting all the fluorescence and light scatter criteria of ISHAGE Guidelines for viable
CD34+HPC, The calculation of Viable CD34+ HPC Count (cells/yL ) parameter result is derived from
this region. The /CD34+ HPC region is linked to the /FS LYMPH region. Refer to Figure 2.9.

Figure 2.9 CD45 SS versus FS Plot
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NOTE The Viable CD34+ HPC % (of Viable Leukocytes) parameter result is c-élculated as follows:
/ l
Viable CD34 -+ HPC Count (cells/pL)_
Viable Leukocytes Count (cells/uL)

(Viable CD34 + HPC% (of Vlablé ;;’eukocytes))i
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LYMPHS Side Scatter (SS) versus Forward Scatter (FS) Plot

From the LYMPHS region, a SS/FS dot plot is created to identify a cluster of viable events /FS LYMPH
gate, meeting all the fluorescence and light scatter criteria for viable Lymphocyte population. The
IFS LYMPH region is linked to the /CD34+ HPC region, Refer to Figure 2.10.

Figure 2.10 LYMPHS SS versus FS Plot
LYMPHS

1000

Side Scatter (SS) versus CD45-FITC Plot

The Cells and No Beads region is defined as Cells and Beads AND NOT All Beads. This dot plot identifies
the total (viable + non-viable) leukocytes WBC gate, and the total (viable + non-viable) Lymphocytes
ALL LYMPH gate. The calculation of the **WBC Count (cells/uL ) parameter result (population
statistic) is derived from this region. Refer to Figure 2.11.

Figure 2.11 SS versus CD45-FITC Plot
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Side Scatter (SS) versus CD34-PE Plot

From the WBC region, a SS/CD34-PE dot plot is created to define the total (viable + non-viable) CD34
positive cells ALL CD34 POS gate. Refer to Figure 2.12.

Figure 2.12 SS versus CD34-PE Plot
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Side Scatter (SS) versus CD45-FITC Plot

From the ALL CD34 POS region, a $$/CD45-FITC dot plot is created to distinguish the total (live + non-
viable) CD34+HPC ALL CD45 DIM gate from the total (live + non-viable) lymphocytes populations by
their CD45 expression level. The CD34+HPC shows a lower expression of CD45 compared to
Lymphocytes cells. Refer to Figure 2.13.

Figure 2.13 SS versus CD45-FITC Plot
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Side Scatter (SS) versus Forward Scatter (FS) Plot

From the ALL CD45 DIM region, a SS/FS dot plot is created to identify a cluster of total (viable + non-
viable) events ALL CD34+ HPC gate, meeting all the fluorescence and light scatter criteria of ISHAGE
Guidelines for total (viable + non-viable) CD34+ HPC, The calculation of **Total CD34+ HPC Count
(cells/pL ) parameter result (population statistic) is derived from this region. Refer to Figure 2.14.

Figure 2.14 SS versus FS Plot
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Side Scatter (SS) versus Forward Scatter (FS) Plot

From the ALL LYMPH region, a SS/FS dot plot is created to identify a cluster of total (viable + non-
viable) events ALL FS LYMPH gate, meeting all the fluorescence and light scatter criteria for total
(viable + non-viable) Lymphocyte population. Refer to Figure 2.15.

Figure 2.15 SS versus FS Plot
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Analysis Algorithm Overview

Side Scatter (SS) versus 7-AAD Plot

From the ALL CD34+ HPC region, a SS/7AAD dot plot is created to distinguish viable CD34+ HPC /D34
Viability gate, out of the total (viable + non-viable) CD34+ HPC. The calculation of the **CD34+
Viability% (of total CD34+) parameter result (population statistic) is derived from this region. Refer
to Figure 2.16.

Figure 2,16 SS versus 7-AAD Plot
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CHAPTER 3

Quality Control

Overview

Perform daily QC samples to verify the performance of the instrument before analyzing non-QC
samples. This includes both Flow-Check Fluorospheres and running AQUIOS STEM CD34 Control
Cells. Daily Quality Control is a critical component to ensure the system's performance for the
AQUIOS STEM Application.

This chapter contains information about:

* Quality Control Checks

* AQUIOS STEM Quality Control Workflow
¢ QC Materials

* Daily QC Overview

e QCSetup

¢ QC Screen

Quality Control Checks

AQUIOS STEM Quality Control Workflow

Table 3.1 AQUIOS STEM QC Workflow

Flow-Check Fluorospheres - Single Tube Loader

Flow Check Fluorospheres - Alignment Flow-Check Fluorospheres
Daily QC - AQUIOS STEM CD34 L1 and L2 Control Cells
AQUIOS STEM Lysing Solution

Add Reagents AQUIOS STEM-Count Fluorospheres
CD45-FITC/CD34-PE and 7-AAD Viability Dye
Load AQUIOS STEM CD34 L1 and AQUIOS STEM CD34 Level 1 Control Cells
2 Contrl ells AQUIOS STEM CD34 Level 2 Control Cells
I \\
/
The Quality Control workflow is as follows: / "’j
1. Run the Flow-Check Fluorospheres '/ // /

2. Runthe AQUIOS STEM CD34 Control Cells Level 1 and Level 2!/

§
M),

..........
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Quality Control
QC Materials

The control data is automatically populated into the Levey-Jennings charts of the
QC Screen > Results .

The AQUIOS system results are displayed and flagged based on the generated values. In general, the
system displays fewer digits than that which is generated.

Results are rounded using standard rounding procedures. As a reminder, to round off decimals:

1. Find the place value you want (the 'rounding digit') and look at the digit to the immediate right
of it.

2. If the digit to the right of the place value is less than 5, keep the original place value, and drop
all digits to the right of the place value.

3. Ifthe digit to the right of the place value is 5 or greater, add one to the place value, and drop all
digits to the right of the place value.

For control results, if the assay range is, for example, 20-25, a result of 20 could be ﬂégged as being
out of range low, if the generated result is actually 19.9.

The same applies when comparing sample results to the normal and action ranges.

QC Materials

The following Beckman Coulter reagents are required to perform the daily QC for the AQUIOS STEM
application:
* AQUIOS STEM Kit
— AQUIOS STEM Lysing Solution
— AQUIOS STEM-Count Fluorosphere
— AQUIOS STEM CD45-FITC/CD34-PE
— AQUIOS STEM CD45-FITC / IsoClonic Control-PE
— AQUIOS STEM 7-AAD Viability Dye

*  AQUIOS STEM CD34 Control Cells
— Level 1 (L1) Control Cells
— Level 2 (L2) Control Cells

* Flow-Check Fluorospheres

Daily QC Overview /j

s
4 i
{

Daily Quality Control is a critical component of ensuring };hféélsystexm’s ﬂerformance for the AQUIOS
STEM application. Refer to below for instructions on how to run tﬁ\e l?’aily QC procedures for the

;"i’ 0l - \ j
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AQUIOS STEM application. Refer to Daily QC Procedure in the AQUIOS CL Flow Cytometer
Instructions for Use manual to QC the AQUIOS CL instrument itself.

IMPORTANT When running QC, if a failure occurs, the system will issue a flag. Check the individual runs for
STEM to determine which QC run failed and repeat that QC run.

QC Setup

A\ CAUTION

Risk of erroneous results. When using AQUIOS STEM, each control cell vial is
limited to 15 piercings. Cap-piercing beyond the allotted number is not
recommended.

Before running the AQUIOS STEM CD34 Control Cells, verify that:

1. The Daily Startup was performed. Refer to Startup in Chapter 3, Daily Startup in AQUIOS CL
Flow Cytometer Instructions for Use manual for details.
2. The Beckman Coulter reagents and the reagent levels are suitable and sufficient for the QC

procedure. To verify reagent availability, select ERESSSIEN on the Status Bar. To replace a
reagent, refer to Replacing Reagents and Consurnables in Chapter 11, Replacement Procedures
in the AQUIOS CL Flow Cytometer Instructions for Use manual.

3. The control assay values have been previously registered into the system. Refer to Reagent Info
Screen in Chapter 8, Setup in the AQUIOS CL Flow Cytometer Instructions for Use manual for
more information. If the control lot number information has not been registered in the system,
scan the control assay sheet before adding a QC request. Refer to Starting a New Lot of Controls
in Chapter 11, Replacement Procedures in the AQUIOS CL Flow Cytometer Instructions for Use
manual.

4. 1f a scan error occurs, readjust the barcode and re-scan.

QC Process

A plastic polypropylene 13x75 mm test tube is required to run the Flow-Check Fluorospheres.
Beckman Coulter does not recommend or guarantee the use of a specific tube to produce quality
results. If you need information on a tube, contact us.

CO—_ -
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Flow-Check Fluorospheres - Single Tube Loader

/\ CAUTION

Risk of spill. Do not use the autoloader position to run the tube containing the
Flow-Check Fluorospheres.

| A\ cauTiON

Risk of needle crash. Do not use a non-pierceable cap to close the tube.

Follow the steps below to Add a new lot of Flow-Check fluorospheres, otherwise skip to step 5.

T select Setup on the workstation main screen and then select Reagent Info,

2 Select the following parameters on the screen:
o Test: FlowCheck_Alignment
* Reagent/Sample: Flow-Check

NOTE If the desired Lot already exists in the system, skip to step 5.

B
3 select “ﬁﬂ

' . On the Add Reagent Lot popup screen, input the lot number and expiration date,

IMPORTANT Verify input before selecting OK. Once saved in the system, The Lot number and Expiration
Date cannot be edited. A table with the ranges for each field is displayed. You should accept the default
ranges (but you have the option to modify if you want).

{mm/dd/yywy)

_—
Add Reagent Lot
Lot Number: “ Expiration Date;

4 select ok,

5 select &
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QC Process

6 The message Please press on the single tube door, and then wait for the system to release it is
displayed.

7 Open the door by pressing the top-middle part of the door in one single, solid motion.

NOTE If there is a tube present in the single tube loader, the message Please remove any tubes from
the Single-tube loader is displayed. Remove the tube and select OK.

8 Gently invert the Flow-Check Fluorospheres bottle repeatedly to completely suspend (no

visible pellet) fluorospheres and add >0.5 mL of undiluted Flow-Check Fluorospheres into a new
plastic polypropylene 13x75 mm tube,

9 Place the 13x75 mm tube (without cap) in Position 1 of the single-tube loader.

{;//” |
f/f{ |
vf’/::.[ "7‘,“""
/AW
i Rolando F. %‘g‘a
APODERA 35
M.N. 15202/ M.P. 18093 /

I Ié— 2023-40460568-APN-INPM#ANMAT

Pagina 46 de 161



3-6

Quality Control
QC Process

11 Enter Flow Check under Sample ID and select the following parameters,
* Sample ID: Flow Check
¢ Test: FlowCheck_Alignment
* Type:QC
* Control: Flow Check

o Lot: Select lot number

Sample Information * Request will be added

O Patient ® QC

Sample ID: iFicw Check

Test: thw?heck__Atigﬁment o
Type: Qc' ' v
Control: Flow Check o l : v
Lot: 9435208

12 close the single-tube loader door. The request is automatically added.

13 Follow the sample preparation progression on the Running tab of the workstation main screen.

14 When the Flow-Check run is complete, view the results in the Review tab.

Select stat to open the Single-tube door to retrieve the control tubes.

15 Priorto running AQUIOS STEM CD34 Control Cells eﬁm-check HPCV and count meet

specifications. // (\
Va /
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STEM Single (AutoLoader) - AQUIOS STEM CD34 L1 and L2 Control Cells

/\ CAUTION

Risk of erroneous results. There are 15 tests per level of AQUIOS STEM CD34
Control Cells. Each cap should have no more than 15 piercings.

/\ CAUTION

Make sure to correctly resuspend the cellular suspension by performing several
manual mixing steps per inversion (6-7 times). Visually verify that there is no
visible pellet of cells remaining in the tube.

NOTE The Control Cells qualify the system for use with all specimen types as outlined in Table 1.1.

IMPORTANT Use the Type 1 cassette (13x75mm) for AQUIOS STEM CD34 Control Cells Level 1 and Level 2.

IMPORTANT QC test failure or failure' to run QC tests (Flow-Check Fluorospheres and AQUIOS STEM CD34
L1 and L2 Control Cells) will result in a Missing QC flag being triggered for the patient test.

AQUIOS STEM CD34 Control Cells Level 1 and Level 2 are in vitro diagnostic medical reagents
intended to be used by laboratory professionals as process controls for the verification of the
parameters CD34 and CD45 as part of the AQUIOS STEM System on the automated AQUIOS CL Flow
Cytometry System. Refer to Table 1.1, System Parameters for a list of supported specimen types.

Adding Reagents

Refer to Table 3.1, AQUIOS STEM QC Workflow.

/\ CAUTION

Risk of losing on-hoard samples. Replacing reagents and opening the reagent
door while operating the Cytometer puts on-board samples at risk. Replacing
reagents while the system is running should be performed as quickly as possible
to avoid flagged results due to over lysing and over incubation.

T Sselect open Reagent Door. The open reagent door prompt will appear.

2 Press the reagent door to open it.

Table 3.2 Handling AQUIOS STEM Reagent Caps

Reagent

C ™\ Cap Action

~ ]

AQUIQS STEM Lysing Solution

Remove cagbefo;e“tgading into system.

AQUIOS STEM-Count Fluorospheres

Replace qegL/;Iér cap witlyﬂ screw cap with haole.

Monoclonal Antibodies & 7AAD Viability Dye Reagents

PN B75978AA

E\A. Cividino
Beckman Cotler Argentina S.A
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QC Process

3-8

/\ CAUTION

Risk of instrument damage. For the monoclonal antibodies and the 7AAD viability
dye reagents, ensure the shipping caps have been replaced with the pierceable
caps provided with the reagent packaging. For the AQUIOS STEM Lysing Solution,
remove the cap before loading into the system. For the AQUIOS STEM-Count, the
regular cap and seal foil have to be replaced with a screw cap with hole before
loading into the system. (see further instructions below and in reagent IFU).
Otherwise, the probe can be damaged.

IMPORTANT AQUIOS STEM-Count Fluorospheres should be vortexed for 10 to 12 seconds before placing in
the carousel.

IMPORTANT When prompted to re-mix AQUIOS STEM-Count Fluorospheres, remove the screw cap with
hole from the bottle and replace it with the standard cap before vortex mixing. After mixing, replace the
standard cap with the screw cap with hole before returning to the instrument.

At the end of the day, remove the AQUIOS STEM-Count Fluorospheres bottle from the system and replace
the screw cap with hole with the standard cap. Dry the inner surface of the screw cap with hole with low
lint tissue paper before storing in the kit box. Store the kit box at 2-8°c until the next use.

IMPORTANT An additional label on the side of the bottle allows the association between AQUIOS STEM
Lysing Solution and the kit lot number,

3 Addthe required reagents to the reagent carousel, refer to Table 3.1, AQUIOS STEM QC
Workflow, and insert an AQUIOS 96-deep well plate in the correct orientation, Make sure
reagent levels and number of unused wells are sufficient for the number of runs requested. If
needed, add or replace with new reagents as appropriate before proceeding to analysis.

Refer to Heading , AQUIOS STEM Replacement Procedures in CHAPTER 8, Adjustment and
Replacement Procedures.

a.

Place the vials of CD45-FITC /CD34-PE and 7AAD viability dye reagents in the carousel.
Mount the carousel containing the vials of monoclonal antibody reagents on the carousel
platform inside the reagent compartment,

NOTE When loading the carousel into the instrument, be sure to place it on the wheel and gently
turn it until it locks into position on the wheel,

Remove the cap and place the AQUIOS STEM Lysing Solution bottle in any of the three
available positions in the reagent compartment. Make sure the bar code label face outward.

Before testing or when a reminder pops up to remind mixing, with the original white cap
on, mix the bottle of AQUIOS STEM-Count Fluorospheres thoroughly. Remove the original
white cap and the aluminum heat seal (when applicable), and replace the original white cap
with the screw cap with hole that is provided with the kit. Place the AQUIOS STEM-Count
Fluorospheres in the bottle holder with the adapter, Make sure the barcode labels face
outward. '

NOTE Refer to the appropriate reagent IFU for d?’taili,én how té properly mix reagents.
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QC Process

4 Close the reagent door. The instrument scans the reagent barcodes.

A window appears to ask if Flow-Count Fluorospheres have been mixed. Select Yes if
Flow-count Fluorospheres were mixed. Select No if Flow-count Fluorospheres were not mixed
and open the reagent door to mix the beads.

NOTE For the AQUIOS STEM application you are using AQUIOS STEM-Count Fluorospheres, not
Flow-Count Fluorospheres even though the message says Flow-Count Fluorospheres.

Test
v FlowChack alignment
Stem Single
Stem Duplicate
Stem Panst
Plate: 1140606955

Lyse Flow-Count

Sheath: 138 Wells
LN

Has the Flow-Count been mixed within
the tast § minutes?

Cleaner:

»  FlowCheck Alignment
Stem Single
Stem Duplicate
Stem Panel
Plate; 1140606955

Test

QC # Lyse Flow-Count

4 4 65
7 32
s 4 21
34

F X omox %

Sheath: 138 Wells

d~_/v,

Gabrigla A. Cividino

iher Argentina S.A
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Cleaner:

o

39

|F-2023-40460568-APN-INPM#ANMAT

Pagina 50 de 161



Quality Control
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5 Usea pre-existing lot or add a new lot of AQUIOS STEM CD34 L1 and L2 Control cells and add a
request.
¢ Refer to Starting AQUIOS STEM CD34 L1 and L2 Control Cell QC With Pre-Existing Lot to use
a pre-existing lot.
* Refer to Adding New Lots of AQUIOS STEM CD34 L1 and L2 Control Cells using QR Code to
automatically add a lot with a barcode.

* Refer to Adding New Lots of AQUIOS STEM CD34 L1 and L2 Control Cells Manually to
manually add a lot.

6 1f you select Pause for QC, once QC samples have completed analysis, the autoloader remains
Y p p y
paused if QC fails so that the problem can be corrected before running subsequent samples. If

QC passes, the autoloader continues processing additional cassettes in the autoloader following
the list of samples to run in the Request folder.

7 Gently roll/invert the control reagent to mix the product in a manner similar to the handling
of a whole blood specimen (mixing with vortex or a rotator is not recommended).

Gabridla A. Cividino
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QC Process

8 nsert control tubes into cassette #1 in the proper configuration with the barcode facing
outward.

NOTE Referto AQUIOS CL Flow Cytometer IFU, Chapter 5, for details on how to properly insert tubes into
the cassette.

9 Place the cassette onto the cassette loadmg area ( above@er}/’w

— 1,‘,,;- - o

1 0 Follow the sample preparation progression on the Runmg)g tab of tHe workstation main screen.
i
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11 After the control tubes have ejected from the cytometer, the cassette will be moved to the

unloading area below the autoloader. Remove and store the control tubes properly until next
use.

Adding and Using AQUIOS STEM CD34 Control Lots

Adding New Lots of AQUIOS STEM CD34 L1 and L2 Control Cells using QR Code

T select T on the right side of the workstation main screen and the Barcode Reagents screen
will appear.

2 Afterthe system scanner light turns on, scan the QR code for the L1 and L2 control cells on the
corresponding assay sheets.

3 Select OK on the Barcode Reagents screen.

Adding New Lots of AQUIOS STEM CD34 L1 and L2 Control Cells Manually

1 Sselect Setup on the workstation main screen.
2 Select Reagent Info tab on the left side of the main screen.

3 Select the following parameters:

* Test: STEM Single.

* Reagent/Sample: STEM CD34 - Level 1 or STEM CD34 Level 2
"

_ /
4 select % . On Add Reagent Lot popup screen, input the lot number and expiration date.

) // \ f

2 \

4 1/
/z\ A /’/
A ijJ /]

0 Rolando F. Bornia
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IMPORTANT Verify input before selecting OK. Once saved in the system, it cannot be edited.

Add Reagent Lot

Lot Number: 1[ 1 Expiration Date:|__/_ /
{mm/dd/yyyy)

5 Sselect ok.

6 select Edit. The In Edit Mode screen is displayed.

Test: Stem Siﬂgié il 7 vl

Reagent/Sample: STEM CD34 - Level 1 i

Lot Number: 126350062

Expiration: [10/21/2021 | CAL Factor: |
{mm/ddiyyyy)

Note: Percents must be entered as decimal. Example 20% = .2

‘ Result Min  Max

|CD34+ Leukocytes Percent ’

45+ Count/ul.

[

PN B75978AA Gabriely W, Cividino s
Beckman Caukér Argentina S.A
FARIMACEUTICA
M.N. 15202/ M.P. 18093 |F-2023-40460568-APN-INPM#ANMAT
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7 Using the assay sheet, enter assay values for the following MIN and MAX parameters as shown
in the example of assay sheet shown below:
¢ Percent Positive CD34+
NOTE For Percent Positive, ensure that the values within the parentheses from the assay sheet are
used. For example, (“0.0020").
o Absolute Number
NOTE From CD34+ and CD45+.
[ivE] AQUIOS STEM CD34 Control Cells
Table of Expected Results 43667
‘ma | 11300063 —
& [ 20210807 ’
Level 1 , ‘
| l Perc%v:‘r‘isitive E Min ® | Max ® Abs(cél:‘t F:Sbet | Min : Max
1 | .21 | 0.14 028 128 7.7 { 18.1
| D34+ | 1.0021) | 001y (.0028) |
| CD45+ ] 6250 s | s |
3 - based or BLkeoytes
b - i gese of marua entry, values “wst e entsred as shovn 1 oarentbeses
IMPORTANT: The Expratien date is dispiayed as YYYY-MK-DD. i enlering the Lot and Exaraton information manuslly
the expiation date must be enered in the software n the foliowing format MMDDIYYYY
8  select save.
h
- \)
Iy . \ \_‘\ N " z} )
' ) ornia
Beckman Couligr Argentina S.A Ro‘andO F. *\B m
3-14 AACEUT , PN B75978AA
FARIACEUTICA , ER DO
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Starting AQUIOS STEM CD34 L1 and L2 Control Cell QC With Pre-Existing Lot

T select ® "~ on the workstation main screen and then select : .
The Add Request screen appears.

Add Request
O Patient ® QC
Sampte D:

Test:

Type:

Controt: Tetra 2+
Tetra Combo

Lot: Stem Single
FlowCheck_Alignment

O Pause for QC

2 select QcC.

3 Select the test STEM Single .

4 select the ) icon on the Add Request screen. After the system scanner light turns on scan
the barcode on the control cell vial.

NOTE Screen will automatically switch from Patient to QC if the lot number already exists in the system.

5 Ssample ID field will automatically populate with the control lot number on the vial when
scanned.

NOTE Refer to AQUIOS CL Instructions for Use for more information on barcodes.

6 Verify and confirm the following parameters:

TN

¢ Test:.

* Type:QC A
¢ Control: STEM CD34 - Level 1 or STEM CD34 - Level 2 /
° Lot: Confirm the lot number /

PN B75978AA 3.15
Gabrigla A. Cividin
Beckman CoVilter Argenﬁ?}a S.A A
FARMACEUTICA | _ : B
M.N. 15202/ MP, 18093 IF-2023-40460568-APN-INPM#ANMAT
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7 1f you select Pause for QC, once QC samples have completed analysis, the autoloader remains
y P y
paused if QC fails so that the problem can be corrected before running subsequent samples. If

QC passes, the autoloader continues processing additional cassettes in the autoloader following
the list of samples to run in the Request folder,

QC Screen

3-16

The Results tab on the QC screen tracks the changes over time in HPCV (Half Peak coefficient of
variation) for FS, FL1, FL2, FL3, FL4 and FL5 parameters using Flow-Check Fluorospheres. This data
reflects performance and stability of the instrument over the specified period.

NOTE Under Test, switch between FlowCheck_Alignment for Flow-Check results and Stem Single for

Control Cells results.

o

Gabriela A. Clv dinc
Beckman Coulter Argentina S.A
FARN 1ACEUTH,1\

M.N. 15202/ M.P. 18093
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Figure 3.1 Results Tab Screen: Flow-Check Fluorospheres

Lot 435203
Istrument:  BAS4086

Quality Control 3
QC Screen

Table 3.3 General Table on QC Screens: Defined

1 | Exclude Checkhox: Use the checkbox to eliminate this run fromthe | 7 Min: The lowest value of all the non-excluded runs listed.
QC range calculation and select

2. | Lot: Control reagent lot number used for the specified QC run. 8 Max: The highest value of all the non-excluded runs listed.

3 | Date run: The date on which the selected QC run was performed. 9 CV: The coefficient of variation of all the non-excluded runs listed

(Standard Deviation/Average) x 100.

4 | Results: The QC results quantitatively for the selected QC run. The 10 | StDev: The standard deviation of all the non-excluded runs listed.
results displayed depend on the selected test.

5 | Lot: The lot numbers of the control reagent for all of the runs listed. | 11 | Period: Select the number of months to display in each graph.

6 | Average: The average of all the non-excluded runs listed. 12 | elQAP: Refer to Setting Up IQAP Export.

NOTE Summary statistics are listed at the bottom of the graphs. Use the vertical scroll bar to access all

statistics. The customer can move the region.

d‘//

Gabrjdla A. Cividino
Beckman Odulter Argentina S.A
FARLIACEUTICA
M.NL 15202/ M.P. 18093

PN B75978AA
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QC Reports

AQUIOS STEM (Single Tube Loader) Flow-Check Fluorospheres QC Result Examples

Figure 3.2 Results Tab: Flow-Check Fluorospheres Report Page 1

3-18

Sample ID: 89352285090 Test: FlowCheck_Alignment v1.0
Run Date: 11 Jun 2021 08:10:01 Analysis Date: 11 Jun 2021 08:10:01
User: Admin Collect Date:
Specimen Type: Control Patient Name: Flow Check
Patient ID: Lot: 9435283 Gov. ID:
Status: Location:
Gender: Date Of Birth:
Physician: Physician Code:
Instrument Serial #: BA44086
Run Flags:
Run Notifications:
Comments:
Al Data Points
oo~ T 300-7 %00~
i ‘ 1
£ seats i f |
i 1
| |
| |
i P
Result IValue |Flag |Normal Range Action Range
FS Count 5,000 4,000-6,000
FS Mean 399.25
FS HPCV 0.78% 0.01%-4.00%
FL1 Mean 419.99
FL1 HPCV 1.71% 0.01%-4.00%
FL2 Mean 412.61
FL2 HPCV 1.56% 0.01%-4.00%
FL3 Mean 386.97
FL3 HPCV 1.64% 0.01%-4.00%
FL4 Mean 395.90
FL4 HPCV 1.81% 0.01%-4.00%
FL5 Mean 450.41 e —
FL5 HPCV 2.09% 0.01%-7.00%
lSignature: l

NOTE The region can bq’}nanually adjusted in order to capture all the fldomséﬂeres.
{7 é«f

] o

i

Gabriely A. Cividino
Beckman Colter Argentina
FARIMACEUTICA
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AQUIOS STEM Single (Auto Loader) - AQUIOS STEM CD34 Control Cells Level 1 & 2
QC Result Examples
Figure 3.3 Results Tab Screen: AQUIOS STEM CD34 Control Cells Level 1 (Run with AQUIOS STEM Single)

Test: Stem Single v Control: STEM CD34 - Level 1 Lot 10180063 - Month: Aprit < ver 2021 - @l
3 Show Patient Runs instrument: &m "] Period: 1 i
Vizble CO34+ HPC Count (cefisiul) Viable Leukocytes Count (celisiul)
16.00 e, MVBOORS, 9.009.00
2 { . |1 1a%0 §000.00
O oteoses ewzr 787 i el ) ) ) A - I o oo s
O emes w2 073 i O N s
7 1ove0e anva a1 3 e «‘\"_//'\\ swow prsssaeraies TR St
10780083 | 4/15/2621 826 3 i . e : - V - » 500000
. saoeo
045 04710 0415 bazo 045 04730 5 oatg o415 04720 04i26 0430
Viable CD34+ HPC % {of Viable Leukocytes)
0.25% e 10180063
0.20%
0.15% i SRl
0.10%
o o ED ES wa )
R e e G/ S
: s i o haE aos
MCD%HPCCM!«I{NU vmaoos: £83 ‘757 951 ‘! 074 k
 Viabls Leukocytes Count toels/ul) 10180063 653489 16.121.83 7,22383 578% 37772

@BECKMAN

Test: Stem Single ~  Control: STEM CD34 - Level 2 v Lot: 10180064 v Manth: April v Year: 2021

0 Show Patent Rns instrument:  All ~ Period: 1 v i g :

Viable CD34+ HFC Count (celis/ul) Viable Leukocytes Courit (cellsiuL)
4 10780064 8 10160054

101004 452021 s00 T R T e e \ R R R
180084 4 Y ! 700000 y
010085 4122021 250 X - A\h““ B \',r*"

71 oteotss anaaen 3160

T | 1oeccss 62021 2878 200,
2000 800080
600 2.00000
= o s s s ) s o owie e s )

Viahls CD34+ HPC % (of Viable Leukocytes)

Viabie CD4e HPC Court feslaul 0100064 3157 2050 |
Visble Leukocytes Caunt Goslo/il) 1010064 6697.32 630114 716641 520% | waz7

“- g C)"’V/ /i t -
P ISRTEMA Gabn a A. Cividino H ancd . Bornia 3-19
Beckman C#ulter Argentina S.A

{ACEUTIC A =y
M-f\’F~A1R5%(ﬁzz(?’i'}-g1%5?093 | _-E) 04 6 ggg PN-INPM#ANMAT
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AQUIOS STEM Single (Auto Loader) - AQUIOS STEM CD34 Control Cells Level 1 & 2

QC Result Examples

Figure 3.5 Results Tab Screen: AQUIOS STEM CD34 Control Cells Level 1, Page 1 (Run with AQUIOS STEM

Single)

Sample ID:
Run Date:

User:

Specimen Type:
Patient ID:
Status:

Gender:

Physician:

Instrument Serial #:

Report:
Run Flags:
Run Notifications:

Comments:

Cefsmd o Bandy

10180063 Test: Stem Single v1.0

18 Mar 2021 09:16:45 Analysis Date: 18 Mar 2021 09:16:45

Admin Collect Date:
Blood Control Patient Name: STEM CD34 - Level 1
Lot: 10180063 Goyv. ID:
Location:
Date Of Birth:
Physician Code:
BA44086 Harvest Volume (mL): 0
Well 1 Weight (kg): 0 Dilution: 0
Tab 1 Tab 2
e ot siompons

OO

AiDsaPonls

© ez
[

1%

9, 66 X0 K R

oo

[

CovsadoBeats

ALeMEDH

SRS
a0 ARID

3-20
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Figure 3.6 Results Tab Screen: AQUIOS STEM CD34 Control Cells Level 1, Page 2 (Run with AQUIOS STEM

Single)
Sample ID: 10180063 Test: Stem Single v1.0
Run Date: 18 Mar 2021 09:16:45 Analysis Date: 18 Mar 2021 09:16:45
Result [value [Flag |Normal Range |Action Range
Viable CD34+ HPC Count (cells/uL) 12.12 7.20-16.80
Viable Leukocytes Count (cells/ul.) 6,526.36 5,451.00-7,527.00
Viable CD34+ HPC % (of Viable Leukocytes) 0.19% 0.11%-0.25%
DF: Dilution Factor 0.00
Viable CD34+ HPC Count {cells/uL) (x DF) 0.00
Viable Leukocyte Count (celts/uL) (x DF) 0.00
HV: Harvest Volume (mL) 0.00
Viable CD34+ HPC Count (x DF x HV) 0.00
BW: Body Weight (kg) 0.00
Viable CD34+ HPC Count per kg (x DF x HV / BW)
CAL 989
Statistic IVaIue IFIag [Normal Range Action Range
**CD34+ Viability % (of total CD34+) 100.00%
**Total CD34+ HPC Count (cells/uL) 12.12
*WBC Count (cells/uL) 6,526.36
**Sample Viability % (of WBC) 100.00%
“*DF: Dilution Factor 0.00
**Total CD34+ HPC Count (cells/uL}) (x DF) 0.00
**WBC Count (cells/ul) (x DF) 0.00
**Viable Events 76,508
**Viable Leukocytes Events 76,495
**Viable CD34+ HPC Events 142
“*Single Beads Events 11,592

Signature:

er Argentina S.A
FARMACEUTICA
M.N. 15202/ M.P. 18093
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Figure 3.7 Results Tab Screen: AQUIOS STEM CD34 Control Cells Level 2, Page 1 (Run with AQUIOS STEM

Single)
Sample Tk 10180064 Test Stam Single v1.0
Run Date: 18 Mar 2021 08:23:47 Analysis Date: 18 Mar 2021 09:23:47
User: Admin Coliect Dats:
Specimen Type: Blood Gontrol Patient Mamea: STEM CD34 - Level 2
Patient {D: Lot 10180064 Gov. IDx
Status: Location:
Gender: Date OF Binh:
Physician: Physician Code:
Instrument Serial & BA44086 Harvest Volume (mL): 0
Feport: Well 1 Weight {kg}: © Dilution: 0
Fiun Flags:
Run Notifications:
Commants:

Tab 2

e

x et e M
wpowE i

** Population Statistios

\,

et
&
—
—
C

C}(’ do F. Bgrnia
A. Cividino |
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3

Figure 3.8 Results Tab Screen: AQUIOS STEM CD34 Control Cells Level 2, Page 2 (Run with AQUIOS STEM

Single)
Sample ID: 10180064 Test: Stem Single v1.0
Run Date: 18 Mar 2021 09:23:47 Analysis Date: 18 Mar 2021 09:23:47
Result IVaIue lFlag INormaI Range IAction Range
Viable CD34+ HPC Count (cells/uL) 37.63 23.90-43.50
Viable Leukocytes Count (cells/uL) 6,585.61 4,978.00-7,466.00
Viable CD34+ HPC % (of Viable Leukocytes) 0.57% 0.42%-0.66%
DF: Dilution Factor 0.00
Viable CD34+ HPC Count (cells/uL) (x DF) 0.00
Viable Leukocyte Count (cells/uL) (x DF) 0.00
HV: Harvest Volume (mL) 0.00
Viable CD34+ HPC Count (x DF x HV) 0.00
BW: Body Weight (kg) 0.00
Viable CD34+ HPC Count per kg (x DF x HV / BW)
CAL 989
Statistic IValue |Flag INormaI Range Action Range
**CD34+ Viability % (of total CD34+) 100.00%
**Total CD34+ HPC Count (cells/uL) 37.63
“*WBC Count (cells/uL) 6,585.61
**Sample Viability % (of WBC) 100.00%
**DF: Dilution Factor 0.00
**Total CD34+ HPC Count (cells/uL) (x DF) 0.00
**WBC Count (cells/uL) (x DF) 0.00
**Viable Events 76,492
**Viable Leukocytes Events 76,477
**Viable CD34+ HPC Events 437
**Single Beads Events 11,485
Signature: )
/ ™\
/ \
/ \
/
/|
| / /
| / y
A i/
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Interlaboratory Quality Assurance (IQAP)

3-24

The Interlaboratory Quality Assurance Program (IQAP) is a Beckman Coulter program available to
you through enrollment that complements and enhances your laboratory’s in-house quality
control. IQAP lets you submit your control recovery data to Beckman Coulter and in return, receive
apersonalized report that summarizes your results and compares them to those of your peer group
(pool).

Before Setting Up IQAP Export

Before you export an IQAP file, you must register your AQUIOS instrument with IQAP. The IQAP
group will assign an IQAP ID number for your AQUIOS.

1 Using an internet connected computer, navigate to website,

https://gqspweb.beckmancoulter.com
and follow the instructions on the website to create an account and register your instrument.

2 Onthe AQUIOS main screen, select

3 oOnthe Setup screen, select

4 0on the System Setup screen, enter your IQAP ID number and select

QAP Settings

QAP 1D: EW

e’

B4

d

Vy ! I/!i
J

//’ § i’\ it g !‘
] ) 74 q \‘:E,uivi\/llj;// ~
\ G ( N .
GabrieldA. Cividino Rotando F. B}/ mia
B e APODERADO
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Setting Up IQAP Export

S

1 onthe QC Results Tab Screen select

AT

NOTE Use the elQAP button to export IQAP control data files.

Figure 3.9 QC Results Tab Screen: Export IQAP

7

Test: Stem Single v Controt: STEM CD34 - Level 2 ~  Lot: 10180064 ~  Month: April

O Shew Patient Runs Instrument: Al ~ Period: 1
wﬁm Viabie CD34+ HPC Count (cellsiuL) =
A ey
C . 565257 .
i Z ) 715541 oo D Ry
Ieogsa ai220m1 2230 630739 ,/A\ .
1otames 4132021 380 60053 o , Wz,
0180064 47152021 2875 55055 D s
200
50
a5 o D416 o420 0425 04120

Viabte CD34+ HPC % {of Viable Leukocytes)

Runs included: 6076 |

2 Choose alocation to export (save) the IQAP control data file. i

Figure 3.10 Export IQAP control data file
T R

Export IQAP to ...

g
Select Folder: m
:-Deskmp -
3 Control Panel
D}
Gy Libraries
| s Network
| @ Onelrive - Danaher
& Recycle Bin
88 This PC
g Windows {C:)
| @ SRecycle.Bin
W SWINDOWS.~BT
© s SWindows.~WS Gabriela\A. Cividino
| ~MSSETUP.T LT Beckman Coulter Argentina S.A
wed FARMACEUTICA
M.N. 15202/ M.P. 18093

APODERADO

PN B75978AA 3-25
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3 Make a note of the location of the saved IQAP control data file, you will need to know the file
location when you upload it to the IQAP website.

Refer to the Cytometry Interlaboratory Quality Assurance Program Procedure Manual for
instructions for uploading your control data files. See Related Documents,

| Y B, 3
\
)
// 2
VAR A
/ { /
/ | /
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‘ i/, """" g //
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Overview

CHAPTER 4

Sample Analysis

F

PN B75978AA

IMPORTANT Before performing an analysis using the AQUIOS STEM application, ensure you are thoroughly
familiar with the operating procedures in the AQUIOS CL Flow Cytometer Instructions for Use manual.

This chapter contains the following sections:

L]

Test Description

AQUIOS STEM Application Workflow
Sample preparation

Storage Conditions and Stability
AQUIOS STEM Testing Workflow
Create a Request

Load Sample in the Instrument
Options for Running Specimens
Logging In Controls

Running Samples Using the Autoloader
Running Samples Using the Single-tube Loader

C—_
Gab A. Cividino
Beckman Coulter Argentina S.A

FARMACEUTICA
M.N. 15202/ M.P. 18093

Rolando F. Bgrnia
APODERADO

41
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Sample Analysis
Test Description

Test Description

Three AQUIOS STEM tests are available in the AQUIOS STEM application:

* Stem Panel: Run test in duplicate plus negative control (3 wells)
¢ Stem Duplicate: Run test in duplicate, no negative control (2 wells)

* Stem Single: Run test in single, no negative control (1 well)
Refer to Table 4.1, Test Descriptions for the list of AQUIOS STEM kit reagents necessary for each test.

Table 4.1 Test Descriptions

Test Name Reagent Test Description
CD45-FITC / 7-AAD CD45-FITC/ Lysing STEM-Count
CD34-PE Viability | Isoclonic Control | Solution | Fluorospheres
Dye
StemPanel @A - ’ % Run tests in duplicate plus
Soas L o o | negative control (3 wells)
Stem X | X | Runtests in duplicate, no
Duplicate [ negative control (2 wells)
Stem Single ; L X S Single test (1 well)

AQUIOS STEM Application Workflow

When running samples using the AQUIOS STEM application with Single, Duplicate, and Panel tests,
each test goes through four stages:

Preparing The specimen, monoclonal antibodies, and 7AAD viable dye are aspirated, dispensed
and then mixed in the designated well of the 96-deep well plate. Refer to Table 4.2.

Incubating An approximate 15-minute incubation allows proper staining of the specimen by the
monoclonal antibodies. Refer to Table 4.2.

Lysing The lysing system is dispensed into the well containing the stamedwspeetmgn to Iyse the
RBCs and preserve the WBCs. Refer to Table 4.2.

Analyzing The AQUIOS STEM-Count Fluorospheres are added to the prepared sample mt/o the well
and the mixture is passed through the flow cell to obtain the sample resul'g,s/ Refer to

Table 4.2.
]
J’/
(fj\'ﬁ/
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Table 4.2 Processing Samples Using the STEM Application

Sample Analysis 4
AQUIOS STEM Application Workflow

PREPARING INCUBATING LYSING ANALYZING

1. User loads specimen?, 1. About 15 minutes. 1. AQUIOS STEM Lysing 1. AQUIOS STEM Kit

2. Specimen is mixed and Solution is added to the STEM-Count
aspirated from the collection well. Fluorospheres are
tube. 2. Solution is mixed. added into the well.

3. Specimenisdispensedintoa 3. Lysing, including 2. Solution is mixed.
microtiter plate well. incubation, for about 15 3. Sample is aspirated.

4. Antibodies are added to the minutes. 4. Sample is analyzed by
well. flow cytometry upto 5

5. Suspension is mixed. minutes.

a. When using the autoloader, specimens are automatically mixed. When using the Single-tube Loader, mix the collection tube as instructed *

before loading the specimen tube. (Refer to Chapter 5 in the AQUIOS CL Flow Cytometer Instructions for Use manual for details.)

Sample preparation

* Retain fresh specimens in blood collection tubes at recommended temperature depending on
the specimen type, between 18°C and 25°C (64.4°F and 77°F) or between 2°C and 8°C (35.6°F and

46.4°F).

* Fresh samples are ideally analyzed as soon as possible after drawn, refer to Storage Conditions
and Stability for storage conditions for each sample type.

¢ Make sure each patient specimen tube to be loaded complies with the minimum running
volume. When using the autoloader, ensure that the specimen tube has a barcode on it before
loading it to the system. Refer to Table 4.3, Refer to AQUIOS CL Instructions for Use for complete
list of specimen tubes for the Autoloader and Single-tube loader.

Table 4.3 Minimum Specimen Volume Required per Specimen Tube

Specimen Tube Size Minimum Volume

13 mm x 75 mm 750 pL

13 mm x 100 mm 750 pL

16 mm x 100 mm 1000 pL

10.25 mm x 50 mm 650 pL

Sarstedt 13 mm x 75 mm 750 pL

Sarstedt 13 mm x 90 mm 750 pL S

Sarstedt 11 mm x 66 mm 750 pL \

Sarstedt 15 mm x 92 mm 1500 pL /’/

Sarstedt 13 mm x 65 mm 750 L r M\)
| i /
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AQUIOS STEM Testing Workflow

Storage Conditions and Stability

Non-Frozen Specimen

Fresh samples are ideally analyzed as soon as possible after drawn, but no later than described
below.

¢ Normal whole blood samples are stable for up to 20 hours if stored between 18-25°C (64-77°F).
* Mobilized whole blood samples are stable for up to 20 hours if stored between 18-25°C (64-77°F).
* Cord blood samples are stable for up to 24 hours if stored between 18-25°C (64-77°F).

*  Apheresis samples are stable for up to 24 hours if stored between 2-8°C (35-46°F).

* Bone marrow samples are stable for up to 24 hours if stored between 2-8°C (35-46°F).

For best staining results, the following rules should be applied:

¢ Viable Leukocytes below 30000 Cells/uL
* Viable CD34+ HPC cells below 1000 Cells/uL

Frozen Specimen Type

Frozen samples should be processed within 15 minutes after thawing and kept on ice.

Beckman Coulter recommends using the Single Tube Loader function to analyze thawed samples.
Frozen samples should not be rerun,

In case of rerun, a new aliquot should be thawed.

Reagents
Refer to the appropriate package inserts for information on reagent stability.

* AQUIOS Cleaning Agent

* AQUIOS Sodium Hypochlorite Solution
*  AQUIOS Sheath Solution

* AQUIOS STEM Kit Reagents

¢ AQUIOS STEM CD34 Control Cells

¢ Flow-Check Fluorospheres

AQUIOS STEM Testing Workflow

1 perform AQUIOS Startup. /

P e
Refer to the AQUIOS CL Flow Cytometer Instructions for Use rr;anual; as ngeded Make sure
AQUIOS CL Startup is completed and acceptable. Refer tq C /apter 3, Daﬂy Startup inthe AQUIOS
CL Flow Cytometer Insfructions for Use manual. /

PN B75978AA
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Sample Analysis 4
AQUIOS STEM Testing Workflow

2 Load AQUIOS STEM Kit reagents. The application specific reagents are automatically scanned
by the system once they are loaded in their respective holders.

/\ CAUTION

Risk of losing on-board samples. Replacing reagents and opening the reagent
door while operating the Cytometer puts on-board samples at risk. Replacing
reagents while the system is running should be performed as quickly as possible
to avoid flagged results due to over lysing and over incubation.

/\ CAUTION

Risk of instrument damage. For the monoclonal antibodies and the 7AAD viability
dye reagents, ensure the shipping caps have been replaced with the pierceable
caps provided with the reagent packaging. For the AQUIOS STEM Lysing Solution,
remove the cap before loading into the system. Forthe AQUIOS STEM-Count, the
regular cap and seal foil have to be replaced with a screw cap with hole before
loading into the system. (see further instructions below and in reagent IFU).
Otherwise, the probe can be damaged.

IMPORTANT AQUIOS STEM-Count Fluorospheres should be vortexed for 10 to 12 seconds before placing in
the carousel.

IMPORTANT When prompted to re-mix AQUIOS STEM-Count Fluorospheres, remove the screw cap with
hole from the bottle and replace it with the standard cap before vortex mixing. After mixing, replace the
standard cap with the screw cap with hole before returning to the instrument.

Make sure AQUIOS STEM kit reagents were loaded and scanned correctly.
¢ Place the vials of CD45-FITC /CD34-PE and 7AAD viability dye reagents in the carousel.

NOTE When using STEM Panel test, you must also place a vial of CD45-FITC/ Isoclonic Control in the
carousel. Refer to Table 4.1, Test Descriptions.

* Mount the carousel containing the vials of monoclonal antibody reagents on the carousel
platform inside the reagent compartment

NOTE When loading the carousel into the instrument, be sure to place it on the wheel and gently
turn it until it locks into position on the wheel.

* Remove the cap and place the AQUIOS STEM Lysing Solution bottle in any of the three
available positions in the reagent compartment. Ensure the bar code label faces outward.

* Before testing or when a reminder pops up to remind mixing, with the original white cap
on, mix the bottle of AQUIOS STEM-Count Fluorospheres thoroughly. Remove the original
white cap and the aluminum heat seal (when applicable), and replac% the original white cap
with the screw cap with hole that is provided with the kit. Place th¢ AQUIOS STEM-Count
Fluorospheres in the bottle holder with the adapter. Mz}ke sure t}h’éfbér cfode label faces

outward. / =
f v

NOTE Refer to the apgropriate reagent IFU for details grx.}ﬁéﬁ to propeiv4y yux reagents.

WU/
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AQUIOS STEM Testing Workflow

* Insert an AQUIOS 96-deep well plate in the correct orientation. Make sure reagent levels
and number of unused wells are sufficient for the number of runs requested. If needed, add
or replace with new reagents as appropriate before proceeding to analysis.

At the end of the test day, remove the STEM-Count bottle from the system and replace the
screw cap with hole with the standard cap. Dry the inner surface of the screw cap with hole with
low lint tissue paper before storing in the kit box. Store the kit box at 2-8°c until the next use.

Store the AQUIOS STEM Lysing Solution bottle at room temperature.

3 Ensure Quality Control checks have been completed and are acceptable within 24 hours using

AQUIOS STEM CD34 Control Cells Level 1 and level 2. Refer to Chapter 4, Quality Control in the
AQUIOS CL Flow Cytometer Instructions for Use manual as needed

Create a Request

1 select on the workstation main screen and then select -,
The Add Request screen appears.

Add Request
@ Patient ©QC

Sample ID: [

Test: {Select Test

Type:
Control:

Lot:

O Pause for QC

2 Select Patient.

3 Sselectthe @&@ icon on the Add Request screen. After the system scanner light turns on scan
the barcode on the control cell vial. J

NOTE It is possible to manually populate the Sample ID field. / / \§

NOTE Refer to AQUIOS CL Instructions for Use for more infflr‘r‘né@ or baf/odes.

M Cy N f‘*} &/
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AQUIOS STEM Testing Workflow

4 Select an AQUIOS STEM test.
Three AQUIOS STEM tests are available: Stem Single, Stem Duplicate or Stem Panel.

Add Request
® Patient O QC
Sample ID: [ | (S

Tests Select Test =
Specimen Typer T 1.

etra 1

Patient Name: (Tetra 2+
Tetra Combo
Patient 1Dt PLG

. FlowCheck_Alignment
Status: Stem Single
Location: Stem Duplicate

Stem Panel
Gender: stect

Physician Name: \T

Physician Code: L

5 Select the Specimen Type.

Five specimen types are available:

* Apheresis

* Bone Marrow

* Cord Blood

¢ Mobilized Blood
¢ Whole Blood

Add Request
@ patient © QC
sample: |

Test:

Stem Panel
Specimen Type:

Patient Name:

‘Apheresis
Patient ID: Bone Marrow

Cord Blood
Status: Mobilized Bload
Location: ‘_M“"‘i ?“"’d

Gender: Selact @
Physician Name: |

W\_‘
Gabrickk A. Cividino
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Sample Analysis
AQUIOS STEM Testing Workflow

6 Enter Harvest Volume, Patient Weight and Dilution Factor information,

/\ CAUTION

Risk of erroneous results. If no values are entered for these parameters, the
instrument will default them to 0. This will cause some calculations in the results
page to equal 0. Input “1” for Harvest Volume, Weight, and Dilution if these fields
would have otherwise been left blank.

The harvest volume (Harvest Vol. (mL)) of the sample, the patient weight (Weight (kg)) and the
dilution factor of the tested sample (Dilution) are available as shown above in the Add Request
screen. The values can be integer or with decimals, the maximum number of digits is 5.

* Harvest Vol. (mL) should be expressed in milliliter unit.
*  Weight (Kg) should be expressed in Kilogram unit.

¢ If the Dilution of the sample is 1:10, the entered value will be 10 (Note: 1:10 equals 1 part of
sample plus 9 parts of diluent).

* Enter additional information if necessary, in the Add Request screen: Collect Date, Patient
Name, Status, etc,

7 When finished entering information on the Add Request screen, select OK.
A

Load Sample in the Instrument

1 Gently roll/invert the sample tube to mix the product (mixing with vortex or a rotator is not

recommended), ~
.l

B

O
i { ; /%JVU V, 4

A\ / b
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Sample Analysis 4
AQUIOS STEM Testing Workflow

2 Insert sample tubes into a cassette that matches the tube size in the proper orientation with the
barcode facing outward.

NOTE Refer to AQUIOS CL Flow Cytometer IFU, Chapter 5, for details on how to select the appropriate
cassette and properly insert tubes into the cassette.

vV X X

3 Place the cassette onto the cassette loading area (above autoloader). )
/
> A

4 rollow the sample prepanation progression on the Running tab }fﬂ% wor}és‘?&/on main screen.,

| p

/7/ 11 /
& C' / { “J”{g(’”é;// B
abrielg A. Cividino
PN B75978AA Beckman Crou te;/\rgemma S.A ROlahd’q/F o i a
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Sample Analysis
Options for Running Specimens

5  After the sample tubes have ejected from the cytometer, the cassette will be moved to the

unloading area below the autoloader. Remove the sample tube and store properly if it might be
used again. Refer to Storage Conditions and Stability

Options for Running Specimens

| 2\ WARNING

Risk of personal injury or contamination:

* If not properly shielded while using the instrument, it is possible to become
injured or contaminated. To prevent possible injury or biological
contamination, you must wear proper laboratory attire, including gloves, a
laboratory coat, and eye protection.

*  Operating the instrument while the waste level sensor is disconnected can
cause biological contamination. To prevent biological contamination, do not
operate the instrument while the waste level sensor is disconnected.

/\ CAUTION

Risk of clogging or erroneous results if samples contain clots, fibrin strands, or
cellular debris, or if samples are lipemic. Use good laboratory practices and follow
your laboratory procedures for specimen handling and/or inspection prior to
placing on the system.

Specimen tubes can be loaded in the autoloader or the Single-tube Loader. The Single-tube Loader
functions as a stat loader. A higher priority is given to a specimen tube loaded into the Single-tube
Loader; therefore, it will be processed ahead of the specimen tubes loaded in an autoloader cassette.

For the AQUIOS STEM application, the autoloader has continuous loading capability with up to 15
runs (15 specimens in Single, 7 in Duplicate, and 5 in Panel) in order to avoid overincubation with
the lysing reagent. The specimens are automatically processed according to the unprocessed stack
cassette position (bottom to top) at the top of the autoloader holder and according to the sample
position within a cassette (position 1 to 5). Place the cassette that you want to run first at the bottom
of the unprocessed stack and place the specimen you want to run first in position one (1) of the
cassette. Refer to Running Samples Using the Autoloader in €hapter 5, Sa‘ignple Processing in the
AQUIOS CL Flow Cytometer Instructions for Use manual, /

/

The AQUIOS Tetra tests can be simultaneously loaded on the AQUIOS gﬂ/ Flow\‘Cytometry system
with AQUIOS STEM Tests. The AQUIOS Smart Scheduler trackj requests for bo}ch tests as they
proceed from sample pyatlon to analysis. Ensure that the app‘roprlate Q¢ has been run for the
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Sample Analysis 4
Logging In Controls

AQUIOS Tetra tests prior to loading patient samples. Ensure that the appropriate and sufficient
AQUIOS Tetra reagents are loaded. Refer to AQUIOS Tetra System Guide for more information.

NOTE Wait until the AQUIOS instrument displays green light on autoloader and status bar to process
additional samples.

Logging In Controls

For detailed information on Logging In Controls, refer to Chapter 11, Replacement Procedures in
the AQUIOS CL Flow Cytometer Instructions for Use manual.

Running Samples Using the Autoloader

For detailed information on Running Samples Using the Autoloader, refer to Chapter 5, Sample
Processing, in the AQUIOS CL Flow Cytometer Instructions for Use manual.

Running Samples Using the Single-tube Loader

For detailed information on Running Samples Using the Single-tube Loader, referto Chapter 5,
Sample Processing in the AQUIOS CL Flow Cytometer Instructions for Use manual.

i g
" | /
W
g |
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Sample Analysis
Running Screen

Running Screen

The Running screen (Figure 4.1) tracks any samples currently being processed by the Cytometer.
The sample workflow is displayed on the screen (Running) as the sample progresses from one stage
to the next (from Preparing to Analyzing). The Details portion of the screen provides visibility and
the specifics of each stage, including timing,

Figure 4.1 Running Screen

Sample 1D Mame Type Test Name Run Status Start Date/Time

> 89352285180 Patient StemPanel  Preparing  7/21/2021 10:58 AM

189352285180 Patient  Stem Panel Preparing 1772172021 11:03 AM

Cytometer Instructions for Use manual.

4-12

Details

Run: 1; In well: C3
~->Incubating
«+> Time until Lyse Begins: 11:22
Baun: Z; inwell: C4

-->incubating

--> Time until Lyse Begins: 18:10
Runi 3 In well: €5

+-»Incubating

--> Time until Lyse Begins: 24:58
--» Time to Result: 48:10

(Run: 15 In wetl: C6

«->Prepping

--> Time untit Prep Completes: 01:11
Run: 2; I welt: C7

-->Prepping

--> Time until Prep Completas: 01:21 &
Run: 3; In well: C8
-->Prepping
--> Time until Prep Completes: £1:31
--> Time to Result: 37:35

ya
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CHAPTER 5
Data Review

Overview

This chapter contains information about:
* Review Screen
¢ DataReview
* Adjust Compensation Manually
* Result Screen
* Flags And Notifications

The AQUIOS Workstation provides the user with the ability to review both QC data and completed
patient tests.

The review process provides the user with the ability to review data based on the Review/Editor
and Administrator rights function to edit completed runs, The following are the items which can be

edited:
¢ Sample information
* Gate and Region Placement

¢ Compensation

Review Screen

IMPORTANT There is a risk of reporting incorrect results. Data displays used to arrive at the test result for
light scatter patterns, antibody staining profiles, and all gates and boundaries should be reviewed by a

laboratory professional when interpreting the data. If results are suspect, follow your laboratory's
procedures to resolve.

For a more detailed explanation of this screen and its components, refer to Chapter 6, Data Review
in the AQUIOS CL Flow Cytometer Instructions for Use manual.

The Review screen displays analyzed samples that were previously run and that are currently
pending review and/or transmission. The Review screen can be customized using a drop down
menu with results from each well (Well#1, Well#2 or Control) or with a pre-defined graph
combinations of the 3 wells (Panel test) or 2 wells (Duplicate test) called Summary. The access to the
different well is dependent of the Test option selected. Thése screenss allow you to review, edit, and
save changes to regions, gates, compensation and/or patient information prior to transmitting
results to the LIS. For easy editing, you can zoom any of these displays awé‘é?}ed, Also, the results
can be printed or exported as a PDF, as a Flow Cytometry Standard listmdde (.Jmd) or native format
(.crd) file. Both sample history changes and reagent informdtion are a\ééilal%lirff‘or review. All the
displays can be zoomed in fo )easier editing, /5 i |/
Nl \ /

UMM/

T

P 2l

/
/
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Data Review
Review Screen

The following Review screen (Figure 5.1) illustrates the different display areas associated with a
typical Review screen. This is an example; individual results vary.

NOTE The Review Screen can be enabled to automatically refresh to display the last completed run.

NOTE If results for a run are auto-transmitted, they will not appear under the Review Tab. In this case, you
will need to reference these results under the Results Tab. Refer to Results Screen.

Figure 5.1 Review Screen: Display Areas

[} Auto Refresh

Patiert:
2 Status:
Gepden:
Fhysician tame:
4 Physictan Codes

s (R s
ot S Pt o

130806 Sensnge
1oty JEST ez

Hosmmzt
RAnnge

BT Aodied By G127 Nohe SN IT Coned
e 035 HFL Couer

s R Agvee

1300053 S o

Fonkhech Hg e

Renhech, Sgwmers

T St e 6 DF 3 502 B

HFC Coure Nogato O oetaul.

1. Instrument Designation

2. Auto Refresh

3. Completed Run List

4, Sample Identifiers and Run Information Area
5. Result Table Area

Review Screen Display Areas (left to right)

6. Graphic Options Selection (drop-down box)
7. Action Toolbar

8. Selected Graphic Display

9. Pages

Figure 5.2 Instrument Designation

Instrument: %Ail x

Figure 5.3 Auto Refresh-

fﬁ Auto Refresh

Allows for selection of data based on the
instrument that was used to coltect the
data. This is important when multiple
instruments are networked. This feature
allows the Operator to view data

g other instruments from any
(networked Wotkstation.

Automatically péfreshes to display the last

o
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Data Review 5
Review Screen

Figure 5.4 Review Screen:

Completed Runs List

Sample !D o Test Name -
11308"54 Siem Single
393522851 82 ] ﬂcwﬂheck Ahgnment
Lo
iw@smm o o parsl
113QDC€3 - Stem Smgle
113{}{}%4 | i Stem Single
393522551 il - %FlowCh‘eckjiignmem
89352235171 ’%HowCheck_.r“shgnma-ﬁ
;393;‘3222;51 71 7 FlowCheck _Alignment
1*3‘&3(}& - ;Stem Single
113{}[}053 Stem Slngle
89‘352285171 o HowCheck Ahgnment ”
89352295170 Sl»m Fang)

1135’5{5&4 .:;tem Single

113&&1&3 Stern Single:
83352285171 FlowCher:k N!gnment
39352285141 FIDwCheck _Alignment
111%863 V ’( Stem Single
8335228‘ 147 FlowCheck _Alignment
8935428“14" ) :HowCheck;A!ignment ’

| 7212021 1

7 mm 3

122021 1
: 7/12/2021 9)

| 7772021 5:4

16/28/2021

|6/11/2021 8

Run Date
|7 '21 20211

71‘12}21}21 4

! «/1?42{541 1

762001 8:

16/29/2021 1

l6/25/2021 5
/42021 7
6142021 1
6a021 1
6120219
642019

§/11/2021 §

16/10/2021 8

”Figure 5.5 Review Screen:

Sample Idénﬁ%iéfé an& Run i‘higcr)}*rr’*nétionmAréé‘ =

Sample ID:  [89352285172 | Test: [Stem Panet

Run Date: {67;;72‘”__%“._:@} Collect Date: @»E 412
Specimen Type: T 2
Patient Name: \fig}QQp@yer»fMWBJ ‘ -

Patient 1:  [FreshCD34verfAWB dit2 | Gov. ID:

Status: VM—W‘-‘Mt wﬁj Location: l

Gender: Hale Date of Birth:  |05/16/2002

Physician Name:

) ;

Physician Code:

Run Flags: %
|

Run Notifications: | Sample I reused
i

This area presents completed runs that are
awaiting review and release. The last run

completed is located at the top of the list.
The runs are identified by:

¢ Sample ID

¢ Test Name
* Run Date

e PatientID

o Patient Name
e ID

Any test that generated one or more
Notification is highlighted in orange.

Any test that resulted in the generation of
one or more Flags is highlighted in red.

Any test having both notification and flags
is highlighted in red.

Samples not highlighted have no flags or
notifications.

NOTE Use the horizontal scroll bar to see
all fields.

This area provides the sample information
that was entered when the test request
was generated. It also provides the
information regarding when the test was
run and displays any Flag or Notification
messages generated during the run. Refer
to Flags And Notifications.

Next to the comments field is L1 . Select
this to see details about your sample, such
as populatsom’statlstlcs (Ron-IVD results). If
a result is modified, the gomment field is

Comments: | a available for documentation ?ga{:d\ ng why
’ = the modification was erformed. |
?’ /’
i

§(’ b e i /’
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A Rc!*aﬁdo F. Bornia

BeckniarPchiiér A;z;‘e:':;i?\a S.A AP@ DE RADO

FARMACEUTICA
M.N. 15202/ M.P. 18093
PN B75978AA 3

IF-2023-40460568-APN-INPM#ANMAT

Pagina 82 de 161



Data Review

Review Screen
Figure 5.6 Review Screen: Result Table Area (3 Wells) This area provides the results generated
: from the test run, in tabular format. Refer
Result Value Fla bl Action : i i
.l _Range Range to Quality Control Checks for information
VtabIeCDu-a-HF'CCoum Weﬂ 1 (ceﬁs‘uL“ o 42‘45}“ . ) ) » on how results are rounded.
VobleCDM4- HPC Court Well2celosly | 2657 ] -
AVG VableCD:‘-ﬁfrHPCCoum €ceﬂsfuL‘ . . 25,957«[7 . N NOTE Parameters listed depend on the
Viable CD34= HPC % DI (Well 1vs Well 2 . 2.25% . i
\ﬁabie Lﬁukocgtes Coum Wedl 1 mellsauL} ) N 2@-&56.21 ) | ) [ o TGSt Optlon requested' 1 We”' 2 We"s
Visble Leukocytes Count Wel 2 (cells Ly | meam ' or 3 wells (as shown in Figure 5.6).
AVG Viabl Levkocyles Court Gelsly | 2pgends] | .
Visble CO34~ HPC Well 1 % iof Vible Levkocytes) ‘ NOTE Results can be shown or hidden.
Vbl CD34- HPC Wel 27, f Vible Loukocytes) Refer to Test Setup in Chapter 8 Setup
AVG Viab)e CD34¢ HPC % fof ‘ﬁah|e Leukucﬂe's) .
D Diton Factor i : in the AQUIOS CL Flow Cytometer
VG Vieble CD34+ HPC Court (cells/ut) & DF) 51970 | L Instructions For Use manual.
AV Viable Laukocyte Court ealul) 6 OF) 5776057 | |
HV:Harvest Volume (ol 0 sm
AVG Viable CD34> HPC Count ix DF x WY | 91
BW: Body Weight fkg} T TRm|
AV Visble CD34 HPC Count per kg 6 DF x HV /BYW) | 371215 |
L s
Vabse c934+ HPC Couht Negatwe C {ceﬂs/uL; I 028

Figure 5.7 Review Screen: Graphic Options Selection Menu Graphic options are accessed by selecting
the desired view from a drop-down menu.
Summary v
Well 1 t Results from each well (Well#1, Well#2 or
Well 2 4 Control) or one pre-defined graph
Control i combinations (Summary) are accessed by
' selecting the desired view from a drop-
down menu:
o Well #1
o Well #2
¢ Control
* Summary
On Figure 5.7 and Table 5.1, the graphic
options drop-down box specifies
Summary.
Figure 5.8 Review Screen: Page Number Allows you to switch between page 1 and

page 2 to review all the g;aphre&\

Table 5.2 shows examples of graphlcb
displayed on Page 1 and on Page 2.

NOTE Graphics shown are depéndent [
upon the AQUIOS 5T!3 est selecté‘d.
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Data Review
Review Screen

Table 5.1 Review Screen: Summary Area Display (AQUIOS STEM, Mobilized Whole Blood)

Graphic from Control

Graphic from Well#1 Graphic from Well #2
WISBLE
1080 1000 ViR ey
800~ 800
& & 7
% apo| “ 400
200~ 200-]
3 &
i sdh
100
1000 1000
800 800
5&{!&5 Em—j
& 7 2 7
400 4ot
00 - 200 7 :
By el :’ :
7] T 5 + 1}
A = O e P i
-10% 10210 104 -10% 102 101 _10E 162 104
CO34.PE
CD34 POS
1600 1000
8001 800
800 £600-]
& & 7
400 ¥ 400~
200 2001
oy T Ol T = 7 B T T
108 w o q02 162 104 1050 107 IR 108 104
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D45 DIt CD4E Dt
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400~ 7 40
200+ 200
e v [T T EDME AR T
o 0 200 400, &0
FS-Lin

Cna4-pe

CD34 FOS
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Data Review
Review Screen

Table 5.2 Review Screen: Summary Area Display, Page Number 1 (AQUIOS STEM Panel, Mobilized Whole
Blood)

Graphics from Page1

f}m f‘* tb Q{z

___ MUBLE __MsBLE
LEUKS
___________________ | e s
= 13
1
- E
s [Lusqru Eay i T ¢ TCORa RS~ S DR ,E.E L1 I |
10t 102180 102 10 o o7 169107 110 o4 ot 109107 oS
CD24-PE CO3.PE C034-p
£034 POS CD34 FOS £D3: FOS
1000 1000 1500+
800~ 8001 5001
2600 5800
& &
% 400~ “ 400
200 200
T 0 ; T o T T
104 1o 10% # 102 104 1w 10 104
CDME-FITT c C
CDA4E DIt CD45 DI
1600 10001
00 00| 800 |
£600- £600-] =800~
& & w7
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Graphic Options

The following Review screens illustrate the different graphic options available for each individual
patient result. There are 2 graphic options, one is for each tested well separately (such as Well #1,
Well #2, and Control if the STEM Panel analysis option is used);-and the other is combined wells
Summary. These are examples only. Results may vary/ \

N

NOTE When a sample is selected for review, the Summary Review scre ri/app ars for that sample. Select
the Well #1, Well #2 or Control option from the drop-down-box,

/
|
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AQUIOS STEM Panel

Data Review
Review Screen

5

NOTE The different graphic options available for each individual patient result are the same regardless of
the AQUIOS STEM test selected (STEM Panel, STEM Duplicate or STEM Single).

* Figure 5.9, Review Screen: Well#1 Page 1 (Mobilized Whole Blood)
* Figure 5.10, Review Screen: Well#1 Page 2 (Mobilized Whole Blood)

Figure 5.11, Review Screen: Summary Page 1

Figure 5.9 Review Screen: Well#1 Page 1 (Mobilized Whole Blood)
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Data Review
Review Screen

Figure 5.10 Review Screen: Well#1 Page 2 (Mobilized Whole Blood)
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Data Review 5
Data Review

Action Toolbox

Use the Action Toolbox (Figure 5.12) on the " screen to review, edit, and save changes
to both regions and/or patient information prior to transmitting results to the LIS, Also, the results
can be printed or exported in a PDF or CRD or LMD format (CRD and LMD files can be exported from
the Review screen only), Both the sample history changes and the reagent information are available
for review. All the displays can be zoomed in for easier editing. Refer to Chapter 6, Data Review in
the AQUIOS CL Flow Cytometer Instructions for Use manual.

i

Figure 5.12 Action Toolbox

Data Review

Review Data Displays

IMPORTANT There is a risk of reporting incorrect results. Data displays used to arrive at the test result for
light scatter patterns, antibody staining profiles, and all gates and boundaries should be reviewed by a
laboratory professional when interpreting the data. If results are suspect, follow your laboratory's
procedures to resolve.

Data review should include the following:

1. Review the light scatter,

a. Verify any population of interest is resolved as much as possible from other populations
that are present (within biological constraints), ;

2. Review the antibody staining patterns,

a. Verify overall expected staining patterns are observed (the fluorescence staining
correlates to the antibody used in sample preparation)

b. Verify abnormally dim or negative sample staining patterns are reviewed to ensure
agreement with clinical presentation and other diagnostic data.

3. Review Gate and Region boundaries,

a. Verify gates and regions encompass any populations of interest and exclude any undesired
events, R

——
™

b.  All red blood cells may not be lysed under the following conditions: ;oresence of nucleated
red blood cells, abnormal protein concentration, or hemoglobinoge{ Hhies) Use of CD45 as a

gating condition for leukocytes ensures that RBCs, as CD45 negativ, evey{ts, are not
included in the leukocytes gate. V4 #
| /

42 / ‘f.
Wl |/

\f - '(‘;»“:) /
SUS Rolando F/Bornia
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Data Review
Data Review

Edit Regions for a Review Sample
NOTE The viable region is automatically extended to capture all the 7AAD- cells.
IMPORTANT Do NOT move the regions for control runs,
IMPORTANT Sample ID, Test, Run Date, and Serial # cannot be edited.

IMPORTANT Administrator, Reviewer, or Editor role required. Editing or adjusting regions is not a routine
adjustment,

1 Select Review

2 Select the sample of interest from the Review Screen Completed Run List. Select the run to edit
from the menu below,

Summary v
Well 1

Well 2

Control

iy,
3 Select L.’ﬁ . The Edit action toolbox appears, and the fields for Sample ID, Test and Run Date

and Instrument Serial Number turn grey to indicate that this is information that cannot be
changed.

4 select any other field to add or change patient information,
5 Sselect the plot that you want to edit.

* Double-click the graph to enlarge.

* Select on the region you want to edit,

6 once adjustment is done, select %" to refresh the regf‘b'ﬂ“st»at\i\s\tics.

)
7 1 you need to correct your modification, select @ to reje/ct t;hzcharige. RglE)eat the steps
|~ L/

above. ‘ g

/
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Data Review 5
Adjust Compensation Manually

8 selecthm to save the changes to the file,

|

Population Statistics

The statistics presented in the Table 5.3 are used as indicators of pre-analytical sample handling
issues and to assist in troubleshooting instrument performance issues.

Table 5.3 Population Statistics Recommended Use

Population Statistics Recommended Use

CD34+ Viability % (of total CD34+) Can be used as numeric aid for the direct assessment of CD34+ viability out of
all CD34+ cells.

Sample Viability % (of WBC) Provides a numeric aid for the direct assessment of overall sample viability out
of all CD45+ white blood cells,

Total CD34+ HPC Count (cells/uL) Can be used as numeric aid for the direct assessment of all CD34+ cells (both
viable and non-viable).

WBC Count (cells/uL) Can be used as numeric aid for the direct assessment of all CD45+ white blood
cells (both viable and non-viable),

Adjust Compensation Manually

IMPORTANT Adjustment to compensation may be required in rare cases. Circumstances may include:
° Atinstallation when compensation is performed the first time,
*  After service is performed.
* Ifafter reviewing a run, the operator determines that compensation needs to be adjusted,

IMPORTANT Compensation may only be adjusted by an Administrator, Reviewer, or Editor

If it is determined that compensation needs to be adjusted, follow the steps described below:

1 select ! k

2 select the sample of interest from the Review Details List,

3 Select @ The Edit action toolbox appears. [/
{ {

_____

PN B75978AA Gabriel }\ Cividino ROlaﬂdO Ffj Bomla
Beckman Couller Argentina 8. y

iRt ABODERADO
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5-11

Pagina 90 de 161




Data Review
Adjust Compensation Manually

4 select w

5 select the run to edit from the menu below. 1 is Well#1, 2 is Well#2 and #3 is Control:

Which run do you wish to edit?

6 select §  to edit compensation or select

action,

7 Adjust from Display tab as show below:

Display Campensation
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FAR?\AAC%ALJ;'K;Q%S
. 15202/ M.F.
o o PN B75978AA

IF-2023-40460568-APN-INPM#ANMAT

Pagina 91 de 161



Data Review 5
Adjust Compensation Manually

a. Right click on the Dual Fluorescent parameters plot you wish to adjust as shown below.
Only fluorescence plots may be adjusted.

LLE: 70 All Drata Points

CE

NOTE Parameters on X-Axis or Y-axis can be changed. Right click on the name of the parameter to

display other available parameters. Left click on the desired parameter to display the changed
parameter.

b. Right click and select Adjust Compensation.

¢. Use slider bars to adjust compensation manually so that the populations are properly
displayed. The compensation should be adjusted as shown in Figure 5.13.

Figure 5.13 Adjust Compensation

Adyust Compensation

1. Scroll bars - Manually adjust compensation

N
3 s ]. Record changes in compensation. { \

3. sl Close the adjust compensation dialog without saving cha’,ﬁgé'g' )
i

NOTE Do not over compensate the sample as shown in Figure 5. 1,6? or under anpensate the
sample as shownfin Figure 5.15. bl | /

o vy
i iA . Roiaq%o F. Bdmia
Beckmaar:frJoulieiArgénﬁna S.A AP?DER DO

FARMACEUTICA

M.N. 15202/ M.P. 18093 5-13

{
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Data Review
Adjust Compensation Manually

Figure 5.14 Over Compensation

Adjust Compensation

Figure 5.15 Under Compensation

RS
2z ]

o AipataBoints

8 select & to save the changes to Future Runs or -
to cancel the changes. g

ctions for%_ﬁUse manual.
/ {
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Data Review 5
Result Screen

0 Select:

NOTE To revert to the previous compensation, go to the previous run and resave the compensation.

Result Screen

NOTE For a more detailed explanation of this screen and its components, refer to Chapter 6, Data Review in
the AQUIOS CL Flow Cytometer Instructions for Use manual.

The Result screen provides a search menu to navigate through the results database. The Search

s

criteria is entered under ¥ and the results for the query are displayed under

NOTE Results can also be accessed and viewed through or

To review the status of a sample, refer to the Review Option icons below (under the action toolbox).

NOTE Once the Review Option is selected, the sample is removed from the Review screen but it continues
to be accessible through the Result screen.

&

indicates that the sample was reviewed.

indicates that the sample was reviewed and rejected.

indicates that the sample was not reviewed.

Using the Result Screen to Select Data for Review

Once you have selected you will have access to the following options:
* Search results by the following criteria:
— Sample ID
— Patient ID
— Gov.ID
— Patient Name

— Test

[ St
Gabrigla A. Cividino

Beckman Coulter Argentina S.A APODERADO

FARMACEUTICA

N, 15202 W 18053  IF-2023-40460568-APN-INPM#ANMAT
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Data Review

Flags And Notifications

— Instrument Start Date
— Instrument End Date
~ QC Results

— Reviewed Only

o (Clear search criteria,
» Export results to .crd, .Imd, .pdf or .csv file.

* Do advanced searches using ¢
o TFields to be displayed as columns in View Results screen.
¢ Exclude run from View Results screen.

» Load a Query request.

* Append to a current search.

* Save a query result.

For detailed instructions for using any of these options, refer to Chapter 6 in the AQUIOS CL Flow
Cytometer Instructions manual.

Flags And Notifications

5-16

/\ CAUTION

Beckman Coulter Inc. does not claim to identify every abnormality in all samples.
Beckman Coulter suggests using all available options to optimize the sensitivity
of instrument results. Options include:

* Flags
* Notifications

The AQUIOS System Software generates a set of algorithm flags and notifications. The AQUIOS
STEM Tests also generate flags and notifications that are specific to the AQUIOS STEM application.

The flag and notification messages appear on the Review and Result screen, Samples with flags are
highlighted in red, while samples with notifications are highlighted in orange.

All results with flags or notifications are automatically sent to the review tab for further review.
Only samples with no flags or notifications can be setup for automatic transmission. A laboratory
professional should review all results, regardless of flags and notifications, prior to datarelease. To
setup automatic transmission, refer to the Auto Transmit heading in Chapter 8 in the AQUIOS CL

Flow Cytometer Instructions for Use manual. T

o For the list of AQUIOS System Software flags, not1f1cat1ons and spe_aﬁc result notifications,
refer to Chapter 6 in the AQUIOS CL Flow Cytometer Instrucz?é for USe manual.

o For the list of AQUIOS STEM specific flags and criteria r"efe}; Table 5. 4 For AQUIOS STEM

specific notifications d criteria, refer to Table 5.5. |~ g /
/ ,/f / vas bl ( / 3
/ f E"’A. > m i_}b%," /
C U
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Flags

Data Review 5
Flags And Notifications

A Flag indicates an issue that affects the results, follow the Recommended User Action in the table

below.

NOTE Bleach is defined as high-quality, fragrance-free, gel-free bleach (5 to 6% solution of sodium
hypochlorite - available chlorine).

/\ WARNING

Risk of chemical injury from bleach. To avoid contact with the bleach, use barrier
protection, including protective eyewear, gloves, and suitable laboratory attire.

Refer to the Safety Data Sheet for details about chemical exposure before using
the chemical.

Table 5.4 AQUIOS STEM Specific Flags

Flag

Definition

Recommended User Action

Missing QC

Occurs if the Setup option QC
Tracking was enabled and QC
was not run successfully.

1. Confirm the Setup Option QC Tracking was set as
expected.

2. Perform Daily QC procedure.
3. Reject, Re-Request from the Review Options menu.
4. |f the problem persists, contact us .
General Error An error occurred that did not | 1. Run a Bleach Cycle followed by a Flush Cycle,
Laeill;r\:vto one of the categories 2. Reject, Re-Request from the Review Options menu.
' 3. If the problem persists, contact us .
High Count Rate Based on events/second. 1. Confirm the sample WBC concentration that is within

Beckman Coulter recommendation. Refer to Principles
of AQUIOS STEM Tests.

2. Run a Bleach Cycle followed by a Flush Cycle.

3. Reject, Re-Request from the Review Options menu.
4. [f the problem persists on the same sample, the
sample is limited to run the application. Reject the
sample.
5. If the problem persists, contact us .
Over Incubation Sample staining incubation 1. Run a Bleach Cycle followed by a Flush Cycle.
time exceeded. 2. Reject, Re-Request from the Review Options menu.
3. Ifthe problem persists, contact us .
Over Lyse Incubation Lyse incubation time 1. Run a Bleach Cycle followed by a Flush Cycle.
exceeded. 2. Reject, Re-Request from the Review Options menu.
3. If the problem pensists,-e;an}act us.
Clog or Bubble The system detected unstable | 1. Run a Bleach Cycle followe ?by a Flush Cycle.
fﬁ?g;‘:cl’;” while analyzing | 5 Reject, Re-Request from gk%fﬁg\?iew Options menu.
/) 3. Ifthe problem pglrsists!‘,,éc/on‘tac‘g“”us
’ > :z"/[
S @B ANy
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Data Review
Flags And Notifications

Table 5.4 AQUIOS STEM Specific Flags

Flag Definition Recommended User Action
Control Range Failure Only applies to daily QC 1. Run a Bleach Cycle followed by a Flush Cycle.
control samples. Control 2. Check the controls expiration date.
;ii‘;‘;i;&i?:gi:ﬁ the 3. Checkif the Fontrols blood level is sufficient.
4. Repeat Quality Control.
5. If the problem persists, contact us .
AQUIOS STEM-Count Mix Time since last mixing of flow | 1. Mix the AQUIOS STEM-Count Fluorospheres, refer to
Time Expired counts exceeded (6 hours). the AQUIOS STEM Kit Instructions for Use.
2. Reject, Re-Request from the Review Options menu.
General algorithm Error Algorithm did not complete 1. Reject, Re-Request from the Review Options menu.
the analysis of current 2. If the problem persists, contact us .
sample.
Not Enough Events Not enough data pointsin the | 1. Verify that there is sufficient specimen in the tube.
sample. 2. Reject, Re-Request from the Review Options menu.
3. Ifthe problem persists, contact us .
Bead Events Error Number of events in the 1. Check the volume of AQUIOS STEM-Count

"fluorospheres" region is too
low or too high. ’

Fluorospheres.

2. Run a Bleach Cycle followed by a Flush Cycle.
3. Reject, Re-Request from the Review Options menu.

Mix the AQUIOS STEM-Count Fluorospheres before the
repeated run.

Laser Power Error

Insufficient laser power.

Select Result Rejected from the Review Options Menu.
Perform a Shutdown per CHAPTER 7 in the AQUIOS CL
Flow Cytometer Instructions For Use.

Perform a startup of the Startup per CHAPTER 3 in the
AQUIOS CL Flow Cytometer Instructions For Use,
Review maintenance log and if the problem persists,
contact us .

Vacuum Low

Insufficient vacuum.

1. Select Result Rejected from the Review Options Menu.

Perform a Shutdown per CHAPTER 7 in the AQUIOS CL
Flow Cytometer Instructions For Use.

Perform a startup of the Startup per CHAPTER 3 in the
AQUIOS CL Flow Cytometer Instructions For Use.

Review maintenance log and if the problem persists,
contact us.

Power Supply Error

Detected by measuring the
power supply voltages.

. Select Result Re;ected from the Review Options Menu.

Perform a Sﬁutdown per "CHAPTER 7 in the AQUIOS CL
Flow Cytometer Instructtons For Use.

. Perform a startup of the Sfartup per CHAPTER 3 in the

AQUIOS CL Flow Cytom;-zter Instructions For Use.

. Review mamténance Iog and if the problem persists,

contact us . ,’/ A

5-18
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Table 5.4 AQUIOS STEM Specific Flags

Data Review 5
Flags And Notifications

Flag

Definition

Recommended User Action

Onboard Expiration

A reagent has exceeded the
maximum allowed time on
board the system.

1. Replace onboard expired reagent with a non-expired
reagent.

Reject, Re-Request from the Review Options menu,
If the problem persists, contact us.

Expired reagent

Based on barcode expiration
dates (open, on-board, and
closed vial), The reagentis run
after the expiration date has
passed.

Replace expired reagent with a non-expired reagent.
Reject, Re-Request from the Review Options menu.
If the problem persists, contact us.

Wyl

Notifications

Notifications are generated to convey an abnormal cell distribution or population which may be
specimen specific. Follow the Recommended User Action in the table below.

Table 5.5 AQUIOS STEM Specific Notifications

Notification

Definition

Recommended User Action

High CD34 count in control
run

CD34 counts in the negative
control run is above the
requirements:

1. Average of CD34 cells is
less than 50 cells/uL ,
IsoClonic Control of CD34
shall be less than or equal
to 5 cells/uL

2. Average of CD34 cells is
greater or equal to 50
cells/uL , IsoClonic Control
of CD34 shall be less than
or equal to 10% of the
average of CD34 cells
count.

1. Review the gating of CD34+HPC, CD45+ and
fluorospheres from the Review screen.

2. Adjust the gating if determined to be necessary.

3. Ifthe problem persists after gate adjustment, lab
professionals shall evaluate the results based on their
assessment and standard practice in lab.

NOTE Notification is not removed if the count goes
back to normal range after adjusting the gating.

N
|

H

Action Range

Result was outside the user
defined action range.

1. Follow your laboratory's policies,,‘énd’/ﬁ’rb&égures for

PN B75978AA
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Data Review

AQUIOS STEM Software Observations

Table 5.5 AQUIOS STEM Specific Notifications

Notification

Definition

Recommended User Action

Sample ID Reused

Only patient runs are
identified with this

notification. This occurs when:

1. The Sample ID for this
specimen run has been
used in a prior run {patient
or control) within the last
24 hours.

2, Thereis a duplicate
Sample ID in the Running
tab for this run.

1. Ensure this is a re-run of a previous run.

2. Check Sample ID of the specimento ensure itis correct
for the specimen.

User Modified

The demographics or the
gating for this run were
modified by a user.

1. Review the changes and determine if run is to be
rejected and/or re-run (Rejected, Re-Request option)
or accepted (Reviewed).

Less than 100 CD34+ events
acquired

Less than 100 CD34+ events
acquired

1. This notification is for informational use only, no
further action is required. Lab professionals shall
evaluate the results based on their assessment and

standard practice in laboratory.

AQUIOS STEM Software Observations

~,

N

\

While running QC for AQUIOS STEM CD34 L1 and L2 Control Cells, the software asks if Flow:)Count
Fluorospheres have been mixed. For the AQUIOS STEM application you are using AQUIOS / ' ‘
STEM-Count Fluorospheres, not Flow-Count Fluorospheres even though the messag?yé ; /

Flow-Count Fluorospheres.

5-20

Gabiela A. Cividino
Beckman Cbulter Argentina S.A
FARMACEUTICA

o i /

APOI ERADO

M.N. 15202/ M.P. 18093

PN B75978AA

IF-2023-40460568-APN-INPM#ANMAT

Pégina 99 de 161



CHAPTER 6
Performance Characteristics

Overview

The performance characteristics presented below were collected on the AQUIOS CLFlow Cytometry
System with AQUIOS System software and AQUIOS STEM application with no modification of the
algorithm generated results.
This chapter contains the following information:

* Linearity

» Method Comparison

+ Reference Interval

* Precision

o Specificity

¢ Quality Control

Linearity

Three replicates were made at each of 13 dilutions for CD34+ and CD45+. Ranges for CD34+ and CD45+
were established by staining an Apheresis sample with AQUIOS STEM Kit reagents, an analyzing
by flow cytometry using AQUIOS system software, Statistical determination of linearity was
performed using the guideline CLSI EPO6-Ed2 Nov 2020, Evaluation of Linearity of Quantitative
Measurement Procedures. See Figure 6.1, Linearity: CD34+ cells/pL and Figure 6.2, Lj earﬁy D45+
cells/uL. Values are expressed in terms of absolute count (cells/uL).

e
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Performance Characteristics
Linearity

Figure 6.1 Linearity: CD34+ cells/uL
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Figure 6.2 Linearity: CD45+ cells/uL
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Limit of Blank/Limit of Detection/Limit of Quantitation

Limit of Blank (LoB) is the highest measurement result that is likely to be observed (with a stated
probability or type I error) for a blank sample per the CLSI EP17-A3 guideline, Protocols for
Determination of Limits of Detection and Limits of Quantitation.

Limit of Detection (LoD) is the lowest number of cells in a sample tﬁafa‘n\be detected with (stated)
probability, although perhaps not quantified as an exact value, per the CL'SIJF\17-A3 guideline,
Protocols for Determination of Limits of Detection and Limits of Quantltﬁt1o

Lower Limit of Quantitation (LLoQ) is the lowest number of cells ina sample that can be
quantitatively determined with stated acceptable precision and trueness, under stated

6-2

e
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Performance Characteristics 6
Linearity

experimental conditions per the CLSI EP17-A3 guideline, Protocols for Determination of Limits of

Detection and Limits of Quantitation.

Table 6.1 LoB, LoD and LLoQ Results

Analyte LoB LoD LLoQ Upper 95% Confidence Limit of LLoQ

CD34c 0.49 1.49 2.00

4.00

CD45¢ 31.33 35.33 36.00

36.00

Analytical Measuring Ranges

The Analytical Measuring Ranges provided indicate the AQUIOS STEM System’s analytical
capabilities to enumerate CD34+ cells and CD45+ cells. The AQUIOS STEM Analytical Measuring
Ranges are derived from Linearity and Lower Limit of Quantitation values:

* Linearity: Ranges over which results are directly proportional to the amount of analyte in a
sample, per the CLSI EP06-Ed2 Nov 2020, Evaluation of Linearity of Quantitative Measurement

Procedures.

¢ Lower Limit of Quantitation: The lowest amount of cell number in a sample that can be
quantitatively determined with stated acceptable precision and trueness, under stated
experimental conditions per the CLSIEP17-A3 guideline, Protocols for Determination of Limits

of Detection and Limits of Quantitation.

Table 6.2 Analytical Measuring Ranges

Parameters Units AQUIOS STEM Analytical N
Measuring Ranges }
CD 34+ cells/uL 41000 /’ 1 \\‘
CD 45+ cells/L s0030000 |/ |/
T | §

GabrielaNA. Cividino
Beckman Coulter Argentina S.A
FARMACEUTICA
M.N. 15202/ M.P. 18093

PN B75978AA
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Method Comparison

The comparability of AQUIOS STEM System was assessed by comparing the results with the
predicate method using the estimation of difference as described in CLSI EP9-A3 Method
Comparison and Bias Estimation Using Patient Samples. For viable CD34+ stem cells (count and %)
and CD45+ cells (count). The comparator method is the stemCXP System. A total of 442 specimens
were collected from a multi-center clinical study, including 161 Whole Blood, 53 Mobilized Whole
Blood, 101 Bone Marrow, 97 Apheresis Product, and 30 Cord Blood.

Table 6.3 Regression statistics for all specimen types combined

Specimen Parameter N Correlation Slope Intercept
Type
Viable CD34+ (cells/uL) 289 0.990 1.00 0.04
Overall % viable CD34+ of viable CD45+ | 442 0.966 0,92 0.01
Viable CD45+ {(cells/uL) 440 0.991 1.00 161.57

* CD34+ and CD45+ counts below LLOQ have been excluded from the respective analyses

Table 6.4 Method Comparison study results of AQUIOS STEM system compared with predicate method

Parameter N* Percentile Level Bias 95% Confidence Limit of Bias
25th 3.00 0.06 -0.87-1.00
Viable CD34+ (cells/uL) | 289 50th 25.75 0.06 -0.54-0.66
75th 98.50 0.06 -2.25-2.37
25th 0.05 0.01 -0.10-0.12
% viable CD34+ of
viable CDA5+ 442 50th 0.22 -0.00 -0.08 - 0.07
75th 0.86 -0.05 -0.13 = OrOZ\
25th 5701.00 169.78 9431 - 245.26}
Viable CD45+ (cells/uL) | 440 50th 9104.50 173.50 92-73 - 254.27’
75th 16486.00 181.55 -39.43 - 40/2,‘.‘521X
* CD34+ and CD45+ counts below LLOQ have been excluded from the respective anafﬁeé 2 §
gl | /
il ? ? £
/ fiihiw //
( Y- M &Lfy’ .
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Method Comparison

Figure 6.3 Regression Analysis: CD34+ cells/uL
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Figure 6.4 Regression Analysis: CD34+ %
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Figure 6.5 Regression Analysis: CD45+ cells/uL
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Table 6.5 Regression statistics by specimen type

Specimen Type Parameter N* Correlation | Slope | Intercept
Viable CD34+ (cells/uL) 64 0.996 0.94 0.47
{(normal: 18, mobilized: 46)
Peripheral blood % viable CD34+ of viable CD45+ 214 N 0.999 0.99 80.95
(normal: 161, mobilized: 53)
Viable CD45+ (cells/ul) 213 0.994 0.97 -0.01
(normal: 161, Mobilized: 52)
Viable CD34+ (cells/uL) 98 0.982 1.00 1.66
Bone Marrow | % viable CD34+ of viable CD45+ 101 0.942 0.90 241.61
Viable CD45+ (cells/ul) 100 0.988 1.03 0.05
Viable CD34+ (cells/uL) 97 0.991 1.04 -2.07
Apheresis % viable CD34+ of viable CD45+ 97 0.995 1.06 8.05
Viable CD45+ (cells/uL) 97 0.972 0.96 -0.00
Viable CD34+ (cells/ul) 30 0.990 0.89 0.28
Cord Blood % viable CD34+ of viable CD45+ 30 0.980 0.95 319.15
Viable CD45+ (cells/uL) 30 0.978 0.96 -0.01

Reference Interval

A total of 120 normal Whole Blood specimens from apparently healthy adult donors were collected
from 3 geographically diverse sites in order to assess the reference interval using AQUIOS STEM
System. The selection of donors is consistent with guidelines stated in CLSI EP28-A3C Defining,
Establishing, and Verifying Reference Intervals in the Clinical Laboratory.

Data analysis was performed in accordance to CLSI EP28-A3c. Non-parametric calculation of the
95% upper and lower reference limits for CD34 and CD45, with calculation of 90% confidence
intervals were summarized in the table below. These values are intended to be representative only.
Each laboratory must establish its own.

Table 6.6 Reference Intervals

; Lower Limit - Upper Limit
Parameter Units N Mean (90% confidence bounds) | (90% confidence bounds)
CD34+ | Absolute viable count | 120 | 2.75 0.88 (T~ 6186
(cells/uL) (0.54-1.02) (5.33-10.80)
%CD34+ | % viable CD34+of | 120 0.05 0.01 , / Q.09
viable CD45+ (0.01-0.02) ‘ / (0.08}-0.14)
CD45+ | Absolute viable count | 120 | 6203.35 3746.91 /" 18901.82
(cells/uL) (2660.36 - 4363.74) ||~ (826i;.o;é -9883.23)
‘;M“,,ww‘fﬂ‘%} JJ\«’%
A Rolando'F. Bornid
LM ¥
Gabriela|d. Cividino A APODERADO !
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Precision

Using Control Cells

The imprecision performance of the AQUIOS STEM System was demonstrated using AQUIOS STEM
Control Cells (Level 1 and Level 2). One of three sites ran Control Cells in duplicate, twice a day for
20 days. The other two sites ran Control Cells in triplicate, twice a day for 5 days. Absolute count and
percentage of CD34+ cells and absolute count of CD45+ cells were measured.

Data analysis was performed in accordance with EP05-A3 and summarized below in Table 6.7 and
Table 6.8.

Table 6.7 AQUIOS STEM CD34 Control Cells Level 1

Repeatability | Between Runs | Between Days | Between Sites | Reproducibility

Name N Mean
SD CV% SD CV% SD CV% SD CV% SD CV%

CD34+ | 140 8.71 1.206 | 13.85 | 0.000 | 0.00 | 0.305 | 3.50 | 0.286 | 3.28 1.276 | 14.66
% CD34+ | 140 0.14 0.019 | 13.71 | 0.000 | 0.00 | 0.004 | 2,94 | 0.01 6.90 0.022 | 15.62
CD45+ | 140 | 6173.88 | 203.567 | 3.30 | 0.000 | 0.00 | 69.142 | 1.12 | 266.13 | 4.31 |342.119 5.54

Table 6.8 AQUIOS STEM CD34 Control Cells Level 2

Repeatability | Between Runs | Between Days | Between Sites | Reproducibility

Name N Mean
SD CV% SD CV% SD CV% SD CV% SD CV%

Name N Mean SD V% SD CV% SD CV% SD V% SD CV%
CD34+ | 140 | 28.85 2203 | 7.64 | 0375 | 1.30 | 0.091 | 0.32 | 0.000 | 0.00 | 2.236 7.75
% CD34+ | 140 0.46 0.030 | 656 | 0.000 | 0.00 | 0.000 | 0.00 | 0.016 | 3.40 | 0.034 7.39
CD45+ | 140 | 6311.97 | 216.117 | 3.42 | 105.999 | 1.68 |80.976 | 1.28 | 304.309 | 4.82 |396.363 | 6.28

Using Clinical Specimens

In order to demonstrate the repeatability precision performance of the AQUIOS STEM System for

clinical specimens, a total of 63 samples per intended use with a mix of specimen and anticoagulant
types were collected from multiple clinical sites. Each clinical sample was analyzed with minimum
three, maximum five replicates, and the absolute count and perclentag&o\f CD34+ cells and absolute

X

count of CD45+ cells were measured. \

Data analysis was performed in accordance with CLSI H26-A2. Mean, standwardfgieyiation and
coefficient of variations were calculated for each specimen. Profiles for CD34 gnd CD45 were created

based on the relationship between means and %CV. Percent CV V\g"ésfesfimaté&d at percentiles and
relevant medical decision levels (5, 10, 20 CD34+ cells/uL). \ /

) Caymya
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Specificity
Table 6.9 Repeatability Precision with clinical specimens
Parameter Percentile Mean %CV
Viable CD34+ (cells/uL) 25th 14,57 7.55
50th 24.12 6.67
75th 84.77 4,89
% viable CD34+ of viable CD45+ 25th 0.07 10.88
50th 0.28 7.03
75th 1.09 4.59
Viable CD45+ (cells/uL) 25th 5873.96 2.28
50th 9576.57 2.30
75th 21054.44 2.35
Specificity

Reagent Specificity

The CD45 antigen is expressed on every type of hematopoietic cell except mature erythrocytes and
their immediate progenitors. ° It has not been detected in differentiated nonhematopoietic
tissue % Wi T

The CD34 antigen is expressed on virtually all hematopoietic precursor cells including multipotent
stem cells.

CD34 epitopes have been separated into three classes based upon sensitivity to neuraminidase and
to Pasteurella haemolytica glycoprotease 42 The CD34 antibody recognizes a class Il epitope of the
CD34 molecule. *4

Quality Control

T
o
Ensure that controls and Flow-Check Fluorospheres are run according to manufacturer’s |
recommendations as listed in the instrument manuals. Target value ranges are provided ngr each
lot of CD34 Control Cells, Level 1 and Level 2. £ f ¢ ]

Before samples are analyzed, assayed controls need to be run to verify antibodyf}gaefﬁzity. /

/,; it /
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CHAPTER 7
Application Specifications

Overview

This chapter contains the following information:
* AQUIOS STEM Preparation
¢ AQUIOS STEM Throughput

AQUIOS STEM Preparation

All samples are prepared and analyzed onboard using a 96-deep well plate.

AQUIOS STEM Sample Preparation

Refer to Table 4.1 for test descriptions and reagents used accordingly.

The following description applies to the AQUIOS STEM Single test (= 1 well from the 96-Deep Well
Plate).

The test uses 43 UL of samples stained with 13 uL of each reagent (monoclonal antibodies and
viability dye). After 15 minutes of incubation, the sample is lysed using 430 yL Lysing Reagent, then
AQUIOS STEM-Count is added after the lyse incubation of approximately 15 minutes. The sample is
then mixed and aspirated for analysis.

For AQUIOS STEM Duplicate or AQUIOS STEM Panel, 2 or 3 wells will be used respectively

AQUIOS STEM Throughput

PN B75978AA

Time from loading a specimen to result for the first sample is approximately 45 minutes for single
(1 well) option, 52 minutes for duplicate (2 well) option, and 59 minutes for panel(3-well) option.
\

Each additional well results take 7 minutes, so results for single (1 well) option will be ] minutes,
whereas duplicate (2 well) option will be 14 minutes, and panel (3 well) option will be 21 "in\uﬁes
for final result. /

NOTE AQUIOS STEM System uses a flow rate of 70 ul/minute. L

Roigigwdo F. Bornia
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AQUIOS STEM Throughput
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CHAPTER 8
Adjustment and Replacement Procedures

P

Overview

This chapter contains the following information:
¢ AQUIOS STEM Replacement Procedures

AQUIOS STEM Replacement Procedures

Replacing the AQUIOS STEM Lysing Solution

NOTE You should discard a reagent bottle (on board) that is expiring and use a new reagent bottle to avoid
errors.

1 select BRSNS ) (1e status bar. When prompted, open the reagent door by pressing the
top middle part of the door in one single, solid motion.

i
H

rousce.. |

i St g
o %,

2 Remove the empty AQUIOS STEM Lysing Solution bottle.

3 Remove the caps on the new AQUIOS STEM Lysing Solution bottlg before lo%dingx;;
NOTE These caps are not pierceable. / P i /
(A /
| .
PN B75978AA Rolando F. Bo Nia 8-1
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Adjustment and Replacement Procedures
AQUIOS STEM Replacement Procedures

4 place the new bottles in the appropriate holders with the barcodes facing outwards. The

AQUIOS STEM Lysing Solution bottles are interchangeable and can be placed in any of the three
available positions.

)
=
=)

NOTE Remove all reagents having invalid barcode reading before proceeding.

5  Close the reagent door. The reagents and plate are scanned, then the Reagent Levels screen
appears.

z‘ yam )
A : L | !/

2 Newidino Rolando F! Bornig/
Beckrng?\g&kﬁtgé}[\)rﬁ%ﬂ;\i:1a S.A APOD ERADO
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Adjustment and Replacement Procedures 8
AQUIOS STEM Replacement Procedures

Replacing the AQUIOS STEM-Count Fluorospheres

PN B75978AA

IMPORTANT Do not use the AQUIOS Flow-Count Fluorospheres reagent in replacement of the AQUIOS
STEM-Count Fluorospheres. The system will not start.

1 Select MEMMNEN ) 1) status bar. When prompted, open the reagent door by pressing the
top middle part of the door in one single, solid motion.

2 Remove the empty AQUIOS STEM-Count Fluorospheres bottle, pull out the bottle and adapter

as a single unit. Hold the adapter in one hand and pull out the AQUIOS STEM-Count
Fluorospheres bottle with the other hand.

|

JERn
O}"/ f/__.../l'«iuu”L i\;i ~ .
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AQUIOS STEM Replacement Procedures

3 Properly mix the new AQUIOS STEM-Count Fluorospheres bottle (vortex 10 to 12 seconds is
required).

4 Remove the cap on the new AQUIOS STEM-Count Fluorospheres bottle, and completely remove
the aluminum seal before loading.

NOTE This cap and aluminum seal are not pierceable.

IMPORTANT Place the specific holder for AQUIOS STEM-Count Fluorospheres in the instrument prior to
placing the AQUIOS STEM-Count Fluarospheres bottle in the holder.

5 Place the screw cap with hole on the AQUIOS STEM-Count Fluorospheres bottle.

6 Place the new AQUIOS STEM-Count Fluorospheres bottle in the adapter with the barcode facing

outward and ensure that there is no space between the bottom of the AQUIOS STEM-Count
Fluorospheres bottle and the adapter. The fit will be snug.

the securing metal spring.

- Wk/
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Adjustment and Replacement Procedures
AQUIOS STEM Replacement Procedures

7 Placethe adapter into the AQUIOS STEM-Count Fluorospheres holder, The adapter can only be
inserted one way, the key in the adapter must fit in the groove of the holder as shown.

8 Close the reagent door. The reagents and plate are scanned, and the Reagent Levels screen
appears.

s TR R —‘

T ve—

e

NOTE On the Reagent Levels screen, if a sample is running, the AQUIQ)/S STE

ount Fluorospheres
column displays the number of tests scheduled to have AQUIOS STE

ount Fluorospheres added
Iso be available on the Reagent

( \""5; __:j’ r/
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Adjustment and Replacement Procedures
AQUIOS STEM Replacement Procedures

N

9 Close the Reagent Levels screen and the Main screen appears. E e
%

N // i‘ | /’)

[ & | 7
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APPENDIX A

Reports

Overview

This appendix contains the following information:
* Reports
¢ QCReport

Reports

Reports can be printed or saved (PDF) from the Review or the Result screens. The report will be
generated for each well individually, nevertheless all the results (IVD parameters and population
statistics) will be included. For instance, in the case of a sample run with AQUIOS STEM Panel, the
report for the well#1 will include only the graphics from the well#1, but all the results from the 3
wells (Well#1, Well#2 and Control).

Refer to below examples of Reports for various specimens.

NOTE The report can be customized under System Setup to display the name, address, and facility logo.

* Example report formats for STEM
— Figure A.1, Report: STEM Panel - Apheresis - Well #1 Page 1
— Figure A.2, Report: STEM Panel - Apheresis - Well #1 Page 2
— TFigure A.3, Report: STEM Panel - Apheresis - Well #1 Page 3
— Figure A.4, Report: STEM Panel - Apheresis - Summary Page 1 //-/ '
— Figure A.5, Report: STEM Panel - Apheresis - Summary Page 2
— TFigure A.6, Report: STEM Panel - Apheresis - Summary Page 3

NOTE The parameters with ** are population statistics.

Also refer to Report Description and QC Report Description, /

Rolando F. Bornia
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Reports
Reports

Figure A.1 Report: STEM Panel - Apheresis - Well #1 Page 1

Sample ID: 89352211984 Test: Stem Panel v1.0

Run Date: 15 Mar 2022 15:56:15 Analysis Date: 15 Mar 2022 16:14:49
User: Admin Collect Date: 14 Mar 2022
Specimen Type: Apheresis Patient Name:

Patient ID: Gov. I1D:

Status: Location:

Gender: F Date Of Birth: 12 Oct 1977
Physician: Physician Code:

Instrument Serial #: AZ23062 Harvest Volume (mL): 50

Report: Well 1 Weight (kg): 75 Dilution:‘ 20

Run Flags:
Run Notifications:

Comments:

Ceits and Mo Beads 5 IBBLE LEUKS

CD34FOS COSB DI

R T T
2 ap, 600 B0 0K

Celis and Ho Beads

ALLCO34FDS 2 A11.CDa8 DI

-

e

** Population Statistics

. Gabrigla A. Cividino
Beckman Cbulter Argentina S.A
FARMACEUTICA
M.N. 15202/ M.P, 18093

Page #1 of 3
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Figure A.2 Report: STEM Panel - Apheresis - Well #1 Page 2

Reports
Reports A

Sample ID: 89352211984 Test: Stem Panel v1.0
Run Date: 15 Mar 2022 15:56:15 Analysis Date: 15 Mar 2022 16:14:49
Result IVaIue |Flag |Norma| Range Action Range
Viable CD34+ HPC Count Well 1 (cells/uL) 31.61
Viable CD34+ HPC Count Well 2 (cells/uL) 29.72
AVG Viable CD34+ HPC Count (cells/uL) 30.66
Viable CD34+ HPC % Diff (Well 1 vs Well 2) 3.08%
Viable Leukocytes Count Well 1 (cells/uL) 9,308.80
Viable Leukocytes Count Well 2 (cells/uL) 9,146.02
AVG Viable Leukocytes Count (cells/uL) 9,227.41
Viable CD34+ HPC Well 1 % (of Viable 0.34%
Leukocytes)
Viable CD34+ HPC Well 2 % (of Viable 0.32%
Leukocytes)
AVG Viable CD34+ HPC % (of Viable Leukocytes) 0.33%
DF: Dilution Factor 20.00
AVG Viable CD34+ HPC Count (cells/ul) (x DF) 613.25
AVG Viable Leukocyte Count (cells/uL) (x DF) 184,548.21
HV: Harvest Volume (mL) 50.00
AVG Viable CD34+ HPC Count (x DF x HV) 30,662,346.20
BW: Body Weight (kg) 75.00 —
AVG Viable CD34+ HPC Count per kg (x DF x HV 408,831.28 3 Y
/ BW) ‘;
CAL 962 /
Viable CD34+ HPC Count Negative Ctrl (cells/uL) 0.61 il
1 i/ 3
\
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/
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Figure A.3 Report: STEM Panel - Apheresis - Well #1 Page 3

Sample ID: 89352211984 Test: Stem Panel v1.0

Run Date: 15 Mar 2022 15:56:15 Analysis Date: 15 Mar 2022 16:14:49
Statistic IVaIue lFlag |Normal Range IAction Range
**CD34+ Viability Well 1 % (of total CD34+) 98.41%

**CD34+ Viability Well 2 % (of total CD34+) 96.31%

*AVG CD34+ Viability % (of total CD34+) 97.36%

**Total CD34+ HPC Count Well 1 (cells/uL) 32.12

**Total CD34+ HPC Count Well 2 (celis/uL) 30.86

**AVG Total CD34+ HPC Count (cells/uL) 31.49

**WBC Count Well 1 (cells/uL) 9,601.19

**WBC Count Well 2 (cells/uL) 9,493.66

**AVG WBC Count (cells/uL) 9,547.43

**Sample Viability Well 1 % (of WBC) 96.96%

**Sample Viability Well 2 % (of WBC) 96.34%

**AVG Sample Viability % (of WBC) 96.65%

**Total CD34+ HPC Count Negative Ctri (cells/uL) 0.70

**DF: Dilution Factor 20.00

**AVG Total CD34+ HPC Count (cells/uL) (x DF) 629.75

**AVG WBC Count (cells/uL) (x DF) 190,948.54

**Viable Events Well 1 72,803

**Viable Events Well 2 72,364

**Viable Leukocytes Events Well 1 72,748

“*Viiable Leukocytes Events Well 2 72,322

**Viable CD34+ HPC Events Well 1 247

**Viable CD34+ HPC Events Well 2 235

**Viable CD34+ HPC Events Negative Ctrl 13 P e
**Single Beads Events Well 1 7,518 ¢ \
**Single Beads Events Well 2 7,607 ' }
**Single Beads Events Negative Ctrl 20,535 /
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.
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/ 1/
: I/
k/,f N A/
6, (,Lf NS
. Gw:;ké A. Cividino | E ;B nia
ecxman Coulter Argentina
FARNACEUTICA o ROP ando F. Bor
M.N. 15202/ M.P. 18093 APODERADO
** Population Statistics Page #3 of 3
A-4 PN B75978AA

IF-2023-40460568-APN-INPM#ANMAT

Pagina 119 de 161



Reports
Reports A

Figure A.4 Report: STEM Panel - Apheresis - Summary Page 1

Sample ID:

Run Date:

User:

Specimen Type:
Patient ID:
Status:

Gender:

Physician:

Instrument Serial #:

Report:
Run Flags:
Run Notifications:

Comments:

89352211984
15 Mar 2022 15:56:15

Admin

Apheresis

AZ23062

Summary

Test: Stem Panel v1.0
Analysis Date: 15 Mar 2022 16:14:49
Collect Date: 14 Mar 2022

Patient Name:

Gov. ID:

Location:

Date Of Birth: 12 Oct 1977
Physician Code:

Harvest Volume (mL): 50

Weight (kg): 75 Dilution: 20
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Figure A.5 Report: STEM Panel - Apheresis - Summary Page 2

Sample ID: 89352211984 Test: Stem Panel v1.0

Run Date: 15 Mar 2022 15:56:15 Analysis Date: 15 Mar 2022 16:14:49

Result |Value IFIag INormal Range Action Range

Viable CD34+ HPC Count Well 1 (cells/uL) 31.61

Viable CD34+ HPC Count Well 2 (cells/uL) 29.72

AVG Viable CD34+ HPC Count (cells/uL) 30.66

Viable CD34+ HPC % Diff (Well 1 vs Well 2) 3.08%

Viable Leukocytes Count Well 1 (cells/uL) 9,308.80

Viable Leukocytes Count Well 2 (cells/uL) 9,146.02

AVG Viable Leukocytes Count (cells/uL) 9,227.41

Viable CD34+ HPC Well 1 % (of Viable 0.34%

Leukocytes)

Viable CD34+ HPC Well 2 % (of Viable 0.32%

Leukocytes)

AVG Viable CD34+ HPC % (of Viable Leukocytes) 0.33%

DF: Dilution Factor 20.00

AVG Viable CD34+ HPC Count (cells/uL) (x DF) 613.25

AVG Viable Leukocyte Count (cells/uL) (x DF) 184,548.21

HV: Harvest Volume (mL) 50.00

AVG Viable CD34+ HPC Count (x DF x HV) 30,662,346.20

BW: Body Weight (kg) 75.00 o

AVG Viable CD34+ HPC Count per kg (x DF x HV 408,831.28 }

/ BW)

CAL 962 /

Viable CD34+ HPC Count Negative Ctrl (cells/uL) 0.61 ; N

" P }

N [/ |
| _
O~ A WA f—
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Figure A.6 Report: STEM Panel - Apheresis - Summary Page 3

Reports
Reports A

Sample ID: 89352211984 Test: Stem Panel v1.0
Run Date: 15 Mar 2022 15:56:15 Analysis Date: 15 Mar 2022 16:14:49
Statistic ’Value JFlag |Normal Range Action Range
**CD34+ Viability Well 1 % (of total CD34+) 98.41%
**CD34+ Viability Well 2 % (of total CD34+) 96.31%
**AVG CD34+ Viability % (of total CD34+) 97.36%
**Total CD34+ HPC Count Well 1 (cells/uL) 32.12
**Total CD34+ HPC Count Well 2 (cells/uL) 30.86
**AVG Total CD34+ HPC Count (cells/uL) 31.49
*WBC Count Well 1 (cells/uL) 9,601.19
**WBC Count Well 2 (cells/uL) 9,493.66
*AVG WBC Count (cells/uL.) 9,547.43
**Sample Viability Well 1 % (of WBC) 96.96%
**Sample Viability Well 2 % (of WBC) 96.34%
**AVG Sample Viability % (of WBC) 96.65%
**Total CD34+ HPC Count Negative Ctrl (cells/uL) 0.70
**DF: Dilution Factor 20.00
**AVG Total CD34+ HPC Count (cells/uL) (x DF) 629.75
*AVG WBC Count (cells/uL) (x DF) 190,948.54
**Viable Events Well 1 72,803
**Viable Events Well 2 72,364
**Viable Leukocytes Events Well 1 72,748
**Vjable Leukocytes Events Well 2 72,322
**Viable CD34+ HPC Events Well 1 247
**Viable CD34+ HPC Events Well 2 235 o
**Viable CD34+ HPC Events Negative Ctrl 13 \\\
**Single Beads Events Well 1 7,518 }
**Single Beads Events Well 2 7,607 /
**Single Beads Events Negative Ctrl 20,535 / )
{ /j [’l {fi
g | /
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Report Description

Report Heading

For a description of how to set up report headings, refer to Appendix A, Software Screens in the
AQUIOS CL Flow Cytometer Instructions for Use manual.

Displays: Generating Reports

Reports can be generated using the available pre-defined formats for data display. Use the Graph
Format drop-down menu under the Review or Result screens to select the display desired for the
report.

Result Table Heading

* Result - use to view the assay statistics
* Value - use to view the patient's result obtained with the AQUIOS system

* Flag -Results are flagged as H or L if they are outside the normal ranges, and HH or LL if outside
of the action ranges

* Normal Range - Reference values defined by the user in the Setup window, Test Settings tab
¢ Action Range - Reference values defined by the user in the Setup window, Test Settings tab

Statistics: AQUIOS STEM Report

* Viable CD34+ HPC Count (cells/uL)
¢ Viable Leukocytes Count (cells/uL)
¢ Viable CD34+ HPC % (of Viable Leukocytes)

QC Report

The QC reports can be printed, saved (PDF) or created as a spreadsheet (CSV) file from any of the
three QC screens. All three screens generate the same all-inclusive report containing the QC data in
the following order: Results, Instrument, and Instrument Drift. Note that the QC report statistics
depend on the assay selected under the Test drop-down menu. Also, the report can be customized
under System Setup to display the name, address and facility logo. For generating a QC report, refer
to the AQUIOS CL Flow Cytometer Instructions for Use mgfn,u@:»‘““‘\\\

The QC report can show all lot numbers or a single lot number. QC can b; displayed for up to four
months using the “Period” option. If lot (All) is selected, available lot ny’inbersunder this time
frame will be displayed in the same graph identified with a different color. |

NOTE Users with Administrator privileges or Reviewer/Editor privilg;eggs"t'én exclu;de/r store data points.

) ) 4 5
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QC Report Description

QC Result Report Heading, QC Instrument Report Heading, QC Instrument Drift
Report Heading

* Facility Name - location where test was performed.

¢ Test - assay used for the control.

* Control - AQUIOS control selected for the report.

* Lot number - single lot selected or (All) if plotting all available lots.

* Date - month, year, and period selected for the report.

NOTE QC can be displayed for up to four months using the “Period” option.

QC Result Displays & Statistics (Depend on Test Selected)

¢ Viable CD34+ HPC Count (cells/pL)
¢ Viable Leukocytes Count (cells/uL)
* Viable CD34+ HPC % (of Viable Leukocytes)

QC Result First Table Heading

* Lot - lot number used for the specified QC run.

* Average - average of all listed runs.

*  Min - lowest value of all listed runs.

*  Max - highest value of all listed runs,

*  CV- coefficient of variation of all listed runs (Standard Deviation/Average) x 100
* StDev - standard deviation of all listed runs.

QC Result Second Table Heading, QC Instrument Second Table Heading, QC
Instrument Drift Second Table Heading

¢ Exclude - data points included or excluded in the report. .~ y
* Lot -single lot selected or (All) if plotting all available lots. . )
* Date run - date in which control was analyzed. b

* Pass/Fail - If Pass, data point is within expected range. If Fail, data p019t/1/s not w‘;thm the
expected range. |/ \ //

* Assay statistics - percent or count/yL of selected assay.

O
olando F Bom'
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QC Reports

Figure A.7 QC Results: Results View of AQUIOS STEM CD34 Control Cells Level 1, AQUIOS STEM Single

Test: Stem Single

Control: STEM CD34 - Level 1

e

HE=E

“ Lot: 10180063 -~ Month: April o vers 202t - ()

I Show Patient Runs Instrument:  AZ23062 v Peried: 1 v
DateFun  ViebleCOdw HET Viable CD34+ HPC Count (celisiuL) Viable Leukosytes Count (cellsiuL}

Gount feeds/ut) Y 0 ~& - 10120083
60T 200000
10180063 482021 1400 §00000

10180063 &/9/2021 2 - . o 7 - S 5 R
] 10180063 | 4/12:2021 8.73 1600 EIE, LR R @ i R 3 g Ny
O 101808 413z 55 oo c"\v/«""\, emooe £ Yo 5 e
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Figure A.8 QC Results: AQUIOS STEM CD34 Control Cells Level 1, AQUIOS STEM Single (Page 1)

Results:
Viable CD34+ HPC Count (celisiuL) Viable Leukocytes Count {celisiuL}
= AMAN0E3.. —4— 10180083
1600 1 800000 +
14.00 3 800000 L
=g , 700000 X
1000 3 P S A
«‘!V/\\ 509000 #
800 1 k
800 500000 L
400 1 400000 +
045 04110 0418 04720 04i25 04130 0405 0410 04/15 04120 04125 04130
Viable CD34+ HPC % (of Viable Leukocytes)
0.25% =2 10130083,
0.20% 1
0.15% [EETEEEE
=X P
\«*”
paow% I
045 0410 oane  oamo 04026 04/30
Figure A.9 QC Results: AQUIOS STEM CD34 Control Cells Level 1, AQUIOS STEM Single (Page 2)
lﬁesull ILo’t IAvg IMin Pﬂax lc\l lStDev | 1
Viable CD34+ HPC Count (cells/uL) 10180063 8.83 7.87 9.91 8.38 % 0.74
Viable Leukocytes Count (cells/ul) 10180063 6,534.89 6,121.83 7,223.83 5.78 % 377.72
Viable CD34+ HPG % (of Viable Leukocytes) 10180063 0.14% 0.12% 0.14% 6.24 % 0.01%
-~ "‘\\
Exclude frot DateRun Pivcalluose SVEu T TueoE 7
(Yes/No) nt | Leukocyt | CD34+ ¢
HPC s Count [HPC % f
( usluL (cellsiul) }(of Viable :
(ce) s
=8 i {\\
No 10180063 4/7/2021 5 Pass 8.82 6,121.83  0.14% \ [ 3 }
] H i
]
No 10180063 4/8/2021 5 Pass 9.40 6,60364 0.14% § yl'
No 10180063 4/9/2021 5 Pass 7.87 8,511.14  0.12% / ! j/
No 10180063 4/12/2021 5 Pass. 873 6,449.65 0.14% //g\ i 3 L ‘ /
/ i\ A ).,,,‘l E
No 1018006_3 4/13/2021 5 Pass 9.91 7,223.83  0.14% /’( i “\}J{“
N 10180063 4/15/2021 5 P 8.26 6,299.23  0.13% {ﬂ/ B//
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Figure A.10 QC Results: Results View of AQUIOS STEM CD34 Control Cells Level 2, AQUIOS STEM Single

Test: Stem Single ~ Control: STEM CD34 - Level 2

{J Show Patient Runs

Instrument:  AZ23062 v Period: 1 -

o Lot: 10180064 -~ Month: April - Year: 2021
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Figure A.11 QC Results: AQUIOS STEM CD34 Control Cells Level 2, AQUIOS STEM Single (Page 1)
Results:
Viable CD34+ HPC Count {cellsiuL) Viable Leukocytes Count {cells/uL)
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4500 i
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2600 1
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—g— 10180054
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050% + m“\
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04/5 0415 o415 04720 04125 04730
Figure A.12 QC Results: AQUIOS STEM CD34 Control Cells Level 2, AQUIOS STEM Single (page 2)
Iﬂesuu ILot IAvg lMin IMax {CV IStDev
Viable CD34+ HPC Count (cells/uL) 10180064 31.57 28.90 35.13 7.19% 2.27
Viable Leukocytes Count (celis/uL) 10180064 6,697.32 6,301.14 7,166.4}}”“""‘5.\20& 348.27
p
Viable CD34+ HPC % (of Viable Leukocytes) 10180064 0.47% 0.43% 0.50% 5.56 % \ 0.03%
Exclude Lot D: Pass/Fall | Viable Viable Viable
(YesMNoy nt CD34+ Leukoeyt | CD343
HPC es Count {HPC %
Count  |(cellsiuL) §(of Viabte
{celis/ul) t:;akocyi
No 10180064 4/7/2021 5 Pass 30.89 6,301.14  0.49%
No 10180064 4/8/2021 5 Pass 33.08 6,652.57 0.50%
No 10180064 4/9/2021 5 Pass 3513 7,166.41  0.49%
No 10180064 4/12/2021 5 Pass 28.90 6,307.89  0.46%
No 10180064 4/13/2021 5 Pass 31.60 6,805.36 0.46%
No 10180064 4/15/2021 5 Pass ok g 6,950.55 0.43%
{ ~,
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A data sheets, material safety
Action Toolbox . hqw to order, 1-6
disclaimer

Review screen, 5-9
adjust compensation
manually, 5-11
Analysis Algorithm F

3-dimensional lymphocyte gating, 2-4
overview, 2-4
Analysis reagent

graphics, xviii

Flags and Notifications, 5-16

Sheath Fluid, 1-5 G
AQUIOS Manuals graphjc
Use, xv options, 5-6
AQUIOS STEM Panel monoclonal antibody graphics disclaimer, xviii
reagents, 1-4
AQUIOS Tetra System software
used with, 1-3 H
help, Beckman Coulter Customer Support
B Center, ii
bar codes
smart-track monitoring, 1-3 ]
Beckman Coulter Customer Support Center, intended use, 1-1
contacting, ii
blood volume L

minimum required per specimen tube, 4-3
limitations, 1-6

linearity, 6-1

C Lymphocyte Immunophenotyping Panels
call center, contact information, i Tetra-1 Panel, 2-3
compensation

to manually adjust, 5-11 M

contact information, Beckman Coulter _
Customer Support Center, ii manual overview, X
control lot number, registering. See Startinga ~ Manual, updates (primary entry), -iii
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Index-2

0
options
graphic, 5-6
running specimens, 4-10
overview
3-dimensional lymphocyte gating, 2-4
Analysis Algorithm, 2-4

P

Parameter results of STEM Single, Duplicate,
and Panel
parameter results, 2-3
population statistics, 5-11
recommended use, 3-1, 3-7, 5-11
precision
Precision Performance of Quantitative
Measurement Methods, 6-7
preparation
monoclonal antibodies, 1-4
Tetra-1 sample, 7-1
Principles of Tetra Tests, 2-1

Q

Q C workflow, 3-1
QC
report, A-8
report description, A-9
Results screen, 3-16
QC materials
required, 3-2
QC overview, 3-2
QC process, 3-3
Quality Control, 6-8
Quality Control reagents
AQUIOS STEM CD34 Control Cells, 1-5

R

reagent
specificity, 6-8
reference ranges, 6-6
registering control lot number. See Starting a
New Lot of Beckman Coulter Control in

Chapter 9 of AQUIOS CL Flow Cytometer

Instructions for Use, 3-3
replacing reagents and consumables. See

AQUIOS CL Flow Cytometer Instructions

1

for Use

A. Cividino

report
QC, A-8

report description

display

S

generating reports, A-8

QC, A-9

report heading, A-8

result t

able heading, A-8

statistics, Tetra-1 Report, A-8
reports, A-1
Results screen

search menu, 5-15

selecting data for review, 5-15
Review screen

Action Toolbox, 5-9

display
sample

areas, 5-2
s pending transmission, 5-1

Running screen, 4-12
running specimens
options, 4-10

S

safety sym

bols, xviii

potentially infectious, xviii
sample populations
to automatically identify and
enumerate, 2-4
SDS (safety data sheets)

how to

order, 1-6

service, contact information, ii

specificity

reagent, 6-8

STEM

throughput, 7-1
STEM Application
Workflow, 4-2

STEM Sing

le, Duplicate, Panel Results, 2-3

storage conditions and stability
reagents, 4-4
Whole Blood Specimen, 4-4
support, Beckman Coulter customer, ii

System Components T Ty
"closed" system, 1-3
autoloader, 1-2 ‘ -
fully automatic operation, 1-2 P

load & go feature, 1-3
Single-tube Loader, 1-2
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Beckman Coulter, Inc,
Customer End User License Agreement

This Product contains software that is owned Ly Beckinan Coulter, Inc. or its suppliers and is protected by
United States and international copyright laws and international trade provisions. You must treat the
software contained in this Product like any other copyrighted material, This license and your right to use the
Product terminate automatically if you violate any part of this agreement,

This is a license agreement and not an agreement for sale. Beckman Coulter hereby licenses this Software to
you under the following terms and conditions:

You May:

1. Use this software in the computer supplied to you by Beckman Coulter:

2. Maintain one copy of this software for backup purposes (the backup copy shall be supplied by Beckman
Coulter);

3. After written notification to Beckman Coulter, transfer the entire Product to another person or entity,
provided you retain no copies of the Product software and the transferee agrees to the terms of this
license agreement.

You May Not:

1. Use, copy or transfer copies of this Software except as provided in this license agreement;

2. Alter, merge, modify or adapt this Software in any way including disassembling or decompiling;
3. Loan, rent, lease, or sublicense this Software or any copy.

Limited Warranty

Beckman Coulter warrants that the software will substantially conform to the published specifications for the
Product in which it is contained, provided that it is used on the computer hardware and in the operating
system environment for which it was designed. Should the media on which your software arrives prove
defective, Beckman Coulter will replace said media free of charge within 90 days of delivery of the Product.
This is your sole remedy for any breach of warranty for this software,

Except as specifically noted above, Beckman Coulter makes no warranty or representation, either expressed
or implied, with respect to this software or its documentation including quality, performance,
merchantability, or fitness for a particular purpose.

No Liability for Consequential Damages
In no event shall Beckman Coulter or its suppliers be liable for any damages whatsoever (including, without
limitation, damages for loss of profits, business interruption, loss of information, or other pecuniary loss)

arising out of the use of or inability to use the Beckman Coulter Product software. Because some states do rot
allow the exclusion or limitation of liability for consequential damages, the above limitation might not apply
to you.

General " ‘}

This agreement constitutes the entire agreement between you and Beckman Coplter and supersedes any
prior agreement concerning this Product software, It shall not be modified exc ’pt by written agreement
dated subsequent to the date of this agreement signed by an authorized Becvlzﬁén Coulter representative.
Beckman Coulter is not bound by any provision of any purchase order, recejpt, acgéﬁtaﬁ;e, confirmation,
correspondence, or otherwise, unless Beckman Coulter speciﬁcallyﬁ agrees'to the provision in writing, This

agreement is governed by the laws of the State of California. | /
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Related Documents

Your AQUIOS documentation can be found on
our Web site at www.beckman.com

AQUIOS STEM System Guide
PN B75978

AQUIOS CL Flow Cytometer Instructions for
Use
PN B21896

AQUIOS STEM LIS Host Transmission
PN C62645

Cytometry Interlaboratory Quality Assurance \ \
Program Procedure Manual
PN 4206384
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PROYECTOS DE ROTULO EXTERNO

Nota: por art. 1° de la Disposicién n° 4043/2005 ANMAT, se acepta el uso de los 24
simbolos descritos y definidos en el Anexo | de la citada norma en reemplazo del texto
de la informacion requerida en la presente Disposicién en los rétulos de los productos
para diagndstico de uso in vitro.

ROTULO ORIGINAL DEL PRODUCTO

2) B77691 AQUIOS STEM Kit Reagents

Brzeer AQUIOS STEM Kit C€
[CONTENTS] 2x0.64 mL.  [CONJ 2% 10 ml FLUGROSPHERES

1%0.64mL  [CONIIREAG]

ixg6dmi  [-asn] Py, \

3 26.5mL fﬁ‘éﬁl [C¢BiNG | gf:‘&% {pﬂ ‘%—Ir
INFORMATIGN FOR USA Oy Y, * f" Ny g 50
R0y, For o human Uy b
Rnact <1, Pyl < EOTA <1, (S —— g N/

a0 4.005%, G 1%, Borving Bavum Albuming <%, Palesyrens Labee Besds <5%, . [:EJ
Bt e 0 5. S g | [EISHITHIGHI MR
IMMUNOTECH SAS :;ni;Flh;lﬂPmllH gx Compunaats | Sulfoxide 1 - 2!’- Py oo
@COUHER 907G Warveis Caten 8 Frunce, +(SH 491 173177 TR, 25037 AA
i
4
B77691 3
[+
8 -
il i s @
AHTEETINEED A
*HE28BT7E91 11+ anSn
v R EE o
| I 2525 5 ¢ &
WM 5558 4 3
~+3$32204211234560LC* P :& b= b
[REF] B77695 e 2 O 8
[ — % B %;
20 wc‘i' 3 = C3 A E}
1. Nombre del Producto AQUIOS STEM Kit
2.
) Rétulo Local
a) Nombre y direccién del Importador
b) Nombre del Director Tecnico Rétulo Local
c) Nombre y direccién del Elaborador Rétulo Local

Immunotech S.A.S., A Beckman
Coulter Company, 130 Avenue de
Lattre de Tassigny-BP177- 13276

Marseille, Cedex 9-France.

d) Nombre y direccién del Fabricante Legal

3. Leyenda “Autorizado por la ANMAT” Rétulo Local “""\\)
4. Numero de lote o partida

Beckman Coulter, Argentina Confidencial

x IE2023 4046(55‘&4&@&”9@ R
rie iaino
R | il N APODERADO

FARMACEUTICA
M.N. 15202/ M.P. 18093
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5. Fecha de Vencimiento g

Conj Reag 2x0.64 mL

o, . .. Conj Reag 1x0.64 mL

6. Constitucidon del equipo (relacion de los 7-AAD 3% 064 mL
componentes) SOLN LYSING 3x26.5mL

FLUOROSPHERES 2x 10 mL

7. Leyenda “Uso In Vitro”

8. Descripcion de la finalidad de uso del
producto

o

9. Descripcion de las precauciones

10. Indicaciobn de las condiciones
adecuadas de almacenamiento y transporte 2-8°C
del producto

ROTULO LOCAL (APUESTO POR EL IMPORTADOR/DISTRIBUIDOR EN
ARGENTINA)

Beckman Coulter Argentina, Gral. Martin M. Guemes. 4168 B1603EN Villa
Martelli, Bs. As

Directora Técnica: Farmacéutica Gabriela A. Cividino e
Fabricante: Immunotech S.A.S., A Beckman Coulter Company, 130 Avenue de
Lattre de Tassigny-BP177- 13276 Marseille, Cedex 9-France.
“USO PROFESIONAL EXCLUSIVO - VENTA EXCLUSIVA A
LABORATORIOS DE ANALISIS CLINICOS”

Autorizado por ANMAT- PM 1109-495

Gabrigla A. Cividino
Beckman Coulter Argentina S.A
FARMACEUTICA
M.N. 15202/ M.P. 18093

Beckman Coulter, Argentina Confidencial -30-

*|F-2023-40460568-APN-INPM#ANMAT
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PROYECTO DE ROTULO INTERNO

Nota: por art. 1° de la Disposicion n° 4043/2005 ANMAT, se acepta el uso de los 24
simbolos descritos y definidos en el Anexo | de la citada norma en reemplazo del texto
de la informaciéon requerida en la presente Disposicion en los rétulos de los productos

para diagnéstico de uso in vitro.

/4
i . flx?
AQUIOS STEM Kit < AQUIDS STEM Kit .
B77602 = B77603 ] g
@ CD45FITC c € S @ CD4SFITC g
& CD34-PE = @ IsoClonic Control-PE 5
Q i
osamL . 38 0BdML ppc 3 B
rd " BE Ji' 83
e r oy i1 ey _ ¢ & N
Vo et e s (€8 B0 § EXI Pl i el o gnm« g m
i
AQUIOS STEM Kit g AQUIOS STEM H:t
[REF] B77694 3 Lysing Solution  [WEF a7789s
7-AAD Viability Dye c € &
- 25
- = BECAN =
= COULTER e
WS 0.64mL g8 st
W"T;':Tla 1 4
—— I ‘3 T O
qﬂllﬂﬂ‘?uz‘m‘“ @m E m 2323‘ 13- 31 15 A
c: p1779 c €

BITERS-AA

3
:
]

IMRLINGTEGH S48, o Besionan Ceutir Do
8IS Shareally Coduy § Frans HEI A M sﬁ%
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el 1
B
(o] o S
g [WEARNE] ™
= g 2.c‘i l-ﬁl!:l?ggﬂl ®
o = aS
ol 4 Dzaman Cnltss Campeny H
e €20336-n8 Wl e s

AQUIOS STEM Kit
CD45-FITC/ CD34-PE

e
)
s f[ /
/ / { /

4 ?
ulﬁ;»/
cd

R‘l”do ornia
|F-2023- 40460??%% NWMAT

1. Nombre del Producto

2. NUmero de lote o partida

3. Fecha de Vencimiento

Beckman Coulter, Argentina Confidencial

Gabnela A. Cividino
Beckman Cbulter Argentina S.A
FARMACEUTICA

M.N. 15202/ M.P. 18093 Pag| nal43 de 161



4. Indicacién de las unidades métricas,
tales como volumen, peso, actividad u otra

transporte del producto

unidad caracteristica de cada componente 0.64 mL
del producto

5. Indicacibn de las condiciones

adecuadas de almacenamiento y 2.8°C

1. Nombre del Producto

AQUIOS STEM Kit

CD45-FITC IsoClonic Control PE

transporte del producto

2. Namero de lote o partida LOT
3. Fecha de Vencimiento g

4. Indicacion de las unidades métricas,

tales como volumen, peso, actividad u otra

unidad caracteristica de cada componente 0.64 mL
del producto

5. Indicacibn de las condiciones

adecuadas de almacenamiento vy 2.8°C

1. Nombre del Producto

AQUIOS STEM Kit
7-AAD Visbility Dye

transporte del producto

2. Numero de lote o partida LOT
3. Fecha de Vencimiento g
4. Indicacidon de las unidades métricas,

tales como volumen, peso, actividad u otra

unidad caracteristica de cada componente 0.64 mL
del producto

5. Indicacibn de las condiciones

adecuadas de almacenamiento vy 2.8°C

1. Nombre del Producto

AQUIOS STEM Kit

Lysing Solution

| /
Beckman Coulter, Argentina [ Confidencial /ﬁ/ =T { g t{ !:i :
. (,'):“’;O ik F—2023-404605%§?Eﬁ‘\1qﬂ RINTAG
Beckmaan ,‘ulte.rA)rgemina SA ,APODE ADO

FARMACEUTICA
M.N. 15202/ M.P. 18093

/«5
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2. Numero de lote o partida

3. Fecha de Vencimiento

4. Indicacion de las unidades meétricas,
tales como volumen, peso, actividad u otra

transporte del producto

unidad caracteristica de cada componente 26.5 mL
del producto

5. Indicacibn de las condiciones

adecuadas de almacenamiento vy 18-25°C

1. Nombre del Producto

AQUIOS STEM Kit
Stem Count Fluorospheres

del producto

2. Nimero de lote o partida LOT
3. Fecha de Vencimiento g

4. Indicacion de las unidades métricas,

tales como volumen, peso, actividad u otra

unidad caracteristica de cada componente 10.0 mL

5. Indicacion de las condiciones
adecuadas de  almacenamiento vy
transporte del producto

f/ P o~
v/
o H
2.8°C Ny

J or—_ Ro!ando F ornia
Gabrigla A. Cividino /FODER/ADO
Beckman Coulte r Argentina S.A
FARMACEUTICA
M.N. 15202/ M.P. 18093

Beckman Coulter, Argentina Confidencial -33-
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PROYECTOS DE ROTULO EXTERNO

Nota: por art. 1° de la Disposicion n° 4043/2005 ANMAT, se acepta el uso de los 24

simbolos descritos y definidos en el Anexo | de la citada norma en reemplazo del texto
de la informacién requerida en la presente Disposicién en los rétulos de los productos

para diagnoéstico de uso in vitro.

ROTULO ORIGINAL DEL PRODUCTO

3) C43667 AQUIOS STEM CD34 Control Cells Kit

 AQUIOS STEM D34 Contro Cells

VD

Info. for USA Only

Rx Only

Intended as an assayed, lysable whole blood quality confrol
product for immunophenolyping analysis using monaclonal
antihody reagents for flow cytometry.

Reactive Ingredients: Stabilized Human Erythrocyte and
Lewkocyte Preparation 2 x 3 mL

May be covered by one or more pat - see
www.beckman com/patents.

Manufaciured for IMMUNOTECHSAS.

a Beckman Coulter Company

beckm.mfieahc&ms c €

IMMUNOTECHSAS.
| & Beckman Coulter Company
| 130, avenue de Latire de Tassigny, BF 177

13276 Marseille cedex 9, France
Tal. {33) 491 172 727

[sDs]

camssns  |Made in US.AJ

Ja08a7

7 _

E AQUIOS STEM

| CD34 Control Cells
|

|
! C43667
|

QO-WINAAAA R
QO-WINFAAAA [pd
AANWNGG 5]

| [CONTERTS] tx3mi [tevel 1]

|
i “miﬁﬂig 1x3mL -Level 2

2
| %

B0 Sl
z‘cJR, ZIX
S -
8

COULTER CAa650-24 //

|
t
|
|
|
i
!
|
!

N —————basie -

1. Nombre del Producto

AQUIOS STEM CD34 Control Cells

2.
o Rétulo Local e,
a) Nombre y direccion del Importador ~
b) Nombre del Director Técnico Rétulo Local
c¢) Nombre y direccién del Elaborador Rétulo Local ;"

Beckman Coulter, Argenti

abriela A. Cividino
Beckman Coulter Argentina S.A
FARMACEUTICA
M.N. 15202/ M.P. 18093

Confidencial

7

/ A {
" IF-2023-4046ReE88-AEKR- INPRIGAR

Pagina 146 de 161




Immunotech S.AS., A Beckman
Coulter Company, 130 Avenue de
d) Nombre y direccion del Fabricante Legal | Lattre de Tassigny-BP177- 13276
Marseille, Cedex 9-France.

3. Leyenda “Autorizado por la ANMAT” Rétulo Local

4. Numero de lote o partida LOT

5. Fecha de Vencimiento

Ed

6. Constitucién del equipo (relacion de los Level 1: 1 x 3.0 mL
componentes) Level 2; 1 x 3.0 mL

7. Leyenda “Uso In Vitro” ivD

8. Descripcion de la finalidad de uso del
producto

v

9. Descripcion de las precauciones

10. Indicacibn de las condiciones
adecuadas de almacenamiento y transporte 2-8°C
del producto

ROTULO LOCAL (APUESTO POR EL IMPORTADOR/DISTRIBUIDOR EN
ARGENTINA)

Beckman Coulter Argentina, Gral. Martin M. Gliemes. 4168 B1603EN Villa
Martelli, Bs. As
Directora Técnica: Farmacéutica Gabriela A. Cividino g,
Fabricante: Immunotech S.A.S., A Beckman Coulter Company, 130 Avenue de %
Lattre de Tassigny-BP177- 13276 Marseille, Cedex 9-France. ( /
“USO PROFESIONAL EXCLUSIVO - VENTA EXCLUSIVA A f e
LABORATORIOS DE ANALISIS CLINICOS” , /’,/’"
{ |
Autorizado por ANMAT- PM 1109-495 / /’/ \
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2
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PROYECTO DE ROTULO INTERNO

Nota: por art. 1° de la Disposicion n° 4043/2005 ANMAT, se acepta el uso de los 24

simbolos descritos y definidos en el Anexo | de la citada norma en reemplazo del texto
de la informacion requerida en la presente Disposicién en los rétulos de los productos

para diagnoéstico de uso in vitro.

/
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“AQUIOS STEM
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1. Nombre del Producto

AQUIOS STEM CD34 Control Cells
Level 1

2. Ndmero de lote o partida

3. Fecha de Vencimiento

E%

4. Indicacién de las unidades métricas,
tales como volumen, peso, actividad u otra

unidad caracteristica de cada componente 3.0mL
del producto
5. Indicacibn de las condiciones
adecuadas de  almacenamiento y 2.8°C
transporte del producto
Beckman Coulter, Arg Confidencial
] A onfidential - Company Prop
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1. Nombre del Producto AQUIOS STEM CD34 Control Cells

Level 2
2. Numero de lote o partida LOT
3. Fecha de Vencimiento g

4. Indicacién de las unidades métricas,
tales como volumen, peso, actividad u otra
unidad caracteristica de cada componente 3.0mL
del producto

5. Indicacién de Ilas  condiciones e
adecuadas de  almacenamiento vy 5. G5 } o
transporte del producto ', j p /
[
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- /
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—
PROYECTO DE MANUAL DE INSTRUCCIONES 7 [ \

Ver adjunto Instrucciones de Uso del Producto. / /
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AQUIOS STEM Kit
IREFI B77691 50 anélisis

Para uso diagnéstico in vitro

USO PREVISTO

El kit AQUIOS STEM es un producto sanitario de diagndstico in vitro indicado para su uso por profesionales de laborat. 1.
para la deteccién de los parametros en los tipos de muestras mostrados en la Tabla 1, Parametros del sistema, en el sistema
automatizado de citometria de flujo AQUIOS CL.

Este es un ensayo cuantitativo utilizado para la identificacion y el recuento de las poblaciones celulares especificadas en
la Tabla 1, Parametros del sistema, en pacientes que se estan preparando para un trasplante de células progenitoras
hematopoyéticas autélogo o alogénico y en donantes que se someten a programas de movilizacién o recogida para
trasplantes de células progenitoras hematopoyéticas autélogos o alogénicos.

Tabla 1: Parametros del sistema

Tipo de Anticoagulante Kits/Parametros
espécimen
K,EDTA K.EDTA Heparina| Mezcla | ACD-A CPD Kit
de AQUIOS $TEM
heparina
y ACD-A
Sangre total X X X Porcentaj¢
Sangre total X X X de CD34
movilizada
Médula osea X X X X e
recién extraida de CD34
0 descongelada Recuento
Producto de X X absoluto
aféresis recién de CD45
extraido o
descongelado
Sangre del X X
cordén umbilical
recién extraida o
descongelada

IMPORTANCIA CLINICA

El kit AQUIOS STEM permite la deteccidn cualitativa, cuantitativa y automatizada, asi como el recuento, de la poblacion de
células progenitoras hematopoyéticas viables que expresan CD45+ y CD45+/CD34+ (doble positivas) mediante citometria
de flujo en muestras biolégicas humanas.

Cuando se usa segun lo previsto, el kit AQUIOS STEM puede utilizarse para una o mas de las siguientes funciones:

* Para el cribado o monitorizacién de muestras de donantes que se someten a esquemas de movilizacién o recoleccion
para trasplantes autélogos o alogénicos de células progenitoras hematopoyéticas.

+ Para la monitorizacién de muestras de pacientes que se preparan para trasplante autdlogo o alogénico de células
progenitoras hematopoyéticas.

RESUMEN
Células progenitoras hematopoyéticas (HPC)

El kit AQUIOS STEM esta disefiado para identificar células madre hematopoyéticas humanas y células progenitoras
hematopoyéticas (CPH) humanas utilizando los siguientes criterios: «Las células CD34+ verdaderas: (a) expresan el
antigeno CD34, (b) expresan el antigeno CD45 con una intensidad de tincién caracteristica de los blastocitos (es decir, se
pueden detectar facilmente, pero a niveles menores que los linfocitos y monocitos) y (c) presentan la dispersién de la luz de
angulo lateral baja y la dispersion de la luz de angulo frontal baja o intermedia caracteristicas de los bfastocitos» (1). La
exclusion de las CPH CD34+ muertas del recuento de CPH CD34+ viables se consigue utlhzando el Viability Dye) 7-AAD (2).

CD34

El antigeno CD34 es una familia de glucoproteinas transmembranarias monocatenarias de tipo | glucosnada! de manéra
diferencial (3,4,5). Se expresa en practicamente todas las células progenitoras hematopoyéticas, incluso g'n la cd!/zﬁas
madre multipotentes. Los epitopos del antigeno CD34 se han dividido en tres clases en funcién de-su sénsibjlidad’a la
neuraminidasa y a la glucoproteasa de Pasteurella haemolytica (6). El anticuerpo monoclonal {AcM) nti-CD34 utilizddo en
el kit AQUIOS STEM se denomina 581. Reconoce especificamente un epitopo de clase Ill de la mol cula de CDB4 (7), tal y
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como definen los patrones de escisién enzimatica (6,8). El anticuerpo monoclonal 581 se asigné al antigeno CD34 durante
el «5th HLDA Workshop on Human Leukocyte Differentiation Antigens» (5.° seminario sobre los antigenos de diferenciacién
de los leucocitos humanos [HLDA]), que tuvo lugar en Boston (Massachusetts, EE. UU.) en 1993 ().

CD45

El anticuerpo anti-CD45 reconoce a los miembros de la familia CD45 de antigenos panleucocitarios con un peso molecular
de 180, 190, 210 y 220 kD (9,10,11). También se conoce como el antigeno comun leucocitario (LCA). El antigeno CD45 se
expresa en todos los tipos de células hematopoyéticas, a excepcion de los eritrocitos maduros y sus progenitores inmediatos
(11,12). No se ha detectado en el tejido no hematopoyético diferenciado (12,13,14,15). El AcM anti-CD45 utilizado en el
kit AQUIOS STEM se denomina J33. Se asigné al antigeno CD45 durante el «3rd HLDA Workshop on Human Leukocyte
Differentiation Antigens» (3er seminario sobre los antigenos de diferenciacion de los leucocitos humanos [HLDAY)), que tuvo
lugar en Oxford (Inglaterra) en 1986 (16).

7-AAD

El marcador de viabilidad 7-aminoactinomicina D (7-AAD) es un producto analogo de la actinomicina D que contiene
un grupo amino sustituido en la posicién 7 del croméforo. El marcador de viabilidad 7-AAD se intercala entre las bases
citosina y guanina del ADN (15). Las actinomicinas son compuestos bioldgicamente activos que contienen un croméforo
2-amino-4, 6 dimetilfenoxazona-3 y dos pentapéptidos ciclicos (17). Las actinomicinas forman complejos estables con el
acido desoxirribonucleico (ADN) de doble cadena, pero nunca con el acido ribonucleico (ARN) de doble cadena ni con
hibridos de ADN y ARN ni ADN o ARN de cadena simple (15, 18).

Las propiedades espectrales del Viability Dye 7-AAD permiten que esta molécula sea especialmente adecuada para el analisis
mediante citometria de flujo (17). La absorcién méxima del complejo 7-AAD/ADN se sittia en la region espectral verde y, por
tanto, es adecuada para un laser con una longitud de onda de excitacién de 488 nm (15). La emisién de fluorescencia roja
intensa del Viability Dye 7-AAD (de 635 a 675 nm) facilita la utilizacién de esta sonda en combinacién con los anticuerpos
conjugados a isotiocianato de fluoresceina (FITC) y ficoeritrina (PE). Esto se debe a que, a diferencia del yoduro de propidio
(P1), el complejo 7-AAD/ADN presenta una superposicién espectral minima con el FITC y la PE (17).

Las células necréticas, apoptdticas o dafiadas son fuentes de interferencia en el analisis de las células viables mediante
citometria de flujo. Las células no viables se deben evaluar y distinguir a partir de la tincién de 7-AAD positivo; las células no
viables quedaran sin tefiir (negativas) (19).

Sistemas de citémetro de flujo

Los sistemas de citometria de flujo utilizan los principios de la citometria de flujo para analizar las muestras biclégicas con el fin
de identificar diversas poblaciones celulares determinadas por los anticuerpos monoclonales y los fluorocromos especificos
utilizados. Esta prueba utiliza el sistema de citometria de flujo AQUIOS CL para procesar y analizar las muestras.

PRINCIPIO

Esta prueba depende de la capacidad de un anticuerpo monoclonal de unirse a la superficie de células que expresan
determinantes antigénicos distintos. El reactivo CD45-FITC/CD34-PE del kit AQUIOS STEM es una combinacién de dos
anticuerpos monoclonales murinos, cada uno de ellos conjugado a un fluorocromo concreto y especifico para un antigeno
de la superficie celular diferente. La tincién especifica de la superficie celular se logra incubando muestras de una muestra
biolégica con el reactivo bicolor CD45-FITC/CD34-PE.

En una prueba adicional, la misma muestra se tifie con el reactivo CD45-FITC/IsoClonic Control-PE del kit AQUIOS STEM
para comprobar la unién inespecifica del anticuerpo monoclonal anti-CD34-PE. E| Viability Dye 7-AAD, un tinte de acido
nucleico que se une a los pares de bases accesibles (ADN celular), se utiliza para diferenciar las células viables de las no
viables. Los eritrocitos presentes en cada muestra se lisan con la solucion de lisis del kit AQUIOS STEM, un agente de lisis
muy especifico y muy suave, listo para usar, que se utiliza a temperatura ambiente. Se afiaden las fluoroesferas STEM-Count
del kit AQUIOS STEM y las células restantes se analizan mediante citometria de flujo.

Los siguientes reactivos de control del proceso y control de calidad son necesarios, pero no se suministran: fluoroesferas
FLOW-CHECK y células de control CD34 AQUIOS STEM de nivel 1 y nivel 2.

El sistema AQUIOS STEM, que consiste en el kit AQUIOS STEM, el sistema de citometria de flujo AQUIOS CL y el software
AQUIOS STEM, esta equipado con las funciones de carga automatizada, preparacion de la muestra, manipulacion de
reactivos y escaneo de codigos de barras, asi como con la funcién de analisis de datos y conectividad LIS bidirectional en
una sola plataforma. ; \“\

Documento relacionado =

Para obtener mas informacién, consulte el documento «<AQUIOS STEM System Guide» (Guia del sistema AQL}@/S/STEIG) )
que podra encontrar en nuestro sitio web: www.beckman.com. » i /

| / |
Contenido del material /// ’ -/

/'/ f ; /
El kit AQUIOS STEM contiene 6 tapones con membrana de goma para los reactivos de anticuerpos y.&l Viability Dye 7-AAD,
y 2 tapones de rosca con orificio para las fluoroesferas STEM-Count del kit AQUIOS STEM, tod eljcfé en u@a{&ﬁléa 9é
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CONTENIDO DEL REACTIVO
El kit AQUIOS STEM contiene los siguientes reactivos:
e CDA45-FITC/CD34-PE del kit AQUIOS STEM: 2 viales
¢ CD45-FITC/IsoClonic Control-PE del kit AQUIOS STEM: 1 vial
» Viability Dye 7-AAD del kit AQUIOS STEM: 3 viales
»  Solucién de lisis del kit AQUIOS STEM: 3 viales
* Fluoroesferas STEM-Count del kit AQUIOS STEM: 2 viales
IMPORTANTE: Estos reactivos deben utilizarse de manera conjunta, tal y como se suministran en el kit.

1. El reactivo CD45-FITC/CD34-PE del kit AQUIOS STEM es un reactivo bicolor listo para usar que se suministra en una
solucion salina tamponada con fosfato (PBS) que contiene 2 mg/mL de albimina sérica bovina (BSA) y un 0,1 % de
azida sdédica como conservante.

2. El reactivo CD45-FITC/IsoClonic Control-PE del kit AQUIOS STEM es un reactivo bicolor listo para usar que se
suministra en una solucién salina tamponada con fosfato (PBS) que contiene 2 mg/mL de alblimina sérica bovina (BSA)
y un 0,1 % de azida sodica como conservante. El reactivo CD45-FITC/IsoClonic Control-PE del kit AQUIOS STEM es
una mezcla de anticuerpo monoclonal no conjugado y conjugado a PE (idéntico al anti-CD34) (clon 581). Esta mezcla
acttia como un control isomorfolgico apropiado para verificar la union inespecifica del AcM anti-CD34-PE.

IMPORTANTE: Los reactivos CD45-FITC/CD34-PE del kit AQUIOS STEM y CD45-FITC/lsoClonic Control-PE del kit
AQUIOS STEM no deben utilizarse por separado. Al llevar a cabo las pruebas y los andlisis de los controles, debe
prestarse especial atencién a que ambos reactivos tengan el mismo ntimero de lote en la etiqueta del vial.

Resumen de caracteristicas de anticuerpos

Especificidad CD45 CD34

Clon J33 581

Hibridoma NS1 x balb/c NSO x Balb/c
Inmunoégeno Human LAZ 221 ALL cell line Human KG-1a cell line
Cadena lg Cadenas ligeras de 1gG1, K Cadenas ligeras de 19G1, K
Especie Ratén Ratén

conjugaci Isotiocianato de fluoresceina (FITC) R ficoeritrina (PE)
Proporcién 5,5-7,5 moles de FITC/mol de Ig 0,5-1,5 mol PE/mol Ig
molar

Longitud de 488 nM (azul-verde) 488 nM (azul-verde)
onda de

excitacion

Emisién de de 504 a 541 nm (principalmente de 568 a 590 nm (principalmente
fluorescencia naranja) haranja)

3. Las fluoroesferas STEM-Count del kit AQUIOS STEM consisten en fluoroesferas de poliestireno de 10 um (diametro
nominal) en un medio de suspensién acuoso que contiene un tensioactivo y un 1 % de formaldehido. Cada fluoroesfera
contiene un tinte que tiene un rango de emision de fluorescencia de 525 nm a 700 nm cuando se excita a 488 nm. El
valor de la concentracién de microesferas especifica del lote se indica en la etiqueta del vial.

4. El Viability Dye 7-AAD del kit AQUIOS STEM es un reactivo listo para usar suministrado en una solucién salina
tamponada con fosfato (PBS) que contiene un 1 % de dimetilsulfoxido (DMSO).

5. Lasolucion de lisis del kit AQUIOS STEM es un reactivo que se suministra listo para usar. Una etiqueta adicional situada
en el lateral del frasco permite asociar la solucion de lisis del kit AQUIOS STEM al nimero de lote del kit.

ADVERTENCIAS Y PRECAUCIONES

1. Tras su recepcion, retire la solucion de lisis del kit AQUIOS STEM y almacénela a temperatura ambiente (de 18 a 25 °C).
Almacene los componentes restantes del kit de 2 a 8 °C.

2. Los reactivos del kit AQUIOS STEM estan disefiados exclusivamente para la preparacién automatizada dé muestras en
el sistema de citometria de flujo AQUIOS CL. e

3. PRECAUCION: existe riesgo de que los instrumentos sufran dafios. Para los reactivos de anticuerpos monoclonales y
Viability Dye 7-AAD, asegtrese de sustituir los tapones con los que se envian por los tapones perforables sgministrados,
con el envase del reactivo. Para la solucion de lisis del kit AQUIOS STEM, retire la tapa antes de cargar fa sglucién e
el sistema. Para las fluoroesferas STEM-Count del kit AQUIOS STEM, sustituya el tapon normal y'la Iémfna de alumin
de termosellado por un tapdn de rosca con orificio antes de cargarlas en el sistema; de lo con;f'tra/gio‘;" la sonda pugde

dafarse. [ ;

4. Mantenga los tapones perforables (tapones con membrana de goma) y los tapones de ros‘,c,gﬂcon orificio en }a bolsa
suministrada hasta su uso. \ yoyany N
gy,
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17.

18.
19.

20.

21.
22.

23.
24,
25.

Los reactivos CD45-FITC/CD34-PE del kit AQUIOS STEM y CD45-FITC/IsoClonic Control-PE del kit AQUIOS STEM
contienen un 0,1 % de azida sédica. En condiciones 4cidas, la azida sédica produce acido hidrazoico, un compuesto
extremadamente toxico. Su eliminacion a los sistemas de alcantarillado se debe acompanar de grandes cantidades de
agua corriente para evitar su acumulacion en las tuberias metalicas y posibles explosiones.

Las muestras, asi como todo el material que entre en contacto con ellas, deben manipularse con cuidado (en patrticular,
utilizando batas, gafas y guantes de proteccién), ya que pueden transmitir infecciones, y deben desecharse tomando
las precauciones adecuadas.

Nunca pipetee con la boca y evite el contacto de las muestras o reactivos con la piel y las mucosas.
No utilice los reactivos del kit AQUIOS STEM después de la fecha de caducidad indicada en la etiqueta del kit.

No exponga los reactivos del kit AQUIOS STEM directamente a la luz o al calor durante su almacenamiento o su
utilizacién.

Los reactivos del kit AQUIOS STEM se utilizan directamente del vial. No los divida en alicuotas ni los congele; de lo
contrario, pueden generarse resultados erréneos.

Evite la contaminacion microbiana de los reactivos del kit AQUIOS STEM, ya que puede generar resultados erréneos.

El uso de tiempos de incubacion o de mezcla, o de temperaturas diferentes a los especificados puede dar lugar a
resultados erréneos.

Las fluoroesferas STEM-Count del kit AQUIOS STEM contienen un 1 % de formaldehido. Evite el contacto con la piel
y los ojos, ya que el formaldehido puede provocar efectos irreversibles en estos tejidos. Evite respirar los vapores
emanados. Lleve puesto el equipo de seguridad apropiado, por ejemplo, guantes y gafas protectoras.

Debe retirarse toda la lamina de aluminio de termosellado situada en la parte superior del frasco de las fluoroesferas
STEM-Count del kit AQUIOS STEM. El aluminio residual reacciona con el formaldehido y puede alterar el aspecto de
las fluoroesferas STEM-Count del kit AQUIOS STEM.

Las fluoroesferas STEM-Count del kit AQUIOS STEM sedimentaran si transcurren periodos de tiempo prolongados.
Aseglrese de que las fluoroesferas estén resuspendidas por completo antes de utilizarlas. Mezcle en vértice las
fluoroesferas STEM-Count del kit AQUIOS STEM durante 10-12 segundos. Evite mezclar en exceso a fin de minimizar
la formacién de burbujas de aire.

Durante el dia, cuando se le solicite que vuelva a mezclar las fluoroesferas STEM-Count del kit AQUIOS STEM, retire
el tapdn de rosca con orificio del frasco y sustittyalo por el tapon estandar antes de mezclar en vortice. Después de
mezclar, sustituya el tapén estandar por el tapén de rosca con orificio antes de volver a colocarlas en el instrumento.

Evite la evaporacion y pérdida de las fluoroesferas STEM-Count del kit AQUIOS STEM; de lo contrario, pueden
generarse resultados erréneos. Al final del dia, retire el frasco del sistema y sustituya el tapén de rosca con orificio por
el tapdn estandar. Seque la superficie interna del tapén de rosca con orificio con papel de seda, que apenas forma
pelusas, antes de guardarlo en la caja del kit. Almacene la caja del kit de 2 a 8 °C hasta el siguiente uso.

No refrigere la solucién de lisis del kit AQUIOS STEM. La temperatura de almacenamiento es de 18 a 25 °C.

Vuelva a tapar el vial de fluoroesferas STEM-Count del kit AQUIOS STEM con el tapdn estandar y la solucién de lisis
del kit AQUIOS STEM cuando no se utilicen para realizar pruebas en el sistema.

El marcador de viabilidad 7-AAD contiene un 0,005 % de 7-AAD. El 7-AAD puro puede causar cancer. Aunque este
compuesto se diluye en gran medida, recomendamos que se evite el contacto con la piel y los ojos, y el uso de ropa y
guantes de proteccién adecuados, asi como proteccion facial/ocular.

Confirme la finalizacién del CC superado antes de analizar las muestras clinicas.

Revise todos los graficos de datos y todos los histogramas antes de notificar los resultados. Es posible que los
profesionales del laboratorio necesiten realizar una optimizacién manual para alguna muestra clinica en particular.
Consulte el documento «AQUIOS STEM System Guide» (Guia del sistema AQUIOS STEM) para obtener mas detalles
sobre la estrategia de seleccion para la citometria de flujo y para consultar los ejemplos de graficos de datos.

Siga las practicas de laboratorio recomendadas al manipular los reactivos.
No haga funcionar el sistema con un vial destapado de reactivo de anticuerpo. e

Una vez que se ha perforado el tapén con membrana de goma, los viales pueden presentar fugas si no se almacenan
en posicion vertical. /

26. Las muestras, asi como todo el material que entre en contacto con el reactivo, deben manipularse como sipudieran de
transmitir infecciones y deben desecharse tomando las precauciones adecuadas. / ' /’”M"‘\,
CLASIFICACION DE MATERIAL PELIGROSO SEGUN EL SGA A /
AQUIOS STEM Kit 7-AAD ATENCION ‘ :f //
Viability Dye yd /
H316 Provoca irritacion cutanea leve. ’/ ) e /
i 11 UL
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P332+P313 En caso de irritacién cutanea: consultar a un
médico.
Dimetilsuiféxido 1 - 2 %
AQUIOS STEM Kit Lysing ATENCION

Solution
H315 Provoca irritacién cutanea.
H319 Provoca irritacion ocular grave.
P280 Use guantes, ropa y equipo de proteccién para
los ojos y la cara.
P337+P313 Si la irritacién ocular persiste: consultar a un
médico.
Pirrolidina 1,0 - 1,5 %
AQUIOS STEM PELIGRO

Kit STEM-Count
Fluorospheres

&

H315 Provoca irritacién cuténea.

H317 Puede provocar una reaccion cutanea alérgica.

H319 Provoca irritacién ocular grave.

H341 Susceptible de provocar defectos genéticos.

H350 Puede causar céancer.

P201 Procurarse las instrucciones antes del uso.

P280 Use guantes, ropa y equipo de proteccion para
los ojos y la cara.

P308+P313 EN CASO DE exposicién confirmada o supuesta:
consultar a un médico.

P333+P313 En caso de irritacién cutanea o sarpullido:
consulte a un médico.

P337+P313 Si la irritacion ocular persiste: consultar a un
médico.
Formaldehido <3 %

La ficha de datos de seguridad esta disponible en beckmancoulter.com/techdocs
CONDICIONES DE CONSERVACION Y ESTABILIDAD
Importante: Tras su recepcion, retire la solucién de lisis del kit AQUIOS STEM y almacénela a temperatura

ambiente (de 18 a 25 °C). Almacene los componentes restantes del kit de 2 a 8 °C.

Si ha refrigerado la solucion de lisis del kit AQUIOS STEM, lleve la solucién a temperatura ambiente (18-25 °C) antes de
utilizarla en el citémetro de flujo AQUIOS CL.

Importante: Pueden generarse resultados erréneos si se producen fugas de fluoroesferas STEM-Count del
kit AQUIOS STEM. Para su almacenamiento, coloque el tapon estandar sobre las fluoroesferas
STEM-Count del kit AQUIOS STEM y almacénelas en posicién vertical para impedir cualquier
posible fuga.

Los reactivos sin abrir son estables hasta la fecha de caducidad indicada en el vial si se almacenan a la temperatura aproylada

y en ausencia de luz. No los utilice después de la fecha de caducidad.

A

* De 18 a 25 °C para la solucién de lisis del kit AQUIOS STEM. F 3 \

¢ De 2 a8 °C para todos los demas reactivos del kit AQUIOS STEM /«"& /
A excepcion de la solucién de lisis del kit AQUIOS STEM, los viales abiertos son estables durante 75 dias gl §e‘élmac¢nan a

una temperatura de 2 a 8 °C en ausencia de luz. No utilice este reactivo después de la fecha de caducidad jﬁ’&icada erf el vial.
El vial abierto de solucién de lisis del kit AQUIOS STEM es estable durante 75 dias si se almacena de/féf? 25 °C. N;f) ufi/Ze

el reactivo después de la fecha de caducidad indicada en el vial. ey , f[/ / /
C26036-AB , 37 of 231 ,a-%“ ii}U ;iu; /
’ Rofando F. Bbrmia
APODERADO
Gabliela A. Cividino |F-2023-40460568-APN-INPM#ANMAT

Beckman Coulter Argentina S.A
FARMACEUTICA
M.N. 15202/ M.P. 18093

Pagina 155 de 161



Los reactivos del kit AQUIOS STEM son estables durante un tiempo acumulado de 70 horas cuando se utilizan en el sistema
AQUIOS.

Los viales de solucion de lisis del kit AQUIOS STEM vy los frascos de fluoroesferas STEM-Count del kit AQUIOS STEM
deben volver a taparse con sus correspondiente tapones estandar inmediatamente después de utilizarlos y almacenarse a
sus correspondientes temperaturas de almacenamiento (véanse las temperaturas indicadas anteriormente).

No congele los reactivos. Vuelva a llevar los reactivos a una temperatura de 2 a 8 °C inmediatamente después de usarlos,
excepto el reactivo de lisis del kit AQUIOS STEM, que debe mantenerse de 18 a 25 °C.

SIGNOS DE DETERIORO

Las siguientes situaciones pueden dar lugar al deterioro:

Reactivos del kit AQUIOS STEM, excepto las fluoroesferas STEM-Count del kit AQUIOS STEM
Alteracion del aspecto normal tal como se indica a continuacion.

Reactivo Aspecto normal
CD45-FITC/CD34-PE del kit AQUIOS STEM Liquido transparente, ligeramente rosa

CD45-FITC/IsoClonic del kit AQUIOS STEM Liquido de transparente a ligeramente rosa
Viability Dye 7-AAD del kit AQUIOS STEM _ |Liquido transparente, de ligeramente rosa a rojizo
Solucién de lisis del kit AQUIOS STEM Liguido transparente e incoloro

Fluoroesferas STEM-Count del kit AQUIOS STEM

Cualquier posible alteracion de su aspecto normal, teniendo en cuenta que su aspecto normal es el de un liquido turbio e
incoloro.

Preparacion de los Reactivos

Los reactivos del kit AQUIOS STEM se utilizan directamente del frasco, sin necesidad de dilucién. Acondicione los reactivos
del kit AQUIOS STEM a una temperatura de 18 a 25 °C antes de utilizarlos.

Para las fluoroesferas STEM-Count del kit AQUIOS STEM, retire toda la lamina de aluminio de termosellado situada en la
parte superior del frasco antes de utilizarlo por primera vez. Mezcle correctamente (mezcle en vértice de 10 a 12 segundos)
con el tapén estandar colocado y, a continuacion, sustituya el tapon estandar por el tapén de rosca con orificio antes de cargar
las fluoroesferas en el sistema AQUIOS.

Para el reactivo CD45-FITC/CD34-PE del kit AQUIOS STEM y el reactivo CD45-FITC/IsoClonic Control-PE del kit
AQUIOS STEM, asi como para el Viability Dye 7-AAD del kit AQUIOS STEM, asegurese de retirar el tapdn suministrado en
su envio y sustituirlo por el tapén con membrana de goma suministrado en el envase antes de colocar el vial en el carrusel
del sistema.

MANEJO DE MUESTRAS

Requisitos de muestras

1. Consulte el documento «<AQUIOS STEM System Guide» (Guia del sistema AQUIOS STEM) para obtener mas detalles
sobre el volumen minimo de muestra necesario para el analisis.

2. Recoja la muestra de manera aséptica en un tubo estéril para la recogida de sangre al vacio provisto del anticoagulante
adecuado.

3. Las muestras biolégicas pueden ser muestras de sangre total periférica recién extraida o movilizada (recogida en
heparina, K3EDTA y K2EDTA), médula ésea recién extraida o descongelada (recogida en heparina, K2EDTA, K3EDTA
Yy una mezcla de heparina/ACD-A), productos de aféresis recién extraidos o descongelados (recogidos en una mezcla
de heparina/ACD-A y ACD-A) y muestras de sangre del cordén umbilical recién extraida o descongelada (recogida
en ACD-A y CPD).

Las muestras de sangre total normales son estables durante hasta 20 horas si se almacenan de 18 a 25 °C.

Las muestras de sangre total movilizada son estables durante hasta 20 horas si se almacenan de 18 a 25 °C.

Las muestras de sangre del cordén umbilical son estables durante hasta 24 horas si se almgceﬁﬁh de 18\21 25°C.

Las muestras de aféresis son estables durante hasta 24 horas si se almacenan de 2 a 8 °C. j

Las muestras de médula 6sea son estables durante hasta 24 horas si se almacenan de 2 a 8 °C. VI s h
La sangre total periférica recién extraida o movilizada y la sangre del cordén umbilical recién extraida sﬂe’aebe a’imacen_ér
a temperatura ambiente (de 18 a 25 °C) hasta Ia tincion (que se debe realizar en un plazo méxgmq,;d’e 24 horas).

10. Los productos de aféresis recién extraidos y los productos de médula ésea recién extraidos sedeben almejcenar‘de 2

© 0N oA

a 8 °C hasta la tincidn (que se debe realizar en un plazo maximo de 24 horas). ‘,/' }
// 18 5’
{f’ .:&t I ’[‘ " i i ,g ’v’; | ’7",
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11. Antes de la preparacion de la muestra, aseglrese de que la concentracion de leucocitos (LEU) no sea superior a
30 x 10° LEU/L. Si es necesario, diluya la muestra con un 6 % de albumina sérica bovina (BSA)-1 x solucién salina
tamponada con fosfato (PBS). Anote el factor de dilucién para el célculo del recuento absoluto final.

12. Los productos de aféresis congelados, la sangre del cordén umbilical congelada y la médula 6sea congelada deben
procesarse en un plazo méaximo de 15 minutos después de la descongelacién y deben mantenerse en hielo. Se
recomienda analizar las muestras descongeladas utilizando la funcién de cargador de tubo tnico del AQUIOS CL.

13. La dilucién de las muestras debe realizarse con un tampon enriquecido con proteinas (por ejemplo, 6 % de albumina
sérica bovina [BSA]-1 x solucion salina tamponada con fosfato [PBS]).

Procedimiento de Tratamiento de los Especimenes

La prueba AQUIOS STEM se realiza de conformidad con el documento «The ISHAGE guidelines for CD34+ cell determination
by flow cytometry» (Directrices de la ISHAGE para la determinacién de células CD34+ mediante citometria de flujo) (1).

Consulte el documento «<AQUIOS STEM System Guide» (Guia del sistema AQUIOS STEM) para obtener mas detalles.

CONTENIDO

El conservante de azida sddica puede formar compuestos explosivos en las tuberias metalicas del desagiie. Véase el NIOSH
Bulletin: Explosive Azide Hazard (Boletin de NIOSH: Peligro de explosién con la azida) (16/8/76).

Para evitar la posible acumulacion de compuestos de azida, limpie con agua los tubos de desagiie tras la eliminacién del
reactivo sin diluir. Para desechar la azida sddica deben seguirse las normativas locales adecuadas.

MATERIALES NECESARIOS PERO NO SUMINISTRADOS CON EL KIT:
Células de control CD34 AQUIOS STEM de nivel 1y nivel 2 (Ref. C43667)
Flow-Check Fluorospheres (Ref. 6605359)

Solucién envolvente AQUIOS (Ref. B25697)

Placas de 96 pocillos profundos AQUIOS (Ref. B23502)

Agente de limpieza AQUIOS (Ref. B25698)

Hipoclorito de sodio AQUIOS (Ref. B23536)

Tubos para la recogida de sangre provistos de anticoagulante

Tampén enriquecido con proteinas (por ejemplo, 6 % de albimina sérica bovina (BSA)-1 x solucién salina tamponada
con fosfato [PBS])

9. PBS (Ref. 6603369)
10. Mezclador de tipo vortex
11. Sistema AQUIOS CL con la aplicacién STEM

CALCULO DE LAS CPH CD34+ Y CD45+ VIABLES Y DEL PORCENTAJE DE CD34

Consulte el documento «<AQUIOS STEM System Guide» (Guia del sistema AQUIOS STEM) para obtener mas detalles sobre
la determinacion de las células madre CD34+ viables (células/uL y porcentaje) y CD45+ viables (células/uL).

CONTROL DE CALIDAD

El control de calidad diario es un componente critico para garantizar el rendimiento del sistema para la aplicacién STEM.
Consulte el documento «<AQUIOS STEM System Guide» (Guia del sistema AQUIOS STEM) y las IFU de las células de control
para obtener mas detalles.

RENDIMIENTO

Consulte el documento «AQUIOS STEM System Guide» (Guia del sistema AQUIOS STEM) para obtener mas detalles sobre
los intervalos de referencia, la linealidad, la comparacion de procedimientos de medicion, la precision y los intervalos de
medicion analitica.

N oA ON =

e
LIMITACIONES e \
1. Los reactivos del kit AQUIOS STEM son para uso exclusivo en los citémetros de flujo AQUIOS CL con la aplicacién
STEM.

2. La adicion de disolventes organicos o de soluciones de fuerza iénica alta puede provocar que las fl oroesfefég
STEM-Count del kit AQUIOS STEM se hinchen o se agreguen irreversiblemente. /o

3. La acetazolamida, un inhibidor de la anhidrasa carbénica, puede inhibir por completo la accion déf la /s”blucién dé li;sfis

del kit AQUIOS STEM (20). |/

4. Es posible que no se lisen por completo todos los eritrocitos en las siguientes situaciones: en prggencia de rii‘.?"rog?itos
nucleados, una concentracion anémala de proteinas, coagulos sanguineos o hemoglobinopatias! . :1 Uﬁ 4
\ A XAMM [/
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9.

Nodiluya, divida en alicuotas o congele los reactivos del kit AQUIOS STEM. Utilice los reactivos tal y como se suministran
en sus correspondientes envases.

Si es necesario realizar un segundo anélisis de una muestra descongelada, prepare siempre la muestra a partir de un
vial congelado nuevo para realizar las pruebas adicionales, yaque la estabilidad de las muestras congeladas es limitada.

Las muestras descongeladas deben analizarse solas, cuando no se estén analizando otras muestras en AQUIOCS.

Algunos pacientes pueden presentar problemas especiales debido a los recuentos alterados o muy bajos de
determinadas poblaciones celulares. ’

Siellaser en el citémetro de flujo esta desalineado o las puertas (gates) estan ajustadas incorrectamente, los resultados
obtenidos con la citometria de flujo pueden ser erréneos.

10. Una muestra hemolizada o una muestra lipémica no serian apropiadas para la prueba.

MARCAS COMERCIALES

Beckman Coulter, el logotipo estilizado y las marcas de productos y servicios de Beckman Coulter aqui mencionadas son
marcas comerciales 0 marcas comerciales registradas de Beckman Coulter, Inc. en Estados Unidos y otros paises.

HISTORIAL DE REVISIONES

REVISION AA: |
Creacion
//MMNM\'\
Lista de simbolos )
El glosario de simbolos esta disponible en beckman.com/techdocs (numero de documento B60062) /
/)
"/ /
/ / /
f ,// ‘! 4’/
b ; ﬁ.
/‘/;J;. »\‘;“zj"‘z /
N T
e CHAMW /-
Gabriela A. Cividino , 1
Beckman Coulter Argentina S.A ROl%ndo F' 4 Orn'a
FARMACEUTICA
M.N. 15202/ M.P. 18083 A’PODE ADO
C26036-AB 40 of 231

IF-2023-40460568-APN-INPM#ANMAT

Pagina 158 de 161



" Célufas de control

(5] c43667: Nivel 1 (15 pruebas)

y Nivel 2 (15 pruebas)

Ref. C43554-AA

©

BECKMAN

3 COULTER

USO PREVISTO

Las células de control AQUIOS STEM CD34 Nivel 1y
Nivel 2 son dispositivos médicos de diagnéstico in vitro
destinados a ser utilizados por los profesionales de
laboratorio como controles de proceso para la verificacion
de los par&metros CD34 y CD45 como parte del sistema
AQUIOS STEM en el sistema automatizado de citometria
de flujo AQUIOS CL.

Las células de control AQUIOS STEM CD34 son
preparaciones liquidas de leucocitos humanos
estabilizados (linfocitos, monocitos

y granulocitos) y eritrocitos que tienen propiedades de
lisado, dispersion de luz, expresion de antigenos y tincion
de anticuerpos representativas de las que se encuentran
en las muestras de sangre humana completa.'

El kit contiene 2 niveles de controles de células positivas
CD34 con aproximadamente 10 células CD34+/yl (nivel 1)
y aproximadamente 30 células CD34+/ul (nivel 2) que se
procesan de la misma manera que la sangre completa.
Esto permite verificar el rendimiento de la aplicacion. Las
células de control AQUIOS STEM CD34 Nivel 1 y Nivel 2
son controles cuantitativos que se utilizan en combinacion
con el kit AQUIOS STEM como parte del sistema
AQUIOS STEM, para realizar el seguimiento de pacientes
que se preparan para un trasplante de células
pragenitoras hematopoyéticas autologas o alogénicas, y
de donantes que se someten a esquemas de movilizacion
0 recoleccion para trasplantes de células progenitoras
hematopoyéticas autdlogas o alogénicas.

USUARIO PREVISTO

Este producto esta previsto para el uso profesional en
laboratorio.

RESUMEN Y EXPLICACION

El anélisis de inmunofenotipado mediante citometria de
flujo proporciona una evaluacion exacta de células diana
en muestras de sangre completa y otros tipos de muestra.
Las muestras de sangre completa se tifien con
anticuerpos monoclonales y los eritrocitos se lisan antes
del analisis con citometria de-flujo. Se requiere un control
celular positivo para verificar el rendimiento del reactivo,
métodos de preparacion de muestras, asi como
procedimientos de tincion, y debe imitar una muestra de
sangre completa representativa en términos de
rendimiento de anticuerpo monoclonal, lisis de eritrocitos y
analisis con citometria de flujo.

Las células de control AQUIOS STEM CD34 estan
disefiadas para distinguir las células progenitoras CD34+
en funcién de las propiedades de dispersién y la
expresion del antigeno CD34 siguiendo el protocolo
ISHAGE.23# Las células de control Nivel 1y Nivel 2
proporcionan valores de referencia que abarcan los
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niveles de decision clinica para la movilizacin de células
progenitoras dentro de los intervalos de la hoja de ensayo.

FUNDAMENTOS DE LA DETERMINACION
Las células de control AQUIOS STEM CD34 constan de
dos componentes principales: leucocitos y eritrocitos. Los
leucocitos actian como el componente celular positivo de
las células de control AQUIOS STEM CD34 y tienen
antigenos de superficie presentes en las células diana
que se unen al componente de anticuerpo de los reactivos
de los reactivos del kit AQUIOS STEM. Los eritrocitos
actilan como el componente lisable de las células de
control AQUIOS STEM CD34. El anélisis con citometria
de flujo de las muestras tefiidas y lisadas determina el
porcentaje y el recuento absoluto de las células diana. Los
resultados previstos se determinan en sistemas validados
AQUICS CL.

REACTIVOS

Las células de control AQUIOS STEM CD34 Nivel 1y
Nivel 2 contienen leucocitos y eritrocitos humanos
estabilizados en un medio de conservacion.

ADVERTENCIAS
Puede descargar la hoja de datos de seguridad en
beckman.com/techdocs.

1. MATERIALES CON PELIGRO BIOLOGICO
Cada unidad de donante utilizada en la preparacion de
este material se comprobé mediante un método
aprobado por la FDA para verificar la presencia de
anticuerpos del virus de inmunodeficiencia humana
(VIH 1, VIH 2), del RN del VZK y del virus de la
hepatitis C (VHC), asi como del antigeno de superficie
del virus de la hepatitis B (HBsAg) y de la enfermedad
de Chagas, y resultd negativa (no fueron reactivos
repetidamente). Puesto que ningiin método de ensayo
puede ofrecer una garantia completa de la ausencia
de VIH, VHC, virus de la hepatitis B (VHB),
enfermedad de Chagas u otros agentes infecciosos,
este reactivo debe manipularse con el nivel de
bioseguridad 2, tal como se recomienda para
cualquier muestra de sangre o suero humano
potencialmente infecciosa en el manual de los Centros
para el Controt y la Prevencion de Enfermedades y el
Instituto Nacional de la Salud de EE. UU. “Biosafety in
Microbiological and Biomedical Laboratories”
(Blosegurldad en laboratorios micrabiologicos y
biomédicos).>

2. Nunca pipetee con la boca y evite el contacto de
muestras con la piel y las membranas mucosas.

3. No congele los reactivos.

4. Evite la contaminacion microbiana del reactivo, ya que
podrian producirse resultados erroneos.

5. Utilice las practicas de laboratorio recomendadas
(GLP) al manipular este reactivo.

6. Siga los procedimientos recomendados para alcanzar
resultados optimos.

7. Reduzca al minimo la exposicion a la luz durante los
procesos de manipulacion, lisado, tincién y
adquisicion.

8. Asegurese de que se han seleccionado los protocolos
correctos y de que se aplique la configuracién correcta
al respectivo proceso.

9. El producto no debe desecharse como un residuo
general, sino con los residuos médicos infecciosos.

10. El producto se ha disefiado para su uso tal como se
suministra. La adulteracion mediante dilucion o adicion
de cualquier material al vial del producto invalida todo
uso diagnéstico que se realice del producto.

ALMACENAMIENTO Y ESTABILIDAD

No utilice el reactivo después de la fecha de caducidad
que se indica en la etiqueta del vial. Los reactivos sin‘abrir
son estables hasta la fecha de caducidad indicada en la
etiqueta del frasco cuando se almacena a 2-8 °C. El
reactivo abierto es estable durante un maximo de 30 dias
si se conserva a una temperatura de 2-8 °C. No lo
congele.

113
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SIGNOS DE DETERIORO

Si los valores de las células de células de control AQUIOS

STEM CD34 no estan dentro de la escala anticipada en la

hoja de ensayo:

1. Revise el prospecto del producto de control, Ia hoja de
anélisis y los procedimientos de funcionamiento del
instrumento.

2. Compruebe la fecha de caducidad del frasco del
producto. Deseche los productos caducados.

3. El agrupamiento de la suspension celular indica
inestabilidad o deterioro, en cuyo caso no se debe
usar el reactivo.

4. Analice un vial sin abrir de células de control AQUIOS
STEM CD34. Si los resultados a(in estan fuera de la
escala anticipada, pongase en contacto con un
representante local de Beckman Coulter.

PROCEDIMIENTO

1. Para cada nuevo lote de controles, seleccione el botén
de codigo de barras en la pantalla principal del
software AQUIOS y escanee el codigo de barras de la
hoja de ensayo para cargar los valores del ensayo.

NOTA: En caso de un fallo del codigo de barras, consulte
la seccion INTRODUCCION MANUAL DE LOS
VALORES DEL ENSAYO a continuacion. Asegiirese de
que la alineacion diaria del sistema con fluoroesferas
Flow-Check es correcta antes de ejecutar las células de
control. Consulte la AQUIOS STEM System Guide (Guia
del sistema AQUIOS STEM) para obtener informacion
detallada sobre los procedimientos de alineacién y CC.

2. Cuando utilice la prueba AQUIOS STEM, lleve el
reactivo de control y el anticuerpo a.18-25 °C.

3. Gire o invierta con suavidad el reactivo de control para
mezclar el producto de un modo similar a la
manipulacién de una muestra de sangre completa (no
se recomienda mezclar con un vortex o con rotador).

4. Para crear una solicitud de CC, utilice el mend
desplegable Test (Prueba) para seleccionar la prueba
deseada. Seleccione «Stem Single» (Stem individual),
de lo contrario se activara el aviso «Missing QC» (CC
ausente). Escanee el codigo de barras del tubo de
control y toda la informacion se rellenara
automaticamente.

5. CARGUE los controles, sin quitar los tapones, en el
sistema AQUIOS CL.

B En el cargador automatico, inserte los tubos de
control en el casete del instrumento (casete
Tipo 1, Ref. B25218) y coloque el casete en el
sistema,

B En el cargador de un solo tubo, mezcle el control
inmediatamente antes de colocar el tubo en el
area de muestreo del tubo. Escanee el tubo y
coléquelo en el sistema.

6. GO se inicia automéaticamente cuando los controles se
sitiian en el sistema.

B En el cargador automatico, el sistema procesa los
controles cuando se carga el casete.

B En el cargador de un tubo, el sistema procesa el
control cuando se cierra la puerta.

7. Deje que el sistema prepare los controles y realice el
anélisis.

8. Cuando el sistema haya procesado el tubo, guarde los
controles en posicion vertical en el refrigerador.

INTRODUCCION MANUAL DE~LOS,)(ALORES DEL

ENSAYO:

1. Seleccione Setumonf iguracion).

2. Seleccione Reagent Info (Informacuon e wo)

3. Seleccione Stem Single Test (Prueb g/SiZﬁ
individual).

4. Seleccione AQUIOS S’T EM CD34 Controll Cells /
(Células de control A UIO,S"STEM CD34) de {jista
desplegable Reagen ,Sample Reacti IMug,s ra).

5. Seleccione Edit (E |;ar il {
y J\U.L i,
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6. Seleccione el Lot Number (Nimero de lote) en la fista
desplegable Lot Number (Numero de lote) o haga clic
en + para agregar un nuevo Lot Number (Nimero de
lote).

7. Infroduzca la fecha de caducidad.

8. Introduzca los valores de la hoja de ensayo en las
columnas Min (Min.) y Max (Méx.) de Ia tabla.

NOTA: Para las entradas manuales, los porcentajes
deben introducirse como decimales, tal como se indica en
la hoja de ensayo.

9. Seleccione Save (Guardar).
Consulte las AQUIOS CL Flow Cytomater Instructions
for Use (IFU) (Instrucciones de uso [IFU] del citémetro
de flujo AQUIOS CL), para obtener informacion
detallada sobre el registro de valores de control.

MATERIALES NECESARIOS, PERO NO
SUMINISTRADOS

Sistema de citometria de flujo AQUIOS CL
Software AQUIOS STEM

Kit AQUIOS STEM

Fluorosferas Flow-Check

RESULTADOS PREVISTOS

Los valores del ensayo se determinan utilizando el
sistema de citometria de flujo AQUIOS CL con los
reactivos del kit AQUIOS STEM y el software AQUIOS
STEM. En estas condiciones, los valores recuperados
deben estar dentro de la escala anticipada indicada. Cada
laboratorio debe establecer sus propios valores de ensayo
e intervalos esperados para cada antigeno analizado que
reflejen las condiciones y protocolos especificos del
laboratorio. Estos valores del ensayo de control
establecidos deben estar dentro de los rangos esperados
publicados en las hojas de ensayo especificas del lote.

La participacion en el Interlaboratory Quality Assurance
Program (IQAP o Programa de Sistemas de Calidad entre
Laboratorios) de Beckman Coulter ofrece una
comparacion para laboratorios externos y permite mejorar
el programa de garantia de calidad de un laboratorio.
Consulte Interlaboratory Quality Assurance Program,
Cytometry (Programa de garantia de calidad
interlaboratorios, citometria) Ref. 4206384 para obtener
informacion detallada.

IMPORTANTE: NO mueva las regiones.
Los datos presentados representan el rendimiento
previsto para el sistema AQUIOS STEM.

El Nivel 1y el Nivel 2 de las células de control AQUIOS
STEM CD34 siguen fa misma estrategia de creacion de
ventanas de seleccion secuencial. Los siguientes graficos
muestran la estrategia de creacion de ventanas de
seleccion secuencial para el Nivel 2 de las células de
control AQUIOS STEM CD34.

Figura 1. Este histograma est4 seleccionado en «Cells
and No Beads» (Células y sin esferas). El grafico 7-AAD
frente a SS identifica las células viables basadas en la
tincion negativa con 7-AAD. Sin embargo, en el caso de
las células de control AQUIOS STEM CD34, al tratarse de
células estabilizadas, la region rectangular «IVIABLE»
(Viable) de este grafico se amplia para crear la ventana
de seleccion al total de eventos tefiidos por 7-AAD.

Gab =\ela A. Cividino

Beckman Coulter Argentina S.A

FARMACEUTICA

M.N. 15202/ M.P. 18093
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Figura 2.Este histograma esta seleccionado en «Cells
and No Beads» (Células y sin esferas) y la region
«!VIABLE» (Viable).El primer grafico 45/SS aisla los
leucocitos («Leuks») y proporciona un segundo nivel de
creacion de ventanas de seleccion. Se dibuja una region
de ventana de seleccion automatica («Lymphs»)
alrededor de la poblacion de linfocitos. Esta ventana de
seleccion se utiliza para eliminar los residuos. Las células
CD34+ se resaltan en rojo. El clculo del recuento de
leucocitos viables (células/uL) se realiza a partir de la
region «LEUKS».

|

Figura 3.Este histograma est4 seleccionado en «Cells
and No Beads» (Células y sin esferas) y las regiones
«IVIABLE» (Viable) y «LEUKS». Un grafico en SS/CD34
permite aislar Jos leucocitos que son positivos para CD34
(«CD34Pos).

_ LEUKS
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Figura 4.Este histograma est seleccionado en «Cells
and No Beads» (Células y sin esferas) y las regiones
«IVIABLE» (Viable), «LEUKS» y «CD34 POS». Se
produce un nivel adicional de ventana de seleccion en un
segundo gréfico SS/CD45. La region «CD45 DIM» se
ajusta alrededor de los eventos CD45 DIM.
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Figura 5.Este histograma esta seleccionado en «Cells
and No Beads» (Células y sin esferas) y las regiones
«VIABLE» (Viable), «LEUKS», «CD34 POS» y «CD45
DIM».

La region «!CD34+HPC» identifica un grupo de eventos
que cumplen todos los criterios de fluorescencia y
dispersion de luz de las directrices ISHAGE para CD34+
HPC viables. E calculo de las células madre (recuento de
CD34+ HPC viables [células/uL]) se realiza a partir de
esta Gltima region.

CD45 DM

LIMITACIONES

1. Pueden producirse resultados erréneos si el citometro
de flujo no esta correctamente alineado o
estandarizado para flucrescencia o si las poblaciones
celulares se han seleccionado incorrectamente.

2. Es posible que los resultados determinados con
citometros de flujo, sistemas de lisis o anticuerpos que
sean diferentes de los utilizados para determinar los
resultados previstos, no se encuentren dentro de la
escala anticipada.

3. No se recomienda el uso de células-de control
AQUIOS STEM CD34 con anticuerpos dirigidos a los
epitopos de clase | y clase Il de CD34.
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DISPONIBILIDAD DEL PRODUCTO
Células de control AQUIOS STEM CD34
C43667: Nivel 1 (15 pruebas) y Nivel 2 (15 pruebas)

Immunotech y las marcas de productos de Immunotech
mencionadas en este documento son marcas comerciales
o marcas comerciales registradas de Immunotech SAS.
en los Estados Unidos y otros paises. Immunotech es una
compaiiia de Beckman Coulter.

Para obtener informacion adicional o si se observan
dafios en el producto recibido, llame al 800-742-2345
(desde Estados Unidos o Canada) para hablar con el
servicio al cliente o pongase en contacto con el
representante local de Beckman Coulter.

Puede consultar el glosario de simbolos en
beckman.com/techdocs (Ref. C05838).
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