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BCL2/JH

BCL2/JH 1(14;18)

BCR/ABL (9:22)

PML/RaRa 1(15;17)

Assay Description

Agarose Gel detfection

Agarose Gel detection

Agarose Gel detection

Available in Gel and ABI formats
RNA-based qualitative nested PCR assay

Available in Gel and ABI formats
RNA based qualitative nested-PCR assay

Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.

RUO Assays are for Research Use Only. Not for use in diagnostic procedures.



Invivoscribe CE-IVD Translocation Assays %%

Associated Diseases Assay Description

Mantle Cell Lymphoma,

. Agarose Gel detection
BCL1/JH Multiple Myeloma other CE-IVD Sensitivity: up to 10-4
Plasma Cell Neoplasms

Follicular Lymphoma,

. Agarose Gel detection
BCL2/JH Diffuse large B-Cell CE-IVD Sensifivity: up to 10-2

Lymphoma
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- BCL1/JH Translocation - CE-IVD offo

Product Offerings:

* |dentiClone® BCL1/JH Translocation Assays
* Concordance of 88% positive samples of BCL1/JH translocations

*  Breakpoints outside of the CCND1/MTC locus will not be identified
by this particular test.

*  Specificity of 100% and Sensitivity up to 104

* The IdentiClone® BCL1/JH Translocation Assay was designed by the
EuroClonality group as part of the BIOMED-2 concerted action!

Available as gel detection assay

'Van Dongen, JJM et al. Design and standardization of PCR primers and protocols for detection of clonal immunoglobulin and T-cell receptor gene
recombinations in suspect lymphoproliferations: Report of the BIOMED-2 Concerted Action BMH4-CT98-3936. Leukemia. 2003, 17(12):2257-2317
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IdentiClone® BCL1/JH Translocation Assay o

Common sources of genomic DNA:

* 5mL of peripheral blood, bone marrow biopsy, or bone marrow aspirate anti-
coagulated with heparin or EDTA

°*  Minimum 5 mm cube of tissue
°* 2 ug of genomic DNA

*  Formalin-fixed paraffin embedded tissue or slides

L ] . L]
g InVIVoscr’Ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagriostics® IdentiClone Assays are in vitro diagnostic products. Available outside of North America.



BCL1/JH Translocation - RUO ofC

Product Offerings:

* BCL1/JH Translocation Assay

*  Breakpoints outside of the CCNDI1/MTC locus will not be identified by this
particular test.

* The BCLI1/JH Translocation Assay was designed by the EuroClonality group
as part of the BIOMED-2 concerted action'

Available as gel detection assay

'Van Dongen, JJM et al. Design and standardization of PCR primers and protocols for detection of clonal immunoglobulin and T-cell receptor gene
recombinations in suspect lymphoproliferations: Report of the BIOMED-2 Concerted Action BMH4-CT98-3936. Leukemia. 2003, 17(12):2257-2317

L ] . L]
g InVIVoscr’Ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precisic grostics® RUO Assays are for Research Use Only. Not for use in diagnostic procedures.




BCL1/JH Assays - Kit Contents oK

* Robust assay, which targets the Magjor Translocation Cluster (MTC) Region
°*  BIOMED-2 design, 33/330 reactions, 4 tubes (pos./neg. controls+MM+SCSL)

N
BCLT MTC primer + JH primer

CCND1 gene MTC region (85bp) (~41% of BCL1 breakpoints) IGH gene
= j r | JH segments
% J_== i ~ |
& Clonality T BCL1/MTC primer JH primer
MM = Master Mix

SCSL = Specimen Conftrol Size Ladder

RUO Assays are for Research Use Only. Noft for use in diagnostic procedures.

L ] . L]
g InVIVoscr’Ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagnostics IdentiClone Assays are in vitro diagnostic products. Available outside of North America.



BCL1/JH Translocation Assay o

Gel Electrophoresis Detection:

« 2% Agarose Gel

* One or more prominent positive
bands within the valid size range
should be considered as positive for
the detection of BCL1/JH
translocation

#invivoscribe’

BCL1/JH Tube

Lane 1 =100% IVS-0010
Lane 2= 10%IVS-0010
Lane3= 1%IVS-0010
Lane 4 = 0.1% IVS-0010
Lane 5 =100% IVS-0000

Valid Size Range =
150-2000 bp

RUO Assays are for Research Use Only. Noft for use in diagnostic procedures.

Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.

IdentiClone Assays are in vitro diagnostic products. Available outside of North America.
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BCL2/JH Translocation - CE-IVD R
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Product Offerings:

IdentiClone® BCL2/JH Translocation Assays
2% Agarose gel detection

Detects about 88% of BCL2/JH translocations!
CE-IVD Sensitivity: up to 10-3

This IdentiClone® BCL2/JH Translocation Assay was found to be
more sensitive than Southern blot analysis

The IdentiClone® BCL2/JH Translocation Assay was designed by
the EuroClonality group as part of the BIOMED-2 concerted
action’

Available as gel detection assay

'Van Dongen, JJM et al. Design and standardization of PCR primers and protocols for detection of clonal immunoglobulin and T-cell receptor gene
recombinations in suspect lymphoproliferations: Report of the BIOMED-2 Concerted Action BMH4-CT98-3936. Leukemia. 2003, 17(12):2257-2317

Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
IdentiClone Assays are in vitro diagnostic products. Available outside of North America.



IdentiClone® BCL2/JH Translocation Assay o

Common sources of genomic DNA:

*  5ml of peripheral blood, bone marrow biopsy, or bone marrow aspirate
antfi-coagulated with heparin or EDTA

°*  Minimum 5mm cube of tissue
*  2ug of genomic DNA

*  Formalin-fixed paraffin embedded tissue or slides

L ] . L]
g InVIVoscr’Ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagriostics® IdentiClone Assays are in vitro diagnostic products. Available outside of North America.



BCL2/JH Translocation - RUO ofC

Product Offerings:

* BCL2/JH Translocation Assay
* 2% Agarose gel detection

*  Was optimized using positive and negative control samples with
multiplex master mixes

* The BCL2/JH Translocation Assay was designed by the
EuroClonality group as part of the BIOMED-2 concerted action!

Available as gel detection assay

'Van Dongen, JJM et al. Design and standardization of PCR primers and protocols for detection of clonal immunoglobulin and T-cell receptor gene
recombinations in suspect lymphoproliferations: Report of the BIOMED-2 Concerted Action BMH4-CT98-3936. Leukemia. 2003, 17(12):2257-2317

Finvi
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BCL2/JH Assay - Kit Contents

ok

*  BIOMED-2 design, 8 tfubes (3 pos.+1neg controls+ 3 breakpoint MM + SCSL)

* Targets 5° Mbr (major breakpoint region), 3"Mbr, mecr (minor cluster region), and JH

regions

\_/

Tube A
BCL2 Mbr + IGH JH

Cl.l.l.

Tube B
BCL2 3’ Mbr + IGH JH

Cl.l.l.

Tube C
BCL2 mcr + IGH JH

MM = Master Mix
SCSL = Specimen Conftrol Size Ladder

RUO Assays are for Research Use Only. Noft for use in diagnostic procedures.

Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.

BCL2 gene IGH gene
exon 2 ., exon 3 ' ,, ., JH segments
$ /[ > > > »> >y > >3 43
lMBF%2 MBfn 3'MBR1 3'MBR2 3'MBR3 3'MBR4 5'm‘cr mcri mcr2l JH primer
& Clonality 50 kb MBR 3'MBR 9 Kb mcr
¢ invivoscribe’

IdentiClone Assays are in vitro diagnostic products. Available outside of North America.



BCL2/JH Translocation Assay ok

Gel Electrophoresis Detection:

* 2% Agarose Gel

* One or more prominent positive
bands within the valid size range
should be considered as positive for
the detection of BCL2/JH t(14;18)
translocation

#invivoscribe’

BCL2/JH Tube A

Lane 1 =100% IVS-0007
Lane 2 =100% IVS-0030
Lane3= 1% IVS-0030
Lane 4 =100% IVS-0000

Valid Size Range =
100-2500 bp

RUO Assays are for Research Use Only. Noft for use in diagnostic procedures.

Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.

IdentiClone Assays are in vitro diagnostic products. Available outside of North America.
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 BCL2/JH 1(14;18) Translocation Assay oK

Product Offerings:

* QurBCL2/JH t(14;18) Translocation Assay identifies IGH-BCL2
t(14;18)(932;921) translocations

* Agarose Gel detection
* Can berun either in a standard or nested assay format

*  Primersin the BCL2/JH master mixes target the joining region of
the IGH gene and distinct regions of the BCL2 gene

Specimen Requirements:

* This assay tests genomic DNA as template

Available as RUO gel detection assay

L ] . L]
g InVIVoscr’Ibe“E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagriostics

..... RUO Assays are for Research Use Only. Not for use in diagnostic procedures.



BCL2/JH 1(14;18) Assay - Kit Contents

* 8 tubes (3 positive controls + 4 breakpoint MM + amplification control)

* Targets BCL2 Mbr (major breakpoint region)and BCL mcr (minor cluster
region), and JH regions

L1 L1 L1 L1
—/ o \_ o
Mix 1a Mix 1b Mix 20 Mix 2b
Outside Mbr primers Inside Mbr primers Outside mcr primers Inside mcr primers
BCL2/IgH Fusion Gene
MBR Jy Brgakpoints 1 2 3 JH C
i Q.»DL“ =
|"2vaee” |
BCL2/lgH Fusion Gene ! 2 3 JH C
mer JH Breg(poims _D_H[: //// “l -_
L~ e
| osobe |
* inVivoscr'ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.

sti RUO Assays are for Research Use Only. Not for use in diagnostic procedures.



- BCL2/JH #(14;18) Translocation Assay oK

Gel Electrophoresis Detection:
BCL2/JH t(14;18) Mix 1b

« 2% Agarose Gel (Nested)

 One or more positive bands within Lane 1 =100% IVS-0030
the valid size range should be Lane 2 = 10% IVS-0030
considered as positive for the Lane 3= 1%V5-0030
detection of BCL2/JH translocation Lane 4 = 0.1%1V5-0030

Lane 5 =100% IVS-0000

Valid Size Range =
80-300 bp

L ] . L]
g InVIVoscrlbew Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagnostics* RUO Assays are for Research Use Only. Not for use in diagnostic procedures.
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BCR/ABL 1(9;22) Translocation Assays o

Product Offerings:

°* BCR/ABL 1(9;22) Translocation Assay
* RNA-based qualitative nested PCR assay

* Molecular detection of Philadelphia chromosome (Ph1)-positive cells
by nested reverse transcriptase PCR is faster and significantly more
sensitive than cytogenetics or other methods

* This assay detects and identifies the variety of p190-, p210-, and p230-
type transcripts produced from all known BCR/ABL translocations

Specimen Requirements
*  This assay tests complementary DNA (cDNA) template

Available as RUO assay for agarose/
polyacrylamide gel as well as ABI formats

L ] . L]
g InVIVoscr’Ibel Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives ith Precision Diagnostics

RUO Assays are for Research Use Only. Not for use in diagnostic procedures.



BCR/ABL 1(9;22) Translocation Assays

e Testsela?, elal, b2a2, b2a3, b3a2 and b3a3
* Detects control ABL, p190, p210, p230 franscripts

Both p190 and p210 transcripts encode proteins with aberrant
tyrosine kinase activity

BCR/ABL 1(9;22) Translocation

p210 Type, b3a2 junction

b2 b3
el el3 el4 a2 a3 alil
AN AN RN NN =i
ia a2 a3 ait
ABL cDNA Control = N { KK =
O— -—

Confidential and Proprietary Information. Unauthorized us

e, replication or dissemination is prohibited.

RUO Assays are for Research Use Only. Not for use in diagnostic procedures.



~ BCR/ABL #(9:22) Translocation Assays oK

Gel Electrophoresis Detection: Capillary Electrophoresis Detection (ABI):
* 2% agarose or 6% polyacrylamide/TBE gel * Panel 1: cDNA synthesized from an alternative 100% control RNA
* A BCR-ABL translocation is indicated if just one « Panel 2: cDNA synthesized from the recommended 100% clonall

of the 2nd round master mixes (Mix 2b, Mix 2c, control RNA
Mix 3, M!X 3.C' or Mix 3d) generates product(s) « Panel 3: cDNA synthesized from a 104 dilution of the
of the valid size

recommended clonal control RNA

BCR/ABL t(9;22) Mix 2b — é
e . IVS-0011 cDNA E — . BCR/ABL t(9:22_) Mlx2_l:> . HEX . ] )
Lane 2 = 1VS-0032 cDNA : : | VS-0011 cDNA Panel 1
=10 VS- 186 b
Lane 3 =1071VS-0032 cDNA - - p
~— - -~ .
— — J
— [ - . . -
) VS-0032 cDNA Panel 2
— - 1B6 bp
Specified Rearrangements:
186 bp —» | - |

107 IVS-0032 cDNA Panel 3
‘ 16 bp

Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
RUO Assays are for Research Use Only. Not for use in diagnostic procedures.

Amplified products were
run on a 2% agarose gel

Finvi
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~ PML/RARa #(15;17) Translocation Assays %

Product Offerings:

°*  PML/RARa t(15;17) Translocation Assays
*  RNA based gualitative nested-PCR assay

* Detects all three forms of PML/RARa
translocation; short (8), long (L) and variable (V)
forms

Specimen Requirements
*  This assay tests complementary DNA (cDNA) template

Available as RUO assay for agarose/
polyacrylamide gel as well as ABI formats

L ] . L]
g InVIVoscr’Ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagnostics

RUO Assays are for Research Use Only. Not for use in diagnostic procedures.



PML/RARa 1(15;17) Assay - Kit Contents

ok

6 tubes (2 RNA controls + 4 MM)
Targets: RARa, PML/RARa, S- & L-forms and L-forms

L L

S —r
=
=
o]
S —r
=
=
o]

(.l.l.l.l
(.l.l.l.l

\—/ \—/

Mix 1 Mix 20 Mix 2b Mix 2c
RARq PML/RARa S- and L-forms L-forms
1r3 1{2 1” PML/RARG t(15;17) L= 3 8 3 & 6

1 2 3 4 5 6 7 8 9 S-Form Rearrangement

PMLGene -5 BN TV TrETBsten) o
Chromosome 15 EET
1 2 3 4 5 6
RAR Gene T HH HH— —HF PuURAR sy 2aSadaln 2 S 2 :
Ghromosame 17 s il L-Form Rearrangement NN
| Tiesbp | (Type B Translocation) —> —-> =@
474bp | 378bp
787bp
. . .
(%O InVlVOSC rl be Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagriostics® RUO Assays are for Research Use Only. Not for use in diagnostic procedures.



- PML/RARa 1(15;17) Translocation Assays %

Gel Electrophoresis Detection: Capillary Electrophoresis Detection (ABI):

« 2% agarose or 6% Polyacrylamide/TBE Gel

« One or more positive bands within the valid
size range should be considered as positive for

the detection of PML/RARa translocation PML/RARa t(15;17) Mix 2b - HEX
' ' | ' ' ' IVS-0020 cDNA ) " Panel 1]
167 bp 207 bp* 382 bp] (*Splice Variants)
PML/RARa t(15;17) Mix 2b - ek L : _ _
— 10" IVS-0020 cDNA ‘Panel 2
624 bp*
Amplicon Size: 787 bp —
624 bp*—|
IVS—GGBS CDR|A - Pan-el 3
382 bp*-—+ Negative Control

167 bp*-—»
(* Splice Variants)

Lane 1= IVS-0020 cDNA
Lane 2 = 10™1VS-0020 cDNA
Lane 3= IVS-0035 cDNA

Amplified products were
run on a 6% PAGE gel

L ] . L]
g InVIVoscr’Ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Im Lives with Preci ostics® RUO Assays are for Research Use Only. Not for use in diagnostic procedures.
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- Take Home Message oK

IVS Translocation Assays Sirengths

*  Molecular identification of genetic markers
* Available for Gel and/or ABI formats
* Efficient and reliable standardized tests, reagents, and controls
* Extensive quality contfrol and quality assurance
* Cutting-edge tools used for improving the quality of healthcare
* |dentiClone® products were designed by the EuroClonality group as part of
the BIOMED-2 concerted action
Finvivoscribe
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Quiz ok

Which Invivoscribe franslocation assays are available as CE-IVD
products?

°* PML/RARa

* BCL2/JH t(14;18)

*  BCR/ABL 1(9;22)

© BCLI/JH
© BCL2/JH

L ] . L]
* InVIVoscrlbew Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagnostics®



- Quiz

What are key characteristics of a nested PCR?

° Faster TAT
'« Afirst and a second stage of PCR]
'+ Increased LOD]

G

L ] . L]
* InVIVOSCI'IbeE Confidential and Proprietary Information. Unauthorized use, replica
Improving Lives with Precision Diagnostics®
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mination is prohibited.



Quiz

Which Invivoscribe franslocation assays are based on the

EuroClonality/BIOMED-2 Concerted Action?

* PML/RARa Translocation
*  BCR/ABL 1(9;22)

©  IdentiClone BCLI/JH
+  IdentiClone BCL2/JH
*  BCL2/JH t(14;18)

Confidential and Proprietary Information. Unauthorized use, replica

fion or dissemination is prohibited.



Quiz ok

Which Invivoscribe franslocation assays are available for gel and ABI
detection?

:° PML/RARQ Transloca’rion]
© BCR/ABL 1(9:22)]

* |dentiClone BCLI1/JH

* |dentiClone BCL2/JH

* BCL2/JH t(14;18)

L ] . L]
* InVIVoscr’Ibe"E Confidential and Proprietary Information. Unauthorized use, replication or dissemination is prohibited.
Improving Lives with Precision Diagnostics®



Thank Youl!

Any questions?

o invivoscribe:
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