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Bond™ - Continuous Batch
Pr'ocessing
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Hardware 1

Note: A level sensor is connected to all bulk reagent containers to alert users when reagent levels are low
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Efficient Use Of Fluids

Efficient Use of SBace

Sow— Srw—— s

R & KB R E A

SIEN(

i & e L

REIETHINEE.
[# 18: BOND--MAX ¥ 68 i 75 2%

TAEs 7 Fosy x> s

2 ER1 1 g e BONMND Epitope Retrieval Solution 1*

3 ER2 1 i e BOND Epitope Retrieval Solution 2%

4 ik s 7 v 2 AT €5, BOMND Dewax Solution*

5 HEEET 7K 2 Bi EEET K

6 TP AE TN 2 HE D, BOND Wash Solution®

7 L 2 & g ( SREEL )

Note: Alevel sensor is connected to all bulk reagent containers to alert users when reagent levels are low
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Bond™ Continuous Batch Processing

Up to 3 Multiple Batches of 10 slides on a
single processing module

. Up to 10 different primary antibodies per batch

Multiple Protocol Type combinations of dewax,
retrieval and staining can be included within
each batch.

Enzyme Epitope Epitope
EEVE] retrieval retrieval

\ \

CISH

/

Counterstain Counterstain

Batch 1 Batch 2 Batch 3
10 Slide Capacity 10 Slide Capacity 10 Slide Capacity



total automation Jeica
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press start then walk away — simple

IHC baking = dewax => epitope retrieval = staining < counterstaining

|SH baking =» dewax =» hybridisation =» staining =» counterstaining

Patient to
Pathologist



Patient to
Pathologist

covertile technology Jeica
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quality results

* Gentle reagent application
* Uniform reagent coverage on tissue

* Prevention of evaporation | BN >

tissue stays intact O\

+ No lfting N\

« Works on frozen sections

covertile technology
+ controlled flow — no squirting

» Works on difficult tissue (bone marrow,ne camoverofreagens

“’no exposure to air between reagents

fatty breast etc)
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During retrieval the cover tile moves onto the slide removing the path to
the vacuum port and enabling a reagent reservoir to be formed at each
end of the cover tile

Reagent Reservoir formed



covertile technology
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Uniform thickness layer
over entire width of slide
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Bond™ Continuous Batch Processing
—————————————————————————————————

« Separated heat plate

Slide Temperature



flexible protocols Jeica

SSSSSSSSSSSS

create your own staining aesthetic

* Edit, delete or add steps

* Modify pre-treatment and staining steps

Condition enables to be adjusted by the minimal
scale for 1 sec and 1°C

protocol editor

+ choose an existing protocol or create your own
* replace bond reagent steps

« optimize for best results with difficult antibodies

Patient to
Pathologist



optical character recognition Boica
(OCR) s

run slides no matter what

* Human and machine readable - |
O MNL2456 1c
Toha Smith

+ Even work with hand-written D3 (tmie)

|a bels Image of slide label presented to user

* Failsafe

flexible slide reader to suit any lab
+ digital image capture

+ works with any coverslipper

+ stored permanently in database
+ works with any slide label

Patient to
Pathologist



liguid level sensing (LLS)

tracking and monitoring of
reagents

* Only starts run if enough reagents
are available

» Alerts when reagents are low or
waste is full

* Inventory tracking

LLS

* robotic arm

* liquid sensing probe tip
* capacitive transducer
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visionbiosystems
bond™

innovation from
people with vision
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Compact Polymer Detection Systems

et

DAB brown product

smaller, more
1 compact than  —Pp

dextran polymers
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primary antibody '
compact polymer
bond




Delay start Jeica
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Patient to
Pathologist
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Bond™ Technology Items

- THC

- [FA

» CISH

* Double stain (IHC/THC or IHC /ISH)
» FISH










CISH-HPV

Cervical tissue (CIN1): in situ Cervical tissue, abnormal epithelia
hybridization for HPV, subtype 6 and 11 (CINII) stained with HPV (subtypes 16,
18, 31,33, 51)
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CISH-EBER



Double stain-EBER/CD20
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Double stain




Double stam EBER/CDZO




Jeica

Double stain - Ki-67/CD3

Images of successful stains with Ki67 (1:1000) / CD3 (1:300), ER2, 20
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Double stain - E-cadherin/KI-67







Slide Stained with PIN-4*
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Prostatic
carcinoma
stained with

P504sS

Normal
glands stained
with
CKs5/CKi4 and
P63

Biocare
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Jeica

Why use multi-staining techniques?

= More information from each slide
= Assess the topographic relationship of targets

= Information on possible cell-to-cell spatial contacts of different cell types

Novocastra Melanoma Novocastra Lymphoma Novocastra Lymphoma
Melan A /Tyrosinase / S-100 CD20 / Ki67 CD3 / Ki67

32
95.10742 Rev A 10/11 ChromoPlex 1 Dual Detection Sales Presentation Company Confidential: For Internal Use Only



Sequential staining

One staining procedure follows another

Advantage:-

Cross reactivity is avoided

Disadvantages:-

Long staining protocol
Risk of incorrect double staining
Potential for spurious double stained structures

Risk of denaturing epitopes of antigens to be
visualized sequentially

Risk that the first chromogen (DAB in particular)
may shield other targets

Not all reaction products will survive the
rigorous washing required to remove antibodies

Added complexity

i\ - ) ‘;ni
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Bond Polymer Double Staining
P504s (Refine Red) and CKS5 (Refine)
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Fully automated parallel dual
staining

—Leica Microsystems will launch the first fully Al

automated detection system on BOND that will (o , i./';:- ’
automate dual chromogen staining in a one-step Vit W/
process:- it

= Two chromogens in one detection system ‘&@ ‘

Multiple antibodies on a single slide

Intense staining with a clean background

= Flexible antibody cocktail options — Novocastra o | f;f 0
Melanoma & Lymphoma cocktails post launch {iw;;%\“% 4 J {
= Reduction in TAT and cost Yo %\3“‘\“ | »’
. 3 ; e

—Multiply your

M

capabilities

34



CD20-positive B cells were revealed fi rst by the
Immunoperoxidase procedure (brown), and immunoalkaline
phosphatase staining was then performed for CD34 (purple)
and Ki67 (blue).
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Automated triple immunostaining of a normal human bone marrow
trephine shows nuclear expression of GATA-1 (brown) in some
erythroid cells which express Glycophorin A (red). CD34 (blue)

labels vascular endothelium and some mononuclear cells.




B cells (CD20, brown), T cells (CD3,
blue), and monocytes (CD68, red)
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Living up to Life

Leica HER2 FISH System for BOND ™

This product uses PathVysion FISH probes supplied by
Abbott Molecular Inc.

*PathVysion, LSI and CEP are trademarks of Ab
d. Used unde

bott
Leica HER2 FISH System 95.10230 rev b 05/2011. This product is not for sale in the USA. Molecular Inc. All Rights Reserve s r License.



Typical HER2 Workflow Jeica
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Manual FISH

Dewax J Pretreat § Denat
HER2 FISH Request

| AM | PM | AM | PM |
Day 1 Day 2 Day 3

ﬁ::?z“:tse: 's':c )) - Automation or reagent incubation

| | | | | - Hands-on time

| AM | PM | AM | PM |
Day 1 Day 2

» The Leica HER2 FISH System can deliver next day HER2 results, up to 24 hours
faster than current HER2 workflow

 Patient cases can be continuously processed on the Leica BOND systems without

the delay required to batch cases for manual HER2 FISH staining
Patient to

Pathologist
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EASY

= Eliminate complexity and increase standardization through
automation

* The Leica HER2 FISH System provides:

» Full automation of HER2 FISH using PathVysion probes obtained from Abbott
Molecular

» PathVysion HER2/CEP17 probes are incorporated into the Leica HER2 FISH kit
= Familiar operation on the easy-to-use Leica BOND System

With the Leica HER2 FISH System, laboratory
staff will find it easy to produce the consistent,

high-quality stained slides that pathologists
rely on

Page 40



Leica HER2 FISH System Images

Non-amplified ! Equivocal Amplified
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FISH Positive




Concordance Data for Leica
BOND Max

* In an independent study comparing the results of the Leica HER2 FISH
System to the Abbott Molecular PathVysion® HER-2 DNA Probe Kit on
300 clinical breast cancer specimens, the Leica HER2 FISH System was
found to be highly concordant to the current gold standard, FDA
approved HER2 FISH test

Abbott Malecular Pathysion

HER-2 DMA Probe Kit

Leica HERZ

FISH System

Leica BORMD
Pl

Fositive | Megative
=20 =20 Total
Fositive
=20 102 1 103
Megative
=2.0 1 196 1597
Total 103 197 300

Page 43

Overall Concordance
(95% ClI) = 99.33% (97.61
- 99.92%)

The cohort consisted of 75
3+, 150 2+ and 75 0/1+
previously characterized
HERZ2 IHC cases
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a-AT
ACTH

Actin(HHF35)
Actin(SM)

AFP

ALK

AMACR (P504s)
Androgen receptor (AR)

Arginase-1

. B-Amyloid
. Bcl-2

. Bcl-6

. Beta-catenin (B-CAT)
. Beta-HCG
. Ber-EP4
. BF-1

. BKvirus
. CAl125

. CA199

. Calcitonin
. Calretinin
. Carbonic Anhydrase IX
. Calponin
. C4d

. CDla

. CD2

. CD3

. CD4

. CD5

. CD7

. CD8

. CD10

. CD11b

. CD15

. CD19

. CD20

. CD21

. CD23

. CD25

. CD30

. CD31

. CD33

. CD34

. CD35
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47.
48.
49.
50.
Gl
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.

CD38
CD43

CD44
CD45RO
CD56
CD57
CD61
CD68
CD79a
CD99
CD117
CD123
CD138
CD163
CDK4
CDX2

CEA
Chromogranin A
CK AE1/AE3
CK5

CK5/6

CK7

CK8

CK13
CK14
CK17
CK18
CK19
CK20
CK-HMW (34BE12)
CMV
Collagen4
Cyclin D1
D2-40
Desmin
DOG1
E-Cadherin
EGFR
EMA

ER

Factor VIIl
Factor Xllla
Fli-1

Gastrin

JBEfE A R Anti

90.
91.
92.
93.
94.
95.
96.
O/78
98.
99.

100.
101.
102.
103.
104.
105.
106.
107.
108.
109.
110.
111.
112.
113.
114.
115.
116.
117.
118.
119.
120.
121.
122.
123.
124.
125.
126.
127.
128.
129.
130.
131.
132.

body Bank

Galectin3
Glucagon
GFAP
GCDFP15
GranzymeB
GH

Glutamin synthetas
Glypican-3 (GPC-3)
H-Caldesmon
HBcAg
HBsAg
HBME-1
Her-2

HHV8

HPV

hPL

HGAL

HPV 16/18
HMB45
Hepa-1(HSA)
Heat shock protein 70
Helicobacter pylori
HSV

IgD

I9gG

1gG4

Insulin

Inhibin

INI-1

IDH-1

IgD

Inhibin A
Kappa

Ki-67

Lambda

LCA

LH

Lysozyme
MDM2
Melan-A
Mammaglobin
MGMT

MLH1
MOC-31

133.
134.

135.
136.
137.
138.
139.
140.
141.
142.
143.
144.
145.
146.
147.
148.
149.
150.
4L,
152.
153.
154.
558
156.
578
158.
159.
160.
161.
162.
163.
164.
165.
166.
167.
168.
169.
170.
171.
172.
173.
174.
175.
176.

MSH2
MSH6

MUM-1
Myo-D1
Myeloperoxidase
Myogenin
Myosin heavy chain
Neurofilment
NSE

P16

P27

P40

P53

P57

P63

PD-1

PHH3

PLAP

PMS2

PSA

PR

PTH

Pax-5

Pax-8
Placenta S100 (S100P)
Prolactin
PsAP

RCC
Synaptophysin
S$100

SOX-2
SOX-11

SMA
TCR-gamma
TdT
Thrombomodulin
Thyroglobulin
TLE1

TFE3
Treponema
TSH

TTF-1
Vimentin

WT-1


http://www.leicabiosystems.com/products/novocastra-reagents/primary-antibodies/details/product/carbonic-anhydrase-ix/
http://www.leicabiosystems.com/products/novocastra-reagents/primary-antibodies/details/product/carbonic-anhydrase-ix/
http://www.leicabiosystems.com/products/novocastra-reagents/primary-antibodies/details/product/carbonic-anhydrase-ix/
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Thank you for Attention today



