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Synaffix’s Journey to the Top Leads to the Swiss 
Alps
Creating value for patients through cutting-edge ADC technology 
platform and matching out-licensing business model
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All trademarks belong to Lonza or its affiliates and are registered in USA, EU or CH or belong to 
their respective third party owners and used only for informational purposes. All third party 
copyrights have been reproduced with permission or belong to Lonza.

The information contained herein is believed to be correct and corresponds to the latest state of 
scientific and technical knowledge. However, no warranty is made, either expressed or implied, 
regarding its accuracy or the results to be obtained from the use of such information and no 
warranty is expressed or implied concerning the use of these products. For more 
details: www.lonza.com/legal.
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Antibody Drug Conjugates: Recognition of Their Potential, Finally… 
…Yet Technology Shortcomings Constrain Growth 
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Non-Proprietary 
Brand Name Approval Year Sponsor 2020 Sales ($M) Peak Sales ($M)

Gemtuzumab ozogamicin 2000, 2017 Pfizer, Wyeth 185 190 (2022F)

Brentuximab vedotin 2011 Seagen, Takeda 1,219 2,285 (2027F)

Trastuzuman emtansine 2013 Genentech, Roche 1,859 2,260 (2023F)

Inotuzumab ozogamicin 2017 Pfizer, Wyeth N/A 483 (2027F)

Polatuzumab vedotin 2019 Genentech, Roche 180 1,574 (2027F)

Enfortumab vedotin 2019 Astellas, Seagen 343 5,436 (2027F)

Trastuzumab deruxtecan 2019 AstraZeneca, Daichi-
Sankyo 284 5,617 (2027F)

Sacituzumab govitecan 2020 Immunomedics 49 3,242 (2027F)

Belantamab mafodotin 2020 GSK 42 866 (2027F)

Loncastuximab teserine 2021 ADC Therapeutics N/A 270 (2027F)

Tisotumab vedotin 2021 Seagen N/A 806 (2027F)

2022 Immunogen

~96 ADCs in Clinical Pipeline(1) $23.9 Bn by 2028 with 23.7% CAGR(2)(3)

Heterogeneity: 

Payload 
Hydrophobicity: 

Instability: 

Payloads: 

Mixture of payload 
under/over-loading, 
variable position

Payload release in 
circulation, less drug 
on target

Enhanced clearance 
and side effects

Lack of diversity in 
mode-of-action 
(MoA)

1

2

3

4

Notes: (1) Hanson Wade Beacon Intelligence Database; (2) 11 ADCs approved by FDA as of Nov 2021; (3) Grand View Research 2021 (ADCs).
Source: GlobalData.

An increasingly commercially validated therapeutic class… … constrained by technology 
shortcomings 
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Synaffix’s Consolidated Technology Platform Addresses ADC 
Shortcomings Providing Best-in-Class Differentiated Therapeutics
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Glyco Connect® HydraSpace™ toxSYN™ 
Linker-Payloads

Site-specific, 
glycan-based antibody 
conjugation technology

Highly polar spacer 
technology

Multiple mechanisms of 
action (MoAs) to maximize 

ADC efficacy
Im
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Impact on Tolerability

1. Heterogeneity 

3. Stability

2. Payload Hydrophobicity 

4. Payload MoA
HydraSpace™

Glyco Connect® HydraSpace™ toxSYN™

Synaffix ADC technologies maximize ADC’s therapeutic 
index Improving both efficacy and tolerability 

A three-prong versatile platform suitable 
for any antibody and any payload 
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Unmet Need Translated Into Vision Statement
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Be the preferred 
technology provider 
for the development 
of ADCs

1

Enable ‘Best-in-
Class’ targeted 
therapeutics

2

Become most 
prevalent 
technology across 
new clinical-stage 
ADCs

3

Technological advancement

Expanded
Therapeutic 

indexD
os

e 
le
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l

Improved 
Safety Profile

Improved 
Efficacy Profile

ADCs

Maximum 
Tolerated Dose

Minimally 
Effective Dose

Therapeutic
index



Platform Technology
For ADCs with Best-in-Class Therapeutic 
Index
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The Glycan Pocket is a Special Place to Hide ADC Payloads
Glyco Connect®
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Glycan 
Locations
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Glyco Connect® 
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Enables Site-Specific ADCs without Antibody Engineering
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Glyco Connect®
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DAR Versatility for Additional Differentiation of ADCs on Either End of the Potency 
Spectrum 

• All clinical-stage and marketed ADCs currently limited to a drug-antibody ratio (DAR) between 2 and 8

DAR4 DAR2 DAR1

DAR2

DAR1

DAR4

For Higher Potency Payloads, 
such as PBD dimers, IGN dimers, 

calicheamicin, duocarmycin, PNU159,682, 
amanitin and others

For Lower Potency Payloads DAR4

DAR6

DAR8
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Consolidated Technology Platform 
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for Proprietary Best-in-Class ADCs

Protected by >30 Patent Families

Glyco Connect® toxSYN™ HydraSpace®

Site-specific antibody conjugation technology 
enabling best-in-class therapeutic efficacy 

and tolerability (DAR1/2/4/6/8)

Highly polar spacer technology further 
differentiates the therapeutic window and 

stability of Synaffix ADCs

Multiple linker-payloads spanning 
various mechanisms of action to maximize 

efficacy for any ADC target



Differentiated Impact on 
Therapeutics Index
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17%

54%

9%

8%

6%
6%

Setting the Stage for Benchmarking Experiments
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Three Technologies Have Delivered the Vast Majority of Clinical Stage ADCs  

Consistently superior TI 
versus:

Random cysteine conjugation

Random lysine conjugation

Engineered cysteine 
conjugation 

n = 96
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Synaffix Technology Demonstrates Consistently Superior Therapeutic Index

13

vs. Three Major Clinical-Stage ADC Technologies

B = Benchmark ADC NC = Negative Control ADC Synaffix ADC = same mAb, same payload (Brentuximab vedotin, ADCT-601) or payload class (Trastuzumab emtansine), 
same DAR as Benchmark ADC

Trastuzumab emtansine is a US registered trademark of Genentech USA, Inc.Brentuximab vedotinis a US registered trademark of Seagen 
Inc. 

Random conjugation 
to cysteine (MMAE)

vs. Brentuximab vedotin
from pharmacy

Karpas-299 CDX
DAR4
1.0 mg/kg B

Synaffix ADC

NC

Random conjugation 
to lysine (maytansinoid)

vs. Trastuzumab emtansine
 from pharmacy

HBCx-13B PDX 
DAR4
9.0 mg/kg

B

NC

Synaffix ADC

Site-specific conjugation to 
engineered cysteine (PBD)

vs. ADC Therapeutics’ previous lead 
development candidate for ADCT-601

MDA-MB-231 CDX
DAR2
1.0 mg/kg B

NC

Synaffix ADC
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Synaffix Technology Demonstrates Consistently Superior Tolerability in 
Rats
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vs. All Three Major Clinical-Stage ADC Technologies

Random conjugation 
to cysteine (MMAE)

Random conjugation 
to lysine (maytansinoid)

Site-specific conjugation to 
engineered cysteine (PBD)

Synaffix ADC = same mAb, same payload/payload class and same DAR as comparator ADC

Dose
(mg/kg)

Trastuzuman
emtansine
(DAR3.6)

Synaffix ADC
(DAR3.8)

60 MTD

50 X No DLTs

35 MTD No DLTs

20 No DLTs No DLTs

1.7x better tolerability

vs. Trastuzumab emtansine
 from pharmacy

3x better tolerability

vs. ADC Therapeutics’ previous lead 
development candidate for ADCT-601

4x better tolerability

vs. Brentuximab vedotin from pharmacy

Dose
(mg/kg)

Cysteine-
engineered ADC 

(DAR1.8)

Synaffix ADC
(DAR1.8)

6.0 Not Tested MTD

3.0 X No DLTs

2.0 MTD No DLTs

Dose
(mg/kg)

Brentuximab 
vedotin

(DAR4.0)

Synaffix ADC
(DAR3.8)

70

Not Tested

X

60 MTD

40 No DLTs

20 X No DLTs

15 MTD No DLTs

MTD = Maximum Tolerated Dose DLTs = Dose-Limiting Toxicities X = severe toxicities observed

Brentuximab vedotin is a US registered trademark of Seagen Inc. Trastuzumab emtansine is a US registered trademark of Genentech USA, Inc.

ADC
Therapeutics
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Factors Contributing to Increased Therapeutic Index
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Conjugation Site:   ↑ Exposure

Lack of Glycan:   ↓ On-Target Toxicity

Highly Polar Linker:   ↓ Off-Target Toxicity,  ↑ Efficacy

Homogeneity & Stability:  ↓  Off-Target Toxicity,  ↑ Efficacy

1

2

3

4

Exemplified on 
subsequent slides
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Lack of Glycan is Anticipated to Reduce On-Target Toxicities
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Abrogation of Binding to Fc-γ and Mannose Receptors May Significantly Reduce 
Risk for Interstitial Lung Disease

 Lung toxicity is most important adverse events associated with Daiichi-Sankyo tech (Trastuzumab 
deruxtecan) 

 Up to 16% of patient may suffer from interstitial lung disease (ILD) and/or pneumonitis

 Lung toxicity is strongly associated with non-targeted uptake in alveolar macrophages (by Fc-γ 
receptors, mannose receptor, macropinocytosis) 

 Glyco Connect® abrogates binding to Fc-γ/mannose receptors, negative charge of HydraSpace™ may 
reduces macropinocytosis (t.b.c.) ⟶ potential reduced risk/clinical benefit for patients

(Cancer Science, Kumagai et al., 2020)

Trastuzumab 
deruxtecan

Trastuzumab 
deruxtecan
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Early Clinical Read-out is Supporting Translation of Synaffix 
Technology Benefits in Patients

17

Trastuzumab 
deruxtecan IBI343

Indication GC / mBC GC + PDAC

Clinical dose
(mg/kg) 6.4 / 5.4 up to 10.0

GC gastric cancer
mBC metastatic breast cancer
PDAC pancreatic ductal adenocarcinoma

IBI343 enabled 
by:
• Glyco 

Connect® 

HydraSpace™
• SYNtecan E™
  (Topo 1 
inhibitor)



Value Proposition and 
Business  Model
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DAR Versatility

Business Model

Precisely tunable drug-antibody ratio (DAR) loading of 1, 2, 4, 6 and 8

Engineering-Free 
Approach

Highly-Competitive 
Therapeutic Index 
(TI)

Synaffix technology consistently delivers ADCs with 
best-in-class therapeutic index versus the 3 major clinical-stage ADC technologies

ADCs rapidly generated and scaled for proof-of-concept and clinical development 
without any antibody sequence or cell line engineering

Over $9 Billion in Out-Licensing Deals to Date

19

Driven by Consolidated Offering, Highly Competitive TI and Engineering-free Approach

Consolidated licensing-based solution includes conjugation, spacer and proprietary linker-payload 
technologies 
so that any company with an antibody can rapidly develop a proprietary ADC

Consolidated 
Technology 
Offering

Target-specific out-licensing of proprietary platform technology 

Manufacturing 
Support Synaffix acquisition enables end-to-end ADC offering with Lonza  
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Synaffix Partnering Model:
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Evaluation of Development Candidate(s) Prior to Technology Licensing

We embrace research collaborations with companies who look towards external innovation to build their 
pipelines

In Vivo 
Proof-of-Concept

& Technology 
Evaluation
by Partner

ADC
Generation by 

Synaffix
(4-6 weeks)

Partner’s 
Antibody 

Shipped to 
Synaffix

Product Development by Partner 
with Synaffix support to IND filing and 

beyond

Material Transfer Agreement License Agreement

Licensing Decision “Go/No Go”

Technology Evaluation
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Licensing Partners are Rapidly Advancing >20 Programs
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Synaffix Deals Represent Over $9 Billion in Total Potential Deal Value
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Program Preclinical Phase 1

Undisclosed

2X Undisclosed

2X Undisclosed

Undisclosed

Undisclosed

Undisclosed 
additional target

Undisclosed

Undisclosed

Undisclosed

Program Preclinical Phase 1

ADCT-601 
(Axl)

Undisclosed

XMT-1660 
(B7-H4)

Mersana Therapeutics, Inc.
in collaboration with: Multiple 

Undisclosed

MRG004A 
(TF)

Undisclosed

IBI-343
(Claudin 18.2)

Undisclosed 
additional targe

Undisclosed * As of 24th August 2023, is a wholly owned 
subsidiary of Eli Lilly & Co. 

*

ADC 
Therapeutics

Mersana 
Therapeutics

Janssen

Miracogen

Innovent

ProfoundBio

Genmab

MacroGenics

Kyowa Kirin

Emergence 
Therapeutics
Hummingbird 
Bioscience

Amgen
Ching Kun Dang 
Pharma

ABL Bio

Sotio
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Award-Winning ADC Platform Technology

Sept 2023 22

2022

Best ADC 
Technology

platform

Winner

As awarded by ADC industry 
experts at World ADC Awards 

2022 

As awarded by biotech industry 
peers at LSX European Lifestars 

Awards 2022 

As awarded by the expert judging 
panel at Scrip Awards 2022

2022

Biotech 
company of 

the year

Winner

2022

BD team 
of the year

Winner



From Start-Up to Global 
Leading CDMO
Advancing Partnered Pipeline Requires 
Evolving Value Proposition and Offers Novel 
Growth Opportunities
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Corporate Milestones

Source: Company Information. 24

Founding & Early Fundraising ADC Technology Development Commercial Traction

Synaffix Continues to Experience Strong Technology Out-Licensing Business Growth

2010 2012 2014 2016 2016 2017 2019 2020 2021 2021 2022

3rd Glyco 
Connect® ADC 
Enters Clinic
(MRG004a)

Synaffix Founded Glyco Connect ® 
Launched

Series A 
Financing

SAB 
Established

Technology Out-Licensing Deals

toxSYN™ 
Linker-Payloads 
Launched

1st Glyco 
Connect® ADC 
Enters Clinic 
(ADCT-601)

2nd Glyco 
Connect® ADC 
Enters Clinic
(XMT-1592)

>$2 Billion in 
Out-Licensing
Deals Secured

>$3 Billion in 
(Out-Licensing)
Deals Secured

Hydra Space™ 
Launched

High Potency 
Lab Opened

2023

>$9 Billion in  
Out-Licensing 
Deals Secured

Acquisition by 
Lonza

Mersana Therapeutics, Inc. 
collaboration with

Brabantse Ontwikkelings 
Maatschappij

BOM

Aravis

M.
Ventures

BGV

ADC
Therapeutics

Miracogen

ProfoundBio

Mersana
Therapeutics

Innovent
Kyowa Kirin

MacroGenics

Genmab

Janssen
Amgen

CKD
Hummingbird 
Bioscience

ABL bio

Sotio

Emergence
Therapeutics * 

* As of 24th August 2023, is a wholly owned subsidiary of Eli Lilly 
& Co. 
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Numerous Growth Strategies to Accelerate Commercial Success
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ADC Technology Out-
Licensing

02

Expand Technology 
Offering

03

Proprietary Platform 
Components 
Manufacturing

04

ADC        
Manufacturing

05

Product Development

Focus prior to acquisition by Lonza

Upside Through Acquisition by Lonza Carve-Out

Acquisition by Lonza in Combination with Carve-Out of Pre-Clinical Pipeline of 
Proprietary ADCs Unlocks most Value for Both Patients and Shareholders
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Microbial

Licensing
• XS ® E. coli
• XS ® Pichia

Clinical 
Development and 
Manufacturing

Commercial 
Manufacturing

Early 
Development 
Services

Clinical 
Development and 
Manufacturing

Commercial 
Manufacturing

R&D Microbial

Early 
Development 
Services

Clinical 
Development and 
Manufacturing

Commercial 
Manufacturing

R&D 
Mammalian

Mammalian

Bioconjugates

Early 
Development 
Services

Licensing
• GS Xceed®

• piggyBac® 
• bYlok® 

Synaffix Acquisition Enables End-to-End ADC Offering for Lonza
Essential ADC Technology and Services for Early Discovery, Clinical Development and 
Manufacturing

A Lonza Company

R&D ADCs Licensing
• Glyco Connect®
• HydraSpace™
• toxSYN™
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