
QUICK TIPS 

(--THIS SECTION DOES NOT PRINT--) 
This PowerPoint template requires basic PowerPoint (version 

2007 or newer) skills. Below is a list of commonly asked 

questions specific to this template.  

If you are using an older version of PowerPoint some template 

features may not work properly. 
 

Using the template 
 

Verifying the quality of your graphics 

Go to the VIEW menu and click on ZOOM to set your preferred 

magnification. This template is at 50% the size of the final 

poster. All text and graphics will be printed at 200% their size. 

To see what your poster will look like when printed, set the 

zoom to 200% and evaluate the quality of all your graphics and 

photos before you submit your poster for printing. 

 

Using the placeholders 

To add text to this template click inside a placeholder and type 

in or paste your text. To move a placeholder, click on it once 

(to select it), place your cursor on its frame and your cursor 

will change to this symbol:         Then, click once and drag it to 

its new location where you can resize it as needed. Additional 

placeholders can be found on the left side of this template. 

 

Modifying the layout 

This template has four different  

column layouts. Right-click your  

mouse on the background and  

click on “Layout” to see the layout  

options.  The columns in the provided layouts are fixed and 

cannot be moved but advanced users can modify any layout by 

going to VIEW and then SLIDE MASTER. 

 

Importing text and graphics from external sources 

TEXT: Paste or type your text into a pre-existing placeholder or 

drag in a new placeholder from the left side of the template. 

Move it anywhere as needed. 

PHOTOS: Drag in a picture placeholder, size it first, click in it 

and insert a photo from the menu. 

TABLES: You can copy and paste a table from an external 

document onto this poster template. To adjust  the way the 

text fits within the cells of a table that has been pasted, right-

click on the table, click FORMAT SHAPE  then click on TEXT BOX 

and change the INTERNAL MARGIN values to 0.25 

 

Modifying the color scheme 

To change the color scheme of this template go to the “Design” 

menu and click on “Colors”. You can choose from the provide 

color combinations or you can create your own. 

QUICK DESIGN GUIDE 

(--THIS SECTION DOES NOT PRINT--) 
 

This PowerPoint 2007 template produces a 42”x72” 

professional  poster. It will save you valuable time placing 

titles, subtitles, text, and graphics.  

 

Use it to create your presentation. Then send it to 

PosterPresentations.com for premium quality, same day 

affordable printing. 

 

We provide a series of online tutorials that will guide you 

through the poster design process and answer your poster 

production questions.  

 

View our online tutorials at: 

 http://bit.ly/Poster_creation_help  

(copy and paste the link into your web browser). 

 

For assistance and to order your printed poster call 

PosterPresentations.com at 1.866.649.3004 

 

 

Object Placeholders 
 

Use the placeholders provided below to add new elements to 

your poster: Drag a placeholder onto the poster area, size it, 

and click it to edit. 

 

Section Header placeholder 

Move this preformatted section header placeholder to the 

poster area to add another section header. Use section headers 

to separate topics or concepts within your presentation.  

 

 

Text placeholder 

Move this preformatted text placeholder to the poster to add a 

new body of text. 

 

 

Picture placeholder 

Move this graphic placeholder onto your poster, size it first, 

and then click it to add a picture to the poster. 

 

 

 

 

 

 

 
 

 

 

 

RESEARCH POSTER PRESENTATION DESIGN © 2011 

www.PosterPresentations.com 

© 2011 PosterPresentations.com 
    2117 Fourth Street , Unit C         

     Berkeley CA 94710 

    posterpresenter@gmail.com 
Student discounts are available on our Facebook page.  

Go to PosterPresentations.com and click on the FB icon. 

Mechanism of action of MCLA-128, a humanized bispecific IgG1 

antibody targeting the HER2:HER3 heterodimer 

HER heterodimers and HER3 mediated resistance 

Background MCLA-128 has superior binding than HER2 and HER3 mAbs  

The effect of MCLA-128 on HER2:HER3 dimerization and HER3:PI3Kinase 
interaction was investigated in vivo in the Trastuzumab-resistant JIMT-1 
cell line using VeraTag™ assay 

The effect of MCLA-128 on Akt phosphorylation in vivo was investigated 
using the luminex beads assay 

Growth inhibition by MCLA-128 was correlated with a reduced 
HER2:HER3 dimerization and a profound inhibition of the PI3K pathway 

MCLA-128 inhibits HER3 and Akt phosphorylation and 
HER2:HER3 dimerization in vitro and in vivo 

MCLA-128 synergizes with small molecule inhibitors 

Conclusions 
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MCLA-128 – HER2:HER3 bispecific antibody 

HER2 is amplified/overexpressed in ~20% of breast cancer patients  

Amplification/overexpression correlates with poor clinical outcome 

HER3 buffering of HER family member signalling is an important 
mechanism of adaptive resistance1 

HER3 or Heregulin (HRG) expression is a prognostic marker for 
shorter survival times (e.g. mCRC, mBC)2 

MCLA-128 combines common light chain 
Fab regions with CH3 electrostatic 
engineering in the constant region to 
drive asymmetric IgG1 formation 
MCLA-128 specifically targets the 
HER2:HER3 heterodimer and blocks 
HER3/HRG signaling 
MCLA-128 shows superior activity in 
vitro and in vivo compared to HER2 and 
HER3 monoclonal antibodies 

The effect of MCLA-128 on cell cycle progression was measured in 
different cell lines incubated with heregulin at high concentration 

MCLA-128 inhibits cell cycle progression with a higher potency 
than the combination of HER2 mAbs Trastuzumab + Pertuzumab 

Absence of MCLA-128  induced  cardiotoxicity 

MCLA-128 inhibits cell cycle progression 

The potential toxicity of MCLA-128 
on primary cardiomyocytes in the 
presence of Doxorubicin was 
analysed by measuring  intracellular 
ATP levels 

In contrast to Trastuzumab (+/- 
pertuzumab), MCLA-128 did not 
show any sign of cardiotoxicity in 
vitro 

1 Sergina, N.V., et al. (2007). Escape from HER-family tyrosine kinase inhibitor therapy by the kinase-

inactive HER3. Nature 445, 437-441. 
2 Ocana, A., et al. (2012). HER3 overexpression and survival in solid tumors: a meta-analysis. J Natl 
Cancer Inst 105, 266-273. 

MCLA-128 

HER3 HER2 

Heregulin 

MCLA-128 uses GlymaxX® technology to enhance ADCC activity 

MCLA-128, a low-fucosylated IgG1, has equivalent ADCC activity to 
Trastuzumab when targeting HER2+++ cell lines and superior ADCC 
activity when targeting HER2+ cell lines 
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Phospho-Akt-Ser473 expression
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Phospho-Akt-Thr308 expression
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MCLA-128 blocks heregulin mediated resistance 

The unique simultaneous targeting of MCLA-128 to HER2 and HER3 leads 
to potent inhibition of AKT/PI3 kinase pathway signalling 

MCLA-128  shows enhanced binding to HER2 expressing cell lines  
compared to Trastuzumab 

MCLA-128 exhibits potent ADCC activity regardless of  FcgRIIIa  affinity 

A First-In-Human study with MCLA-128 is currently ongoing in patients 
with solid tumors 

JIMT-1 xenograft assay 
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MCLA-128 binding to a panel or cell lines was compared to HER2 
and HER3 monoclonal antibodies using FACS  

MCLA-128 binds breast cancer cell lines expressing HER2 at 
different levels with greater avidity than HER2 & HER3 mAbs 
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Phosphorylation of HER receptors and downstream signaling pathways 
were analyzed in HRG stimulated N87 cells using PathScan antibody arrays 
and Western blot experiments 

MCLA-128 inhibited HRG-induced HER3 and Akt phosphorylation  more 
potently than Trastuzumab + Pertuzumab 
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Activity of MCLA-128 in combination with Tyrosine kinase inhibitors,  
small molecules targeting the MAPK and PI3 kinase/Akt pathways in the 
presence of HRG at high  concentration was determined by proliferation 
inhibition and high content imaging assays in HER2 amplified cell lines 

Synergistic growth inhibition was observed with various agents including 
tyrosine kinase inhibitors and inhibitors of the PI3 kinase pathway 
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MCLA-128 shows low-level of internalization 

The ability of MCLA-128 to induce 
receptor internalization was 
investigated in SKBR-3 cells using  pH-
sensitive dye labelling (Promega) 

MCLA-128 showed a similar 
internalization as Trastuzumab and 
lower internalization than the 
combination Trastuzumab + 
Pertuzumab 

MCLA-128 – potently inhibits HRG mediated growth 

MCLA-128 has potent ADCC effector function  
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