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The purpose of these guidelines is to establish a set of consistent 
recommendations for the use of the Debiopharm Group™ brand name on 
various communication media, as well as to standardize and improve the 
readability of all internal and external communication campaigns. Clear 
and simple rules of application have been defined so that these guidelines 
are as unrestrictive as possible. They provide a frame of reference within 
which each document must find its place. This framework is not fixed and 
will evolve naturally over time.

For any purpose not included in this document, the Communications  
Department (communication@debiopharm.com) must approve the 
graphical elements chosen.

It is important that the documents convey a sense of quality and visual 
continuity as they portray the company’s image.
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Logotype
_
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Logos, by definition, are considered to be images. No constituent 
element of the logo can be modified.

The Debiopharm GroupTM logo consists of three elements:
• Its symbol, identifying the brand
• Its inscription “Debiopharm GroupTM”
• Its tagline “We develop for patients”

In the majority of cases, the logotype is made up of these three 
elements, but for small format publications it is possible to use 
the logotype without its tagline.
.

PRESENTATION
_

Logo
_
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PANTONE 185
CMYK 0  100  100  0
RGB     227  0  15
HTML  #e3000f

PANTONE Black
CMYK 0  0  0  100 
RGB     0  0  0
HTML 000000

PANTONE Black  / 45%
CMYK 0  0  0  45 
RGB     167 167  167
HTML A6A7A9

LOGO COLORS
_

Logo
_

PRINTING
For printing we recommend the use of Pantone, to maintain 
a bright red color.
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DARK BACKGROUND
On a dark background, the logo is mainly used in
white monochrome.

MONOCHROME
In monochrome, the logo is displayed in black and 
white, keeping the distinction between the terms 
Debiopharm and Group.

Logo
_
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To ensure maximum impact of the brand name, an exclusion zone 
around the logo must be adhered to. This corresponds to at least half 
the height (Y) of the symbol. No graphic elements should appear in 
the exclusion zone.

When possible, the width should be doubled to match the height of 
the symbol (Y) to increase the impact of the brand name.

Y
Y / 2

EXCLUSION ZONE
_

Logo
_
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Our logotype is a brand name that must be displayed consistently 
across all media. In order to preserve its integrity, please avoid 
changes that would negatively impact the brand.

Never add an outline or shadow to the
logotype and do not reduce the opacity.

Never distort it.

Never tilt the logotype.

Never change colors specific to the 
logotype.

Never change the size / spacing ratio 
between the brand name and its  
symbol.

The readability of the brand name 
must be excellent in all cases.

WHAT TO AVOID
_

Logo
_
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To simplify the use of the brand name in specific 
contexts, such as brand recalls, it is possible to 
use the symbol on its own.

PRESENTATION
_

Icon
_
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Colors
_
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The identity of the Debiopharm GroupTM is built 
upon a red color spectrum. This color is an 
expression of the company’s ‘Swissness’ and its 
dynamic, innovation-driven DNA.

Red must form the basis of all of the Group’s 
visual communications in combination with 
complementary colors.

COLOR SPECTRUM
_

Colors
_

CMYK 0  100  100  0
RGB     227  0  15
HTML  #e3000f
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COLOR RANGE
_

Colors
_

CMYK 0  100  100  0
RGB     227  0  15
HTML  #e3000f

PRIMARY RED

CMYK 0  0  0  90
RGB     59  59  59
HTML  #3b3b3a

TEXT / CONTRAST

CMYK 5  100  85  10
RGB     199  37  60
HTML  #c7253c

DARK RED
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Typography
_
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TYPEFACES
_

Typography
_

TitilliumText22L TitilliumWeb

A B C D E F G H I J K L M N O P Q R S T U V W
X Y Z a b c d e f g h i j k l m n o p q r s t u v 
w x y z  0 1 2 3 4 5 6 7 8 9 > ? ! . , : @ & +

THIN
Only when used for slogans, lead-ins and epigraphs in large 
characters for excellent readability with a touch of elegance.

A B C D E F G H I J K L M N O P Q R S T U V W
X Y Z a b c d e f g h i j k l m n o p q r s t u v 
w x y z  0 1 2 3 4 5 6 7 8 9 > ? ! . , : @ & +

LIGHT
Main body text for all publications. Can also be used for  
epigraphs / slogans.

A B C D E F G H I J K L M N O P Q R S T U V W
X Y Z a b c d e f g h i j k l m n o p q r s t u v 
w x y z  0 1 2 3 4 5 6 7 8 9 > ? ! . , : @ & +

REGULAR
Used to make a term  /  phrase bold when using Thin in a slogan.

PAPER DOCUMENTS INTERNET
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FONTS 
_

Typography
_

A B C D E F G H I J K L M N O P Q R S T U V W
X Y Z a b c d e f g h i j k l m n o p q r s t u v 
w x y z  0 1 2 3 4 5 6 7 8 9 > ? ! . , : @ & +

MEDIUM
Used for headings and subheadings at intermediate level,
or for making a term / phrase bold in the main body text.

A B C D E F G H I J K L M N O P Q R S T U V W
X Y Z a b c d e f g h i j k l m n o p q r s t u v 
w x y z  0 1 2 3 4 5 6 7 8 9 > ? ! . , : @ & +

BOLD
Used for main headings.

A B C D E F G H I J K L M N O P Q R S T U V W
X Y Z a b c d e f g h i j k l m n o p q r s t u v 
w x y z  0 1 2 3 4 5 6 7 8 9 > ? ! . , : @ & +

XBOLD
Used for main headings in large formats.
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EPIGRAPH
Used at about 130-150% of the size of the main body text in 
red (primary) and in Thin or Light.

MAIN HEADING
Used at about 170-190% of the size of the main body text in 
red (primary) and Medium or Bold. To structure the section, 
this is accompanied by a gray hashing (N25%) below the text, 
or a red line at the bottom of the heading.

SUBHEADING
Used at about 120-140% of the size of the main body text in 
red (primary) and in Medium mostly in uppercase. It can be 
used in lowercase to provide structure for a large number  
of headings.

MAIN BODY TEXT
Used in standard contexts in 10pt with a line spacing of  
13-14pt in black at 90%.

LIST
Summarizes the specific elements of the text with a round 
bullet point in red (primary).

FONT STYLES
_

Typography
_

For more than 35 years, we have been passionate 
about what we do: drug development.

History

History

SUMMARY Summary

Debiopharm International SA is focused on the development of prescription 
drugs that target unmet medical needs. The company in-licenses, develops 
promising drug candidates. 

• Translational Laboratory supporting Drug Discovery and Advanced Products
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Visual elements
_



DEBIOPHARM GROUP DESIGN GUIDELINES  VERSION 1 - 2017 18by superhuit.ch

CIRCLE & SLOGAN
_

Visual elements
_

Circle

The circle is the main identifying element of Debiopharm 
GroupTM’s communications. It must appear in the majority of 
communications and is an ideal graphical aid for incorporating 
slogans and headings.

The circle is used in its original red color (primary) with a bright
red bullet point (M: 65 J: 45).

Regular

ThinSlogan

Slogans are always in lowercase, with typography juggling
between Thin and Regular.
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BACKGROUND TEXTURE
_

Visual elements
_

Background texture

The background texture plays with circular 
shapes expressing research and innovation. 

It is used as the background texture for documents in order to
format front covers or back covers, subheading pages or to 
provide structure within documents.
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GROUP PHOTOGRAPHY
_

Visual elements
_

Debiopharm Group

As an expression of serenity and strength 
of character, the Group’s photography   
communicates this diligent search for solutions, 
such as its historical attachment to the 
Lake Geneva region.

This image is the main visual element used to represent 
Debiopharm GroupTM in its communications. It is used in the 
presentation brochure and the PowerPoint presentation…
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CORPORATE PHOTOGRAPHS
_

Visual elements
_

Corporate photographs

The style of corporate photographs is bright and uncluttered, 
with each photograph featuring a predominantly white 
medical & business atmosphere with light blue shades and 
slightly desaturated colors. The left half of each image features 
a person performing an activity, with gray and white clothing. 

These photographs are used to represent the various 
companies of the Group although it is possible to use them for 
other company activities.

Debiopharm International SA Debiopharm Investment SA

Debiopharm Research & Manufacturing SA Debiopharm Innovation Fund SA
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BRANDING PHOTOGRAPHS
_

Visual elements
_

Branding photographs

Content photographs are inspired by corporate photographs 
but with an authentic background.

The subject must be at ease and natural. The atmosphere is 
bright, slightly desaturated with a hint of blue. The light (flash) 
should not force the contrasts allowing you to see the texture 
of the subject’s skin.

There is freedom as to the position of the people in the 
photograph and the ambiance of the background. Make 
sure, however, that there is graphic consistency between  
the photographs.
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PHOTO RECOMMENDATIONS
_

Visual elements
_

Bad examples

RESOLUTION
Images for printing must be at least 300dpi in a 1:1 
format corresponding to the final format of use.

PHOTOGRAPHER
If the photos are taken by a photographer, 
check the restrictions in place for the use of the 
photograph and send a copy of these guidelines 
or contact the communications department to 
ensure the photographs are consistent.

STYLE
The style of the photographs purchased or taken 
by a photographer must be in line with the 
branding photographs.

SCAN
Scanned photos must be in full resolution and 
altered for use for printing purposes.

SOURCES & COPYRIGHT
Photos must adhere to copyright laws and must 
be purchased on a platform (such as istock.com). 
If they are royalty-free, it is necessary to keep track 
of the source used, or even indicate it. It is not 
permitted to use a photograph that has been found 
on the Internet for internal or external purposes.

Some photos must be marked as copyrighted.

A photo can be scanned if the image has no 
copyright. It is necessary to ensure that icons, 
photos and illustrations from a scan can be used.

Expectant looks in  
the photograph

Neutral background Posed structure  
“Stock photos”

Too much contrast and  
colors are too warm
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ICONOGRAPHY
_

Visual elements
_

Iconography

The iconography decorates the content and 
structures it so that the meaning can be quickly 
understood.

The iconography is monochromatic or bichromatic, 
predominantly using primary red and black at 90% from the 
corporate identity guidelines. The icons are in a minimalist 
style, line art or filled with rounded borders. 

COPYRIGHT
Icons are also protected by copyright, and it is not possible to 
reuse icons gleaned from the Internet without ensuring that 
their copyright is honored.
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DIAGRAM
_

Visual elements
_

Diagrams

The purpose of diagrams is to express certain complex 
aspects of the company in the most straightforward way. They 
leave a lot of white space and avoid presenting too much  
different information.



DEBIOPHARM GROUP DESIGN GUIDELINES  VERSION 1 - 2017 26by superhuit.ch

Recommended papers
_
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RECOMMENDED PAPERS
_

Paper
_

Printing papers used to communicate the identity of Debiopharm 
GroupTM must adhere to certain criteria, to provide graphic 
consistency in communication.

GENERAL POINTS
Type of paper: Offset (uncoated)
Recommendation: PlanoArt (Papyrus), Z-Offset (Fischer Paper)
 
SUGGESTED STATIONERY
Envelope: 100g / m2

A4 letter: 90g / m2

Compliments slip: 300g / m2

Business card: 300g / m2

SUGGESTED PROMOTIONAL DOCUMENTS
For promotional documents (company brochure) we recommend 
the use of Papyrus PlanoArt with a weight of at least 300g / m2.

For flyers a smaller weight is possible (e.g. 200g / m2).
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PowerPoint
_
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INTRODUCTION
_

PowerPoint
_

Introduction

PowerPoint presentations should be based on the templates 
created for each entity. Graphic codes differ from the guideline 
due to compatibility issues across various operating systems.
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COLORS 
_

PowerPoint
_

Color codes

Color codes for PowerPoint are somewhat different from other
codes in order to meet the requirements of the documents.

RGB     95  95  95
HTML  #5F5F5F

GRAY SHADES 
Texts, tables…

RGB     210  0  0
HTML  #D20000

RED SHADES
Diagrams, elements

RGB     95  95  95
HTML  #5F5F5F

RGB     210  0  0
HTML  #D20000

MAIN COLOR – TEXT MAIN COLOR – TEXT

RGB     155  0  15
HTML  #87000D

DARK RED – ELEMENTS / DIAGRAMS
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TYPEFACES
_

PowerPoint
_

Typefaces

Typefaces for PowerPoint differ from the guidelines due to 
compatibility issues.

Arial
18-24 pt
RGB  95  95  95

No underlining on the text
No colors for the content (only the headings in red)
Highlights = bold

Arial Bold
20 pt
RGB  95  95  95

Arial Bold
18-22 pt
RGB  210   0   0

STANDARD TEXT

Use of lists only when necessary (content)
Style: bullet points in red, the same height as the text  

LIST STYLES

SLIDE TITLE CONTENT TITLE
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TABLES
_

PowerPoint
_

Tables

Arial
12-14 pt
RGB 100  100  100

Text 
Arial 12-14pt
RGB 0  0  0 

Left aligned
Writing in white

Red background
RGB 210  0 0

Gray background(s) – white columns
RGB 230  230  230    e6e6e6
RGB 243  243  243    f3f3f3
Left or center aligned
Black font

Only red background and gray cells
Text highlights = bold (no red color)

Refer to the template slide for  
color and style definitions

STANDARD TEXT

HEADER

CONTENU
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CONTENT
_

PowerPoint
_

Content
Use of a minimum of text and content.

Highlight only by using bold (no colors or red headings) or by 
working on the structure and red blocks.

The content is expressed by the narrator, not by the medium; 
the slides are just a medium for the message.

IMAGES / ILLUSTRATIONS

Please cite the copyright of the authors’ photographs when you 
use them.

Please adhere to copyright by using only photographs for 
which the rights have been paid or allow the free use of 
images.

For example : Photography: Marc Wahlberg / Company
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DIAGRAMS
_

PowerPoint
_

Diagrams

Gray shades only for columns and  
transparent background

COLORS

Diagram heading

A
xi

s 
tit

le

Axis Title

Diagram heading

A
xi

s 
tit

le

Axis Title

For diagrams it is possible to use a wider range of colors to 
differentiate between elements in the diagram. It is necessary to 
find the Debiopharm red again and create coherence.

Red
RGB  210   0   0

Turquoise
RGB  90   177   169

Violet
RGB  162   67   135

Orange
RGB  246  151   45

Blue
RGB  62  105   156
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LAST SLIDE
_

PowerPoint
_

Last slide

Please use slides created specifically for the following companies:
• Debiopharm Group
• Debiopharm Innovation Fund SA
• Debiopharm International SA
• Debiopharm Investment SA
• Debiopharm Research & Manufacturing SA

With your contact details.

ELEMENTS
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ADVICE
_

PowerPoint
_

Advice

Do not use large graphic elements that cover the 
graphical layout of the Debiopharm PPT

Do not add long headings, please simplify your 
headings and make use of subheadings in the contents

Do not use text that is too long
Simplify your diagrams
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Posters
_
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STRUCTURES TO FOLLOW
_

Posters
_

FORMAT OF POSTERS

The company’s medical posters should be based on existing 
PowerPoint templates. The sizes available for posters are:

• Landscape : 170x90mm or 230x100mm
• Portrait : 90x170mm or 100x230mm

NOTE

It is necessary to follow the PowerPoint codes for the diagrams 
and to follow the basic structure corresponding to:

• The banner along the top of the document 
• Heading in uppercase at the top left
• The Debiopharm GroupTM logo at the top right, and if with a 

partner, add to the right of the Group logo
• Debiopharm conclusion box at the bottom right
• PowerPoint color codes
• Structure in 2 columns (portrait) or 4 columns (landscape)

A DOUBLE-BLIND PLACEBO-CONTROLLED STUDY 
IN HIV-1-INFECTED SUBJECTS ON THE SAFETY
Pharmacokinetics and Antiviral Effect of Cyclophilin
A Targeting DEBIO-025
Dewald Steyn1, D Richman2, C Aeschlimann3, JM Dumont3, P Grosgurin3, B Rosenwirth4, C Loveday5, H Porchet3, V Nicolas3, P Scalfaro3

1University of the Free State, Bloemfontein, Republic of South Africa; 2University of California, San Diego, USA; 3Debiopharm SA, Lausanne, Switzerland; 4Biomedical Primate Research Centre, Rijswijk, The Netherlands; 
5International Clinical Virology Centre,
High Wycombe, United Kingdom

Debiopharm International S.A., 
Lausanne, Switzerland. 
www.debiopharm.com
anne.vaslin-chessex@debiopharm.com

This poster is available via: 
www.debiopharm.com/medias/publications 

Repeated oral doses of 50, 400 or 1200 mg of the cyclophilin inhibitor DEBIO-025 were safe and well 
tolerated in asymptomatic chronically HIV-1 infected subjects. No evidence of renal, cardiovascular or 
other toxicity was found. A limited anti-HIV-1 activity was observed in some subjects, however without a 
clear dose-response relationship. Exposure of a longer duration and/or at a higher dose level might be 
required to obtain a stronger viral response. A clinical study is presently underway to assess the 
potential of DEBIO-025 as an anti-HIV-1 compound. Unknown host or viral factors may explain 
differences in response, and these need to be identified to allow the development of DEBIO-025 as a 
potential treatment of HIV-1 infection.

CONCLUSIONS

CONTACT DOWNLOAD

The host cell protein cyclophilin A (CypA) interacts with HIV-1 Gag protein, resulting in the packaging of
CypA into HIV-1 virions. It is thought that CypA binding confers a replication advantage to HIV-1 by
enabling the virus to escape post-entry host cell restrictions. DEBIO-025 is a synthetic non-
immunosuppressive cyclosporin currently tested in humans as a potential anti-HIV drug. It binds strongly
to CypA.

DEBIO-025 is devoid of immunosuppressive activity and demonstrates a potent inhibitory activity on HIV
replication1-3. These properties were obtained through structural modifications of the molecule in
positions 3 and 4, resulting in increased CypA and decreased calcineurin binding affinity (Fig. 1)4. In
contrast to the calcineurin binding domain that mediates immunosuppression, the cyclophilin binding
domain is the determinant site for antiviral activity. The anti-HIV-1 effect of DEBIO-025 has been
documented in vitro, in particular against multidrug resistant HIV-1 isolates5 and in vivo in the SCID/hu
mouse model2. A first clinical evaluation of DEBIO-025 in healthy adult male and female volunteers
revealed a good tolerance of the drug. DEBIO-025 is therefore a first-in-class candidate for development
as a new anti-HIV CypA inhibitor drug.

A double blinded 10 day course of once daily oral DEBIO-025 or placebo was administered to HIV-1-
positive antiretroviral naïve subjects (n=48, 24 males/24 females) randomized to receive placebo or
DEBIO-025 50mg (cohort 1), 400mg (cohort 2) or 1200mg/d (cohort 3). Inclusion criteria included CD4
count ≥250/mL and plasma viral load ≥5000 copies/mL. Safety was assessed on incidence of adverse
events, changes in vital signs, ECG and laboratory parameters. DEBIO-025 in whole blood, plasma and
urine was quantified using validated HPLC/MS methods. Pharmacokinetics was investigated over 30
days and PK metrics were computed for DEBIO-025 levels according to non-compartmental analysis.
HIV plasma RNA levels were assessed with a signal amplification nucleic acid probe assay using the
Bayer System 340 bDNA Analyser. HIV-1 load changes between Day -1, Day 10 and recovery period
were compared by ANOVA using SAS PROC MIXED. HIV gag coding region for CypA binding was
sequenced using PCR.

Figure 1. Structure of DEBIO-025

INTRODUCTION

METHODS
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The aims of the study were:

• To assess the safety of repeated oral doses at three
dose levels of DEBIO-025 in asymptomatic HIV-1
infected volunteers.

• To determine the pharmacokinetic (PK) profile of
DEBIO-025 in whole blood and plasma.

• To determine the anti-HIV-1 activity of DEBIO-025.

Safety
DEBIO-025 was well tolerated at all doses levels. Adverse events included headache, abdominal
distension and stomach pain, all mild to moderate in severity and of short duration. Neither deaths nor
serious adverse events occurred during the study, other than an episode of epileptic seizure in a female
failing to report her condition at screening. This event was considered unlikely to be study drug related.

RESULTS

ORGAN SYSTEM 
(SYMPTOMS AND/OR SIGNS)

ALL SUBJECTS
(N=48)

PLACEBO
(N=12)

DEBIO-025 50MG 
(N=12)

DEBIO-025 400MG 
(N=12)

DEBIO-025 
1200MG 
(N=12)

Total number of subjects (mentions) 
% 23   (40)   48% 4    (7)   33% 3    (7)   25% 6   (10)   50% 10   (16)   83%

Nervous 9   (15)   19% 2    (4)   17% 2    (4)   17% 5    (7)   42%

Gastrointestinal 5    (5)   10% 1    (1)    8% 1    (1)    8% 2    (2)   17% 1    (1)    8%

Immune system 4    (4)    8% 1    (1)    8% 3    (3)   25%

Musculoskeletal 3    (3)    6% 1    (1)    8% 2    (2)   17%

Reproductive 3    (3)    6% 2    (2)   17% 1    (1)    8%

Eye 2    (2)    4% 2    (2)   17%

Respiratory 2    (2)    4% 1    (1)    8% 1    (1)    8%

Skin 2    (3)    4% 2    (3)   17%

Cardiovascular 3    (3)    6% 1    (1)    8% 2    (2)    17%

Vital signs did not show any clinically significant changes from pre-dosing, nor were there any
discernable differences between treatment groups. In general, the mean blood pressure values were all
within their respective normal ranges, and there were no clinically significant changes from pre-dosing or
any discernable differences between treatment groups. However, there seemed to be a higher blood
pressure profile in the 1200mg group (although non significant) (Figure 2). Similarly, mean values for
liver transaminases, creatinine and leucocyte counts were all within the respective normal reference
ranges for all dose groups with no significant changes from pre-dosing. (Table 2).
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Vehicle

Debio 1347 25mg/kg qd, po

Debio 1347 50mg/kg qd, po

Regimen Daily dose Tmax Cmin Cmax AUCt daily AUC t1/2

(mg/kg) (hr) (ng/mL) (ng/mL) (hr·ng/mL) (hr·ng/mL) (hr)

60 mg/kg QD 60 1 102 12664 102854 102854 2.8

30 mg/kg BID 60 1 204 5431 26339 52678 2.0

100 mg/kg QD 100 1 373 21792 209883 209883 3.3

ORGAN SYSTEM 
(SYMPTOMS AND/OR SIGNS)

ALL SUBJECTS
(N=48)

PLACEBO
(N=12)

DEBIO-025 50MG 
(N=12)

DEBIO-025 400MG 
(N=12)

DEBIO-025 
1200MG 
(N=12)

Total number of subjects
(mentions) % 23   (40)   48% 4    (7)   33% 3    (7)   25% 6   (10)   50% 10   (16)   83%

Nervous 9   (15)   19% 2    (4)   17% 2    (4)   17% 5    (7)   42%

Gastrointestinal 5    (5)   10% 1    (1)    8% 1    (1)    8% 2    (2)   17% 1    (1)    8%

Immune system 4    (4)    8% 1    (1)    8% 3    (3)   25%

Musculoskeletal 3    (3)    6% 1    (1)    8% 2    (2)   17%

Reproductive 3    (3)    6% 2    (2)   17% 1    (1)    8%

Eye 2    (2)    4% 2    (2)   17%

Respiratory 2    (2)    4% 1    (1)    8% 1    (1)    8%

Skin 2    (3)    4% 2    (3)   17%

Cardiovascular 3    (3)    6% 1    (1)    8% 2    (2)    17%

Pharmacokinetics

Table 2 Mean liver transaminases, creatinine and leucocyte count values (±SD) on Day -1 and Day 10

Figure 2. Mean blood pressure values (±SD) over time (SBP: systolic blood 
pressure; DBP: diastolic blood pressure)

Regimen Daily dose Tmax Cmin Cmax AUCt daily AUC t1/2

(mg/kg) (hr) (ng/mL) (ng/mL) (hr·ng/mL) (hr·ng/mL) (hr)

60 mg/kg QD 60 1 102 12664 102854 102854 2.8

30 mg/kg BID 60 1 204 5431 26339 52678 2.0

100 mg/kg QD 100 1 373 21792 209883 209883 3.3

Figure 3 DEBIO-025 mean ( SD) whole blood and plasma levels
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Pharmacokinetics
Response had been defined as a HIV-1 plasma RNA viral load decrease of at least 0.5 log10 units for 
values per- or post-treatment. Nine subjects showed a ≥0.5 log10 viral load reduction, 2 of which >1.0 
log10 (Figure 4; F013 and F018). Twenty seven subjects had no relevant changes. Mean reduction was 
not significantly different between groups (p >0.05): -0.24 (placebo), -0.41 (50mg), -0.55 (400mg) and -
0.44 (1200mg) (see Table 4). 

DOSAGE MEAN ± SD MIN MAX

Log10 HIV-1 RNA  (copies/mL) Placebo 4.2 ± 0.4 3.4 4.8

Day -1 DEBIO-025 50 mg 3.9 ± 0.4 2.9 4.5

DEBIO-025 400 mg 4.0 ± 0.5 3.1 5.0

DEBIO-025 1200 mg 4.1 ± 0.4 3.2 4.7

Largest decrease (between Day -
1 and lowest per- and post-
treatment value)

Placebo -0.2 ± 0.1 0.0 -0.5

DEBIO-025 50 mg -0.4 ± 0.6 0.1 -2.2

DEBIO-025 400 mg -0.6 ± 0.6 0.1 -2.2

DEBIO-025 1200 mg -0.4 ± 0.3 -0.1 -1.1

Table 4 LOG10 HIV-1 RNA plasma viral loads on Day -1 and largest decreases per- and post-treatment

Mean CD4 counts in all treatment groups were not different before and after treatment, and between 
groups. Interestingly, the mean CD-4 count in the DEBIO-025 1200mg group was significantly higher at 
end-of-treatment with an increase of 118 cells per mL (p=0.03).

Bold = Consensus = Most common polymorphism = Other polymorphisms

Amino Acid 86 Amino Acid 87 Amino Acid 91 Amino Acid 96

POLYMOR-
PHISM

%
POLYMOR-

PHISM
%

POLYMOR-
PHISM

%
POLYMOR-

PHISM
%

V 94 H 81 I 44 M 79

A 6 Q 15 V  50 I 8

P or I 0 P or A 4 L 0 L or V 13

It was recently demonstrated that HIV-1 isolates from the Main group naturally develop CypA
independent strategies to replicate in human cells6. Saturation experiments suggested that capsid
substitutions (V86P/H87Q/I91V/M96I) within the CypA-binding site renders the capsid core “invisible” to
the potential host restriction factor. An analysis of 2599 HIV-1 capsid sequences available from the Los
Alamos Database indicated that ~ 46% had no change from the consensus, whereas ~4% of the capsid
sequences had a change in all four locations. The H87Q substitution, which was found in ~ 20% of the
capsid sequences, rendered HIV-1 totally DEBIO-025-resistant and CypA-independent in human cells,
but only in the context of the triple (H87Q/I91V/M96I) or the quadruple (V86P/H87Q/I91V/M96I)
substitutions. This sequence may be the determinant for sensitivity or natural resistance to DEBIO-025.

The distribution of the HIV-1 CyPA-binding site polymorphism observed in the study population was
similar (Table 6) to the frequencies previously reported6. The H87Q polymorphism was found in six
subjects; however, no quadruple substitution was found in any subject. As recently suggested other
polymorphisms7 may be important and reflect a bimodal effect of CypA on HIV-1 replicative ability.

DISCUSSION

CONCLUSIONS

1. Pallansch LA. Confirmatory in vitro virological evaluations of strategies to combat HIV/AIDS/anti-HIV activity and cytotoxicity of one coded 
compound (UNIL025) tested against HIV-1bal and HIV-1nl4-3 in PBMCs. Final report. Frederick, (USA): Southern Research Institute; 2004 
Feb. Study A694-27.2-5. Funded by NIH/DAIDS (NO1-A1-25478)

2. Bare J, Dumont JM, Besseghir K, et al. Potent in vivo anti-HIV-1 activity of the nonimmunosuppressive cyclosporin UNIL-025. Proceedings 
of the Keystone Symposium on HIV Pathogenesis; 2004 Apr 11-18; Whistler, Canada. Funded by NIH/DAIDS (N01-AI-05418).

3. Rosenwirth B, de Bethune MO, Ptak R, et al. DEBIO-025, a novel non-immunosuppressive cyclosporine analog with potent anti-human 
immunodeficiency virus type 1 activity: pharmacological properties and mode of action. Antiviral Res 2005;65(A32).

4. Guichoud JF. De nouveaux analogues de cyclosporine A comme agent anti-HIV-1 (Thesis). Lausanne (CH): Université de Lausanne; 2002.
5. Pallansch LA. Confirmatory in vitro virological evaluations of strategies to combat HIV/AIDS / re-evaluation of the anti-HIV activity and 

cytotoxicity of one coded compound (UNIL025) tested in the CEM-SS cell-based assay. Final report. Frederick, (USA): Southern Research 
Institute;  2003 Nov. 
Study A694-27.2-1. Funded by NIH/DAIDS (NO1-A1-25478).

6. Chatterji U, Bobardt MD, Stanfield R, et al. Naturally occurring capsid substitutions render HIV-1 cyclophilin A independent in human cells 
and TRIM-cyclophilin-resistant in owl monkey cells. J Biol Chem 2005;2890(48):40293-300.

7. Gatanaga H, Das D, Suzuki Y, et al. Altered HIV-1 Gag protein interactions with Cyclophilin A (CypA) on the acquisition of H219Q and 
H219P substitutions in the CypA binding loop. J Biol Chem 2006;281(2):1241-50. Epub 2005 Nov 7. 

DEBIO-025 was rapidly absorbed after oral administration, with peak of concentrations (Cmax) on days 1 
and 10 generally reached at 1-2 h (Tmax) post-dosing. Most of the drug was immediately trapped into 
blood cells, as indicated by significantly higher blood than plasma levels (Figure 3).  Table 3 summarises 
mean PK parameters.

In whole blood, drug exposure (Cmax and AUC) was not proportional to dose with a less than dose-
proportional increase in the systemic DEBIO-025 availability (Figure 3), which was consistent with a
saturation of blood cell uptake occurring over this concentration range. This non-linearity in DEBIO-025
whole blood exposure was not apparent in plasma, which is not submitted to saturable binding.

DEBIO-025 concentrations declined with time in a multi-exponential way, with a mean apparent terminal
half-life (T½) estimated at about 120 h in plasma, which was roughly consistent among the different
doses (Table 3), confirming linear elimination. Therefore, steady-state was not completely reached after
10-day repeated dosing, when accumulation was between 1.1 and 2.5-fold.

Only less than 0.5% of the dose was excreted as unchanged DEBIO-025 in urine within 24 h after dosing,
suggesting that DEBIO-025 undergoes mainly hepatic elimination. DEBIO-025 PK was similar for both
genders.
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PRECLINICAL ACTIVITY OF DEBIO 1347
An oral selective FGFR1, 2, 3 inhibitor, in models harboring FGFR alterations

Figure 1. (A) FGFR signaling network. The signal transduction network downstream of FGFRs, along with negative regulators. Following
ligand binding and receptor dimerization, the kinase domains transphosphorylate each other, leading to the docking of adaptor proteins and
the activation of four key downstream pathways: RAS–RAF–MAPK, PI3K–AKT, STAT and PLCγ (green, adapted from Turner and Grose,
20102). (B) TREEspot™ Interaction Map for Debio 1347 tested at 100 nM (Kinome Scan panel, DiscoveRx)3.

Dysregulation of the fibroblast growth factor receptor (FGFR) signaling pathway due to receptor
overexpression, gene amplification, point mutations or fusions/chromosomal translocations is associated
with cancer development and progression.

Debio 1347 (CH5183284), currently investigated in a Phase I trial in selected patients harboring FGFR
genetic alterations (NCT01948297), selectively inhibits FGFR1, FGFR2, and FGFR3, but does not inhibit
kinase insert domain receptor (KDR) or other kinases. Consistent with its high selectivity for FGFR
enzymes, Debio 1347 displays preferential antitumor activity against cancer cells with various FGFR
genetic alterations in a panel of 327 cancer cell lines and in xenograft models. Because of its unique
binding mode, Debio 1347 can inhibit FGFR2 harboring one type of gatekeeper mutation which causes
resistance to other FGFR inhibitors, and blocks FGFR2 V564F-driven tumor growth1.

This study evaluated Debio 1347 in 2 preclinical models harboring FGFR genetic alterations and explored
PK/PD relationships.

SUMMARY

These studies were conducted in accordance with institutional guidelines and NCRI Guidelines for the
welfare and use of animals in cancer research4. D1 was set as the first day of treatment.

Mouse xenograft model (Charles River discovery research services, Morrisville, NC). Briefly, 5.106

RT112 tumor cells in 50% Matrigel were injected subcutaneously (sc) into the right flank of female NCr
nu/nu mice. Tumor size was measured using a gauge twice per week and tumor volume (TV) was
calculated using the following formula: TV = ab2/2, where a is the length of the tumor, and b is the width.
Debio 1347 was orally administered once or twice a day for 11 consecutive days (30 or 50 mg/kg BID, 60
or 100 mg/kg QD) in mice with established tumors (mean TV = 121 mm3). Blood, organs and tumor were
collected at different time points after last administration for subsequent analysis.

IHC analysis. FFPE tumors were stained with anti-phospho-FRS specific antibody (#ab78195, Abcam)
using standard protocol IHC scoring: 1+ = weak, 2+ = moderate, 3+ = strong. Frequency modifiers were
included to provide the approximate staining percentage of given cell types.

PDX mouse model (Precos, UK). Briefly, in a sterile, chilled, petri-dish, tissue from donor animals was
pooled, finely minced, and mixed with a volume of Cultrex/MSC. Equal volumes of tumor/Cultrex/MSC
mixture (~100 mm3) were implanted subcutaneously into the left flank of female MF1 nude mice under
anesthesia. Mice were randomly allocated to treatment groups when the tumors reached a mean TV~160
mm3 (day 16). Debio 1347 was administered orally daily for 15 consecutive days, after which all mice were
terminated 4 hours post-final dose.

Significant antitumor activity was observed at 100 mg/kg QD and 50 mg/kg BID (TGI ≥ 60%, Table 1).
Debio 1347 administration frequency affected efficacy at the low dose level (30 mg/kg BID displayed a
higher activity as compared to 60 mg/kg QD) and toxicity at the high dose level (50 mg/kg BID induced
higher body weight loss (BWL) and deaths as compared to 100 mg/kg QD).

Figure 2. (A) Debio 1347 showed potent antitumor efficacy in vivo in FGFR3 translocated RT112 bladder model (n= 12 per group). (B)
Relative mean body weights during treatment. (50 mg/kg BID: 3 deaths (1 non treatment related and 2 treatment related on Day 11/ mean
BWL=12.4%; 100 mg/kg QD (1 death non treatment related on D8/ mean BWL= 3.2%). (C) Tumor volumes on the last day of treatment.
Mann-Whitney U-test: *, P ≤ 0.05; **, P ≤ 0.01; ***, P ≤ 0.001. *** = P < 0.001 when compared to Group 1.

(1) Nakanishi Y et al. The Fibroblast Growth Factor Receptors Genetic Status as a Potential Predictor of the Sensitivity to
CH5183284/Debio 1347, a Novel Selective FGFR Inhibitor. Mol Cancer Ther. (2014) 13:2547-2558

(2) Turner and Grose, Nature Reviews Cancer (2010) 10, 116-129
(3) Nakanishi Y et al. FGFR genetic alterations as a potential predictor of the sensitivity to CH5183284/Debio 1347, a selective

FGFR inhibitor with a novel chemical scaffold. AACR 2014 abstract #2729
(4) Workman et al., British Journal of Cancer (2010) 102, 1555 – 1577 Debiopharm International S.A., 

Lausanne, Switzerland. 
www.debiopharm.com
anne.vaslin-chessex@debiopharm.com

Figure 6. Phospho-FRS2 staining of RT112 tumors treated with vehicle (A), Debio 1347 60 mg/kg QD (B), Debio 1347 30 mg/kg BID (C),
Debio 1347 100 mg/kg QD (D) (20X). Tumors were collected 4 hours post-last administration and paraffin-embedded. IHC score was
performed on 3 animals per group (not shown). Phospho-FRS2 membrane staining was reduced in Debio 1347-treated groups as compared
to the vehicle-treated group.

This poster is available via: 
www.debiopharm.com/medias/publications 
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LION137 is a squamous cell carcinoma (SCC) PDX model derived from a male Caucasian ex‐smoker;
sequencing analysis by Ion Torrent Ampliseq™ Hotspot mutation analysis identified p53 homozygous
mutations (R117P, R156P, R24P), PI3KCA (M1040I) and KDR (Q472H) heterozygous mutations
(wild‐type for FGFR1, FGFR2, KRAS, EGFR & LKB1). Expression of members of the FGFR gene family
(FGFR1‐3) was confirmed by Taqman copy number and expression analysis across multiple passages.
Significant and reproducible in vivo sensitivity to clinically used FGFR inhibitors was documented at
repeated passages.
A 15-day treatment with 2 doses of Debio 1347 resulted in a dose‐dependent reduction in tumor growth
as measured by both tumor volume (Table 3) and final tumor weight (not shown), however the difference
between the 2 doses was not statistically significant (Fig. 7). No significant effect on body weight was
observed.

Regimen Day optimal TGI (%)
60 mg/kg QD 11 47.8

30 mg/kg BID 11 57.0

100 mg/kg QD 11 68.4

50 mg/kg BID 8 76.6

KinomeScan panel
(442 kinases: 100 nM)

FGFR3
FGFR2
FGFR1

Image generated using TREEspot™ Software Tool and reprinted with permission from 
KINOMEscan®, a division of DiscoveRx Corporation, © DISCOVERX CORPORATION 2010. 
- See more at: http://www.discoverx.com/treespot-publication-request-
information/#sthash.iC6nGHvJ.dpuf

>80%

• Debio 1347 administration resulted in a dose-dependent reduction in tumor growth in both
animal models, displaying either a FGFR fusion or amplification. These results suggest that
Debio 1347 will provide therapeutic opportunities for patients with FGFR genetic alterations.

• Debio 1347 was rapidly absorbed after oral administration and plasma exposure increased with
dose in a more than a dose-proportional manner. The extent of changes in FGF23 plasma levels
was correlated with Debio 1347 plasma exposure.

• Debio 1347 plasma trough levels rather than Cmax or AUC appeared to be correlated with
antitumoral activity in the RT112 xenograft model, as illustrated by the higher efficacy of the BID
as compared to QD dosing regimens. This suggests sustained plasma levels above a threshold
should be maintained to achieve optimal antitumoral efficacy.

Table 1. Optimal TGI (%). TGI >60% indicates 
potential therapeutic activity.

Table 3. Optimal TGI (%).

Figure 5. Debio 1347 induced dose-dependent long term FGF23 induction (A) and short term inhibition after each administration (B). The
FGF23 inhibition plateau was reached 4 hours after dosing with a maximal effect obtained at 60 mg/kg daily while maximal FGF23 induction
and antitumor effect were observed at higher doses (n=3 /time point).

Regimen Daily dose Tmax Cmin Cmax AUCt daily AUC t1/2

(mg/kg) (hr) (ng/mL) (ng/mL) (hr·ng/mL) (hr·ng/mL) (hr)

60 mg/kg QD 60 1 102 12664 102854 102854 2.8

30 mg/kg BID 60 1 204 5431 26339 52678 2.0

100 mg/kg QD 100 1 373 21792 209883 209883 3.3

Table 2. Debio 1347 plasma PK parameters indicate that Debio 1347 was rapidly absorbed after oral administration, with exposure 
increasing more than dose-proportionally. 

Figure 4. PK/PD explorations on Day 11 showed a relationship between individual trough (pre-dose) plasma levels of FGF23 and Debio
1347. (A), and between FGF23 AUC or Cmax and Debio 1347 AUC (data not shown); tumor growth inhibition was better correlated with Debio
1347 trough plasma levels (C) than with AUC (B) or Cmax (data not shown).
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Figure 7. (A) Debio 1347 showed potent antitumor efficacy in vivo in a FGFR amplified NSCLC PDX model in MF-1 nude mice. The drop in
tumor volume observed from day 13 in vehicle group is the result of 2 mice terminated on day 10 due to their tumors reaching euthanasia
criteria (B) Relative mean body weight during treatment. (C) Tumor volumes on the last day of treatment. Both dose levels of Debio 1347
resulted in a statistically significant reduction in mean tumor volume when compared to the vehicle group (Two‐way ANOVA, *** p ≤ 0.0001).

***
***
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BACKGROUND
Debio 1347 is a selective and orally available FGFR1, 2, and 3 ATP 
competitive inhibitor 
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METHODS

RESULTS
Debio 1347 inhibits tumor growth of a FGFR3-TACC3 
translocated bladder cancer model

Debio 1347 modulates pharmacodynamic markers in plasma and 
tumor of a FGFR translocated bladder cancer model
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PK/PD relationships between Debio 1347 plasma levels, FGF23 plasma levels, and tumor growth inhibition in 
a FGFR translocated bladder cancer model 

A B C D

A B

Debio 1347 inhibits tumor growth of a FGFR amplified NSCLC 
PDX model (LION 137, Precos)

CLINICAL TRIAL

Debio 1347 (CH5183284) is currently under phase I clinical investigation in selected patients harboring
FGFR genetic alterations (NCT01948297).
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