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2“The Valley of Death in early-stage drug development”



Are we “Lost in translation”??
Quoted from BioBooster
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2021 R&D investments of the pharma 
industry in Europe
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Did we solve everything by 
putting this in place???
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“Late-stage Troll Wall”
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“… formed into a broken 

rock wall of huge corners, 

concave roofs, and crack 

systems, topped with a 

series of spires and 

pinnacles on the summit 

rim. The rock is generally 

loose, and rockfall is the 

norm …”

Wikipedia 2024

https://en.wikipedia.org/wiki/Rockfall






Can we be smart about improving 
the likelihood of success?
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Strategies to improve your likelihood of 
success



Strategies to improve your likelihood of 
success (2)



Strategies to improve your likelihood of 
success (3)
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For oral small 
molecule drugs

Exposure at 
Target Site

Expression of 
Pharmacology

Binding to 
Target

‘Three Pillars of Survival’



Strategies to shorten your 
development pathway
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Define your Target Product Profile as 
early as possible

target population definition & selection

definition of endpoints

Smart study design 
adaptive trials

combined trials

Smart program design
trial expansion

early HA validation



Condition 1: 
“your data must look really great”

Tibotec’s TMC114/ritonavir 
substitution for protease inhibitors 
in a non-suppressive antiretroviral 
regimen: a 14-day Ph2A trial

Prezista® got accelerated 
approval on phase 2B data for 
treatment-resistant HIV patients
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Strategies to shorten your 
development pathway: case 1

300/100BD  900/100OD  600/100BD  Control

TMC114, a potent next-generation protease inhibitor: characterization of 
antiviral activity in multiple protease inhibitor-experienced patients 
participating in a Phase IIa study

S De Meyer, M Peeters, C Jordens, P McKenna, R van der Geest, R Pauwels and M-P 
de Bethune. Tibotec, Mechelen, Belgium and Virco, Mechelen, Belgium
12th International HIV Drug Resistance Workshop 2003



Strategies to shorten your 
development pathway

Regulatory Frameworks Supporting Conditional Approvals based on promising clinical 
data for unmet medical need indications

FDA's Accelerated Approval Pathway
• For unmet medical needs in serious conditions based on surrogate or intermediate clinical 

endpoints

EMA's Conditional Marketing Authorisation
• For unmet medical needs based on less comprehensive clinical data than usually required, 

often obtained in Phase 2

EMA & FDA: Accelerated Assessment and Priority Review 
• Programs to expedite the review and approval process for therapies that show substantial 

benefit in early clinical data



Accelerated approvals granted

~300 approvals granted
Growing interest over the years
4 therapeutic areas of high medical 
need (2006–2016 EMA-granted approvals)
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Accelerated approval: 
good, bad or ugly?
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Key requirement for successfully 
applying the acc. approval pathway 

Measurement of levels of any kind have to 
provide insight into a pharmacologic effect on a 

biomarker in the pathway of the disease
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Strategies to shorten your 
development pathway – case 2

Client X having 3 programs for different 
infectious diseases in their pipeline
• All in phase I/IIA
• What to do with them? stop/continue/change?

4 steps
1. Detailed analysis of all 3 programs
2. Redefined the target product profiles
3. Smart program design 

1. resulted in a reduction of the program cost from 
200M to 70M for one program 

4. Calculate the rNPV with and without smart 
design



Conclusions

“Unmet medical need” is a cornerstone to shorten your 
development pathway
Your data need to look great!
Biomarkers play an essential role
• Start early if you are in an underdeveloped indication
• Incorporate validation into your trial design in this case

• by bridging biomarkers to traditional clinical endpoints

• Be prepared to adapt your clinical strategy, if needed



3d-pxc.com

Ronald van der Geest

+31 6 52 39 01 30

/company/3D-PharmXchange

ronald@3d-pxc.com 


	Dia 1
	Dia 2: Our core expertise
	Dia 3: Are we “Lost in translation”?? Quoted from BioBooster
	Dia 4: 2021 R&D investments of the pharma industry in Europe
	Dia 5: The Biotech Booster Program
	Dia 6: The Biotech Booster Program
	Dia 7: Did we solve everything by putting this in place???
	Dia 8: “Late-stage Troll Wall”
	Dia 9
	Dia 10
	Dia 11: Can we be smart about improving the likelihood of success?
	Dia 12: Strategies to improve your likelihood of success
	Dia 13: Strategies to improve your likelihood of success (2)
	Dia 14: Strategies to improve your likelihood of success (3)
	Dia 15: Strategies to shorten your development pathway
	Dia 16: Strategies to shorten your development pathway: case 1
	Dia 17: Strategies to shorten your development pathway
	Dia 18: Accelerated approvals granted
	Dia 19: Accelerated approval:  good, bad or ugly?
	Dia 20: Key requirement for successfully applying the acc. approval pathway 
	Dia 21: Strategies to shorten your development pathway – case 2
	Dia 22: Conclusions
	Dia 23

