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CPTR	ROLE	IN	TB	DRUG	REGIMEN	DEVELOPEMENT

Advance	TB	drug	pipeline	
emphasizing	combination	
study	approaches	informed	
by	translational	science

Define,	based	on	evidence,	
best	drug	development	
tools	to	de-risk	compounds	
and	improve	understanding	
of	efficacy

Define,	based	on	evidence,	
novel	biomarkers	to	inform	
improved	trial	design	and	
adaptivity



The	Critical	Path	to	TB	Drug	Regimens	(CPTR)	is	a	global,	cross-sector	
initiative	that	aims	to	speed	the	development	of	a	safer	and	shorter	
duration	TB	drug	regimen

Four	Critical	Areas	of	Focus:
– Advance	drug	development	tools	and	methodologies	to	support	go/no-go	

decisions	during	each	stage	of	research	and	development
– Acquire	and	curate	supportive	data	through	establishment	of	collaboration	

network	to	support	new	methods	and	tool	validation
– Develop	pathways	for	new	TB	treatment	regimens	that	include	drugs	that	

are	not	yet	individually	approved	
– Provide	regulatory	excellence	in	the	development,	validation,	and	

advancement	of	these	drug	development	tools	and	methodologies	
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MISSON,	FOCUS	AREAS	AND	FUNDER



Academic	Partners

CPTR	INITIATIVE	MEMBERS	AND	PARTNERS
Government/Regulatory	

participants
Nonprofit	research	

membersIndustry	members
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Baylor	Institute	for	Immunology	Research
Case	Western	Reserve	University	TB	Research	Unit
Colorado	State	University	
Duke	University
Forschungszentrum	Borstel
Harvard	University
Johns	Hopkins	University
London	School	of	Hygiene	and	Tropical	Medicine
Munich	University	
NYU

O‘Neill	Institute	at	Georgetown	Law	Center
Radboud	University
RESIST-TB	[Boston	University]
Rutgers	[University	Of	Medicine	&	Dentistry]
St.	George's,	University	of	London
Stanford	University
Stellenbosch	University
University	of	Florida
University	of	California,	San	Francisco

University	College	of	London
University	of	Arkansas	for	Medical	Sciences
University	of	Cape	Town
University	of	Liverpool
University	of	St.	Andrews
University	of	Virginia
University	of	Texas	Health	Science	Center	at	San	Antonio
University	of	Toronto
Uppsala	University,	Dept.	of	Pharmaceutical	Biosciences
Vanderbilt	University	School	of	Medicine
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GLOBAL,	CROSS-SECTOR	PARTNERSHIP	

REGULATORY
AGENCY
REVIEW

Shared	Data
Shared	Resources

Shared	Costs

Shared	Risks

Research
And

Discovery

Preclinical	
Studies

Phase	I	
Trial

Phase	II	
Trial

Phase	III	
Trial

ACADEMIA

INDUSTRY

PATIENT	
ADVOCACY	
GROUPS

HEALTH
ORGANIZATIONS

REGULATORY
AGENCY
INPUT

Eight Pharmaceutical	
Partners
Non-Profit	Product	
Development	Partners
Eighteen Diagnostic	
Companies
Twenty-six Academic	
Institutions
Twenty Non-Governmental	
Agencies
Five	Governmental	Agencies



SHARED	LEARNING	CAN	SHORTEN	THE	TIMELINE

ü Data	Sharing	and	Data	Standardization	
ü Biomarker	Development	and	Qualification
ü Drug	Development	Tool	Advancement	and	Qualification
ü Development	and	Implementation	of	Modeling	and	Simulation	Tools

Adapted from “A virtual space odyssey”, Cath O'Driscoll (2004)
http://www.nature.com/horizon/chemicalspace/background/odyssey.html
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CDISC	TB	2.0	THERAPEUTIC	AREA	USER	GUIDE



DATA	COLLABORATION	IS	CRITICAL	

CPTR
TB Clinical 
Trial Data

TB-PACTS
WHO

C-Path

Pre-Clinical 
Research 

Data

TB DATA SHARING PLATFORM

Whole Genome Sequence, Phenotypic, 
Patient Outcome Data
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GLOBAL	CPTR	DATA	CONTRIBUTIONS



GAPS	IN	THE	TB	DRUG	DEVELOPMENT	PROCESS



CPTR	MODELING	AND	SIMULATION	PROGRAMS
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Inform	programmatic	decisions	
based	on	meta-analysis	of	
Phase	III	clinical	trials

Sponsored	C-Path	to	aggregate		
and	share	TB	clinical	data

Implement	as	the	global	srv.	
platform	for	TB	resistance

EMA/FDA/PMDA	qualified	
non-clinical	kidney	safety	
biomarkers

FDA	and	EMA	letters	of	
support:
- Kidney	biomarkers
- Skeletal	muscle	injury	
biomarkers

- Drug-induced	liver	injury

REGULATORY	&	POLICY	SUCCESSES
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Inserted	into	Draft	Guidance	
on	Drug	Development	for	
Pulmonary	TB

Pursue	Critical	Path	Innovation	
Meeting	1Q2018

Letter	of	Intent	accepted	into	
the	biomarker	qualification	
program

Qualified	as	a	translational	
drug	development	tool

Submitted	Letter	of	Intent	and	
Briefing	book	for	Scientific	
Advice	Qualification

Pursue	Innovation	Task	Force	
Meeting	1Q2018

Hollow	Fiber	System	
Model

Physiologically	Based	
Pharmacokinetic	
Model

LAM	Biomarker

TB-ReFLECT

TB-PACTS

ReSeqTB



HOW	WE	WORK	TOGETHER

Bill	&	Melinda	Gates	
Foundation
TB	Team

Diagnostics
Integrated	

Development

Food	and	Drug	
Administration	

and	
European	Medicines	

Agency

World	Health	
Organization
Tuberculosis

Tropical	Diseases
National	Laboratory	

teams

Industry	Leads	R&D
TB	Alliance	and	
Foundation	for	

Innovation	Diagnostics
Product	Development	

Partners



CPTR	MANAGEMENT	AND	WORKFLOW
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WORKING	GROUPS

• Data	Standards	and	
Integration

• Biomarkers	and	Clinical	
Endpoints

• Modeling	and	Simulation

• Pre-clinical	and	Clinical	
Sciences

• Health	Authorities	
Submission

TB Clinical 
Trial Data

WHO/C-Path 
Partnership 

Phase 3 Studies

Pre-Clinical 
Research 

Data

TB DATA SHARING PLATFORM

Whole Genome Sequence, Phenotypic, 
Patient Outcome Data

REGULATORY	
SCIENCE

Advisory
Panel

FOCUS	AREAS

• Drug	Development	Tools	&	Methodologies	
to	Support	Go/No-Go	Decisions	During	Each	
Stage	of	R&D

• Curation	of	Supportive	Data	Through	
Establishment	a	Collaborative	Network	to	
Support	New	Methods	and	Tool	Validation

• Develop	Pathways	for	New	TB	Regimens	
That	Are	Note	Yet	Individually	Approved

• Provide	Regulatory	Excellence	in	the	
Development,	Validation,	and	
Advancement	of	New	Drug	Development	
Tools	and	Methodologies


