
Pa#ent	Safety:	Importance	of	Data	
Integrity	in	ensuring	quality	of	medicine	
	
Dinesh	S	Thakur	
Execu#ve	Chairman	



Context	&	Agenda	

•  Data Integrity – why does it matter?   

•  Real cost of breach of data integrity 

•  Why does it take so long to fix this problem? 

•  Closing thoughts 
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Streptokinase	ac#vity	
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Hermintin et al, European Heart Journal (2005) 26, 933-940 

Copyright	©	Medassure	Global	Compliance	Corpora#on,	2014-2016	



100%	of	Ergometrine	tablets	fail	assay	
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Generic	Clopidogrel	
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Analysis of Purity in 19 drug product tablets containing Clopidogrel: 18 copies vs the original brand 
Gomez et al., Journal of Pharmaceutical and Biomedical analysis, 34 (2004) 341-348    

R-isomer Hydrolysis Product 

Total Impurities 
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Clinical implications of substandard, non-proprietary medicines in multiple sclerosis : focus on fingolimod, J. Correale 
et al.  Drug Design, Development & Therapy, V10, 2109-2117, 2016 
    

Impact	of	excipients		
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Breach	of	DI	in	warning	leSers	
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Data	Integrity	Con#nuum		

Ignorance Sloppiness Intentional 
Falsification 

Outright lies 

cGMP	regula#ons	do	not	require	determining	intent	while	assessing	Data	
Integrity.	Therefore,	US	FDA	observa#ons	on	Form-483	do	not	make	a	dis#nc#on	

between	ignorance,	sloppiness	and	malfeasance.		

Without	a	understanding	of	the	TRUE	understanding	of	the	root-cause	for	
human	misbehavior,		companies	are	taking	widespread	ac#ons	which	may	not	

help	address	the	problem	in	the	least.	

Unintended Error Deliberate Falsification 
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Do	we	have	the	right	diagnosis?	
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Here	is	one	perspec#ve	

Source: Deloitte, Managing growth though better compliance management, June 2015 
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Lets	look	at	it	from	a	different	perspec#ve	

Regulatory Approach to Ensure Quality of Products - An Indian Perspective of Missing Linkage – Kumar N & Jha A, Pharmaceutical 
Regulatory Affairs    
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USP	VS	Country	Specific	Standards	(India)	
USP	 IP	

>	4200	Reference	Standards	 ~700	Reference	Standards	

99.7%	availability	 0.5	%	availability	

For Uncoated, Plain Coated 
Tablets & Capsules  

For Extended Release & 
Enteric Coated  

Dissolu#on	Apparatus	

USP	 IP	

Type	1:	Paddle	Type	
Type	2:	Basket	Type		

Type	I:	Basket	Type	
Type	II:	Paddle	Type		

Type	III:	Reciproca#ng	
Cylinder	

Type	IV:	Flow	Through	
Cell	Type		

Type	V:	Paddle	Over	Disc	
Type	VI:	Cylinder	Type	
Type	VII:	Reciproca#ng	

Holder		

For Transdermal Patches 

INDIAN PHARMACOPOEIA -2007, P.NO.:179 to182   
UNITED STATES PHARMACOPOEIA (USP XXVI),  P.NO.:2155 to 2165 
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How	effec#ve	are	the	correc#ve	ac#ons?	

Incen)ve	/	Pressure	
•	OOS	are	frowned	upon	and	always	blamed	on	the	
analyst	
•	We	don’t	have	enough	licenses	for	the	soi	ware	
because	they	are	expensive	
•	We	don’t	have	enough	instruments	/columns	
•	Columns	are	expensive	so	we	do	not	replace	
in	#me	

Opportunity	
•	No	system	or	method	audit	trail	
•	No	individual	user	log	on	and	profiles	–	all	
have	administrator	rights	
•	Archival	of	data	is	minimal	
•	Methods	are	not	locked	down	
•	Supervisor	only	reviews	paper	print	outs	

	A6tude	/	Ra)onaliza)on	
•	My	source	data	is	my	paper	record;	no	one	will	
know	
•	Re-integra#on	is	rou#ne;	I	don’t	need	authoriza#on	
•	Its	only	just	out	of	specifica#on	–	it	will	not	affect	
the	pa#ent	
•	OOS	root	cause	analysis	takes	too	long	to	perform	
and	its	only	for	the	FDA	
•	We	are	all	under	pressure	and	I	must	complete	my	
alloca#on;	otherwise	I	wont	look	good	among	my	
peers	and	be	penalized	
•	The	method	has	been	validated;	so	it	must	be	me	
•	My	family	depends	on	me	
•	The	whole	industry	works	this	way!	

Culture	
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A	real	life	example	

•  Teva	Pharmaceu#cal	Industries	Ltd.	Vs	FERNANDO	ESPINOSA	
ABDALÁ;	LEOPOLDO	DE	JESÚS	ESPINOSA	ABDALÁ;	and	PPTM	
INTERNATIONAL	S.à.r.l.,	filed	September	26,	2016	in	the	
Supreme	Court	of	NY:	Commercial	Division	
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Cultural	determinants	of	Quality	

Leadership Environment Message  
Credibility 

Empowerment 

Quality by Design 

Reuters, Jul 24, 2014  

The Hindu, July 25, 2014  

Indian Express, August 11, 2016 

Indian Express, August 11, 2016 
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Cultural	determinants	of	Quality	

Leadership Environment Message  
Credibility 

Empowerment 

Quality by Design 

• How do you make the message credible?  
• How do you create an environment where 

employees speak up for what is right? 
• How do you empower employees to do the 

right thing? 
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Gewng	to	the	REAL	root	cause		

•  From	Rick	Friedman’s	presenta#on	at	the	FDLI	Workshop	in	
Washington,	DC	–	July	14-15,	2014:	
–  A	large	number	of	recent	manufacturing	failures	can	be	traced	to	

failures	in	the	firm’s	Quality	System	
–  In	some	cases,	the	quality	system	ignored	or	failed	to	follow	up	on	

customer	complaints	
–  In	other	cases,	mul#ple	repeated	devia#ons	were	treated	as	separate	

incidents,	rather	than	an	obvious	trend	
–  Another	recurring	theme	has	been	inves#ga#ons	“to	nowhere	…”	

These	end	with	no	addi#onal	understadning	or	insight	into	why	the	
problem	may	have	occured	and	thus	no	hope	for	preven#on	

–  All	of	these	failures	suggest	a	quality	management	system	that	is	
insufficiently	empowered	or	resourced	to	adequately	carry	out	its	
essen#al	func#ons	

Where	does	the	buck	stop?	
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Thank	you	
		

dinesh.thakur@medassurecompliance.com 
 
 


