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 Assessments of drug raw 
materials are conducted at 
Cadila Pharmaceuticals, which 
FDA cited for poor safeguards 
against data tampering. 

 W hen visiting drug plants outside their 
home country, U.S. Food & Drug Ad-
ministration inspectors typically have 
just a few days to determine whether 

the facilities comply with manufacturing standards. In 
the case of Pan Drugs, inspected in July 2014, it was an 
easy task.

  “  Our investigator observed holes in the walls  and 
roof which allowed pigeons access near production 
equipment in multiple manufacturing areas,” read the 
warning letter that FDA sent to the firm last September 
to explain why products made at the plant, in Vadodara, 
India, would be banned from the U.S.

  Dr. Reddy’s Laboratories, one of the biggest names 
in India’s drug industry, similarly failed spectacularly. 
Several days into a late-2014 inspection,   FDA officials 
discovered  a lab, not previously disclosed by the firm, 
that had analyzed active pharmaceutical ingredients 
exported to the U.S. Inspectors found that the secret 
lab kept retesting batches that had failed quality tests 
until positive results were obtained.

  More often, though, the problems that FDA uncov-
ers are less obvious than they were at Pan Drugs and Dr. C
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 “Until May 
2013, regulators 
in the U.S. 
and Europe 
took what 
was presented 
to them by 
companies 
based in India 
at face value.” 

 — Dinesh S. Thakur , 
 executive chairman, Medassure 

Global Compliance 

DRUG SAFETY

 Indian drug firms struggle 
with quality issues 
 More and more companies are challenged by 
FDA’s scrutiny of manufacturing records 

  JEAN-FRANÇOIS TREMBLAY ,  C&EN HONG KONG  

Reddy’s. In recent years, dozens of plants in 
India have been cited for “data integrity” is-
sues in warning letters sent by FDA officials 
or their regulatory counterparts in other 
countries. Harder to fix than holes in a wall, 
data issues are likely to plague Indian firms 
for years to come and could threaten their 
role as leading U.S. suppliers of generic 
drugs.

  “ ‘Data documentation issues’ is not the 
case of a sloppy secretary failing to file test 
reports alphabetically but a serious issue, 
one which has an impact on the lives of 
human beings,” wrote   Dinesh S. Thakur  
last month in the Indian magazine Business 
Today. “If a batch fails a test, a manufacturer 
is required to withdraw the consignment 
from the market—in most cases this would 
result in a loss to the manufacturer. The 
simpler, unethical, and illegal way around 
this problem is to delete the failed test re-
cords and replace them with manipulated 
test records that demonstrate that the batch 
passed quality assurance tests.”

  Based in Tampa, Fla., Thakur is head of 
Medassure Global Compliance, a consulting 
firm advising companies on their phar-
maceutical supply chains. Thakur was the 
whistle-blower who alerted FDA in 2007 to 
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systematic manipulation of manufactur-
ing records at Ranbaxy Laboratories. The 
company was   fined $500 million in 2013  for 
its transgressions. Thakur was expected to 
receive about 10% of it.

  It was the fraud committed by Ranbaxy, 
which is now part of Sun Pharmaceutical 
Industries, that led FDA to more broadly 
question the validity of data submitted by 
drug manufacturers, Thakur tells C&EN. 
“Until May 2013, regulators in the U.S. and 
Europe took what was presented to them by 
companies based in India at face value,” he 
says. “Ranbaxy changed that.”

  Although FDA’s new focus on data in-

tegrity is worldwide, it has proven most 
damaging to India. In the past five years, of 
the 29 warning letters citing data integrity 
issues that FDA sent to companies around 
the world, 18 related to facilities in India 
(C&EN, April 4, pg. 15). A common problem 
uncovered in its inspections is failure to pre-
vent unauthorized access to test data, which 
leaves inspectors unsure as to whether the 
data companies are presenting amount to a 
complete and accurate picture of their man-
ufacturing performance.

  Thakur reckons that 44 Indian drug plants 
are currently banned from exporting to the 
U.S., a number that he says is evidence of a 
systematic problem with the country’s drug 
industry.

  According to a recent report by the In-
dian Pharmaceutical Alliance, an industry 
group whose members include India’s 
most prominent drug firms, a total of 379 
plants have at some point been authorized 
by FDA to export pharmaceuticals to the 

U.S. Fully a third of the drugs sold in the 
U.S. in 2014 were manufactured in India, 
the report says.

  The focus on data integrity at FDA, and 
at its counterparts in Europe and Japan, has 
kept Indian firms on alert for some time. 
Yusuf K. Hamied, the chairman of Cipla, 
which has yet to receive an FDA warning 
letter, told C&EN in December 2013 that 
whenever a competitor receives such a let-
ter, Cipla employees review it to make sure 
that the firm’s facilities don’t have a similar 
problem.

  At the time of the interview, a manufac-
turing quality consultant who previously 

worked at the World Health Organization 
was auditing one of Cipla’s main active 
ingredient plants to make sure its systems 
were in order.

  That kind of self-auditing is costly, but 
failure to meet FDA requirements is likely 
dearer. In 2013, for example, the agency 
issued two warning letters to Wockhardt, 
banning two of the company’s plants from 
exporting to the U.S.

  Until then, Wockhardt’s sales in the U.S. 
had been steadily expanding, to the point 
that they accounted for more than 40% of 
total sales. With two of its plants banned 
from exporting to the U.S., Wockhardt’s 
sales dropped by 14% in the fiscal year that 
ended March 31, 2014. Profits fell by nearly 
half.

  Given that the financial penalty for non-
compliance can be so high, it is perplexing 
that many Indian drug exporters have not 
taken the steps required to ensure that their 
manufacturing standards meet those of 

 Trail of negligence 
  FDA warning letters issued to Indian drug firms cite a litany of problems.

  Note: List is not comprehensive.   Source: FDA 
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COMPANY DATE OF WARNING  MAJOR OBSERVATIONS 
Emcure Pharmaceuticals March 2016 Failure to prevent contamination

 Ipca Laboratories  January 2016  Retesting of samples without reason, data manipulation, lack of 
oversight 

 Cadila Healthcare  December 2015 Failure to  investigate failed batches, poor safeguards against 
data tampering, discovery of notebooks in trash 

 Sun Pharma  December 2015  Failure to investigate failed batches, inadequate facility 
maintenance, inconsistent investigation of test anomalies 

 Dr. Reddy’s (three plants)  November 2015  Incomplete data, batch retesting, poor safeguards against data 
tampering, operating an undisclosed quality-control lab 

 Sandoz (two plants)  November 2015  Undocumented manufacturing steps, inadequate staff training, 
failure to investigate failed batches 

 Pan Drugs  September 2015  Shoddy manufacturing facilities, incomplete data 

 Mylan  August 2015  Failure to prevent microbial contamination, poor environmental 
monitoring, poor safeguards against data tampering 

 Mahendra Chemicals  July 2015  Destruction of data, incomplete data entry, poor safeguards 
against data tampering, inadequate employee training 

 Cadila Pharma ceuticals  February 2015  Failure to implement controls after discovering contaminated 
batches, poor safeguards against data tampering 
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Western regulators. But thoroughly fixing 
the issues could harm the business models 
of many of them, claims   Peter Saxon , pres-
ident of Saxon  I nternational Associates, a 
New Jersey-based consulting firm that has 
advised dozens of Indian and Chinese drug 
companies on meeting U.S. drug manufac-
turing regulations.

  “India has always been admired for get-
ting products to market fast,” Saxon says. 
When a drug goes off patent, the first com-
pany to come up with a generic version is of-
ten an Indian firm. But in rushing, he claims, 
companies risk going to market with manu-
facturing processes that do not consistently 
produce quality drugs.

  Quality control managers at these firms 
end up with the job of falsifying data to cover 
up their poorly designed manufacturing pro-
cesses, Saxon says.

  According to Thakur, the Ranbaxy whis-
tle-blower, such data falsification comes 
easily to Indian firms because Indian regu-
lators are much less demanding than West-
ern ones. “Indian pharma companies have 
thrived in a lax and corrupt regulatory envi-
ronment for over 30 years now and are not 
going to change their ways overnight,” he 
says. Regulators in India do not even investi-
gate companies that have been banned from 
Western countries, Thakur points out.

  The West shares some of the blame, ac-
cording to drug safety experts. In the U.S., 
the focus has long been more on drug cost 
containment than on positive patient out-
comes, Thakur says.

  One result is that the quality regulation of 
generics—which account for almost 90% of 
the drugs sold in the U.S.—is more lax than 
that of patented drugs, Saxon notes.

  In view of the prevalence of quality prob-
lems at drugs plants in India and elsewhere 
overseas, consumers should know where 
their drugs—and the active ingredients 
they contain—are made, argues Helena 
Champion, principal consultant at Drug 
Quality Assurance, a Boston-based drug 
manufacturing quality and regulatory com-
pliance firm.

  “Consumers can read on the label where 
a clothing item is made, but not where a drug 
is made,” she says. “Companies can market 
under a known U.S. or European name and 
address, even though the product may actu-
ally be made by another company in a coun-
try where fraud prevails.”

  Although it will likely take years for Indian 
drug manufacturers to solve their data integ-
rity issues, a consensus is emerging within 
India that the country’s pharmaceutical 
industry needs to change its ways.

  Assocham, a federation of Indian cham-
bers of commerce, urged the Indian govern-
ment in December to tighten its regulation 

of the drug industry to force companies 
to raise their standards and compete on 
quality. Meanwhile, the Indian Pharma-
ceutical Alliance has set up a quality forum, 
one of the main thrusts of which will be to 
help its members establish robust data and 
documentation systems. Several alliance 
members have received warning letters from 
FDA.

  Despite the Indian drug industry’s prob-
lems, the credit rating agency ICRA is opti-
mistic about prospects for Indian firms in 
the U.S. market. In a report last month, ICRA 

noted that growth at several leading compa-
nies had been curtailed by regulatory issues. 
But on the whole, it expects the industry to 
continue launching generic drugs in the U.S. 
soon after their original versions lose patent 
protection.

  Thakur, the consultant, isn’t so sanguine. 
Regulators, patients, and buyers in the U.S. 
are catching on to India’s quality shortcom-
ings, he says. And as medical evidence of 
the impact of substandard pharmaceuticals 
grows, he expects an American backlash 
against Indian-manufactured drugs. � 
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