
Donor agencies spend over a billion taxpayer dol-
lars each year buying drugs for the world’s poor.
The Global Fund (an independent financing
mechanism that receives funding from the U.S.
government, the Bill & Melinda Gates Founda-
tion, and other sources) estimates that 47 percent
of its grants to developing countries (more than
$2.8 billion) have been used to procure medicines
or health care products since 2003.1 In 2008
alone, the President’s Emergency Plan for AIDS
Relief allocated more than $481 million for anti-
retroviral drugs (ARVs), not including monies for
central procurement and supply chain support.2

The financing burden will likely increase in
coming years as the number of people living with
HIV/AIDS grows3 and emerging viral (and for
malaria, parasite4) resistance requires patients to
move to more expensive second-line therapies.
With limited resources and a limitless treatment
horizon, many donor agencies are working to

minimize the amount of money they spend on
drugs by buying non-brand-name drugs (only
perfect copies of branded drugs that replicate the
original drug’s dosage, safety, strength, quality,
and performance can be accurately called “gener-
ics”)5 or negotiating advanced bulk-drug purchas-
ing agreements.

Buying generics in bulk can be effective and
appropriate, provided it is implemented cor-
rectly. The William J. Clinton Foundation’s
unveiling of pricing agreements for malaria drugs
with six suppliers (including two generic pro-
ducers) in July 2008 was widely welcomed by
leaders in the malaria-control community.
“There’s no question that we’re talking about
hundreds of thousands of lives being saved by
making these drugs affordable,” said Christopher
Plowe, a malaria expert at the University of
Maryland’s School of Medicine.6

But will lives be saved? Success hinges on the
ability of purchasing agents to demand, monitor,
and verify that pharmaceutical companies provide
drugs in a timely fashion, in the quantity requested,
and of the quality required. Thus far, there are
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few reported instances of poor-quality drugs purchased
with aid-agency funding. A survey conducted in 2005 by
WHO in collaboration with the national drug regulatory
authorities (NDRAs) of Cameroon, the Democratic
Republic of the Congo, Kenya, Nigeria, Tanzania,
Uganda, and Zambia found that only 1.8 percent of
ARVs at official public and private distribution points
and treatment centers failed to meet various dissolution
tests. None had “any critical deficiencies which would
pose a serious risk to patients.”7

But current, comprehensive data are lacking; failures
are likely to be underreported.8 There have also been
some recent, alarming failures, including a court case
and an import ban prompted by a producer’s inability
to demonstrate good manufacturing practices (GMP),9

a stock-out caused by a supplier’s inability to deliver
drugs in sufficient quantity,10 and a Global Fund grant
withdrawn because of poor GMP.11 A close examina-
tion of WHO’s and the Global Fund’s widely used drug
“credentialing” programs reveals weaknesses that can
be exploited by careless or unscrupulous producers.
While both organizations are making reforms, aid
organizations, drug procurers, and NDRAs must prac-
tice greater vigilance.

International Drug Credentialing Programs:
Good, but Good Enough?

Countless procurement agents—from United Nations
(UN) agencies to developing countries’ ministries of
health—use WHO’s Drug Prequalification Program and
the Global Fund’s Procurement and Supply Management
Program to determine which drugs to purchase and (in
the case of the Global Fund) at what prices. Both pro-
grams provide helpful information, but neither is
adequate by itself to ensure the quality and timely deliv-
ery of tendered drugs.

In 1969, WHO unveiled a “certification scheme” to
encourage GMP and ensure the quality of the global
drug supply. This was in response to requests from newly
independent countries in Africa and Asia that lacked
the infrastructure or human resources to ensure the
quality of medicines imported into their territories.
Nearly two decades later, the World Health Assembly
urged the expansion of the program “for the prevention
and detection of the export, import and smuggling of
falsely labeled, spurious, counterfeited or substandard
pharmaceutical preparations.”12 In 2001, with support
from the Joint UN Program on Aids (UNAIDS), the

UN Children’s Fund (UNICEF), the UN Population
Fund, and the World Bank, WHO launched the Drug
Prequalification Program to “facilitate access to medi-
cines that meet international unified standards of qual-
ity, safety and efficacy for HIV/AIDS, malaria,
tuberculosis and reproductive health.”13

At the forefront of the program is the drug prequalifi-
cation list, which UN agencies (like UNAIDS and
UNICEF) and other national and international organi-
zations (like the Global Fund) use to guide their pro-
curement decisions. The list allows users to identify
suitable products quickly, with confidence that they are
safe, effective, and manufactured under GMP.

Participation in the program is voluntary: any manu-
facturer can apply by providing data about the quality,
safety, and efficacy of its product, including results from
clinical trials. For multisource (generic) products, tradi-
tional clinical trials—which require a large number of
sick patients assessed over a long period of time—are not
mandatory; the manufacturer can instead rely on in vivo
“bioequivalence” data, which demonstrate that the drug’s
active ingredient becomes available in the bloodstream of
healthy volunteers in the same concentration and at the
same rate as the innovator product. In some patients and
for some conditions, a bioequivalent drug may not have a
therapeutically equivalent effect.14 In November 2004,
for example, the Indian company  Ranbaxy Laboratories
announced it was withdrawing all of its generic versions
of ARVs from WHO’s prequalification list because of the
company’s “uncertainty that its copy drugs were not bio-
equivalent to the patented versions.” Later that month,
India’s Hetero Drugs Limited announced it was with-
drawing six ARVs from WHO’s prequalification list to
“review data on bioequivalence.”15 Data submitted by
manufacturers for initial approval are assessed by WHO
and its testing laboratories in France, South Africa, and
Switzerland; if the product meets the specified require-
ments and the manufacturing site complies with GMP,
the product and company are added to the list. 
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WHO’s list currently features forty-eight drugs, in
various formulations and strengths, produced by thirty
different manufacturers.16 Ten different formulations of
the ARV efavirenz are on the list, including tablets, cap-
sules, and an oral solution, with manufacturers ranging
from efavirenz’s patent-holder (Merck) to three Indian
producers (Ranbaxy, Aurobindo Pharma, and Matrix
Laboratories). Most drugs on the prequalification list
treat HIV/AIDS or opportunistic infections that thrive
in the disease’s presence; the list includes just five anti-
malarials (in various formulations and strengths) and
nine drugs for the treatment of tuberculosis.

According to health advocacy groups like Doctors
Without Borders, donors like the Global Fund, and sev-
eral developing-country procurers, the list is beneficial
because it helps donor agencies and developing-country
governments identify safe, effective products. It also
encourages developing-country drug manufacturers to
adopt GMP by offering potentially lucrative access to
the UN procurement system. In July 2008, Indian phar-
maceutical corporation Ipca Laboratories projected that
its malaria drug sales would double in three years, aided
by WHO prequalification. “We see a very large scope for
malaria drugs with the fundings [sic] that are available
from global agencies,” Ipca’s executive director said.17

But WHO’s prequalification list has several limita-
tions. It is appropriate that time and money are required
for approval, given that companies, which aim to make
profit from the arrangement, ought to demonstrate that
their products work. But this cost, coupled with WHO’s
unique mix of poorly financed and cumbersome pre- and
postmarket quality-monitoring mechanisms, means that
the list is far from comprehensive. The list includes only
one coformulated18 artemisinin-based combination ther-
apy (ACT): artemether-lumefantrine, marketed as
Coartem by Novartis, even though WHO several years
ago recommended ACTs as the primary treatment for
malaria in all but two African nations and in many other
malarial areas.

The list has changed several times in recent years, at
times including low-quality products while excluding
others that may be of high quality. Large procurement
agents like IDA Mission Pharma and UNICEF have
developed their own requirements, saying that while
they have “high regard” for WHO’s prequalification
scheme, they think companies “do not come forward to
be prequalified quickly enough and that WHO standards
may omit some manufacturers with reasonable quality.”
Other procurers believe WHO too strongly emphasizes

“quality assurance of [the] manufacturing facility rather
than quality control of the product.”19

WHO only guarantees the integrity of listed products
at the time of factory inspection. Although WHO ran-
domly tests some listed drugs and periodically reinspects
production sites, it leaves most ongoing quality assess-
ment to individual procurement agencies, relying on
these agencies and their regulatory authorities to inform
WHO of any problems.

Quality Control: Plant Reinspections and
Random Drug Testing

Limited resources help explain—and partially justify—
WHO’s limited reinspection scheme. Although the Drug
Prequalification Program’s budget has grown in recent
years,20 its staff remains small.21 Citing the “considerable
workload” required by initial-approval inspections,
WHO says reinspections are not “normally carried out
routinely, but rather only in specific cases where non-
compliance is possible.” These cases include new drugs;
drugs with narrow therapeutic ranges or that require a
highly specific therapeutic response (in which any slight
change in drug quality can have an immediate, life-
threatening effect); products previously associated with
serious adverse effects, complaints, or recalls; products
that are difficult to manufacture or test or have “doubtful
stability”; new applicants or manufacturers; and manu-
facturers that have previously failed to comply with
GMP. The system is implicitly “risk-based”: it identifies
situations most likely to produce a low-quality drug or
otherwise endanger patients’ health. 

But WHO does not define or quantify risk. It gives
little guidance to developing countries hoping to create
their own systematic models. (The U.S. Food and Drug
Administration [FDA], in contrast, arrives at a nearly
identical list of reinspection criteria as WHO but uses a
much more transparently systematic “Site Risk Poten-
tial” process that assigns weighted values to risks based
on severity.22) WHO made little information from its
reinspection efforts public in the past, even though, as
an international partnership organization dependent on
funding from member states, it must rely on its “naming
and shaming” power for enforcement. WHO published
“Public Inspection Reports” on its website, but these
reports only revealed what was assessed by which tests.
Any information on noncompliance was removed.23

To improve transparency, WHO unveiled a “Notice
of Concern” (NOC) policy in June 2008. If WHO
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identifies “critical” or “major” deficiencies during an
inspection and the producer fails to assure WHO that it
will take acceptable corrective action, WHO publishes
an NOC on its website. The NOC indicates “a signifi-
cant failure of the quality management system, resulting
in inadequate assurance of product quality.”24

But because companies are given a thirty-day window
to assure WHO of reform (and thereby avoid a public
NOC), NOCs offer little incentive to correct GMP until
WHO inspection. NOCs remain active on the website
only “until satisfactory corrective actions have been sub-
mitted and implemented by the manufacturer or the
research organization.” A better approach would be a
publicly available record of noncompliance and correc-
tive action that could help purchasing agents identify
suppliers that have consistently adhered to GMP or, in
rare cases of deviance, speedily corrected problems.

WHO provides even less public information about
its drug testing program. When asked how WHO deter-
mines which drugs to test—from which geographic
locations, for which diseases, and from which manufac-
turers—Lembit Rägo, WHO’s chief of quality assurance
and safety for medicines, simply said the determination
is made according to “the ongoing sampling and testing
program.” Program results that are “more comprehen-
sive” are published, but studies with smaller numbers of
products may not be.25

Drug Procurers and Capacity Problems

WHO leaves much of the responsibility to NDRAs and
drug procurement agencies, saying it cannot and “does
not intend to replace national regulatory authorities or
national authorization systems.”26 It advises procure-
ment agencies to develop their own internal quality
assurance systems and “perform other aspects of qualifi-
cation,” including the supplier’s financial health and
production capabilities.27 But procurement agencies—
particularly ministries of health—may be ill-equipped
to develop and implement these systems. With scarce

resources—and, in some cases, little political will to
allocate resources for drug quality control—national
procurement systems remain weak in many countries;
the Global Fund reports that only 33 percent of the
programs it finances use national procurement chains,
ostensibly because of such weaknesses.28

Fearing the loss of valuable grant funding, national
governments have little incentive to report drug quality
shortcomings. In 2002, the Global Fund awarded Thai-
land’s government-owned pharmaceutical company,
GPO, $133 million to produce its own version of an
HIV/AIDS medication. But the Global Fund was even-
tually forced to withdraw the funding in August 2007
when it discovered that GPO’s factory was not in com-
pliance with GMP.29

Anecdotal evidence from the field reveals shortcom-
ings in the way some procurement agencies identify
suppliers. In May 2008, the Kenya Medical Supplier
Agency, a procurement consortium established with
Global Fund assistance,30 awarded $12.3 million to the
Indian pharmaceutical company Ajanta Pharma for
artemether-lumefantrine treatments. But by early sum-
mer, the President’s Malaria Initiative (PMI) had
received emergency orders and requests to supply a total
of over 7 million antimalarial treatments to Kenya,
whose ACT inventory had run out. According to
sources at PMI, the shortage appeared to be prompted by
Ajanta’s inability to fulfill its contract.31

In an earlier case, whistleblowers reported that the
Indian drug manufacturer Cipla had failed to provide
requisite drugs in the expected timeframe in Zambia.
Circumstances appear to confirm their story: in Novem-
ber 2006, the Zambian government placed an order
through the procurement agency IDA Foundation for
several million doses of Cipla’s fixed-dose combination
artemether-lumefantrine Lumartem. By the end of 2006,
60 percent of health facilities were already out of stock
of artemether-lumefantrine. While mismanagement at
Zambia’s Ministry of Health and at individual hospitals
likely contributed to the problem, slow delivery also
played a role. Cipla eventually delivered several million
doses in June 2007, but the deliveries were incomplete
and contained no doses for children under five. Other
agencies, including PMI, stepped in to provide the addi-
tional artemether-lumefantrine.32

Even if WHO can provide member states with better
guidance on how to model risk and more information
about producer compliance, such “empirical evidence”
always relies, as the FDA explains, on “expert judgment.”33
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Procurement staff must be trained and willing to make the
sometimes politically difficult choice of choosing a reliable
supplier and a quality-assured product, even if it comes at a
slightly higher price.

The Global Fund: An Exclusive Emphasis
on Price?

The Global Fund’s Procurement and Supply Manage-
ment Program duplicates many aspects of WHO’s pre-
qualification program and suffers from even more
shortcomings. The program is designed to encourage the
procurement of “quality-assured medicines and other
health products in sufficient quantities” by providing
Global Fund grant recipients with a list of drugs approved
under its Quality Assurance Policy (QAP).34 By “pre-
vetting” drugs, QAP can save recipients effort and money
in procuring high-quality, cost-effective drugs.

Not all drugs approved by QAP are equal, however.
The Global Fund first classifies drugs as either “multi-
source” or “single/limited source,” which determines the
rigor of approval required. Multisource drugs are “off-
patent products with publicly available quality assurance
standards, analytic methods and reference substances,”
while single/limited source drugs are not. Multisource
drugs need only be approved by the NDRA of the recipi-
ent country, while single/limited source drugs must be
either prequalified by WHO or authorized by a “strin-
gent drug regulatory authority.” (Option C drugs consti-
tute a notable exception to this rule, discussed in greater
detail below.) 

Over the past several years, many products have
changed classification from single/limited source to multi-
source, raising concerns that they could, as the Global
Fund acknowledged, “potentially be purchased with a
lower level of quality assurance.”35 This could happen in
countries that lack technically competent NDRAs or
where protectionism or government corruption encour-
age NDRAs to rubber-stamp production efforts without
rigorous quality assessment. Acknowledging these con-
cerns, the Global Fund decided that any drug for the
treatment of HIV/AIDS, tuberculosis, or malaria whose
classification had shifted from single/limited to multi-
source after October 2002 would be temporarily con-
sidered under the single/limited source policy, pending
the fund’s board meeting in November 2008.36

Even within the single/limited source category there
are different classifications with varying degrees of qual-
ity assurance. The compliance list groups single/limited

source drugs in three categories: products acceptable
under WHO’s Drug Prequalification Program (A), prod-
ucts authorized for use by a stringent regulatory authority
(B), and a final category of products known as Ci or Cii.
Although both types of C drugs are manufactured in
production facilities approved by WHO for production
of at least one drug (not necessarily the drug in ques-
tion), they do not need to pass bioequivalence testing
and are not WHO-approved.37 (Ci drugs have been sub-
mitted for WHO prequalification; Cii drugs have not.)

In April 2005, fearing that category C was being used
to support local production ventures without sufficient
quality control, the Global Fund considered making the
requirements more rigorous—or removing the option
altogether. “If Option C were to remain as is in the
future,” a presentation at a Global Fund board meeting
warned, “the motivation for developing country manu-
facturers to comply with international standards through
prequalification may weaken.” Cash flow from the
Global Fund could “start to support more and more low
quality production.”38

The quality of locally manufactured drugs under
option C depended on the “know-how and capacity of
local manufacturers,” as well as the “national legal
requirements and strength of the NDRAs technical
capacity to enforce compliance”39—which in many
countries was lacking. According to a February 2007
Global Fund report, half of the drugs procured under
option C were noncompliant with QAP.40

Even so, the Global Fund has opted to retain option
C. It implicitly argues that it is necessary to guarantee
low-cost drugs to developing countries, but, in doing so,
the Global Fund puts industrial policy ahead of clinical
good practice.

When it comes to monitoring, the Global Fund—
theoretically concerned with “low cost, high quality, and
consistent supply”—has focused almost exclusively on
price. Grant recipients are required to submit the prices
paid for pharmaceuticals in the Price Reporting Mecha-
nism (PRM), publicly available on the Global Fund’s
website.41 The PRM serves two functions: it demands
that grant recipients account for how their money was

- 5 -

Fearing the loss of valuable grant funding,

national governments have little incentive

to report drug quality shortcomings.



spent, encouraging a transparent and competitive open-
tender process, and it provides a reference price list for
grant recipients that have not yet procured drugs. But
the Global Fund does not require information about
product quality or supplier performance, nor does it rou-
tinely verify even the limited price data reported. As of
October 2006, recipients had reported less than one-
third of the value (prices) of pharmaceutical drug expen-
diture on ACTs, ARVs, tuberculosis drugs, condoms, and
bed nets in the PRM, despite the fact that this was tech-
nically mandatory. According to a senior official at the
Global Fund, the quantity of reporting has increased
considerably since that time, but the quality is still not
at an acceptable level.42

The Global Fund officially requires grant recipients to
contract outside technical assistance if they lack capacity
for “responsible procurement,” but, pending the new
PRM mechanism, it exercises little oversight of the
process. In 2007, the U.S. Government Accountability
Office reported that numerous sources had raised “con-
cerns about the quality of grant monitoring and report-
ing” provided by local fund agents, particularly “their
ability to assess and verify recipients’ procurement capac-
ity and program implementation.” The Global Fund had
limited access to the information it needed to manage
and oversee local fund agents because it did not require
“systematic assessments” of their performance.43 In its
2007 annual report, the Global Fund itself acknowledged
the need for greater “transparency in procurement and
other unit costs,” acknowledging that this would require
“review of Global Fund procedures alongside capacity
issues in-country.”44

Acknowledging in April 2008 that the PRM was
“limited by the scope, completeness and accuracy of
the data,” the Global Fund announced that a “redesign
of the PRM [was] well underway,” with expected com-
pletion by early 2009.45 According to Steen Stottrup,
head of pharmaceutical procurement at the Global
Fund, the new PRM “will allow for and facilitate an

improved level of monitoring of product quality and
supplier performance . . . in part through an increased
number of questions that relate to product quality” and
are mandatory.46

Quick Approval: An Rx for Inexpensive
Drugs of Questionable Quality? 

WHO and the Global Fund want to keep drugs—
especially low-cost ones—on their lists in the belief that
larger quantities of prequalified drugs tend to improve
competition, lower prices, and improve the flexibility of
supply, thus allowing more people to be treated. Accord-
ing to the Global Fund, the 2005 removal of several
Hetero and Ranbaxy ARVs “had a wide impact” on the
availability of these drugs for Global Fund–financed pro-
curement: “Probable reapproval . . . in the near future
should add additional comparatively inexpensive pre-
qualified products.”47

A desire to increase the number of drug suppliers,
often at the expense of quality control, has already led
some aid agencies to encourage local production, even
though this makes little economic sense.48 When par-
ticipants at the 2007 World Health Assembly discussed
methods of malaria prevention and control, the Euro-
pean Union’s representative emphasized the importance
of developing “local production and distribution of anti-
malarial medicines and impregnated bed nets in devel-
oping countries,”49 without referring to the quality of
those medicines. A communiqué from an April 2008
malaria advocacy conference stressed the need for tech-
nology transfer between the EU and Africa but made lit-
tle or no mention of drug quality standards.50 Even the
most technically competent NDRAs and procurement
agencies, under pressure to approve and distribute the
cheapest drugs as quickly as possible, may give a pass to
companies that lack GMP. 

What Can Be Done

Responsibility for providing drugs in sufficient quantity
and appropriate quality ultimately rests with national
governments. As an international partnership organiza-
tion reliant on funding from member states, WHO is
constrained in its ability to demand compliance with
drug quality requirements. It can do little more than
offer appropriate reference standards and technical assist-
ance to the national governments and procurement
agents aspiring to meet those standards. The Global
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Fund, too, which is commendably committed to “local
ownership” of development initiatives, must wrestle with
how, or if, it might sidestep national governments that
lack technical expertise and demand outside help. 

WHO can and should facilitate better use of its list
by making qualification and reinspection procedures
more transparent. It should publish NOCs to highlight
supplier shortcomings—and what has been done to cor-
rect them. It should continue to publicly acknowledge
the limitations of its list, reminding procurers and
NDRAs that it does not—and cannot—substitute for
their own vigilant drug quality assessment. 

The Global Fund should adopt WHO’s list and elimi-
nate its own less comprehensive, less authoritative com-
pliance list. It should follow through with plans to
expand the number of mandatory questions on supplier
performance and product quality in its PRM and
demand that reported data are verified by reputable,
independent actors. It should make grant monies contin-
gent on compliance. 

Aid organizations that donate or disburse money for
pharmaceuticals should reward procurement that bal-
ances the purchase of large quantities of cheap drugs
with assurance that those drugs are safe, effective, and
supplied in a timely fashion. By transferring technology
on risk modeling and GMP inspections, they can build
NDRA capacity.

Billions of dollars are spent on pharmaceutical pro-
curement every year. Aid agencies, advocates, and
national governments have a responsibility to ensure
they are well spent—on safe, effective, life-saving drugs.
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