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Abstract 

Purpose: The purpose of this capstone project is to explain from a market perspective the 
reasons for drug shortages that anesthesia, as well as the overall medical community, are 
experiencing. This capstone project will increase the anesthesia profession's awareness of root 
causes of sterile injectable drug shortages. The project will provide the anesthesia community 
with an understanding of the breadth of the problem, the underlying economical motivations, and 
the various stakeholders' positions. 

Methods: Stakeholder analysis and pharmaceutical market evaluation were conducted by 
examination of current literature, white papers, subject-matter expert interviews, and government 
agency reports. Information collected is analyzed using economic market theories, carefully 
aggregated/categorized to develop a clear understanding of the current drug shortage crisis. 

Results: Key stakeholders, drug manufacturers, government agencies' regulations, group 
purchasing organizations (GPOs), and raw material suppliers are cited most often as a "Primary 
Effects" or a root cause of the sterile injectable drug shortages. The "Secondary Effects" 
category does not cause drug shortages; they exacerbate existing shortages. Drug manufactures, 
healthcare facilities, and wholesaler distributors were implicated in the "Secondary Effects" 
category. Eight of the nine stakeholders were linked to "Safety Issues" related to drug shortages. 
Five stakeholders contributed to a category that addressed "Consequences of Drug Shortages". 
While these consequences do not playa role in the root cause of drug shortages, they have a 
significant effect on stakeholders and the market environment. 

Conclusions: The sterile generic pharmaceutical market shortages are unlikely to equilibrate on 
their own. Complicated relationships among stakeholders and non-market issues impede the 
generic market from self-correcting. Therefore, some form of intervention is needed to resolve 
the shortages. Options will need to be carefully analyzed to avoid further market disruptions, as 
previous well-intended interventions to correct the market had unintended consequences. 

Data Sources: Google Search, Google Scholar, PubMed, Government Archives, ProQuest 
Business, and Government Web Sites 

Keywords: Drug shortages, anesthetic drug shortages, drug shortage causation, market failure, 
drug shortage explanations 
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Introduction and Background 

The FDA defines drug shortage as "a situation in which the total supply of all versions of 

an FDA-regulated drug is inadequate to meet the current or projected demand at the patient 

level.,,1 Over the past decade, the United States (U.S) has experienced a dramatic increase in the 

number of prescription drugs that have become inaccessible to the public. The crisis reached its 

peak in 2011 with 250 prescription drugs (hereafter drugs) on the shortage list; this is over four 

times the amount that was recorded in 2005 when there were 61 documented shortages.2 Due to 

the escalating nature of the crisis and the detrimental impact on society as a whole, President 

Obama issued an executive order directing the Food and Drug Administration (FDA) to expand 

reporting of the potential shortages of certain drugs. Additionally, the executive order requires 

the FDA to expand its efforts for an expedited review of new manufacturing sites, new drug 

suppliers, and manufacturing changes to help prevent future drug shortages. 3 

The drug shortage has negatively impacted the healthcare community. From January 1, 

2010 to August 26, 2011 the FDA tracked drug shortages. Of the 127 drugs tracked, 118 of 

those shortages, 93 percent, which were categorized as "medically-necessary". 1 ,4,5 A medically 

necessary drug product is a drug that is used to treat or prevent a serious disease or medical 

condition for which there is no alternative drug available in adequate supply, and which is 

determined by the medical staff to be an adequate substitute.6 Currently, shortages are heavily 

concentrated in the area of sterile injectables (73%) cancer drugs, anesthetic used for surgery, 

emergency medicine, and electrolytes. 7-10 

The U. S. economy is based on a market system. Supply and demand is the driving force 

behind a pure market economy and government involvement (regulation) is generally minimal to 

nonexistent. Occasionally, government plays a part in influencing the market process.7 
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Generally, Prices in the market change to keep the quantity supplied and quantity demanded 

equal overtime. Prolonged shortages and surpluses are uncommon in most markets. In 

functioning and unrestricted markets, basic economic theory states that prices will fluctuate 

depending on supply and demand. In this capstone study, "market" here after refers to the 

pharmaceutical market. 

5 

The basic premise of supply and demand market forces is that if there is a shortage the 

natural tendency of market prices is to rise. The opposite occurs with a surplus, as market prices 

are expected to fall. The interaction of market supply and demand thus determines the 

competitive price at which there would be no long-term shortages or surpluses of goods. This is 

referred to as price equilibrium and market forces are in balance. 7 Once equilibrium is reached, 

there is no tendency for prices to rise or to fall. The equilibrium price equates quantity 

demanded with quantity supplied. 7 

The drug shortage is generally characterized as a supply-side issue.8
,9 There is not a 

sufficient supply of particular types (for example, sterile injectable generics) of drugs available 

to satisfy the demand for those drugs. The law of supply states that there is a direct positive 

relationship between the price of goods and the amount of those goods manufactures are willing 

to produce. t 0 The price and the quantity supplied will move in the same direction. If the price 

increases, then it can be expected that quantity supplied will increase. In contrast, as prices fall, 

the quantities manufactures are willing to produce will decrease and subsequently the supply will 

be less. tO If the price is too low, the quantity demanded by the consumers will exceed the 

quantity supplied. to In other words, this would cause a shortage of those goods. 

Unlike other goods, pharmaceutical drug sales are affected by unique non-market factors 

such as government regulations, insurance coverage, and patent protection. These external 
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factors influence the supply and demand in the pharmaceutical market and they cause atypical 

results when compared to other markets. 

6 

Price elasticity is another factor that affects supply and demand. Price elasticity of 

demand indicates how responsive consumers are to changes in the price of the product. As a 

rule, the prices of non-essential goods are usually elastic and demand fluctuates significantly in 

response to price changes. The demand for most necessities, such as medications, is relatively 

inelastic and demand does not change significantly with price variations. The most important 

determinant of the price elasticity of demand is the availability of substitutes. When good 

substitutes (i.e. competitive products) are available for a particular drug a price increase will 

cause consumers to switch to other substitutes and demand would be more elastic. 10 This market 

reaction is especially true for pharmaceuticals. 

Healthcare facilities have been affected by the drug shortages on multiple fronts. The 

financial impact, compounded by the detrimental health effects to patients, has the healthcare 

system reeling. The drug shortages have spiraled out of control and have had significant 

negative effects on healthcare facilities and patients. The drug shortage impacts on patients are 

numerous and not likely to change in the near future. When first-line drugs are in short supply, 

physicians are often confronted with limited treatment options since many drugs do not have 

suitable substitutes. For example, Cytarabine is the only known drug used to treat acute 

myelogenous leukemia (AML).11 AML is a fast spreading cancer that can terminate a patient's 

life within three months if not treated. Without Cytarabine, the survival rate of AML is zero. 11 

Problems also occur with the increased use of alternative drugs as replacement for the original, 

which creates an increase in demand for the substitute. Subsequently, increases in demand result 
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in shortages of substitute drugs.8 This self-perpetuating cycle serves to exacerbate the drug 

shortage crises. 

Problem Statement 

7 

The drug shortages are not resolving on their own and there is no indication that the 

pharmaceutical market will naturally equilibrate in the near future. The major shortages are 

concentrated on sterile generic injectable medications that have been around for decades and are 

used every day in the medical community. The questions to be answered are: Why are there so 

many drug shortages? How do drug shortages occur and why has the sterile generic 

pharmaceutical market not adjusted? When can the medical community expect some relief from 

the persistent drug shortages? 

Aims and Objectives 

Aims: The aim of this paper is to propose a comprehensive explanation of the drug 

shortages, safety factors and associated consequences of the drug shortages. This information 

will be compiled and evaluated formulating a clearer understanding of the drug shortages. Why 

do drug shortages occur? How do drug shortages occur? What are the repercussions of drug 

shortages? 

Objectives: Stakeholders' interest and position are presented and compared to well

established economic theories in order to develop a comprehensive overview of potential causes 

and consequences of the drug shortages. Market factors that contribute or play an essential role 

in the drug shortages are investigated and explained. 

Stakeholder Analysis and Literature Review 

This paper explores the underlining reasons that have led to a nationwide drug shortage 

and focuses on generic sterile injectable drugs since they represent the largest share of current 
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shortages. It also explores the reasons why the U. S. pharmaceutical market has not self-

adjusted. Understanding the key stakeholders' interests and positions is essential for analysis of 

the problem. Stakeholders' positions are examined with respect to their association to the 

current drug shortages. 

Stakeholder analysis for this paper is the process of systematically gathering and 

analyzing qualitative information to determine interests and positions of key stakeholders in 

relation to the U. S. drug shortages. Key stakeholders are identified in Figure 1. 

Wholesalers & 
Distributors 

Patients 

KEY 
STAKEHOLDERS 

Government 
Agency (FDA) 

Raw Material 
Suppliers 

Health Care 
Professionals 

Figure 1. Key Stakeholders. 

Drug Manufacturers 

Group Purcllasing 
Organizations 

(GPO) 

Healtll Care 
Facilities 

The pharmaceutical industry is comprised three main players: brand pharmaceuticals 

("Big Pharma"), branded generics and generics. Brand pharmaceutical companies manufacture 

drugs that have trade names and are protected by patents. Patents allow companies to have 

exclusive rights for 20 years from the date of filing. However, it usually takes an estimated 7 - 9 

years, to get FDA approval, before a drug reaches the market, thus decreasing pharmaceutical 
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companies' exclusive rights to market a specific drug. 12 After the patent expires, generic drug 

companies can petition the FDA to make and market a bioequivalent version of the previously 

protected medication. The generic drug company requests an "abbreviated new drug 

application" (ANDA). In this application, generic manufacturer must show that the new drug is 

the bioequivalent of the branded medication that is no longer patent-protected. From 2010-2015, 

brand pharmaceutical companies faced the largest patent expiration surge in history.13 This 

phenomenon is dubbed the "patent cliff'. 13 Once a patent expires, a drug's price can drop up to 

90%.13 A branded generic drug is the bioequivalent to the original but is now marketed by the 

original company's brand name or another company's brand name. The branded generic is 

priced higher than the unbranded generic but less than the previously patent protected brand 

drug. 

In past years, the pharmaceutical and vaccine markets have had sporadic shortages of 

individual drugs and intermittent shortages of several drugs belonging to a specific class. I4 

Brand pharmaceuticals (patent protected drugs) account for 11 % of drug shortages, with generic 

drugs (no patent or exclusivity) representing 83% of2011 shortages. IS The recent drug 

shortages, however, have been sustained and concentrated in the generic sterile injectable 

market. 14-17 According to the FDA in 2013, 80% of the drug shortages were confined to generic 

sterile injectable drugs. 1 8-20 In 2011, the IMS Institute for Healthcare Informatics analysis 

uncovered shortages of drugs: prior to the 1970s - 30 drugs; in the1980s - 58 drugs; in the 1990s 

- 37 drugs; in the 2000s - 38 drugs and in 2010 - 4 drugs: s The shortages tend to be older, less 

expensive generic drugs with 75% being introduced before 2000. Drug products that remain on 

the shortage list are concentrated in five areas: oncology, cardiovascular, central nervous system, 

anti-infectives, and pain. IS Healthcare specialties of oncology, anesthesia, and emergency 
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medicine have been hit the hardest. 14,21,22 Intravenous electrolyte solution (.9 normal saline) 

shortages have affected all specialties across the board. Researchers at the IMS found that half 

of the generic injectable drugs in the United States were reported on the shortage list. 15
,16,21 , 

Quality and manufacturing problems have been linked to the majority (64%) of the 

shortages of sterile injectable drugs. 18,23 A FDA "Drug Information Specialist" stated in an email 

correspondence: 

All sterile generic injectable drugs are not manufactured in the United States, some of 
these are manufactured overseas. I do not have specific percentages that are 
manufactured outside of the United States. Six manufacturers make up most of the 
market. These firms may do contract manufacturing as well as manufacture their own 
products24 

Not all production disruptions result in shortages; however, all shortages are preceded by 

disruptions in manufacturing.25 The chart below provides reasons for sterile injectable 

shortages: 

Reasons for Drug Shortages: 2013 

37% 

Qtlllliry Dclay&lCilpilcilV 

• QtlDliry' ManufllClllrins 
"SUei 

• l>Isconhnuallon 

• Raw Malcna" (APJ) 

• Jncn:JUCd Dnnand 

• Lou ofMf~ Site 

source: FDA Figure 2. Reasons for Drug Shortages: 2013 
The generic drugs in the U. S. have very low profit margins.2o

,26 These drug shortages 

are likely related to decreased incentives for the manufacturers to produce off-patent 

medications. 8 It has been suggested that the primary cause of generic injectable drug shortages is 

the lack of financial incentives for the industry to invest in updating manufacturing facilities and 



WHY SO MANY DRUG SHORTAGES 11 

to provide quality control systems.25 Since profit margins are so low, manufacturers attempt to 

produce drugs as inexpensively as possible by using older and less efficient facilities that have 

antiquated equipment. 27 It has been proposed that shortages in the sterile generic industry are a 

consequence of extensive expansion in scope and volume of products without a corresponding 

expansion in manufacturing capacity.28,21 Without expanding capacity, new more profitable 

opportunities force difficult business decisions resulting in a discontinuation or decreased 

production of the older and less profitable drugS.21 

Biologic medications being replaced by biosimilars are examples of new opportunities. 

Biologic drugs comprise 22% of brand pharmaceutical drug sales and it is predicted to grow to 

32% by 2023.29 Biologics (large molecule products) are complex medications made of or 

extracted from living cells, blood components, and tissue. These medications treat life-

threatening illness such as multiple sclerosis, anemia, hemophilia, cancer, diabetes, HIV, and 

rheumatoid arthritis. The FDA's definition of biologics is: 

Biologics are isolated from a variety of natural sources - human, animal, or 
microorganism - and may be produced by biotechnology methods and other cutting-edge 
technologies. Gene-based and cellular biologics, for example, often are at the forefront of 
biomedical research, and may be used to treat a variety of medical conditions for which 
no other treatments are available.3o 

In the U.S., biologics had little competition until the Biologics Price Competition and 

Innovation Act (BPCIA) was included in the Affordable Care Act (ACA).31 An interchangeable 

biological product is considered a biosimilar. Biosimilars are a relative new opportunity within 

the U.S. drug market. By the year 2020, it is projected that biologics will lose $100 billion in 

sales as patent protection expires and new biosimilars enter the market. 32 
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The FDA defines biosimi1ars as: 

A biosimi1ar product is a biological product that is approved based on a showing that it is 
highly similar to an FDA-approved biological product, known as a reference product, and 
has no clinically meaningful differences in terms of safety and effectiveness from the 
reference product. Only minor differences in clinically inactive components are allowable 
in biosimi1ar products. 33 

The global biosimi1ar market is projected to be $20 billion by 2020.34 

European countries have been using biosimilars since October 30, 2006. Biosimi1ars are not 

generics. Biosimilars must complete an extensive clinical comparability trial and are more costly 

to manufacture than other drugs.35 For example, Zarxio is the biosimi1ar to Neupogen, which 

ilnproves white blood counts to fight infections.36 On September 3, 2015, Zarxio was the first 

biosimi1ar to appear on the U.S. market.36 

The "patent cliff' increases the number of drugs available to the generic market. 13,37 Low 

profit margins of the older generic drugs have caused many drug companies to shift resources to 

higher profitable brand generics or new drugs that have recently come off patent. Another 

business strategy has been the development of "super generics". Super generics are generic 

drugs that are improved by manufacturers. These improvements may be due to the method of 

delivery, manufacturing processes, and/or reformulation technology. The super generic drugs 

enjoy a significant price premium.26 

Many manufacturers produce low profit generic drugs in order to win group-purchasing 

contracts.38 It is not a profitable endeavor; however, it allows the manufacturer to get their "foot 

in the door" in hopes of increasing the sales of pharmaceuticals that are more profitable. 

Manufacturers may view some generics as "loss leaders" and the cost of doing business.2o
,38 A 

loss leader is a product that is sold at a loss to attract business.39 
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The trend of consolidation in the drug manufacturing industry has significantly decreased 

the number of players in the field. 1,17,19,20 The industry is concentrated with only six to seven 

main players making up 85-90% of the market. 19,40 According to the FDA, the top three 

manufacturers accounted for 71 percent of generic injectable drug sales in 2010?1,41 In most 

cases, three or fewer manufactures supply a specific generic injectable drug. 14,15,19,20 The IMS 

Institute for Healthcare Informatics reported that in 2011, 168 products on the shortage list had 

no suppliers, 56 had one supplier and 23 had two suppliers. 15 This is partly due to company 

mergers which affect production capabilities if decisions are made to discontinue products and/or 

narrow product lines. The decrease in the number of manufacturers makes the market 

susceptible to drug shortages if there are any disruptions in production by the remaining 

manufacturers. 

The generic pharmaceutical industry continues to consolidate with mergers and 

acquisitions. In February 2015, Pfizer announced its intention to acquire Hospira. The largest 

maker of sterile injectables in the world Hospira has two of the four applications for biosimilars 

pending the FDA's approval.42 In September 2015, the deal between Pfizer and Hospira was 

completed. The acquisition of Hospira placed Pfizer in a dominant position in biosimilars. Pfizer 

stated: "We've created value for our shareholders ... expected earnings per share (EPS) to 

grow ... by strengthening our Global Established Pharmaceutical (GEP) business and positioning 

it for future growth.,,43 In November 2016, Pfizer announced that it would buy Dublin-based 

Allergan with the intention of moving Pfizer's headquarters to Ireland for the purpose of slashing 

its U.S. tax bill.44 The merger, barring any divestments, created the world's largest drug maker 

by annual sales of approximately $60 billion.44,45 
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Market consolidation may cause some drugs to be produced by only one manufacture. 

This has caused a sudden increase in market activity that has prices of single-supplier drugs 

skyrocketing. Tetracycline, a drug that entered the market in 1967, has increased in price from 

November 2013 - November 2014 from $.05 (.048493) per tablet to $ 8.59 per tablet (17,714% 

price increase).46,47 Digoxin, a drug that has been used for decades to treat some heart 

conditions, experienced a price increase in one month from $131 per bottle to $989 per bottle 

(655% increase).48 Another, perfect example of this is Duraprim, a 62 year-old drug that is used 

to treat life threatening parasitic infections (toxoplasmosis and malaria).49 Turing 

Pharmaceuticals, a new start-up company, acquired the drug from Impax Laboratories.5o The 

CEO, Martin Shkreli a former hedge fund manager, leveraged monopoly power to raise the price 

overnight from $13.50 to $750 per tablet.49,50 

Lack of redundant capacity has also been cited in the literature as a problem.4o This is 

defined as the availability of another line or facility to produce the same product if disruption of 

the primary production source should be disabled. 51 For example, some manufacturers operate 

one to ten facilities, which manufacture several product lines.28 A specific drug can be produced 

on one or two of these lines (separate batches), which may continuously produce for hours to 

weeks?5 Many facilities operate 24 hours / 7 days per week.25,21 There are operational costs 

when switching from one drug to another. 14 Most facilities have been operating since the 1960s 

with minimal upgrades. From an economic point of view, low profit margins make upgrading 

aging facilities unattractive.25 In addition, the manufacturing process for sterile injectable 

generic drugs is very complex and costly resulting in low profit margins. 1,8,21,40 

The regulatory compliance in the generic pharmaceutical industry has come under 

scrutiny. Compliance violations, both civil and criminal, have plagued the industry for years. 
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Current Good Manufacturing Practices (CGMP) are regulations enforced by the U.S. Food and 

Drug Administration (FDA).52 The Consumer Protection Branch (CPB) is part of the 

Department of Justice (DOJ). The CPB enforces civil litigation and criminal prosecutions to 

protect the public health sector and consumers.53 The FDA and CPB work closely together with 

a common goal of protecting the American people. Below are some examples of violations that 

were discovered by the CPB:53 Ben Venue 2011 in a civil suit was convicted of 48 compliance 

violations that resulted in 40 recalls since 2002.53 SB Pharmco, a subsidiary of GlaxoSmithKline 

(GSK), in 2010 pled guilty to felony charges related to the manufacture and distribution of 

adulterated drugs; a criminal offense that carried $750 million in fines.53 In 2006, a criminal 

case against Ranbaxy, in which the company pled guilty to four felony counts of making false 

statements to the FDA, was fined $150 million. 53 Other companies that were indicted in criminal 

cases that incurred fines were Johnson & Johnson ($1.5 - 2 billion), Merck ($950 million), Eli 

Lilly ($1.4 billion), Abbott ($1.5 billion), Pfizer ($2.3 billion), and Purdue Pharma ($663 

million )54,55 

The FDA has been as a contributing factor to the drug shortages by holding the drug 

manufacturing industry accountable for regulatory and quality compliance. This has caused 

delays, interruptions, and prolonged facility closures.8 Quality problems in manufacturing are 

accountable for a majority of the sterile generic drug shortages. 14 Regulatory and quality 

compliance issues increase the cost of production, forcing manufacturers to make difficult 

business decisions.8 In 2011, one key manufacturer, Ben Venue Laboratories, made a business 

decision not to refurbish its manufacturing facility.56 Deemed unsustainable for the long term, 

Ben Venue's management decision was based on the level of financial investment required to 

guarantee product quality.56 
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Changes in inventory practices can alter the availability of the drug supply. 

Manufacturers often decrease inventory by following "just-in-time" (JIT) inventory practices, 

which are meant to optimize cash flow and decrease the carrying cost of inventory. 1,19,21 The 

perfect JIT system would have zero inventories after meeting all of a company's demand. With 

JIT, there is a fine line between having too much inventory and not having enough. The 

"Goldilocks Principle" epitomizes the inventory condition; it needs to be "Just Right". With JIT 

it is difficult to adjust production volumes on short notice. Unanticipated changes in demand 

may occur without much advance warning. This leaves the industry vulnerable to interruptions 

in the flow of raw materials or other supply chain disruptions. 1
,19 

In addition, disruptions in the supply of raw materials have been frequently cited as one 

factor responsible for causing delays in the drug manufacturing process.8 In 2011, raw material 

availability was not a major cause of drug shortages with a reported incidence of only 3%.28,57 

However, in 2013, the FDA (Figure 2) noted that the supply of raw material was implicated in 

drug shortages 27% of the time.58 Sole-source suppliers are particularly problematic; there may 

be several producers of specific drugs but only one supplier of the raw materials.8
,59 An 

interruption in raw material flow affects all manufacturers that require that essential component. 

Approximately 800/0 of the drug manufactures raw materials are imported from foreign 

suppliers.8
,6o This makes U.S. drug manufacturers dependent on the global supply chain and 

susceptible to economic changes in other countries.61 

Group Purchasing Organizations 

Most hospitals do not purchase drugs directly from manufacturers; they use Group 

Purchasing Organizations (GPO). GPOs collectively negotiate contracts with manufactures on 

behalf of their customers (hospitals). Most Hospital purchases (72%) are made through 
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GPOS14,62 Consequently, GPOs have a tremendous amount of negotiating power. 14 The first 

hospital group purchasing organization established was the Hospital Bureau of New York in 

1910. GPOs developed slowly and by 1962 there were ten.63 By 1974, the number of GPOs had 

increased to 40, propelled by Medicare and Medicaid reimbursement changes.64 In 1983, a 

revision to Medicare changed the payment structure from a "fee-for-service" (FFS) payment to a 

Prospective Payment System (PPS).64 PPS provides a fixed payment per patient with a given 

diagnosis. The increased focus on cost stimulated rapid growth for the GPOs and by 2007 there 

were hundreds of healthcare GPOs. It is estimated that today there are over 600 GPOS.64-67 

The Healthcare Supply Chain Association (HSCA) differentiates GPOs: 

They vary greatly in size, type of ownership and services they offer. Some GPOs are 
owned by hospitals, while others do not have a link to the facilities they serve. Some 
GPOs serve non-profit organizations, others serve proprietary facilities and some serve 
both. Some GPOs offer hospitals the ability to purchase nearly every conceivable 
product, while others focus on specific products. 64 

The Office of the Assistant Secretary for Planning and Evaluation (ASPE) report states: 

"The GPO market is relatively concentrated with five GPOs commanding 85-90% of the 

market".14,28,68 While another source states that there are seven large national GPOs in the 

United States.69 In 2014, the United States Government Accountability Office (GAO) 

acknowledged that a small number of GPOs dominate the healthcare market. 67 There are also 

local and regional GPOs. However, their purchase volumes are insignificant compared to 

national GPOS.69 Many of the smaller local and regional GPOs are actually members of one of 

the larger national "parent" GPOs.70 This explains the large disparity in the reported numbers for 

GPOs. 
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Most GPOs charge administrative fees, which are percentages based on the size of the 

contracts. The drug manufacturers are charged these administration fees. The "pay to play" 

payment structure would be considered illegal kickbacks by other industries. 

Medicare and Medicaid Patient Protection Act (MMPPA) of 1987 provides GPOs with "Safe 

Harbor Provision" protection from anti-kickback statutes. The MMPPA states: 

GPOs may be allowed to provide goods or services to a hospital or healthcare provider as 
long as both of the following two standards are met - (1) the GPO must have a written 
agreement with each hospital or healthcare provider, that provides for either of the 
following agreement: (a) The vendor from which the hospital or healthcare provider will 
purchase goods or services will pay a fee to the GPO of3% or less of the purchase price 
of the goods or services provided by that vendor, and (b) In the event the fee paid to the 
GPO is not fixed at 3% or less of the purchase price of the goods or service, the 
agreement specifies the exact percentage or amount of the fee. (2) The GPO must 
disclose in writing to the hospital or healthcare provider at least annually, the amount 
received from each vendor with respect to purchases made by or on behalf of the hospital 
or healthcare provider.64 

The GPOs negotiate the lowest possible prices with manufacturers. GPOs then sign long-term 

contracts with manufactures, locking in prices and restricting any price fluctuations in response 

to market conditions. "GPOs are a major, if not the primary, contributor to the market 

distortions in the healthcare industry in the United States" said S. Prakash Sethi, Ph. D. "Through 

exclusive contracting, which has given GPOs effective control of this industry, they have 

contributed to product shortages and disincentives for legitimate producers to manufacture and 

stock essential drugS.,,71 ,19 

Literature varies extensively regarding impact of GPOs on drug shortages. In order for 

GPOs to secure low prices, a GPO must exercise some measure of monopsony power, which 

raises competition concerns.72 An article by Blair and Piette has described GPOs as having 

monopsony power.72 Monopsony is defined as a "market in which there are 11lany sellers but 
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only a single buyer, who thus is able to control the price and availability of the goods offered".73 

When this occurs, one or a few, purchasers have so much power that they can command lower 

pnces. 

However, Lindsay writes in her paper regarding anti-trusts, that without a company 

controlling 35% of the market, monopsony is unlikely.74 Literature also depicts the GPO 

industry as 0Iigopolistic.68,75,76 An oligopoly is defined as "a market structure in which there are 

only a few firms, each of which is large relative to the total industry".7 Oligopolistic industries 

characteristically have three to four companies that control 50% or more of the market.68 Baye 

explains in his book on Economics and Business Strategy, that the number of companies 

required is not exact and an oligopoly typically can occur when there are between two and ten 

companies.7 The number of GPOs in the industry is reported to be greater than 600 but only 5-7 

firms control 85-90% of the market. Dominance by a few rather than the total number in the 

industry is the determining factor in an oligopoly.77 By definition, the GPO market would be 

considered oligopolistic. 

Key characteristics of firms in concentrated markets include interdependence, strategy 

dependent, and high barriers to entry.78 The Game Theory is used to model behavior in an 

oligopolistic environment.7 In an oligopoly, each player (company) knows that its profit depends 

on actions of the other players. Collusion is a key characteristic of oligopolies. 78 Players collude 

so they can enjoy monopoly benefits. In an oligopolistic market firms may attempt to collude 

instead of compete. 78 When a few firms dominate the market, they can profit by "agreeing" to 

certain behavior that benefits the colluding companies at the expense of consumers and/or 

suppliers. Collusion is illegal in the United States. However, forms of collusion that are not 
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obvious (tacit) are very difficult, if not impossible, to prove. Companies may use nonverbal 

"signaling" to convey information. 

Dr. Sethi in his book "Group Purchasing Organizations: An Undisclosed Scandal in the 

U.S. Healthcare Industry" states that today most GPOs are privately held for-profit 

organizations. He further describes how these big corporate giants seem to put the financial 

interest of their owners above their clients to whom they owe their fiduciary duty.68 Moreover, 

private ownership has permitted most GPOs' financial information to be withheld from the 

public. Sethi also remarked on how the "companies claim to save hundreds of millions of 

dollars", that he feels, has not been substantiated.68 

20 

Lawton Robert Bums, Ph.D., MBA, professor at the Wharton School and lead author of a 

paper prepared for the American Hospital Association (AHA) and the Association for Healthcare 

Resource and Materials Management (AHRMM) shares a different perspective. "Our study 

shows that not only do GPOs provide cost savings, but they help hospitals meet their need for 

physician preference items".79 

In recent years, GPOs have been the focus of lawsuits from small manufacturers and have 

come under fire for unfair competitive behavior, which has initiated investigations by Congress 

(GAO).75,79,80 The government investigation consisted of four Senate judiciary Committee 

Hearings on GPO contracting practices and a succession of GPO performance reviews. The 

Senate requested that the GAO conduct the performance audits.79 The critics of the GPO 

practices demanded the repeal of the safe harbor for the GPOS.79,81,75 

Premier, a national GPO's, relationship with American Pharmaceutical Partners (APP) 

came under scrutiny in an article written by the New York Times (NYT). American 

Pharmaceutical Partners had a national contract with Premier serving 1500 hospitals.68,82 In 
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APP's short history, it recalled 20 different drugs, and the FDA has warned the company three 

times to fix serious quality control problems.82 Premier had a financial interest in APP's success 

as a drug company.82 Premier received a percentage of the money that hospitals spent buying 

APP's drugs.68,82 WillimTI J. Nydam, received stock options ($1.2 million) as an American 

Pharmaceutical director during the time he was executive Vice President ofPren1ier.82 Premier, 

by promoting the pharmaceutical company as one of its "elite" suppliers, literally turned a non

asset company into one that raised $144 million in its initial public offering. 82 

The NYT reported that Senator Kohl, chairman of the antitrust subcommittee, referred to 

the incident as "scandalous". 82 The NYT article was released March of 2002 and in April 2002 

the Senate held a hearing to review GPO practices. During the hearing Senator Kohl demanded 

that within 90 days GPOs produce a code of conduct. 83 In response to the GAO investigations, 

the Healthcare Supply Chain Association (HSCA) made a decision to implement a code of 

conduct in an attempt at self-regulation. Furthermore, Premier, one of the largest GPOs, adopted 

additional principles to regulate contracting practices.79 Critics to self-regulation argued that the 

code of conduct was voluntary, non-uniform, reversible, non-enforceable and did not carry any 

penalties for GPOs that were non-compliant. 79 The GAO reported the results of the audits that 

were performed in 2002 and 2003 and found that prices were not always lower when purchased 

by the GPO.75 GPO prices were often higher than when hospitals independently negotiated with 

venders.75,84 The latest GAO report (October 2014) looked at the funding structure of the GPOs. 

The GAO found that the literature and views of experts varied greatly. Consequently, the GAO 

investigation was inconclusive stating that there is very little empirical evidence available to 

either support or contradict claims one way or another.85 
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The GAO stated that revoking safe harbor could disrupt the healthcare supply chain in the 

short-term.85 However, GPOs and hospitals are likely to adapt to the new market environment in 

the long-term.85 It was decided that repealing the safe harbor provision would need further 

investigation and clearer understanding of the impact of the GPO funding structure and the 

implications to hospitals.85 

Healthcare Facilities 

The healthcare experts at the University of Pennsylvania-Wharton predict the trend of 

hospital consolidations will continue at a fast pace, particularly as health systems move more 

toward Accountable Care Organizations (ACO) in response to the Affordable Care Act (ACA).86 

It is well documented that the ACA has stimulated a wave of hospital consolidations as hospitals 

band together to gain power in an uncertain economic environment. 86-89 The ACOs tie 

reimbursement amounts to improvements in quality and reductions in the total cost of care. In 

order for hospitals to survive in a tough economic environment, there has been an increased 

number of mergers and acquisitions in attempt to gain market share, to take advantage of 

economies of scale, to improve leverage with managed care plans, to reduce administrative cost, 

to improve access to capital, and to limit duplication of clinical programs. 90 Data from the 

American Hospital Association (AHA) shows the number of hospitals in 1993 was 5,261, and by 

2013 the number decreased to 4,974.91 The biggest decrease was in the rural sector with the loss 

of278 hospitals compared to 9 in urban areas.91 The trend for independent hospitals is to be 

incorporated into healthcare systems that have an affiliation with academic medical centers. 87 

Similar to drug manufacturers, hospitals cut costs and control cash flow using 'just-in

time" inventory practices. This inventory approach has exacerbated the drug shortages for 
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healthcare facilities because they do not have enough inventories to buffer against the impact of 

the unexpected interruptions in drug supplies. 8,21,57 

Furthermore, hospitals with good intentions may contribute to the drug shortages by 

stockpiling drugs that are or are rumored to be in short supply.92,93 In 2011, a survey from the 

American Hospital Association indicated that 85% of hospitals purchased excess inventory in 

response or anticipation to drug shortages. 21,94 Hoarding in anticipation of or during a shortage 

can exacerbate the shortage and can cause a supply and demand mismatch.59,92 Some hospitals, 

due to stockpiling or hoarding of drugs, may have an abundance, while other hospitals are unable 

to secure enough to fulfill daily requirements. Hospitals that stockpile can cause artificial 

shortages by draining the supply chain and can exceed manufacturers ability to meet the quantity 

demanded. 59 Additionally, holding excessive inventory increases hospital costS.92 With the 

overstocking of inventory, drugs may expire and hospitals may be forced to discard expired 

drugs and thereby increase waste. 

Unintended consequences may occur when hospitals are desperate to provide drugs that 

are no longer attainable through their customary supply chain process. In many instances, 

hospitals turn to compounding pharmacies.95-97 The FDA defines cOlnpounding as "a practice in 

which a licensed pharnlacist, a licensed physician, or, in the case of an outsourcing facility, a 

person under the supervision of a licensed pharmacist combines, mixes, or alters ingredients of a 

drug to create a medication tailored to the needs of an individual patient".98 The FDA states that 

compounding phannacies play an important role helping people that have special needs. These 

needs lnay be due to an allergy to an inactive ingredient or for a patient that nlay require a route 

that is not available, such as in liquid or suppository fonns. However, the FDA warns that, 

"consumers need to be aware that compounded medications are not FDA-approved; this means 
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that FDA has not verified their quality, safety, and/or effectiveness. ,,99 Since the drug shortage, a 

new troublesome trend has emerged as firms with pharmacy licenses are making and distributing 

drugs outside the traditional compounding boundaries.99 These operations appear to be acting 

similar to manufacturers formulating large amounts of injectable drugs that transcend state 

boundaries.95
,99 In the U.S., it has been reported that there are 7,500 pharmacies that specialize 

in compounding. 95, I 00 

Multiple mishaps have been linked to the actions of compounding pharmacies in recent 

years. In 2012, an outbreak of fungal meningitis was linked to a compounding pharmacy in 

Massachusetts.99
,101 As of December 2012, tainted steroids were traced to 76 healthcare facilities 

in 23 states. 102 The steroid contamination at least 39 individuals, and there were 620 cases of 

meningitis and other illnesses reported. 102 It is estimated that 13,534 patients were exposed to 

contaminated drugs through epidurals, spinals, peripheral joint injections, or other therapeutic 

treatments. 103, I 04 The drug shortage has led to a steady increase in the use of compounding 

pharmacies. \05 The FDA does not review formulations for compounding and has no control of 

the quality and consistency of the process. \06 

When drug shortages occur, doctors, pharmacies, and hospitals have to modify 

therapeutic strategies. When a shortage of a primary drug occurs and if a substitute drug exists, 

the sudden increased utilization (unexpected demand) of the substitute drug can cause a 

secondary shortage of that substitute drug.57
,107 This leaves the medical community with limited 

or nonexistent treatment options. 

The drug shortages have been devastating to healthcare facilities. Unexpected shortages 

and the large economic impact due to unanticipated costs have many hospital systems struggling 

to provide adequate patient care. The unanticipated shortage leaves little time for adjustments or 



WHY SO MANY DRUG SHORTAGES 25 

alternative plans. Communication is poor and sometimes nonexistent. In many cases, 

alternatives could have been put in place with prior knowledge of the impending shortages. In 

addition, a study by clinicians at the University of Michigan Health System (UMHS) found that 

annual labor cost for managing drug shortages were estimated at $216 million. 1 
08 In addition to 

the labor cost Premier Healthcare Alliance estimated that acquisition of alternative therapies and 

more expensive drug substitutes could increase hospital cost $200 million annually. 109 The 

increased economic burden placed on already strained hospital systems could be disastrous for 

patients. 

Healthcare Professionals 

A healthcare professional for the purpose of this paper is described as any person that 

prescribes, dispenses, procures, or administers drugs in a therapeutic setting. This definition 

includes physicians, pharmacists, nurses, and other professionals. Each healthcare professional 

provides essential aspects in the pharmaceutical therapeutic milieu. One purpose unites all 

healthcare professionals and that is providing the most efficacious medical treatment possible. 

Drug shortages threaten that universal purpose in several ways. Drug shortages have plagued the 

medical community for a decade or more. The Institute for Safe Medication Practices (ISMP) 

surveyed in 2010 more than 1800 healthcare professionals regarding drug shortages 1 
10 The 

survey responses were: 

Little or no information available about the duration of a drug shortage (85%) 
Lack of advanced warning from manufacturers or FDA to alert practitioners to an 
impending drug shortage and suggested alternatives (84%) 
Little or no information about the cause of the drug shortage (83%) 
Substantial resources spent investigating the shortage and developing a plan of action 
(82%) 
Difficulty obtaining a suitable alternative product (80%) 
Experience a significant financial impact (78%) 
Lack of a suitable alternative product (70%) 
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Substantial resources spent preparing and/or administering the alternative products (69%) 
Risk of adverse patient outcomes (64%) 
Internal hoarding of medications associated with impending shortages (58%) 
Physician anger towards pharmacists/nurses/hospital in response to a drug shortage 
(55%).110 

The survey respondents reported: near misses as approximately 35%; actual errors due to drug 

shortages were reported at approximately 25%; adverse outcomes varied per healthcare 

professionals responding to the survey, ranging from 18-33%.110 In March of2012, the 

American Association of Anesthesiologists (ASA) surveyed 3063 anesthesiologists representing 

50 states and six nations. III Respondents reported that 67% of drug shortages had an impact on 

their patients with less than an optimal outcome; 52.8% experienced longer OR/recovery times; 

27.5% patients complained; 0.2% resulted in patient deaths (6).111 When respondents were 

asked what impact drug shortages had on his/her practice, survey results were as follows: 96.3% 

had to use altenlative drugs; 50.2% had to change the procedure in SOIne way; 7.0% had to 

postpone cases; 4. I ~) had to cancel cases. III 

Shortages have forced pharmacists, physicians and nurses in Inany hospitals to make 

contingency plans for providing safe, effective therapies when required drugs are not available. 

Additionally, drug shortages increase the incidence of drug errors.8
.
57,59.112 Mishaps and errors 

occur more frequently due to unfamiliarity with new agents, concentrations, and drug delivery 

1 d 8 57 II 7 E 1 . b' 'I bI 1'" b Co 'I' nlet 10 S, ' . - ven w len approprIate su stltutes are aval a e, c lnlclans may not e laml Jar 

with dosage conversions and patients nlay be over or under nledicated. 112 Emergencies pose 

even higher incidences of error due to unfamiliar drugs being utilized in fast-paced crises. I 12 

Substitute nledications can also have safety ratnifications due to substitutes being less efficacious 

d/ ' d ' k f'd f~ 8 110 113 114 M 11' f ' an or Increase ns 0 Sl e elects.' .. ore over, a oca1Ion 0 scarce resources 111 the 

form of rationing have occurred as a result of drug shol1ages. Physicians, pharmacists, and 
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clinicians have had to make difficult decisions concerning allocation of scarce resources. 

Rationing of medication has become a reality. I 14,115.116 

There are emotional elements to the drug shortages such as frustration, anger, anxiety, 

and mistrust.57
,1 JO Shortages of chemotherapy medications have forced oncologists to make 

"tragic choices". Dr. Yoram Unguru, an oncologist and faculty member at the Berman Institute 

of Bioethics at 10lms Hopkins University, stated, "It was painful. We kept coming back to wow, 

we've got that tragic choice: two kids in front of you, you only have enough for one. How do 

you choose?" 1 17 Tragic choices are described by Calabresi and Bobbitt: 

Distributions of scarce goods that entail "great suffering or death," Calabresi and Bobbitt 
explain, "arouse emotions of compassion, outrage, and terror," which reveal conflicts 
between, on the one hand, the source of the scarcity and the values used to determine the 
recipients of the scarce good and, on the other hand, "those humanistic moral values 
which prize life and well-being" I 18 

Dr. Kamal Pohar, an urologist at Ohio State University's hospital, said, " I remember 

driving home, wondering if I was making the right calls for my patients." Dr. Pohar expressed 

his anxieties to the New York Times, "I can still feel the stress, I've never been faced with this 

before ".117 Another doctor at a leading hospital admitted, "We've been forced into what we 

think is a highly unethical conler, " I 17 Drug Shortages are extremely frustrating for everyone 

involved, pharmacists, physicians, nurses, and patients.8 Furthermore, professional relationships 

can be compromised when misdirected frustrations turn to anger. 8 

Government Agencies and Regulations 

The Food and Drug Administration (FDA) 

The FDA was formed in response to the 1906 Pure Food and Drugs Act. Harvey 

Washington Wiley was head of the newly founded FDA, which provided unprecedented 
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protection to consumers at that time. I 19 Through the years the FDA changed a great deal. 

Today's FDA is very cOlnplicated conlpared to its genesis in 1906. The FDA is cun"ently 

housed within the DepartInent of Health and Human Services (HHS). The HHS includes the 

Center For Drug Evaluation and Research (CDER) division. Drug shortage issues fall under 

CDER'sjurisdiction. 12o,121 
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In 1999, CDER developed the Drug Shortage Progrmn (DSP) with the intentions of 

Inonitoring and alleviating the ilnpact of drug shortages. 122 The GAO found that until 2011 the 

FDA did not systelnatically nlaintain data on shortages. 123 In 2011, the FDA established a 

database containing shortage infonnation. However, in 2001 due to an increase in the nUlnber of 

drug shortages (120 new shortages) the University of Utah partnered with the Anlerican Society 

of Health-System Phannacists to establish the University of Utah's Drug Infonnation Service 

(UUDIS).123,124 

In 2012, the Committee on Oversight and Government Refonn (HCOGR) presented a 

report to the House of Representatives entitled "FDA's Contribution to the Drug Shortage 

Crisis". 125 The report stated there was a dramatic drop in sterile generic drug production since 

Margaret Hamburg became commissioner. 126 Hamburg promised an aggressive enforcement 

effort to make sure that stringent manufacturing standards are met. 126 The first year Hamburg 

was in office warning letters sent to drug manufactures increased 42%.125,126 The HCOGR 

alleged that the shortages were largely due to aggressive regulatory actions by the FDA. 125,127 

FDA warning letters contained threats of legal action and seizure of products. 128,129 Letters sent 

out to manufacturers in some cases resulted in the companies halting drug production. 130,125 Four 

out of five U.S. generic injectable drug manufacturers were essentially required simultaneously 

to halt production in order to address FDA warnings. 126 The committee reported that FDA 



WHY SO MANY DRUG SHORTAGES 29 

regulatory activity shut down 30% of the total manufacturing capacity of four large producers of 

generic medications. 125 

Temporary closure of one manufacturing facility can lead to over burdening of other 

facilities and result in an inability to increase supply to meet the new demand. The HCOGR 

claimed that FDA warning letters increased 42% (474 to 673) between 2009-2010 and 156% 

(673 to1720) between 2010-2011. 125 However, this data is somewhat misleading. The statistics 

the HCOGR quoted is the total number of warning letters sent out from the FDA. The FDA 

statistics for warning letters exclusively from the CDER (division responsible for drugs) for 

2009-2010 increased approximately 53% (112 to 171) and in 2010-2011 warning letters 

decreased approximately 37% (171 to 108).128 CDER represented only 25.4% (171 of 673) in 

2010 and 6.2% (108 of 1720) in 2011 of the total warning letters sent out by the FDA.128 

The FDA was quick to refute the HCOGR allegation. Jeanne Ireland, FDA Assistant 

Commissioner for Legislation, wrote that the FDA was not the root cause of the drug 

shortage. 131 ,132 She stated that more than half of all the drug shortages were due to 

manufacturing quality and production problems. 131,132 FDA violations at the four largest generic 

injectable drug manufactures included the presence of endotoxins, glass and metal particulates 

contamination, aseptic manufacturing and crystal formation in injectable solutions. l33 Ireland 

also pointed out that the largest increase of warning letters in 2011 were sent to the Center for 

Tobacco Products (1040 of 1720) which accounted for 60% of the total warning letters sent out 

by the FDA. 128,l31,l32 

The Deputy Commissioner of the FDA and senior policy advisor to the Centers for 

Medicare and Medicaid Services, Dr. Scott Gottlieb, testified that outdated policies and 

inflexibility are major contributors to the drug shortage. 125 Dr. Gottlieb wrote: 
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With its vigilance heightened, the FDA has required manufacturers to undergo major 
plant renovations, suspend facilities or stop shipping goods from suspect production 
lines. The FDA and the manufacturers often don't understand the drug-production 
processes well enough to detect the root cause of problems. Instead of calling for 
targeted fixes of troubled plants, the agency has often required manufacturers to 
undertake costly, general upgrades to facilities. As a result, in 2010, product quality 
issues - and the subsequent regulatory actions taken by FDA to address these problems
were involved in 42% of the drug shortages. 125 

The oversight committee questioned why the FDA mandated practically all of America's main 

manufactures of sterile generic injectables to upgrade facilities at the same time. 125 The HCOGR 

alleged that by forcing this remediation the FDA essentially decreased available manufacturing 

capacity by 30%.125 

The FDA has limited control over manufacturing; it cannot require a manufacturer to 

increase capacity, capability, or redundancy. 134 The FDA cannot demand that a manufacturer 

make a specific drug, maintain a specific drug inventory level, or interfere with business 

decisions to discontinue specific drug lines. 134 The FDA also lacks the authority to require 

manufacturers to provide the agency with information about potential or current shortages and 

must rely on voluntary reporting135 Furthermore, the FDA lacks the authority to impose 

penalties on companies that do not submit reports on discontinuations. 135 The FDA must 

approve all prescriptions drugs sold in the U.S. regardless of where they are manufactured. 136 

This is to ensure safety and efficacy requirements. In an interview with Drug Controller General 

of India, Dr. G N Singh stated: "If I follow US standards, I will have to shut almost all drug 

facilities" 137 Dr. Singh went on to say, "The FDA may regulate its country, but it can't regulate 

India on how India has to behave or how to deliver." 138 He added, "We don't recognize and are 

not bound by what the U. S. is doing and is inspecting," 138 
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On October 31,2011 President Obama issued an executive order expanding the FDA's 

influence. As follows: 

Executive Order 13588: 

31 

Sec. 2. Broader Reporting of Manufacturing Discontinuances. To the extent permitted by law, 

the FDA shall use all appropriate administrative tools, to require drug manufacturers to provide 

adequate advance notice of manufacturing discontinuances that could lead to shortages of drugs 

that are life supporting or life sustaining, or that prevent debilitating disease. 

Sec. 3. Expedited Regulatory Review. To the extent practicable, and consistent with its 

statutory responsibility to ensure the safety and effectiveness of the drug supply, the FDA shall 

take steps to expand its current efforts to expedite its regulatory reviews, including reviews of 

new drug suppliers, manufacturing sites, and manufacturing changes, whenever it determines 

that expedited review would help to avoid or mitigate existing or potential drug shortages. 

Sec. 3. Review of Certain Behaviors by Market Participants. The FDA shall communicate to 

the Department of Justice (DOJ) any findings that shortages have led market participants to 

stockpile the affected drugs or sell them at exorbitant prices. The DOJ shall then determine 

whether these activities are consistent with applicable law .... 139 

The Medicare Modernization Act 

The Medicare Modernization Act (MMA) of 2003 (implemented in 2005) has been cited 

repeatedly in the literature as a cause of the drug shortages. Basically, the MMA changed the 

formula for which Medicare and Medicaid Services (CMS) are reimbursed for Medicare Part B 

(outpatient program) drugs. 126 Before the enactment ofMMA the cost for injectable drugs that 

were administered in an outpatient settings by physicians were reimbursable on a formula based 

on the "Average Wholesale Price"(A wp).126 Oncologists prior to MMA used the "buy and bill" 
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reimbursement scheme to administer chemotherapy, which could be quite lucrative. 126 An 

oncologist buys the cancer medications, administers it to the patients and subsequently bills 

32 

Medicare and insurance companies for the costS. 14
0,141 Medicare reimbursed physicians at 95% 

of the A WP. Due to unrestricted price setting by the manufacturers, an oncologist paid 66% to 

88% of the drug price, resulting in Medicare overpayments of $1.6 billion annually. 141,142 

Former White House advisor, oncologist Ezekiel J. Emmanuel, stated that essentially Medicare 

and insurance companies were charged using made-up "average wholesale prices". 140 The 

substantial markups in reimbursement of chemotherapy drugs have been a long-standing practice 

by private oncologists. 143 Oncologists countered in a report to United States General Accounting 

Office that Medicare's payment system does not sufficiently reimburse for the cost of 

administering chemotherapy. 144 

In 2005, the implementation ofMMA changed the pricing reimbursement formula to 

average sales price (ASP) plus 6% markup to cover administrative costs. 140-142 Much of the 

literature points to the new reimbursement formula as a factor with unintended consequences that 

result in drug shortages. The MMA is referred to as a "price control" that prevents prices from 

rising in response to market changes. 141,145 Dr. Emmanuel reiterated that the MMA had 

unintended consequences of restricting price increases greater than 6% every six months. 140 A 

professor at Columbia Business School, Awi Federgruen, blamed drug shortages on government 

price controls that limit manufacturers profit margins to 6%.146 In December 2011, Patrick 

Cobb, an oncologist from Montana, testified to the United States Senate Committee on 

Finance. 147 He believes that the MMA is responsible for the consolidation of the generic 

manufacturing market and therefore it is the root cause of drug shortages. 147 Furthermore, he 

testifies that the reimbursement system that was set up by the MMA is the underlying reason that 
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drug shortages occur. 147 Reporting MMA as a root cause is limited to literature focused 

exclusively on oncology drug shortages. However, in 2011 oncology drugs comprised only 16% 

of the total drug shortages. IS A study by Evan A. Krasomil, (prepared for Senator Robert P. 

Casey, Jr) "Measuring the Impact of the Medicare Prescription Drug, Improvement, and 

Modernization Act of2003 on Shortages of Sterile Injectable Oncology Drugs,,141 found: 

Contrary to the assertions made by Emanuel and others - that reimbursement rates are 
being prevented from rising by more than 6% every six months -rates for sterile 
injectables examined here, particularly generic, commonly rose by more than 6% 
between quarters. In some cases, reimbursement rates for a number of drugs examined 
here rose by hundreds or thousands of percentage points between quarters ... 
Examination of changes in reimbursement rates following the implementation of MMA 
indicate that, contrary to what many who have written or spoken on the topic of oncology 
drug shortages state, the new rate formula of ASP plus 6 percent does not appear to be 
capping the rate at which reimbursement rates for drugs can rise. Indeed, the MMA 
formula uses the "average sale price"(ASP) of a drug to set reimbursement rates; this is a 
market driven formula dictated by the actual selling price of a drug, not- as it has often 
been characterized - a "Price control" set by the federal government. 141 

In a 2014, the GAO report to Congress regarding the impact ofMMA on the drug 

shortages was evaluated. The GAO reported that four of the five manufacturers claimed that the 

change in Part B reimbursement did not playa major role in the cause of drug shortages I23 

Additionally, it was stated that the change in Part B had a negligible effect because 

reimbursement was paid to the physicians and not the manufacturers. 123 Moreover, the 

preponderance of generic sterile injectables are utilized in an inpatient hospital setting and 

therefore not reimbursed under Medicare Part B. I23 

Drug shortages were also reported outside of the U. S. and Canada. Margaret McCartney, 

a general practitioner in Glasgow, stated in British Medical Journal (BMJ) that drug shortages 

were not only a United Kingdom (UK) problem but also a global problem. 148 McCartney went 

on to say, "This global problem needs a global solution. A stable supply of (usually) cheap 
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useful drugs should be an international priority, and if free markets can't Inanage it then we need 

a systeln that can.,,148 A survey conducted by the European Association of Hospital Phan11aclsts 

(EAHP) revealed that drug sholiages are widespread, and affect virtually every European 

nation. 149 The survey showed drug shortages throughout a11111edical categories. 149 SOll1e 

Europeans are concerned because the dlug shortages in Europe SeelTI to be 1110ving in a Olninous 

direction including 1110re critical drugs such as antibiotics, cancer drugs, anesthetics, and 

emergency medicines. 149 A 2015 study, Insights into European Drug Shortages: A Survey of 

Hospital Pharmacists, discovered a majority of the respondents identified anti-infective 

medications in conjunction with cancer drugs as being affected most by the shortages. 150 

Generic, less expensive injectables were predominant in the drug shortage categories. ISO 

Patients 

The impact of the drug shortages on patients has been well documented.22,94,ISI The 

patients have had to contend with delayed treatments, canceled surgeries, inadequate clinical 

outcomes, and increased risks including death. 94, I 10 Drugs including antibiotics, anesthetics, 

chemotherapeutic drugs, and cardiac medication are just a few of the medications that are in 

short supply. When generic drugs are unavailable, expensive brand name drugs, that are not as 

effective, may be used as substitutes. Insurance companies may not cover the substitute 

medications because they are not considered the first-line treatment. 

Patients may incur higher treatment costs due to drug shortages. Patients' clinical 

outcomes also have been affected by using replacement drugs that are not as efficacious as the 

fi 1· h 8110113 2 lrst Ine t erapy.' , In 011, at least 15 deaths and several adverse outcomes have been 

·b d h dru h 113 152 153 . . attn ute to t e g s ortage. ' , FrustratIon, anger, and betrayal penneate the lIterature 

with anecdotal accounts of personal tragedies and challenges. Mary Greene, assistant director of 
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development services at Colulnbia Law School, could not find treatment for her bladder cancer 

due to the unavailability ofBCG, a cancer medication. 154 Greene scoured the Internet until she 

was able to find isolated doses at various hospitals. Greene told the Wall Street Journal, "This 

totally took nle by surprise. It was the very first tilne I had to think about the drug cOlnpanies as 

failing the people that they're supposed to be there for.,,154 

Wholesalers/Distributors 

Wholesalers purchase drugs from manufacturers and distribute them to pharmacies 

hospitals, and other healthcare facilities. In addition, they may provide other services such as 

repackaging of pharmaceuticals and drug buy-back programs. 136 Manufactures supply 

pharmaceuticals to wholesalers and self-warehousing chain pharmacies. 136 The typical 

pharmaceutical flow through the pharmaceutical supply chain as explained by a Kaiser Family 

Foundation paper stated: 

Pharmaceuticals originate in manufacturing sites; are transferred to wholesale 
distributors; stocked at retail, mail-order, and other types of pharmacies; subject to price 
negotiations and processed through quality and utilization management screens by 
pharmacy benefit management companies (PBMs); dispensed by pharmacies; and 
ultimately delivered to and taken by patients. 155 

The wholesale market has experienced a period of consolidation, which has left three of 

the largest national drug wholesalers (AmerisourceBergen, Cardinal Health, and McKesson) with 

90% of the market share. 155 Regional and secondary wholesalers comprise 10% of the market 

share. 136 In the past, pharmaceutical wholesalers traditionally functioned to receive products 

from manufacturers, warehouse the products, and manage the inventory. 155 Today, wholesalers 

have expanded into specialty drug distribution, electronic order services, reimbursement support, 

repackaging of pharmaceuticals, and drug buy-back programs, as previously mentioned. 155 In 

the generic market, the wholesalers have more bargaining power than they do with the brand 
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pharmaceuticals. This is due to the ability of wholesale distributors to drive market share or to 

increase the volume sold. I55 The pharmaceutical supply chain is complex and the flow of money 

among various entities makes it difficult to follow the money trail. 61 There can be substantial 

disparity in the price that different purchasers pay for the same drugs. 155 

Drug shortages have created an environment that is conducive to gray markets. Gray 

markets are supply channels that are unofficial and not authorized by the original manufacturer. 

Gray markets may also be referred to as "parallel markets". 156,157 During drug shortages, 

hospitals are unable to get scarce drugs through the normal supply channels. Gray markets can 

emerge in markets where products are scarce. During drug shortages, secondary wholesalers buy 

all available drugs on the shortage list taking advantage of the opportunity to sell the drugs at 

extremely high prices. As the number of drugs in short supply increased, hospitals began 

receiving calls from secondary wholesalers that were interested in selling specific drugs (at 

inflated prices) that hospitals were unable to find elsewhere. 158 

In 2011, Premier Healthcare Alliance surveyed all of its acute-care hospitals inquiring 

about unauthorized offers to sell drugs that were in short supply. 156 Within a two week period, 

1745 examples of gray market offers were reported from 42 acute-care hospitals. 156 Of the 1745 

drugs offered, all were on backorder from the manufacturer and unavailable to hospitals through 

any other legitimate channel. 156 The largest markups were the ones needed to treat the critically 

ill patients. Figure 3 from Premier Healthcare Alliance shows drug markup versus drug/care 

categories. 156 
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Examples of 10 highest recorded markup offers by drug name, care category 

5000% a. 
::J 4500% 

..-: 4000% n; 
::E 3500% 

Q) 30()()% 

C) 2500% 
J9 
c: 2000% 
Q) 

1500% 
~ 
Q) 1000% 

Q. 
500% 

Figure 3. Highest Drug Markups 156 

Findings from the House Committee on Oversight and Government Reform (HCOGR) 

reported that some injectable drugs "leak out" into gray market distributions and never reach the 

intended healthcare providers. 158 The gray market distribution consists of a number of different 

companies that buy and resell drugs to each other (with markups at each phase of the journey) 

before they reach their ultimate destination of the healthcare provider. 158 In addition, the 

HCOGR report found that: 

"Fake Pharmacies" Acquire Prescription Drugs from Authorized Distributors and then 
Sell Them Into the Gray Market ... 
"Drug Brokers" Recruit Pharmacies to Purchase Drugs for the Gray Market ... 
Gray Market Business Practices Are Widespread ... 
Gray Market Drugs Are Marked Up as They Quickly Pass from Owner to Owner ... 
Gray Market Companies Sometimes Charge Hospitals Significantly Different Prices for 
the Same Drug Product on the Same Day ... IS8 

How a Typical Drug Chain Should Work: 

hup:llden:tocrats.oversight.house.gov/inyestigatiQns/investigation-of-the-graY-lDarket 

Figure 4. How Typical Drug Chain Should Work 
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Figure 5. How the Current Drug Chain Works 
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Figure 6. Gray Market Product flow 

Figure V - "Gray Market n Shipment of 25 Vials of 2.5g/50mL Vials of Fluorouracill 

Markup = 8471% 
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Pur chase Price Per Vial $7 $50 $69 $95 $275 $375 $600 

Figure 7. Example of a Fluorouracil Shipment Through the Gray Market 

38 



WHY SO MANY DRUG SHORTAGES 39 

Other concerns about gray market drugs relate to the safety of the products. Due to the 

unpredictable path the injectable drugs follow, it would be impossible to know if the drugs were 

stored or handled appropriately. The Fox Chase Cancer Center in Philadelphia told the HCOGR 

committee, "If I can't be absolutely sure of the integrity of the drug, then I can't administer it to 

a patient.,,158 A drug from the gray market doesn't have the same quality assurance; there is no 

way to insure a drug's legitimacy or its pedigree. The FDA describes a drug pedigree as: 

A drug pedigree is a statement of origin that identifies each prior sale, purchase, or trade 
of a drug, including the date of those transactions and the names and addresses of all 
parties to them. Under the pedigree requirement, each person who is engaged in the 
wholesale distribution of a prescription drug in interstate commerce, who is not the 
manufacturer or an authorized distributor of record for that drug, must provide to the 
person who receives the drug a pedigree for that drug. 159 

Making the gray market drug problem even riskier is the possible introduction of 

counterfeit drugs into the gray market drug distribution chain. Counterfeit drugs are defined as 

drugs that may not have active ingredients (AI), may have too much or too little AI, wrong AI, or 

fake packaging. 160 According to the FDA, there is a greater chance of introducing counterfeit 

drugs into the supply chain when there are multiple wholesalers. 161 Primary and regional 

wholesalers work directly with manufacturers and are not usually a source of entry for 

counterfeit drugs. 162,163 Conversely, secondary wholesalers buy and sell drugs based on market 

shortages and surpluses. 162 Secondary wholesalers do not work directly with manufacturers. 162 

They also package and repackage drugs thus providing opportunity for the introduction of 

counterfeit medications into the system. 162 It has been reported that 40% of all drugs in the U.S. 

are made overseas. 160 In addition, 80% of all active ingredients for drugs are imported from 

foreign manufacturers located in more than 150 countries. 164 Rogue wholesalers have found 

ways to exploit the system to manipulate their way into the distribution chain. In addition to the 
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harmful affects on patients, the counterfeiters are able to exploit healthcare systems and patients 

by charging exorbitant prices. 162 Counterfeit drugs have increased the cost of healthcare while 

endangering the lives of patients. The drug shortages have encouraged the influx of counterfeit 

prescription drugs into the United States. 

Insurance Companies 

A literature research review considering insurance companies' role in the drug shortages 

did not expose any direct or indirect association. However, insurance companies may affect the 

patients' access to affordable medication since the insurance companies may not pay for 

alternative therapies. 165 Increased cost for substitution drugs mayor may not be covered by 

third-party payers. According to a survey by the National Community Pharmacists Association 

(NCPA), 520/0 of respondents reported that insurance companies do not cover alternative 

treatments and the patient bares the brunt of paying for the substitute drugs. 165 The survey 

respondents reported that 66% of patients go without their prescribed drugs as a result of the 

drug shortage. 165 

Raw Material Suppliers 

The American drug supply chain is complicated and dependent upon a global supply of 

raw materia1.60
,61 Drug manufacturers may be reliant on a single supplier of an active ingredient 

for a particular drug. 8, 123 While there may be multiple manufacturers making the same 

medication, the dependence on one source for raw material makes the upstream supply chain 

tenuous.8
,160 Quality control presents a challenge due to the vast number of outsourced suppliers 

located in hundreds of foreign countries. 123,160 Testimony to the GAO manufacturer 

representatives stated that the unavailability of raw material or AI has been the cause of some 

drug shortages; however, it was a small percentage.123 FDA data analysis revealed that between 
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2011-2013 unavailability of raw material accounted for 9% (see Figure 8) of drug shortages. 123 

Figure 8. Reported Causes of Drug Shortages from January 2011 through June 
2013 

Source· GAO analysis of FDA data. 

loss of manufacturing site or site change 

Increased demanda 

Active pharmaceutjcal ingredient (API) or 
non-API component Issueb 

Product discontinutation 

Manufacturing delays and capacity issuesc 

Quality problemsd 

Figure 8. Causes of Drug Shortages January 2011 Through June 2013 

Erin Fox, Director Drug Information Service University of Utah Healthcare, in a presentation 
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focusing on drug shortage "Myths vs. Reality" stated that unavailability of raw material is rarely 

the cause. 166 Raw material shortages may be due to numerous factors, including political 

conflicts, natural disasters, environmental factors, trade disputes, and degradation or 

contamination during transport.8 Packaging components and repackaging problems could also 

interfere with the supply of available raw material. However, after extensive research, it does 

not appear that the lack of raw material is a major factor in drug shortages?8,166 
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Methodology and Study Design 

This qualitative explanatory paper attempts to clarify conditions that have led to critical 

drug shortages in the U. S. Stakeholder analysis and evaluation of the pharmaceutical market 

environment are the primary tools used to examine market behavior. These are examined in three 

stages: 

1. Information collected by reviewing literature, white papers, interviewing subject-matter 

experts and examining government agency reports. The research concentrates on information 

regarding what is known about the drug market environment, market behavior and stakeholder 

involvement. Stakeholders' interests and positions via "stakeholder analysis" in relation to the 

generic drug shortages are examined. 

2. Each stakeholder's position is compared to established economic theories to shed light upon 

its role and possible contribution to the generic drug shortage crises. 

3. Findings of the stakeholder analysis and market evaluation are summarized and added to the 

conclusion section, thus forming a clearer explanation of the drug shortage. 
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Conceptual Framework: 

u.s. Drug Shortages: Stakeholders' Analysis and Market Evaluation 
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Figure 9. Conceptual Framework: U.S. Drug Shortages: Stakeholders' Analysis and Market Evaluation 
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Results 

Material accumulated from the literature review and stakeholder analysis fell into four 

categories. Primary effects are factors that are stated to directly impact drug shortages. 

Secondary effects do not directly impact drug shortages; however, they exacerbate existing drug 

shortages. Safety issues are unsafe conditions created by stakeholders or drug shortages. 

Consequences of drug shortages are conditions that are created as a result of the drug shortages. 

Table 1. Lists the results on each stakeholder. 
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HEALTHCARE 
FACILITY 

HEALTHCARE 
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As a result drug 
shortages: 
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- Increase Cost of 
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As a result drug 
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Emotional Stress: 
* Anger 
* Frustration 
* Anxiety 
* Mistrust 
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- Some Secondary 
Wholesalers 
Became the Gray 
Market 
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INSURANCE 

Supply Chain for 
Raw 

Material 
- Outsourced Suppliers 

In 150 Different 
Countries 
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2013) Primary Cause 
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Table 1. Stakeholder Analysis Drug Shortage Results 
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After an extensive literature review, government reports, subject expert testimonies, and 

interviews, four of the nine stakeholders fell into the "Primary Effects" category. In Table 1, 

drug manufacturers, government agencies' regulations, GPOs, and raw material suppliers are 

cited most often as a primary or a root cause of the sterile injectable drug shortages. Of the four 

stakeholders designated as primary causes of drug shortages, drug manufactures were most often 

cited as the root cause. Over-aggressive government agencies' regulations and enforcement 

activities are cited for shutting down or holding up production at drug manufacture sites. GPO 

research material lacked empirical support, however, it was frequently cited as a root cause. 

Lack of raw material is named least often as a root cause of the sterile generic drug shortages. 
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Review of the literature placed drug manufactures, healthcare facilities, and wholesaler 

distributors in the "Secondary Effects" category. The JIT inventory process was asserted to 

exacerbate shortages in both manufacturing and healthcare facilities. While stockpiling, hoarding 

and diverting are attributed to secondary wholesaler distributors. When first line drugs are 

unavailable, healthcare facilities inadvertently cause secondary drug shortages of substitute 

drugs. Business decisions focus on opportunities that yield better profit margins exacerbating 

drug shortages by producing less or eliminating drugs in short supply. 

The "Safety Issue" category includes both stakeholders that cause the safety issue and 

stakeholders that are affected by the safety issue. Eight of the nine stakeholders are associated 

with safety issues. Patients are the only stakeholders that are exclusively affected by safety 

issues. The other seven stakeholders are contributing causes of safety issues. Safety issue 

conditions may be inadvertent, unintended, or forced on stakeholders. However, stakeholders 

are responsible for safety issues that originate in their domain. Only the GPOs were excluded 

from the "Safety Issue" category. 

As a result of drug shortages several ancillary conditions developed. While these 

conditions do not playa role in the root cause of drug shortages they have a significant affect on 

stakeholders and the market environment. Five stakeholders are assigned to the "Consequences 

of Drug Shortages" category. Manufactures are responsible for supplying the market with 

generic drugs. As a result of the industry's inability to fulfill that obligation several conditions 

have developed such as the expansion of compounding pharmacies, gray markets, and increased 

opportunity for counterfeit drugs to enter the supply chain. Healthcare facilities have incurred 

significant expenditures relating to the procurement, management of alternative therapies, 
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increased stocking and wastage cost (stockpiling and hoarding), and the use of compounding 

pharmacies when other choices are unavailable. 
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Clinical situations that are less than optimal expose healthcare professionals to emotions 

such as increased anxiety, frustration, anger, and mistrust. Drug shortages place healthcare 

professional in circumstances that are clinically substandard. Patients incur treatment delays, 

cancelled surgeries, and increase cost as a result of drug shortages. As a result of drug shortages, 

secondary wholesaler distributors use drug shortages to their advantage by procuring and 

diverting drugs that they eventually sell at significantly increased prices. 

Discussion 

Why are there so many drug shortages in the U. S.? The answer is complex and involves 

many factors. F our out of nine stakeholders are reported as primary causes of the drug 

shortages. Particularly, Drug manufacturers, government agencies' regulations, GPOs, and raw 

material suppliers are cited most often as "primary or a root causes" of the sterile injectable drug 

shortages. 

Drug manufacturers 

Stakeholder investigation of generic drug manufacturers as the source of drug shortages 

appears like a logical place to begin. Information collected about generic drug manufactures can 

be classified into four different categories: Primary Effects, Secondary Effects, Safety Issues, 

and Consequences of Drug shortages (Table 1). 

The generic drug market in 2013 was valued at $168 billion and expected to reach $283 

billion by 2018 growing at a cOlnpound aIu1ual growth rate (CAGR) of 11 %.167 The majority 

(80%) of shortages are concentrated in the sterile injectable generic market despite the fact they 

comprise only 29% of the entire generic market.s It is interesting to note that these sterile 
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injectables are older drug products and have very low profit margins. The demand for these 

drugs remains steady and is the foundation of many clinical specialties. Market forces apply 

downward pressure on the prices of these generic drugs. Market forces include GPOs, 

government policies, insurance reimbursement plans, intense competition among generic 

manufactures, and large healthcare systems' buying practices. A declining supply of a drug does 

not necessarily result in an increase in price of that respective drug. The generic market 

historically has been relatively unresponsive to price changes. 1,168 

Intense competition for big institutional contracts with group purchasing organizations 

(GPOs) has caused many generic companies to commit to long-term agreements. Moreover, the 

conditions of the generic manufacturing facilities have been described as timeworn with need of 

updating.25 When unanticipated interruptions of production occur and a facility is already 

operating at capacity without redundancy, there is little chance of increasing capacity to meet 

unanticipated demand. With a limited number of manufacturers supplying a specific generic 

injectable, when one manufacturer develops a problem, it is not possible for the other 

manufacturers to make-up the manufacturing shortfall. Due to low profit margins, there is no 

incentive for other manufacturers to "fill the gap" between supply and demand. Long-term 

contracts make it impossible for the manufactures to increase drug prices; thus, short-term 

adjustments are difficult or nearly impossible to make under uncertain circumstances. 

It is well documented that the generic companies have limited capacity.21,25 The generic 

pharmaceutical subsector lacks the capacity to manufacture both the older less expensive generic 

drugs and newer more profitable drugs under these competitive circumstances. 14 Management 

makes business decisions based on allocating resources so that profit maximization is in the best 

interest of the company. When newly off-patent drugs become available, the generic companies 
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are faced with difficult decisions. The strategy to capitalize on the newly patent-free blockbuster 

drugs has the generic companies eliminating older generic lines that have been manufactured for 

decades. When decisions to narrow product lines are made and discontinuation of less profitable 

sterile generic injectable are eliminated from the portfolio, the market is often left with one 

supplier of the those medications. 

Consolidation has been noted in the sterile injectable generic market with only seven 

primary manufactures and with the top three accounting for 71 % of the market. It is not unusual 

to see consolidation take place in mature markets; however, the hyper-consolidation in the sterile 

injectable generic sector has many in the medical field concerned. Recently there have been 

isolated price increases of some older generic drugs.46
,47 These significant increases occurred 

when there is only one manufacturer supplying a specific drug. When only one supplier is 

producing a sterile generic injectable drug, a monopoly situation may exist if no substitutes are 

available for that drug. This gives the manufacturer monopoly power over that specific drug. 

While some price increases may be the effect of drug shortages and hyper-consolidation, 

the New York Times reported that price increases may be the result of a business strategy of 

acquiring old neglected drugs and selling them as high-priced "specialty drugs".49 A new 

business strategy to make unprofitable products profitable is not unusual. However, when 

ethical and moral norms are compromised, it is extremely unpopular and controversial. I 18,169 Is 

the market attempting to equilibrate? The manufacturer increases the profit margin to such a 

degree that other manufactures enter the market, thus creating competition and putting 

downward pressure on prices until the market reaches equilibrium. This is the way the market is 

expected to work over the long run. Market forces are not sensitive to peoples' health, ethical 



WHY SO MANY DRUG SHORTAGES 

and moral obligations, and emotions. This is one reason the market is unable to equilibrate on 

its own. 
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It is well documented that quality is a major factor in the current drug shortages. 18,23 It is 

difficult to understand why such an exacting manufacturing industry does not have tight quality 

control systems. The evidence is clear that the generic pharmaceutical industry is lacking good 

quality control. Installing tight quality control processes may initially increase the cost of doing 

business. However, to avoid civil and criminal fines, increasing quality control is a necessity. 

While a tighter quality control process will decrease the number of legitimate errors missed, it 

may increase the number of inappropriately identified errors, which will also increase the cost of 

doing business. This may be a challenge for generic pharmaceutical companies due to such low 

profit margins on their products. Under these market conditions it is not surprising that 

manufactures are unable or unwilling to invest in new equipment and quality control systems to 

meet the FDA's Current Good Manufacturing Practices (CGMP). 

Government Policies and Regulations 

The pharmaceutical industry is heavily regulated. One purpose of government regulations 

is to protect consumers from the abuse ofa firm's market power. The FDA regulates food and 

drug producers placing emphasis on purity, labeling, and product safety. If this is the case, then 

why is a heavily regulated industry having major difficulties meeting and sustaining quality 

control? One possibility that may explain this situation is that regulations are not being enforced 

appropriately. Another explanation is that regulations do not ensure quality outcomes. It is also 

possible to have a combination of both, inappropriate enforcement and ineffective regulations. 

The literature suggests that it is the combination that is most likely. Over-regulation that is too 

restrictive will have negative economic consequences on the industry as a whole. Inflexible, 
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outdated regulations that are not updated and revised can impose unnecessary burdens on the 

regulated industry in question. 
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With globalization of the phannaceutical industry, it is virtually ilnpossible for the FDA to 

exert its regulatory power over 150 countries that supply the phalTIlaceutical industry. Many of 

these countries function with less sophisticated manufacturing and regulatory systems. This 

presents a conflict since the U.S. generic drug nlanufacturers outsource Inany different drug 

components to foreign suppliers. This includes 300,000 foreign facilities that expo11 FDA

regulated products to the U.S .. 164 The FDA has not kept up in the globalization Inovement and 

does not have nlethods, authority, or resources to function in this new environlnent. 61 The GAO 

in 2009 estinlated that it would take nine years for the FDA to inspect all the foreign companies 

on the list. 17o The list of conlpanies and facilities has grown since 2009. According to FDA 

data, drugs were nlanufactured in 1110re than 100 countries in 2009 cOlnpared to 150 countries in 

2013. 170 Due to lack of FDA resources, the foreign sector supplying the generic drug 

Inanufacturers lacks oversight and is under regulated. 

Since dnlg shortages are not unique to the U.S., it seelns appropriate to develop sOlne fonn 

of global partnership to nlanage and mitigate the unchat1ed waters of regulated globalization of 

the pharmaceutical industry and its supply chain. Due to loose control over foreign contractors 

and questionable quality control at generic manufacturing sites, there have been many mishaps 

and drug recalls. This produced a knee-jerk reaction froln the U.S. govenlnlent and the FDA. 

[ncreasing oversight, the FDA focused on the sterile generic drug Inanufacturers. This activity 

essentially halted production in four out of the five Inajor generic dnlg Inanufacturers. This 

action decreased production capacity 30% for the entire sterile generic phannaceuticallnarket. 
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Appropriate regulatory oversight is imperative. As shown in the U.S. and global drug market, 

either too much or too little regulation can have devastating and far-reaching effects. 

Another important component of FDA regulations is the efficiency of the regulations 

themselves. It has been suggested that the FDA regulations and enforcenlent methods are rigid, 

unbending, and out-of-date. Good manufacturing regulations when followed by the drug 

nlanufacturer should produce a quality product. Regulations should add value to the product and 

process. This should not be a burdensome procedure that only increases the cost of production 

without ensuring an increase in quality. The U.S. generic drug industry seems to have a plethora 

of regulations without the concurrent increase in quality. Regulations need to be evaluated and 

updated to nleet the needs of a changing industry. As all industries tighten their belts and 

become more efficient in order to survive in today's competitive envirorunent, it is essential that 

the FDA do the same. 
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Figure 10. FDA Global Manufacturer Suppliers Under-Regulation vs. FDA Generic Manufactures Aggressive Regulation 



WHY SO MANY DRUG SHORTAGES 56 

Sometimes governments place limits on how prices are allowed to increase or decrease 

and these mandates can affect market equilibrium.7 Government regulations that control the 

price of a product and do not permit the price to increase as demand increases will result in a 

product shortage. 171 The Medicare Modernization Act (MMA) has been reported in the literature 

as government "price control" that has resulted in drug shortages. Interestingly after researching 

and reviewing many articles, one common theme emerged. Only articles regarding 

chemotherapy drugs seem to make this allegation. Chemotherapy shortages comprised only 16% 

to 28% (2009-2014) of the total drugs involved in the shortages. What about the other 72% to 

84% of drugs reported in the shortages? Why has MMA not been as a root cause for the 

majority of all sterile generic injectable drug categories in short supply? 

Medicare Modernization Act part B is warranted in an outpatient setting. This is an 

important piece of the puzzle. Sterile injectable drugs for the most part are utilized in an 

inpatient setting such as hospitals and other inpatient facilities. The exception to this is 

chemotherapy medications, which are administered by an oncologist in an outpatient setting. 

Basically, MMA part B only affects oncologists, which explains why it was found only in 

oncology focused literature. Prior to MMA, oncologists were buying chemotherapy drugs at 

discounted prices while charging marked-up wholesale prices to Medicare. This was quite 

lucrative for the oncologist and had been the standard practice for many years. When MMA 

changed the reimbursement payment to the average sales price plus 6% oncologists lost a 

significant amount of income. This did not affect manufactures reimbursement. It is difficult to 

see how this can be considered price control. 

The fact that chemotherapy drugs are scarce in Europe and other countries that are not 

affected by U.S. reimbursement policies also infers that MMA is not the cause of drug shortages. 
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The drug shortage time line does not support MMA as a cause of drug shortages. The MMA was 

implemented in 2005. hl 1999, CDER developed the Drug Shortage Program and in 2001 due to 

an increase in the nUlnber of drug shortages (120 new shortages) the University of Utah 

partnered with the Anlerican Society of Health-System Pharmacists to establish the University of 

Utah's Drug illformation Service. This is well before MMA was enacted. 
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Figure 11. New National Drug Shortages January 2001 to March 31, 2015 

There are additional changes in reimbursement that do not support MMA as a root cause. 

ill 2012, Congress mandated a budget sequester that Medicare Part B be cut by 2%.172 Since 

2012, oncologists have been reimbursed at ASP plus 4.3% (down from 6%).172 IfMMA is a root 

cause of chemotherapy drug shortages, one would expect that a decrease in reimbursement 

would exacerbate the chemotherapy drug shortages. That is not the case as shown in Figure 12. 

When comparing 2011 (6.0% reimbursement) to 2012 (4.3% reimbursement) there was a 58% 

decline in chemotherapy drug shortages. ill 2011 compared to 2013, there was a 73% decrease. 

When 2011 is compared to 2014, a decrease of 62% is noted. Consequently, MMA as a root 

cause of drug shortages, including chemotherapy drugs, cannot be substantiated. 
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GPOs 

Confusion, controversies, and accusations permeate the literature, expert witness 

interpretations, and government hearings. Even the number of GPOs in existence is 

questionable. Some sources claim that there are 600-900 GPOs in operation and others claim 

that the GPO market is consolidated with only a small number controlling 85-90% of the market. 

The explanation for the great disparity in numbers seems to be that regional and local GPOs 

belong to parent national GPOs. Of the six largest GPOs, four are private and two are publicly 

held. There is little doubt of the aggregate buying power of the GPOs. The tremendous buying 

power has come into question in the procurement of generic sterile injectable drugs. GPOs use 

the principle of economies of scale to negotiate lower prices for its members. Small generic drug 

manufactures may be excluded because they cannot produce the economies of scale needed by 

the GPOs. This is perceived as an exclusionary practice and anti competitive behavior. This 

buying practice may have caused market consolidation by eliminating small sterile generic drug 

manufacturers. This consolidation contributes to the vulnerability of the sterile generic supply. 

GPOs put downward pressure on the drug manufacturers to obtain the lowest price on the 

sterile generic injectables. Once the prices are locked in long-term contracts, they become sticky 

and are not able to fluctuate with supply and demand. With incumbent GPOs enjoying the large 

market share and long-term member contracts, it is difficult to break into the GPO market. 

Additionally, the drug companies manufacturing sterile generic injectables are also concentrated. 

Long-term contracts to supply incumbent GPOs inhibit new entries into the GPO market. With 

economies of scale that have already been established, it is challenging for new companies to 

gain market share. Loyalty schemes, strong brand names, and long-term relationships among 

GPO market leaders discourage new entrants into the market. Hence, barriers to entry are high. 
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It appears that GPOs do exert some monopsony power because suppliers of generic drug 

manufactures have very little choice but to sell to one of the few major GPOs that supply 85 to 

90% of the market. Without a contract with a major GPO, a generic sterile injectable drug 

manufacturer does not have a market to sell its product. The GPO leverages that power to drive 

down the price of the sterile generic injectables. Driving prices down to benefit consumers, 

hospitals, insurance companies, and governments appears to be a worthy goal. However, the 

very low profit margins on generic sterile injectables may have unintended consequences that 

contribute to the national drug shortages and stimulate considerable consolidation of the sterile 

generic market. 

Raw Material Suppliers 

There are few industries that have not been touched by increasing globalization and the 

pharmaceutical industry is no exception. However, globalization of raw material has presented 

a few challenges to the pharmaceutical manufacturers. Tracing the route that pharmaceuticals 

take from raw material all the way to the end-user is complicated. Weaknesses in the supply 

chain with poor transparency, tainted, expired, or counterfeit drugs that enter into legitimate 

distribution channels can damage reputations and more importantly cause harm. 173 

Several misadventures in the upstream supply of raw material have led the FDA to 

concentration on security and safety issues related to the drug supply chain. In 2008, corrupted 

raw material imported from China was used in the manufacturing of heparin, a widely used 

blood thinner. The tainted raw material was implicated in the death of 81 people and injured 

another 785 reported by the FDA.174 The heparin recall affected over 10 countries. The Supply 

Chain Security Act (DSCSA) of 20 13 tnandates steps to be taken in order to build "an electronic 

interoperable systenl to identify and trace certain specific drugs as they are distributed in the 
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United States. ,,173 The DSCSA will be implemented over a period of 10 years. 175 The track and 

trace portion of the DSCSA is a requirement and responsibility of the entire supply chain. In the 

past, manufacturers only needed to ask the name of the raw material from suppliers. 176 This was 

considered enough for "source" identification. 176 The DACSA holds manufacturers fully 

responsible for the raw materials that go into their products. 176 The DACSA mandates that by 

2017 manufactures must serialize and place unique identification nUlnbers on dnlg packaging. 173 

By law, wholesalers will not be able to accept products that do not meet the serializing 

identification nUlnber protocol. 173 Managing and balancing the supply chain of custody will be 

challenging and expensive. Only the future will tell whether DACSA will strengthen the supply 

chain and eliminate its weaknesses. Raw nlaterial shortages account for only 9% of the drug 

shortages averaged over three years. However, this attention has highlighted vulnerabilities in 

the supply chain. Figure 14. Exhibits primary root causes and how they contribute to quality 

issues. 
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Healthcare Facilities 

Both vertical and horizontal consolidation trends in the healthcare market are well 

documented. 86,177 Consolidation does not appear to play an important factor in the sterile generic 

drug shortages. Increasing market share by consolidating hospital systems fosters a 

corresponding increase in market buying power. However, most hospitals do not acquire 

pharmaceuticals directly from the manufacturers; they use GPOs to negotiate the best prices. 14 

Through GPOs the hospital systems have a tremendous amount of buying power since a small 

number of GPOs control 85 to 90% of the market, as previously discussed. 14,28,68 

Inventory practices such as just-in-time may intensify drug shortages by decreasing the 

buffer a hospital has against any disruption in the supply chain. This is a secondary affect and 

not a factor in the original root cause. 

Stockpiling is associated with causing artificial shortages and draining the supply 

chains.59,178 In industrialized countries during stable economic periods, it is expected that 

scarcity of commodities will be rare. 179 "Hoarding exists when consumers' current inventory of 

an item exceeds its inventory in previous periods while the expected consumption rate remains 

constant,,179 The biggest threat is consumers' concerns and overreaction. The pharmaceutical 

industry agreed that it would not be able to keep up with demand if consumers started hoarding 

and panic buying. 180 The Vice President at McKesson Corporation warned, "If people believe 

there will be a disruption, then there will be a disruption." ... "People react out of their 

perceptions and create reality," 1 so The nlere nlention of a shortage can actually cause panic 

buying and hoarding; thus creating an artificial shortage. Overbuying and stockpiling of dnlgs 

by hospital phannacies Inay in sonle instances create secondary shortages. By atnassing a large 

atnount of inventory in anticipation of increased denland of substitute drugs, hospitals Inay 
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actually cause drug shortages of substitute medications. In addition, ordering excessive anlounts 

of drugs that are in Sh011 supply can exacerbate the probleln by causing distributive inequities. 

COlnpounding phannacies do not playa role in creating drug shortages. Some argue that 

they actually help by providing an alternative to cOlnmercial drug nlanufacturers. The 

Association of State and Territorial Health Officials (ASTHO) suggests that compounding 

pharmacies have been singled out as a means to increase drug availability during the 

shortages. ] 8 I While the potential to lessen the impact of the drug shortages is possible by 

utilizing compounding pharmacies, the lack of FDA oversight and historical mishaps make using 

compounding pharmacies a risky venture. The Drug Quality and Security Act (DQSA) enacted 

November 27,2013 established opportunities for large-scale outsourcing facilities that 

compound sterile drugs to voluntarily register and be subject to FDA oversight. 182 However, 

compounding pharmacies will continue under the oversight of the state boards, which will strive 

to increase communication between federal and state entities. 182 

Healthcare Professionals 

There is no doculnentation in the literature that supports or inlplies that healthcare 

professionals contribute to the root causes of drug shortages. Documentation suggests that 

healthcare workers suffer elnotionally due to added stress. Ethical dilelnmas related to the 

allocation of scarce resources that detennines life and death place healthcare professionals in an 

insufferable position. Drug shortages impact the healthcare professionals' ability to deliver 

quality healthcare. With scant options due to drug shortages, choices are made to use expensive 

altenlatives that mayor lnay not be as effective. Therefore, healthcare professionals may 

unwittingly, given the limited therapeutic choices, raise the cost of health care. 
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Wholesalers Distributors 

Wholesalers playa fundamental role in the sterile generic drug supply chain. There is no 

supporting evidence that wholesalers playa major role in drug shortages. Although, the 

development of gray markets may exacerbate the drug shortages. By diverting drugs from the 

principal-users to secondary wholesalers and fake pharmacies, the drugs reside in the supply 

chain longer and may need to be disposed of due to limited shelf life. By delaying drugs from 

getting to the end-users and increasing drug wastage, the gray market exacerbates the drug 

shortages on two fronts while also increasing the cost of health care. Many end-users do not buy 

drugs from gray market wholesalers because the drug pedigree cannot be verified. Without a 

proper pedigree, the drugs legitimacy cannot be substantiated. 

Three conditions must exist for gray markets to develop.183 First, the gray market must 

have a supply source. 183 Second, barriers must be low enough to move products from one supply 

route to another. 183 Third, price differentials must be large enough to provide incentives for gray 

marketing. 183 All three of these conditions are met by the current drug shortages. Network 

wholesalers monitor the market looking for indications of new drug shortages. They monitor 

trade and government web sites and watch for maj or recalls with the intention of buying as much 

as possible of a drug in short supply. 184 Once they acquire the scarce medication, they stockpile 

and hoard the medication that they will later sell at inflated prices. Weakness and loopholes in 

the supply chain present low barriers to gray market profiteers allowing gray market medications 

to leak into the drug supply chain. The drug shortages provide profit-making opportunities for 

gray market profiteers. Some refer to the profiteers as "price gougers" and "scalpers".158 An 

article in the Canadian Medical Journal titled: "Prices Gone Wild: Grey Market 'Scalpers' 



WHY SO MANY DRUG SHORTAGES 

Scoring Windfall in American Drug Market" stated that there is no federal law against price 

gouging. 185 

Patients 

The impact of the drug shortages on patients has been well documented.22,94,151 The 

patients have had to contend with delayed treatments, canceled surgeries, inadequate clinical 

outcomes, and increased risks including death. 94,11 0 Patients' clinical outcomes also have been 

affected by using replacement drugs that were not as efficacious as the first line therapy.8,110,113 

In 2011, at least 15 deaths and numerous adverse outcomes have been attributed to drug 

shortages. 113,152,153 

Insurance Companies 

66 

Health insurance companies do not playa major role in the root causes of the drug 

shortages. The economic impact is focused primarily on the patient with healthcare systems also 

absorbing costs for alternative medication not covered by insurance companies. However, health 

insurance may playa role in contributing to drug price inelasticity. Health insurance limits 

consumers' incentives to be concerned about costs associated with the use of medical services. 186 

Insurance coverage lowers an individual' s risk and consequently increases the denland for 

pharnlaceuticals. By spending sonleone else 's nloney for drug purchases, individuals become 

less price sensitive. Consumers also lack the appropriate knowledge to make sound economic 

and medical decisions. 186 

Conclusion 

The U.S. is a leader in technology, finance and business, entertainment and higher 

education. The U.S. has drugs that can treat erectile dysfunction, grow longer eyelashes, and 

paralyze muscles to prevent wrinkles. However, many drugs that are medically necessary to 
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treat life-threatening illnesses are in short supply. Why? Understanding the problem and all its 

complexities is the first step. Economic and stakeholder analysis is the key. The overlapping 

relationships of the four stakeholders that are identified as "primary" root causes of the drug 

shortages are complicated. The market will not recover on its own due to non-market forces, 

normative ethics, moral obligations, and human emotional factors. The new question becomes 

what adjustments need to be implemented that will solve the drug shortage problem without 

upsetting and distorting the generic market even more. There is not a quick fix. While solutions 

will take time to emerge, mitigation of "secondary effects", "safety issues", and "consequences 

of the drug shortages" can alleviate some of the symptoms but will not cure the sick market. 

The drug shortages are unlikely to resolve in the near future. The FDA, drug 

manufacturers, and healthcare facilities are doing what they can to mitigate the impact of drug 

shortages. The roots causes are complicated and not easily remediated. Future research should 

focus on how to incentivize manufacturers to produce older sterile generic drugs. Generic drug 

manufacturing companies have a fiduciary responsibility and obligation to make a profit thereby 

increasing the wealth of the shareholders. Making these drugs profitable is the only way that 

private companies can rationalize producing these older generic drugs in lieu of other profit 

making opportunities. 

Government subsidies, tax breaks, and other incentives should be explored. Increasing 

supply by extending shelf life should also be investigated. A FDA study found that as many as 

90% of drugs were still efficacious after their expiration dates. 187 Many of these drugs were 

found to be safe and effective years after the manufacturer's expiration date. One drug was 

found to be as effective 15 years after the expiration date. 187 Globalization is a theme that keeps 

recurring throughout this study on drug shortages. Perhaps more effort should be focused on a 
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global solution since drug shortages seem to be a global problem. Organizations such as the 

World Health Organization (WHO) or the United Nations (UN) should make an effort to unite 

and explore joint solutions to the mutual problem of drug shortages. 

Limitations of this paper are as follows. The research is based on data that is dynamic 

and in many cases subjective. Minimal empirical data was available for analysis. Analysis, 

opinions, and conclusions are based on information that was accessible at the time. As drug 

shortages evolve, new information continues to become available enhancing awareness and 

shedding light onto the drug shortage problems. Continued research is essential to move 

forward. 

68 
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