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1.   Introduction
The present paper was commissioned by the Working Group on Access to Medicines of the UN Millennium Project. The task was to explain the generic industry and the problems it faced in providing access to affordable medicines in the poor nations of the world. The Working Group understood that the pharmaceutical industry, while sharing many characteristics in common, was not homogenous. 

The goal of this writer is to provide a factual base…from the generic point of view…to enable progress towards resolution of conflicting viewpoints, a prelude to rational discussion. 

It is tragic, but true, that most of the decisions impacting on the access to affordable medicines in the poor and developing nations of the world are made by and in the developed nations by a process that frequently slips past the view of the generic companies that supply the poor nations with their essential medicines.
The major decisions on access to affordable medicines are embedded in international and bi-lateral agreements oblivious to the influence of the poor nations impacted by them and beyond the political capability of the generic industry and non-governmental organizations to prevent their implementation. By in large, international agencies are relegated to the sidelines and are often rendered  powerless to alter the inevitable process.

The most serious threat is currently embedded in the World Trade Organization’s TRIPS  (Trade Related Aspects of Intellectual Rights) agreement and in the bi-lateral treaties that are described as “TRIPS Plus” and go beyond the recognized boundaries for access to essential medicines. Basically the TRIPS agreement that becomes virtual world law in 2005 will impose universal twenty year patents for most nations and will terminate the lifeline of essential medicines traditionally exported to poor nations by China and India. These medicines are legal clones of patented medicines developed by a non-infringing patent process. Within TRIPS as interpreted by the WTO meeting in Doha in (2002 ), are “escape” hatches that allow a nation faced with a health crisis to, in effect, set aside patent laws and use  “compulsory licensing” to meet their requirements. This would permit both local production and importation. Unfortunately, these stipulations are confusing and contradictory and often controlled by a political process where the vote of one WTO member can prevent implementation.
This paper readily concedes that many factors impact the availability and access to essential medicines ranging from lack of resources, financing, infrastructure and the classic compounding problems of poverty and the lingering impact of colonialism. All of these merged during the AIDS pandemic and were summed up by former President William Clinton when he said we have the medicines to convert a certain death sentence into a chronic illness and we are not using them. This self-evident truth applies to a full range of medicines necessary to sustain life, prevent death and illness and alleviate pain and suffering.
This writer is aware of early criticism from non-Task Force members that references to western solutions to access to generic medicines are not applicable to poor nations. As noted, it is tragic that the decisions on access are often made in the west. But it is equally true that the solutions to the classic barriers to generic use….the “smoke and mirrors” of the debate…were resolved in developed nations but linger in the developing and poor nations of the world.

Many of  the policies and regulations in force in industrialised countries can and have provided valid examples which may be relevant in poor and developing countries struggling with legislative and regulatory mandates; in fact, many nations, no longer having the Canadian compulsory model as a guide for regulatory actions have turned to the Drug Price and Patent Restoration Act (Hatch-Waxman) that opened the door to generic competition in the world’s largest pharmaceutical market, the United States; in reaching that compromise most of the controversial and often contentious discussions underway in developing and poor nations were resolved. 

The pharmaceutical industry and in particular the research based companies consider themselves part of a global industry and actions and decisions in one part of the world shape decisions in another. The generic industry, particularly in countries like China, India, Argentina, Korea, Eastern Europe, Israel and the United States (to name only a few of the countries) also consider themselves as players in a global industry and it is from these sources that the poor and developing nations traditionally receive their raw materials and affordable medicines. In fact, almost all of the raw materials used for generic finished products in generic manufacturing operations in poor and developed nations are imported. The same is true for the United States where ninety-nine percent of the raw materials used in finished generic products are imported.
Throughout this paper  recommendations will be advanced, in the hope and belief that they will assist the Millennium Commission or other bodies in finding ways to alleviate the grave problems relating to Access to Medicines by the world’s poor. 

The Challenge Presented to this Task Force and its Working Group

The challenge presented to this Task Force on access to medicines does not rise to the   political level of "sovereignty vs. responsibility." In many respects the issue of access raises commercial and political questions, which, as noted, may have been the subject of intensive debate and resolution in various developed nations. Multinational pharmaceutical companies effectively argue that their pricing produces the profits that sustain research and development, opening one of the most controversial and often contentious discussions in poor countries. They also correctly cite that the poor nations of the world suffer from many of the same diseases of the west on which their research is focused. This isolates for resolution the development of urgently required new medicines for the diseases prevalent in poor countries where market pricing does not match investment requirements.

Few will disagree with the reality that essential medicines readily available in developed nations are generally unaffordable in the poor and developing nations unless they can be 

legally formulated and cloned by generic companies. In commercial pharmaceutical markets where investment in establishing a market operation is not practical, a product is licensed to a local manufacturer for a fee.  In the poorer nations of the world, the multinational corporations (MNC) advocate “tier pricing” based on a complex evaluation of a nation’s economic status. By in large, the MNC decline to issue voluntary licenses. For some products, the multinational corporations generously donate their medicines. In times of crisis, the generic as well as the brand industries are generous contributors to national and international relief programs.
Generic companies, generally those located in Eastern Europe also license their product formulations, their “dossiers” to poor and developing nations. For the medicines of AIDS technological transfer and support is offered by Brazil and a generic company without compensation.

For some generic companies in poor nations the generic voluntary licensing process has become a stepping stone to independent production. Examples of this process are found in Egypt and elsewhere in North Africa.

A major opportunity to tackle the AIDS pandemic was lost when the multinational companies refused to voluntarily license generic competition, despite the fact that the cost of their patented AIDS medicines rendered them unaffordable in all but the developed nations. Only the persistence and determination of the generic industry to provide affordable medicines resulted in the multinational corporations dramatically lowering their prices. Generic competition at under $200 a year has lowered the brand name price for a year’s treatment from $12-15,000 a year to four to eight times generic prices and in one case, the brand price is lower than the generic price. The obvious lesson: open the market to competition.

(The barriers to introduction of generic AIDS medicines are a case study within this report).

At this writing (fall, 2004) many of the world’s essential medicines have been legally formulated and cloned without infringing patents and have been the major source of essential medicines for the poor nations of the world. Development of the triple anti-retrovirals (ARV), the affordable generic recommended as first line treatment for AIDS victims by the World Health Organization (WHO) was possible under this system. (footnote)  

A variation on this theme are current efforts in Canada and the European Union to permit manufacturing of patented protected products for export under the “compulsory licensing” procedures of TRIPS. At this writing the viability of this situation remains untested.

As noted above the existing sources of affordable new medicines will be abolished by the patent restrictions mandated by the World Trade Organization (WTO), an issue which will be considered in more detail below.

Make no mistake about it  - and there is no value in hedging the issue - after recognizing the other classic and valid concerns that retard access to essential medicines in the poor nations of the world there remains the artificial or contrived barriers to the entry or acceptance of low cost generic medicines that define or limit their use. Identifying those barriers and creating a pathway of predictable access should be a goal of this Task Force.
This is not a reality that will change spontaneously, nor will it be altered by reports from the United Nations or any of its subsidiaries. With all due respect from this writer, if a report, even one as prestigious as the Millennium initiative, is to have any positive effect, real time compromises between commercial interests and the rights of populations must be sought and negotiated if those in need are to continue to live, diseases are to be prevented and scientific advances are to be both promoted and encouraged. 

This does not negate the need to state and repeat the broad, overriding principles applicable to accessible and affordable medicines and the particular value when accepted by the United Nations, but acceptance of broad principles alone is not enough.  Pragmatic, timely and firm action is required.  The issues surrounding access to the essential medicines themselves have been investigated and statistically reviewed and reported in a continuous series of reports from various   international agencies, non-governmental bodies and regulatory commissions. Despite this, and a series of recommendations and policy declarations, the net result is a marginal effect on pharmaceutical supply to the poor, as the AIDS pandemic has illustrated. 

Why so little progress?
As noted earlier, this dissertation seeks to establish a factual basis for both rational discussion and equitable resolution of the conflict between those whose prime concern is with public  health and with access to affordable medicines as a "human right" to be protected by the United Nations, and those whose main concern is the maintenance and exploitation of patents as a means to encourage, protect and reward innovation. 

One reason for the lack of progress, from the generic point of view, is the persistence of  fiction posing as fact sometimes described as “smoke and mirrors” that divert attention from the real issues. An early US President, John Adams summed it up succinctly:

“Facts are stubborn things.”

2.   Understanding the Generic Industry

Let's begin this discussion with some facts about the generic sector of the worldwide   pharmaceutical industry. (footnote).

For developed nations,  under-developed nations,  lesser-developed nations and for the   "dirt poor" countries of the world, safe, effective legally  manufactured clones of "off  patent" essential medicines are readily available from a worldwide network of regulated   and competitive generic pharmaceutical companies. Similar generic competition exists in   the production of raw materials. 

These generic products are in almost every instance far less costly than the identical products supplied under brand name by the originator firms, When a generic first comes to market the prices average 66.6 percent of those of the corresponding originator drugs but the initial price drops dramatically as generic competition widens and often can drop to ten percent of the original pricing that prevailed when a product was covered by an exclusive marketing arrangement or by patent. In poor nations today the price of a drug in generic form can average one to five percent of the patented price. Generally, in poor and developing nations generic prices are set by products manufactured and imported on a “south to south” basis, often moving from a developing country into a poor country. 

For most of the world's population, from Africa and Asia to Europe and the United States, generic medicines are often the affordable difference between life and death. They cover virtually the full range of essential medicines. 

The generic industry is not merely engaged in copying work pioneered by others.   Innovations introduced by generic firms have also improved and adapted marketed products for use in resource-short communities by designing adaptable dosage regimes. The major generic manufacturers have introduced or are pursuing molecules for both chemical and biological products.

Generic prices are sometimes distorted as they move through the distribution system a practice that is more acute where competition is lacking. Either government regulation or transparent pricing is a remedy, although, in the view of this writer, where generic competition exists, prices are fairly determined in a free market. Many developed nations use government regulations or reimbursement formulas to control prices for single source products. Some governments manufacture and provide essential medicines at no cost; this is the case for AIDS medicines in Brazil. In the Brazilian situation when the multinationals threatened legal action, the government withstood the challenge and a compromise similar to compulsory licensing with restrictions resulted.
The Process

Drug manufacturing, in the branded and generic industry alike, encompasses three distinct phases:  preparation of the intermediaries, production of raw material (both of these being capital intensive chemical processes) and the reverse engineering that leads to the formulation, testing and manufacturing of the final product.

In almost all nations, the regulatory requirements for products, for the plant and manufacturing processes involved are identical for the generic and innovator medicines.  For both, the standards set are equally high, and in most countries they are rigidly applied; in others they are restricted by economic and other circumstances. 
There are distinctions of no consequence between the Good Manufacturing Practices (GMP; cGMP) and regulatory requirements of individual countries, even within the developed world.  In these instances, these differences rarely reflect matters of any importance to public health, and it is therefore remarkable and sometimes tragic how much weight is on occasion attached to them.  European, Canadian and Scandinavian regulatory approvals are, for example,  not generally accepted by the United States, and vice versa. 
These distinctions of no practical consequence were nevertheless used to deny AIDS victims the monies which had been promised them by President George W. Bush, an event to which we shall review later in this paper. 

It is a fundamental fact that approved generic drugs are identical in their effects and usefulness to the corresponding products of innovator companies.  An approved chemically derived generic pharmaceutical is thus medically interchangeable with the innovator product and with all other generic clones of the original patented medicine. For many products, proof of this interchange ability will require a bioequavalence study. For some products and in certain countries this requirement may be bypassed where other guarantees of identity are considered sufficient. 
 However, wherever possible a "bio" study is recommended, if only to provide clear additional assurances to the medical profession as to the interchangeability of such medicines. The cost of these studies vary greatly but any company or country desiring comparative prices need only reach out to the commercial markets. Many multinational companies search the world for contract research organizations (CROs) that can provide the quality, the patients and the most economical cost. Some are now turning to CROs in nations considered developing or poor.
In this respect and in other regulatory matters it must however be acknowledged that some resource-short nations do not succeed in enforcing such standards. Where that is the case it is vital that the national authorities” stand tall" politically and allow, for as long as necessary, an international agency to assist them by coordinating and simplifying the regulatory and approval process, and where necessary assume some technical functions which they cannot perform themselves (for example the inspection of foreign manufacturing plants and products, as is done by WHO for AIDS medicines). Similarly, most resource-short nations will be able to rely heavily, when approving a drug entering the market for the first time, on the approval granted earlier to the product (or its brand name equivalent) by established and well financed regulatory agencies abroad, agencies which have already found the medicine to be safe and effective.  

The Russian Federation when it abandoned communism, faced a similar problem (national pride vs necessity) as it moved quickly to import and/or produce generic medicines using western standards. Rather than “re-invent’ the wheel, Russia accepted an agreed upon abbreviated version of the approval documents in the Untied States, Canada and France as the first step for regulatory approval. The second step required a committee of Russian scientists to review the data and give its approval. This is a model that might be replicated in nations where resources are initially scarce. Regional recognition can expedite the process and dramatically reduce costs.
Generic manufacturing is not a “rocket” science and once established, precise, monitored repetition is the key to success. The great majority of "generic" medicines can be made by any competent and approved national manufacturer although certain product lines (sterile and antibiotics) require segregated facilities to prevent cross-contamination. When artificial barriers are removed, or compulsory licensing is permitted, either a national or regional plan can develop the facilities required and locate and train, where required, the pharmaceutical personnel. In North Africa and elsewhere in the world generic companies have been created by former national employees and managers of multinational corporations.

 Key to local manufacturing, of course, is sustainability, market demand and the ability of customers to make timely payments. In a paper prepared for the World Bank generic consulting group, the problem was posed this way: “Local Manufacturing: Politics or Economics.”  
Few poor nations, at this time, can create or sustain the production of a large number of intermediary or raw material facilities due to the expertise and financing required. The United States, for example, imports ninety-nine percent of the raw materials used in the finished products sold in that market. India and China are among the nations that specialize in the production of intermediary and raw materials used for finished products in the developed, developing and poor nations of the world. This open process has been seriously challenged by TRIPS,  bi-lateral and regional agreements (see “Bolar” below).
Most regulatory and international agencies (WHO) permit generic cloning…medical interchangeabilty…by laboratory comparisons of the product followed by comparative testing in a limited number of individuals. In essence, it is “end product” of the brand and “end product” of the generic that are compared. The intensive testing for safety and effectiveness required for a new medicine is incorporated  by reference into into the “end product” testing. This process requires timely release of the data but as we will see below under “barriers to competition” a major worldwide political campaign is underway to extend data protection. The campaign has already been successful in Europe and similar restrictions are being skilfully inserted into bilateral agreements with poor and developing nations.

Patent protection of an invention is granted in exchange for the timely release of scientific data so scientific development can proceed without awaiting the end of patent life.

Regulatory authorities will as a rule allow some pre-approved inactive or inert ingredients to differ between the innovator brand and the generic, but the bottom line is that both medicines must act identically within the human body. Any scientific tolerances   permitted for generic clones must lie within the batch-to-batch allowances prescribed for the innovator product.  These approved differences have been used worldwide to justify false arguments that the branded and the generic product are not interchangeable.

It has sometimes been claimed that particular original products have such a” narrow therapeutic margin" (i.e. a narrow   margin between the therapeutic and the toxic dose) that a generic substitute is all too likely to be dangerous or ineffective and should not be substituted   for the original.  Such commercially-based claims are not supported by scientific or regulatory requirements; provided, of course, that the generic product meets the appropriate regulatory standards it will be fully equivalent to the original. The abuse of this concept persisted in developed nations until it was undermined by the US Food and Drug Administration (FDA) but it continues to be argued in the poor and developing nations of the world.

Manufacturing Practices

The pharmaceutical industry is  - as it should be -  intensively regulated. Both the generic   and multinational corporations agree on that issue.  Easing of requirements is not in the   interest of the patient or the companies; whether generic or multinational, provided those   regulations are scientific and not political.

An increasing number on non-western generic companies and raw material manufacturers that export their products to poor and developing nations are either fully or partially automated and many have the approval of the United States FDA and other western regulatory agencies including those in Europe, Scandinavia, Canadian, South   African and Australia.

Arguments advanced by some multinational companies, including some represented on   the present Task Force, that only the sophistication of the multinational pharmaceutical   manufacturing process can lead to the manufacture of safe and effective medicines are not supported by the facts.  It is entirely true that on occasion some generic producers have failed to   meet regulatory standards, but so have some originator firms. Those who desire to pursue this argument need only compare the mandated withdrawals of multinational   pharmaceuticals from the market either on a temporary or permanent basis for reasons ranging from insufficient or unreported testing, formulation difficulties or manufacturing practices that do not meet regulatory standards. 

Generic and brand companies, while of equal standard, may nevertheless have somewhat distinct manufacturing requirements. Many generic companies manufacturing a wide range of pharmaceuticals are for example obliged to manufacture different products using the same   production lines and as a manufacturing consequence must devote time to cleaning and preparing a line for the next product, a costly and time consuming process. Branded companies, with their large production volume for a single drug, are often able to run one product constantly on the same production line, resulting in lower manufacturing costs. It is  however notable that generic competition has driven the industry to streamline the manufacturing process. What was once a nine step process may for example now be completed in four steps, often with equipment that cleans and tests in place. 

The generic model of multiple products in one plant would seem to neatly fit the requirements of poor nations desiring to develop their own pharmaceutical industry.

3. The Thirty Years War Against Generic Medicines
Worldwide access to generic medicines has often been retarded by the political process. After thirty years, the generic manufacturers in the United States resolved the differences with the multinational corporations in the Drug Price Competition and Patent Extension Act of 1984 (Hatch-Waxman). In subsequent legislation, barriers that hindered the development of alternative methods of producing raw materials were removed. In the intervening years, the Hatch-Waxman model has been used to develop regulatory systems in developing and poor nations. Earlier, the much admired Canadian “compulsory licensing” model served as guiding model for nations, but trade agreements helped to destroy the Canadian system and its availability as a model for other nations. The Canadian system, after a short period of time, required the patent holder to license generic competition for a fee, resulting in dramatically lower prescription medicine costs.  It remains to be seen if when exercised the agreements within TRIPS will permit a version of the Canadian system to prevail.

In fact, even prior to the Hatch-Waxman Act, various battles had been fought, some of them successfully, on the issue of generic drugs.  In the nineteen fifties, to take an example, the American military had decided that, in cases where the patent holder would not reduce prices, it would purchase these products, generically, outside the United States. The pharmaceutical companies retaliated, fearful this practice would spread to domestic use, negotiated "anti-substitution" laws in each state. It took thirty years to remove those restrictions.

Similar arguments now exist relating to the purchase of medicines by US residents from countries where prices are dramatically lower, the parallel importing issue which has become a standard business practice in Europe. Poor nations are struggling with similar arguments about the importation of medicines from other countries.

Relevance Hatch-Waxman to Poor and Developing Nations

First, a little history…

From the early nineteen-fifties, when the late Senator Estes Kefauver first  began to question the lack of competition in the pharmaceutical industry, until the mid-eighties,  when Hatch-Waxman (named for Senator Orin Hatch and Congressman Henry Waxman) became US law, the generic  industry in the world's largest and most profitable pharmaceutical market was virtually excluded from the marketplace.  After a patent expired, generic companies regulated by the Food and Drug Administration (FDA) would command less than a seven percent   market share although the cost of their medicines was significantly lower than the   reference brand products. When tested the generic clones were interchangeable with the patented product. What was missing from the process was a formal FDA scientific pathway for the evaluation of product interchangeability. The regulatory recognition was essential to counter decades of stimulated and financed misinformation that created doubts about generic medicines among physicians and patients. 
 The "Hatch-Waxman   Act" corrected this anomaly.   The law's carefully negotiated provisions, regulations and stipulations insured that when properly tested, a generic clone of a chemically produced pharmaceutical could be declared is medically interchangeable with the brand name reference medicine on which it was based.

The analogy to the process in poor and developing nations is obvious because those undermining campaigns continue there. One of the arguments most often heard goes like this: 
”just because we are poor does not mean we should be treated with second class medicines.”

One major oversight in the drafting of Hatch-Waxman was the failure to include a   regulatory pathway for "biotechnology" medicines created by and large from more complex molecules. As discussed below this failure has created "virtual perpetual patents" for   biotech products. This barrier prevents use of these medicines in both developing and developed nations even after a patent expires. 

In certain circumstance, poor nations might look to the Hatch-Waxman and the resolved debates that created the legislation, as an approach which can expedite the regulatory process. In a phrase, there may not be a need to   "reinvent the wheel."  As noted above, the former Soviet Union, facing dilemmas similar to those experienced in America, decided to use a summary of an FDA generic approval. 

Other Possibilities
WHO in creating the pre-qualification process for AIDS and malaria has opened the door to the potential for similar approvals for a wide range of essential medicines. Under this program the plant, product and production are inspected utilizing a system developed by European, Scandinavian and Canadian regulators. 

Let me cite an example of how such universal regulation is used in the United States and elsewhere. Raw material manufacturers must first acquire a Drug Master File (DMF) at the Food and Drug Administration which requires pre-inspections similar to those now required for finished products by WHO.  Once the DMF is approved any manufacturer can use the raw materials covered by the DMF in the manufacture of products.  It is recommended that countries now evaluating competing companies review the files of other regulatory agencies to determine what inspections have been concluded.  

In certain regions, e.g., Central America, a process of universal registration is possible if a product is manufactured in one of the nations accepting the program. One-stop regional regulatory and product approval will dramatically reduce costs and open the door to greater generic competition. To protect national standards, a national review of results can provide, if required, incorporation of additional requirements. 

International financing agencies might look to regional agreements in the same manner that they turn to WHO pre-qualification as a requirement for funding.

In 2003, with the help of the Pan American Health Organization and pharmaceutical manufacturers, nine Andean nations and Mexico abandoned the UN’s Accelerated Access to Medicines Program (see below) and decided on region-wide competitive bidding as a way to reduce the cost of AIDS medicines. The multinationals competed against the generics and a dramatically lower price for these medicines resulted. To enter the process, HO pre-qualification was, for the most part, required. Having established a base bid price for the region, generic manufacturers (and one brand company), the successful bidders, negotiated with each nation.

Similar competition resulted in reduction in both generic and multinational AIDS prices and introduced innovation in produce development to facilitate usage. For example, in 2002, AIDS medicines cost each individual patient in a poor nation $12-15,000 a year, a price in tandem with the retail price in developed countries. In that year, Cipla, a generic company, introduced a revolutionary combination of three effective anti-retroviral AIDS medicines in one tablet, to be taken twice a day, at a price of a dollar a day. The cost of treatment is now under two hundred dollars a year. As noted earlier, multinational AIDS medications, in some nations, in face of such competition, have also been dramatically reduced, though they remain, in most cases, at a multiple of the generic price. 

  . 

Recommendation:

One of the primary recommendations of this paper is for the WHO,  to systematically and on a priority basis over time, extend the pre-qualification process  developed by European/Canadian/Scandinavian regulatory authorities for AIDS   medicines and their manufacturers to include certain other categories of essential  medicines.

The submission to WHO should include bioequivalence testing and require inspection of   manufacturing facilities including those of Contract Manufacturing   Organizations (CRO). 

The cost should be shared between the companies (based on their sales volume) and by the national   and international communities.   International financing programs should be encouraged   to use WHO "pre-qualification" findings as a basis for of expedited approval and procurement.

Use of these concepts must be sensitive to national requirements and recognize the   reluctance of a nation to entrust regulatory to others; for them the Russian example should be incorporated into their approval process.

UNICEF and other UN agencies purchasing drugs should make use of both pre-qualification and competitive bid purchase orders, and consider using private industry distribution systems to organize the bidding  process, to  purchase and ship products as needed and maintain a  warehouse inventory for emergency  situations. The savings in purchases and personnel will more than compensate for the   modest fees charged for the private services.  

4. 
Trips: the Major Barrier to Generic Competition
Any dispassionate analysis of the world medicines markets reveals that for the poor countries and populations of the world, the generic drug industry has become the dominant supplier of essential medicines at affordable prices, ensuring in this way that many lives are saved and that public health is advanced.  To a large extent it has been able to do this because so many patents have expired and the monopoly of the originator companies overcomes.  However, some of the most vital contributions have been concerned with relatively recent drugs which did not enjoy universal patent protection because they could be introduced by non-infringing patents.

As noted at an earlier point in this paper, this way ahead has suddenly encountered grave and possibly fatal obstacles as a result of the adoption of the TRIPS agreement under the auspices of the World Trade Organization, which in essence creates a worldwide patent system. The right to manufacture medicines using the non-infringement patent process is abolished. 

On January 1, 2005, for over 148 nations, the TRIPS agreement will become virtual world law, requiring twenty year patents on all new products. That means poor and developing nations will not have access to these medicines except at western prices which are by and large unaffordable.

Some “lesser developed nations” (See Appendix XXX) are theoretically exempted from these provisions until 2016 but many of the countries covered under this exemption, the generic industry and most non-governmental organizations believe that the pathway to achieve this right is an administrative barrier that they may not be able to remove. 

Excluded from the extension were the very nations that have traditionally exported essential medicines to these nations. Many of the nations on their own lack at this juncture in their development the resources of the experience to create pharmaceutical industries of their own. In any case, all the raw materials for final production must be imported.

Some have already labelled the resulting consequences as “slow genocide, medicine by medicine.”  This writer agrees with that interpretation.

Flawed Procedures for Poor Nations to Bypass TRIPS

TRIPS have been equipped with a number of escape clauses which can theoretically be employed in special situations without undermining its basic precepts. One of these provides that, where a nation having urgent need of a drug finds itself unable to secure it from the primary supplier at an affordable price, it can resort to compulsory licensing. However, both various supplier and recipient nations and Non-Governmental agencies (NGOs) have expressed the view that the complex requirements involved are barriers to the use of this exemption.   A practical problem, too, is that such a solution is clearly designed to be used at the national level; however most of the nations which might need to make use of this clause because they cannot obtain satisfactory prices from the primary supplier do not yet have, as noted, a modern generic industry which could immediately benefit from the clause, nor to they possess the market, the experience or the capital to develop their own generic industry.  Unless, therefore, it becomes possible to use the “compulsory licensing” clause on a regional or multilateral basis - so that a country in need can benefit from supplies obtained elsewhere - it may have little effect.  It may also be noted that since August, 2003 only a few nations have attempted to utilize the right to obtain compulsory licences under TRIPS, and none have succeeded at the time of writing this paper (2004).
Since the conclusion of the TRIPS agreement in 1994, two diametrically opposed processes have come into motion, the one seeking to limit the constraints imposed by the Agreement where drugs and the interests of public health are concerned, the other to apply them rigorously or to extend them. 

The movement representing the interests of public health succeeded in introducing a number of exceptions to the rigid application of the Agreement both in its basic text and in its interpretation,    In particular, the DOHA declaration of 2002 rules that patents can, within a country, be set aside in the event of a “national health emergency”. 

Proceeding in a very different direction, United States, using bilateral or regional agreements has sought to exceed the scope of TRIPS decisions by extending market exclusivity using a process known as “TRIPS-plus.”  Simultaneously the United States argues that the poor nations strictly adhere to what amounts to the full rigour of “world law,” making no use of the modifying clauses which were specifically intended to meet the needs of these countries, notably the right of nations to set aside patents in a health emergency.  At the tenth anniversary of TRIPS, in Brussels in 2004, the US representative defended these agreements. 

Recommendation:

The United Nations should recommend an expedited process that removes these barriers to competition, endorses compulsory licensing for nations requiring essential pharmaceuticals and extends the 2016 deadline to the supplier nations such as India and China. 

Further, consideration should be given to the concept that compulsory licenses for these medicines be issued to the World Health Organization for sub-licensing to nations who declare a health emergency.  This centralized process will remove complications that, by in large, prevent use of compulsory licenses
5. Perpetual Protection for the Next Generation of Medicines?

The point was raised briefly earlier in this paper that at the present time biotechnology products are protected from cloning, virtually in perpetuity. No developed nation has developed a regulatory pathway to insure that the generic “essentially similar” product is medically interchangeable with the brand product. The situation is an echo of that which prevented generic clones of brand products from entering the U.S. market until the Hatch-Waxman legislation was passed.  The brand biotech and multinational companies argue these virtual clones must undergo the full New Drug process (NDA), an expensive procedure designed to prevent generic competition at affordable prices. It also raises an ethical dilemma: it would be improper to subject patients to double blind placebo controlled trials with a cloned product when its equivalence could be demonstrated in a much simpler manner. Without some simple procedure to ensure regulatory approval of clones it will be difficult to market them or to convince the medical community and patients that the products the medicines are safe and effective and manufactured to world standards.  In a phrase, the barrier is political and not scientific.  Generic competition in this field is urgently needed; currently the cost of a year’s treatment with an original biotechnology product can range from $3,000 to $300,000 a year with two clusters at $12,000 and $50,000 a year.  (footnote).   The generic clones are already waiting in the wings; some two dozen generic companies have already produced products that are medically interchangeable with the brand name counterpart, but the absence of the regulatory pathway severely discourages further development and investment by generic companies.   The trauma of knowing life-saving medicines are readily available but unaffordable is deeply embedded in the hidden anger of the powerless.

Recommendation

It is urgent that procedures be identified and introduced for expediting scientific and regulatory approval not only for biotechnology products, but also for other for the new generations of medicine now visible on the horizon.

6. Other Barriers to Generic Competition

The elimination of "Evergreening" Patents

The solutions offered by the Hatch-Waxman Act went well beyond the issue of opening a regulatory door for generics.  The Act also sought to counter a practice commonly known as   the "evergreening" of patents, intended to secure extensions of patent life and thereby to prolong the period during which generic clones could be excluded from the market. One means of extending effective patent life has been widely used by originator companies:  when a patent on a medicine is about to expire and a generic competitor is about to enter the market, the formerly patented medicine is combined with another product with longer patent life, extending exclusive market life of the "new" product and thus in effect, maintaining the monopoly. The new product is heavily marketed so as to ensure that prescribers are induced to substitute it for the original, even though the new combination frequently offers no additional therapeutic value.

Another approach has been to take out a series of supplementary patents on a drug at various times throughout the life of the first patent to be granted; a supplementary patent   may for example relate to a major indication or a particular mode of administration. 

Variations on this theme are now being played out in poor and developing nations. Some bi-lateral agreements with western nations seek to impose five years of new patent life on products whose patents have long ago expired.

The goal of Waxman-Hatch in this field was to ensure that the patent protection of a drug was conferred only once, so that these or other measures which effectively extended patent life could not be employed. The goal was one patent, one process, and nothing more. In the years following enactment the relevant provisions were abused and later where necessary reformulated, but it must be noted that patent extension continues to hinder generic competition across the world. 
Data Exclusivity as a barrier to generic competition

An essential requirement for generic competition is the early release of the data on which the reference product received its patent and its regulatory marketing licence. These data, as noted above, are incorporated by reference in generic regulatory applications. In the United States a five year period after which data must be released is not law but has become customary.  In European countries and in some other nations, the multinational companies were successful in increasing the period of data exclusivity to over ten years and that approach once again threatens the timely entry of competitive generics into the marketplace after a patent expires.

In poor and developing nations, the multinational pharmaceutical sometimes actually demand a five year data exclusivity provision for patents that have expired (Footnote) and use this device to extend their exclusive market position.

Recommendation:

Increased date exclusivity should not become a barrier to entry for generic competition.

The “Bolar” Provision

America’s Hatch-Waxman legislation, discussed earlier in this paper,   included a section, now known as the “”Bolar provision”,  that allowed the importation of the small amount of raw material required to prepare the compound and test a product before a patent expired. This permitted a generic company to complete its FDA application prior to patent expiration so that the generic version would be available for marketing immediately a patent expired. This provision was a sine qua non for generic negotiators of the legislation, since ninety-nine percent of the raw materials for generic production in the United States are imported.

To negate the effects of this regulatory stipulation, however, and its emulation in other countries, the multinational companies have successfully  driven through legislative change in countries providing these raw materials, so as to prohibit their export until the patent has expired, thus effectively  adding three or four years to patent life.  This systematic campaign also delays production of generic production worldwide and significantly increases costs as competition is throttled. (Footnote) 

The United States has spearheaded this campaign, threatening to impose trade sanctions on nations that refuse to change their laws in this respect so as to favour the patent holder.   The US Ambassador to Israel intervened in a failed attempt to keep the Bolar provision from inclusion in that country’s pharmaceutical legislation, but at the same time, the US Ambassador in Cyprus was successful in his campaign to end export until after a patent expired.  European countries have similarly prohibited early export of raw materials by eliminating Bolar but there are indications that this legislation will be reversed. 

Recommendation

The UN and its agencies should regard the elimination of the Bolar provision as an improper barrier to access to essential medicines.

On The Radar Scope: Direct to consumer advertising…lessons for the world? 

An American practice which deserves to be examined very critically by other countries when   developing their policies is the use of direct-to-consumer (DTC) marketing, of prescription medicines using television as a means of convincing patients to demand from their   physicians’ prescriptions for particular branded products especially “new” or “improved” medicines sold at a high price.  The patient is led to believe that the newest branded product will offer unique advantages.  Physicians complain that this process bypasses their professional judgment, and there is no doubt as to its commercial effectiveness. Surveys indicate that a patient will change doctors if   his preferences are not heeded. (footnote).

 There are several reasons to criticize the practice of DTC advertising. Firstly, the   advertiser's preference is transferred via the patient to the physician, so that commercial   choices replace medical choices; this could be particularly dangerous in developing countries which commonly struggle as it is with problems of rational drug use.    Secondly, prescribing costs are inflated as new branded drugs replace older ones with generic equivalents. Thirdly, the costs of this massive advertising to the public are reflected in a dramatic rise in pharmaceutical   prices, another example of a difference without a consequence. In 1996 alone the Schering-Plough company product spent $136 million on   TV advertising for its product Claritin, more than Coca-Cola spent on publicising its beverage or Budweiser its beer in that same year. 

Currently only the United States and New Zealand, among industrialised countries, tolerate DTC advertising for prescription drugs, and in the latter country the issue is being reconsidered.  A proposal to introduce the same practice in the countries of the European   Union has been emphatically rejected by the nations concerned.  Nevertheless, there is reason to fear its growth in developing countries where the grip of commerce on the public mind, for example in the TV advertising of cigarettes in urban areas, is already strong.   The influence of DTC could be particularly pernicious in those many developing countries where pharmaceuticals clearly only suitable for use on a medical prescription are still widely sold to the public, a practice which is currently, but only slowly, being corrected. This and other forms of advertising for branded products may again undermine seriously efforts in developing countries to provide prescribers with special training in prescribing, with the emphasis on essential drugs and generic names 
What's In a Name?

A further tool which has been used to protect branded products against generic competition is the emphatic use of the brand name in promotional material.   Although   during their basic training physicians learn medicines by their chemical names or the somewhat less complex "generic" (non-proprietary) names awarded to them (notably by the World Health Organization),  new drugs carry a brand name which are as  a rule simple to recall and commonly suggest the supposed usefulness of the product.  Within a short time the average physician (and many a patient) is confronted so emphatically with this name that it becomes synonymous with the drug itself, its value and its quality, and its   scientific name fades into obscurity. The barrier which this raises to wide acceptance of a "generic" equivalent is obvious.

These means of brainwashing are used to convince physicians to think of a new drug only under its brand name. One is the widespread distribution of branded samples to physicians; another is the practice of inviting physicians to "all expenses he brand name is emphatic and often exclusive.  This passive acceptance of brand names naturally extends to the public:  "Any lay person if they are familiar with sildenafil, fluoxetine or loratadine," R. John Fidelino notes in a scientific presentation in the Journal of Generic Medicines,” would   be surprised to learn they are Viagra, Prozac and Claratin." (footnote).  

These promotional efforts are now in place in many poor and developing nations some involving cash rewards to the prescribing physician.

There has been a degree of reaction to this practice.  The international community has, by and large, adopted the generic or international name as the harmonizing standard. In man countries the regulatory requirement is that each time the brand name is used in any literature or label identification, it must be followed by the generic name or the non-proprietary name to indicate that the two are interchangeable.  Nevertheless such measures are a great deal less persuasive than those pursued to imprint brand names on the medical and public consciousness.

7.  Real Time Example of the Effective Barriers to Competition 
The AIDS pandemic provides a real time example of how barriers to essential medicine impact on the poor nations of the world. 

During the nineties anti-retroviral medications (ARVs) began dramatically to curtail deaths and prolong lives of victims with HIV/AIDS in western nations. The price barrier -as much as $12,000-$15,000 a year for treatment - however prevented the use of ARVs in poor nations. Eight thousand people died each day as AIDS developed into a pandemic. In sub-Sahara Africa alone, it is estimated that more than thirty million are now victims of the disease with less than 250,000 in treatment (2004).   Equally serious are the emerging pandemics in China, India and the countries of the former Soviet Union. 

It is worth considering how these appalling situations could have arisen and persists today. 

Safe, effective ARVs, pre-qualified by WHO were and are readily available. Generic companies had rationalized the dosage regime to one tablet taken twice a day, with the cost of such treatment now set at under $20 a year..  Financing for generic ARVS has become available through the Global Fund, the World Bank and European nations.  

There is a temptation to treat the AIDS pandemic as a special case and set it on a sidetrack while we seek universal solutions to drug access problems as a whole in terms of inadequate infrastructure, poor delivery of medicines, economic realities, poverty and the many other problems that afflict poorer nations of the world.  Nor is it wise to argue, as some do either in public or private, that unless AIDS treatment is perfected in Africa and elsewhere, the virus might mutate, and travel to developed nations before vaccines or medicines are developed to meet this new challenge.  This narrow thinking, often injected into the debate is more often a thin excuse than a valid explanation for failure of millions to receive the medicines they need to survive.  AIDS is horrifying in its dimensions but it is not unique. It simply provides an example of the way in which the road to drug access can be beset with unnecessary obstacles. The problems in supplying low-cost drugs for AIDS are only the tip of a vast and dangerous iceberg.  

Tragically, AIDS can only be treated by half measures: not all the victims can be treated or saved, but inroads into this problem need not be delayed in the interim. It should go without saying that this effort must parallel others for understanding of the pandemic by victims and governments and implementation of prevention campaigns in areas of the world where mass communication may not be possible and health infrastructures sometimes remain primitive and are almost always under financed.  Of course, AIDS research must continue unabated in programs financed by governments, universities and the multinational and generic pharmaceutical companies.

That having been said, there has never been any rational or valid excuse to prevent competition from generic medicines in the field of AIDS particularly in nations where the multinationals denied compulsory licensing and refused even to offer fee-based voluntary licenses to generic companies.  The reality is that the road to a solution was deliberately blocked for as long as possible by the” research-based” industry, purely out of self-interest. 

No generic company was permitted to market AIDS medicines while the world waited for the outcome of legal action by thirty-nine multinationals suing the South Africa government to prevent use of generics. That impenetrable barrier remained in place until 2001 when Medicins sans Frontieres (MSF, Doctors without Borders) entered into an agreement with Cipla, Ltd of India to purchase AIDS medicines at a dollar a day.  The worldwide reaction to the contrast in prices, it is generally believed, forced the multinational corporations to suddenly abandon their years’ long court battle to prevent use of generic medicines. Theoretically, the door was open to generic competition, yet in practical terms it still remained almost closed.

To expedite the entry of safe and effective AIDS medicines into nations lacking the resources to engage in a worldwide inspection of generic suppliers, the World Health Organization (WHO), with the help of regulatory agencies in the European Union,, Canada and Scandinavia, has developed a pre-qualification program that serves as the prerequisite for international financing of AIDS medicines by the Global Fund, the World Bank and all nations except the United States.

In 2003 WHO approved and recommended as a first line of treatment the generic Fixed Dose Combination (FDC) commonly known as the “triple.”  In effect this regime can place one requiring the use of six to twelve tablets often from three different multinational companies. The FDC quickly became the preferred treatment in many African countries. 

Scientifically, the validity of the treatment was confirmed when in August, 2004, the medical journal “The Lancet” published a peer reviewed report on a field trial of the triple FDC conducted by Medicins sans Frontieres and supervised by a French research institute, involving severely ill impacted AIDS patients. For eighty percent of the patients the generic FDC removed detectible signs of the disease virtually without side effects, though the infection remained.  This scientific paper amply confirmed earlier field reports from NGOs with extensive field experience with the triple product. ( Footnote)
One roadblock originated in, of all places, the United Nations. Its “Accelerated Access to Medicines Program” banned participation of the generic industry from that program, a restriction that resulted in regional monopolies providing, AIDS medicines at up to ten times the generic prices. Two years after its creation, nine Andean nations and Mexico abandoned that program and initiated competitive bidding. With one exception, all the bids were won by pre-approved generic companies and the yearly cost for AIDS treatment was reduced to $249. ( footnote)

Similar problems have beset the Global Fund for AIDS, Malaria and TB, created as a result of UN initiative, which has became the focal point for national contributions. Inexplicably the Fund mandated that all AIDS medicines must be procured from multinational corporations at a multiple of the generic price. Only after a Global Fund Advisory Committee report was leaked to the New York Times, did the policy change and WHO pre-approved generics were deemed eligible for Global Fund financing. (Add footnote)

The other major source of international financing, the World Bank, was for time beset by similar anti-generic policies. These were finally reversed in 2004 and today the Bank aggressively recommends the use generic products, pre-qualified by WHO, in their bilateral programs. (footnote)

One unexpected development in 2003 appeared to provide a “Light at the End of the AIDS Tunnel.” In his State of the Union message that year President George Bush pledged that the United States would provide the desperately needed financing for an aggressive program for purchase of generic AIDS medicines.  He said:

“…Because the AIDS diagnosis is considered a death sentence, many do not seek treatment. Almost all that do are turned away (a doctor says) we have no medicines and many hospitals (tell people), you’ve got AIDS. We can’t help you. Go home and die......In an age of miraculous medicines, no person should have to hear those words…Anti-retroviral drugs can extend life for many years. And the cost of these drugs has dropped from 12,000 dollars a year to under $300 a year … places a tremendous possibility within our grasp....Ladies and gentlemen, seldom has history offered a greater opportunity to do so much for so many…” (footnote)
The sudden high profile personal announcement by the President before the Congress.-a virtual endorsement of generic use - stunned the industry leading to the belief that the persistent anti-generic “behind-the-scenes” efforts by representatives of the US government would cease.  The United States Congress indeed provided the fifteen billion dollars in response to the President’s initiative. With an expenditure of two billion dollars a year for medicines priced at $200 a year…the current generic price…the first light at the end of the AIDS tunnel could be glimpsed in Africa and the Caribbean. It was en entirely praiseworthy initiative.

But that, unhappily, was not the end of the story.   Quite suddenly the administrators of the President’s clear initiative decided that the WHO pre-qualification process was not adequate for receipt of the US monies and demanded an FDA approval to replace WHO system.  Since the necessary generic drugs did not have such approval, the moneys made available were used only for purchasing the products of multinational companies: unhappily their products were, as it proved, at least four times as expensive as those which could have been obtained elsewhere. The consequences of such a ruling are appalling. It has been estimated for each person saved by the Bush initiative three others who could have been saved will die.

The Innovative Generic Industry 

The Orphan Drug Act 
A problem faced by the pharmaceutical industry, brand and generic, is how to find cures for diseases with small patient populations or as is the case in the poor nations for medicines where the return on investment does not warrant exploration of diseases where patients lack the resources to purchase them.

In finding cures for rare diseases the generic industry joined the National Association of Rare Diseases (NORD) to discover methods to encourage the research based companies to undertake these scientific explorations. To demonstrate that these cures could be found, the generic industry undertook the research to discover and later to manufacture these products.

Certain products in nature were not subject to patents as well as products for other reasons that could not be protected became the basis for indirect reward for innovation. If a company produced the medicine for a rare disease, the reward would be seven years of “market exclusivity” where competition would not be permitted. Since innovations of this medicine for a rare disease had wider application the rewards were sufficient to encourage participation in the program.

When enacted, both the generic and brand industries joined with NORD in seeking the cures combining a humanitarian and commercial purpose. The biotechnology industry used this route to protect its products from competition. 

Recommendation:  

This approach is encouraged by the UN as a means of discovery for medicines without large commercial markets. 

Generic companies continue to discover and produce the so-called innovative medicines and appropriate delivery systems for medicines in poor nations. 

One example was developed by Dr. Yusuf Hamied, a PhD chemist from Cambridge and managing director of Cipla, Ltd of India. He combined three effective ARVs into one tablet taken twice a day and also  converted to suspension Nevirapine  the medicine that effectively blocks transmission of the  HIV/AIDS virus from mother to child at birth.  This replaced the pill that had to be crushed for newborn babies.

Generic companies like Teva of Israel have used the Orphan Drug Act to introduce new medicines into the market.
8. Caring the Deck: Stipulations and Justifications
The multinational “research-based” sector of industry has vigorously defended itself against explicit or implied criticism by others and it is worth considering some of its defences and the extent which they can be regarded as reasonable, particularly where the question of access by the poor is concerned.

One argument essentially stresses the extent to which access to medicines is impaired by other factors which have nothing to do with multinational industry.  Spokespersons point to the lack of health infrastructure and the national failures to set realistic priorities. Ministers of Health are often over-ruled by Ministers of the Economy and both are limited by international agreements to obtain financing.  In health care, these problems are further complicated by the lack of trained personnel and experience. An aura of corruption overhangs the scene.  This present paper considers this is a valid argument.

A second argument notes that finance is severely lacking from national or international sources to meet the competitive needs of institutions in transition and that the situation is complicated by the inherited legacies of poverty, colonialism and poor governance.  As a result, difficult political and economic decisions which are required “in the present tense” are avoided.  This paper stipulates this too is a fair and accurate assessment.

Thirdly, the multinational industry points out that its members donate medicines in a crisis and often offer long term commitments to meet critical needs.    There is no doubt these factors are often overlooked in the assessment of multinational contributions. This observation is also true but one should not overlook the fact that the generic industry has been an equal and a long time partner with the multinationals and international agencies and NGOs in providing medicines in crisis situations. .

Fourthly, multinational companies seek to reply to the charge that they lack an incentive to seek cures and/or vaccines for diseases which do not represent large commercial markets.  It is an indisputable commercial fact of life that for economic vitality, multinational pharmaceutical corporations must concentrate on medicines that are of major concern in the developed nations of the world.  They point out that the diseases of the developed world (heart failure, cancer, asthma, diabetes, etc) also impact poorer nations and constitute a major contribution to health. This, too, is stipulated as accurate; although it begs the question of afford ability.

9. Some Truths about Costs, Profits and Innovation in the “Research-based” Pharmaceutical Industry
The issue of the profits earned by multinational drug companies, the prices which they set for their patented products and the costs which their research entails is now the subject of vigorous debate in many countries. When one is considering the problem of access to medicines in the poor and developing world it is all too easy to argue that those issues are irrelevant, applying only to industrialized countries.  By definition the multinational firms work globally, and when they press the argument that they do not possess the financial means to develop drugs for poor populations or to reduce their prices in poor countries to an affordable level they essentially invite the outside commentator to look carefully into their global financial state. 

The Truth about Pharmaceutical Profits

For over two decades, with the exception of 2003, the pharmaceutical industry has been the most profitable in the United States. In 2001, the ten top American pharmaceutical companies in average net return, whether as a percentage of sales (18.5 percent), of assets (16.3 percent) or of shareholders’ equity (16.3 percent) ranked well above all other industrial or financial businesses.  By comparison the medium net return for all other industrial companies listed in the Fortune 500 was only 3.3 percent. In 2002 the combined profits for the ten top pharmaceutical companies in the Fortune 500 were more than the profits combined profits of the other 490 companies. ( Footnote)
Research and development expenses ranged between eleven and fourteen percent of sales. By comparison expenses for marketing and administration approximated thirty-six percent of sales.  It is estimated that the pharmaceutical companies spend twice as much of advertising and marketing as they expend on research. ( Footnote)
In short, the financial situation of the global innovative industry leaves little to be desired, and that is perhaps the mildest description which one can advance. 
Research and Development Costs
Against the above background one must then look more critically at the beliefs and attitudes which have grown up around the costs and productivity of research in the multinational “research-based” pharmaceutical companies. Some of these reflect misconceptions and misstatements.  One of these is the belief, intensively disseminated on behalf of that industry, that the cost of developing a new active molecule is now overwhelming and that this provides a fundamental basis for the industry’s pricing policies.  The figure of $802 million is today quoted, and it is worth determining how this estimate became as widely accepted as the cost of developing a new molecule.  The media, unfortunately, have as a rule quoted statements by the multinational on their R and D costs without the ability to conduct due diligence. In the meantime, some spokespersons for the multinationals are now floating an estimate of $1.7 billion per product. (2004 - Footnote with reference).
The $802m figure emerged on November 30, 2001 when a team of economists at the Tufts University’s Center for the Study of Drug Development, led by Joseph DiMasi, announced at a press conference that an update of the estimated costs of developing a new molecule had been prepared and that the figure had doubled to this level since 1987. The data on which this figure was based had been provided by the industry and was not available for peer or media review. ( Footnote)
Unnoticed by the media was the fact that this Center had throughout its more than thirty-year history had been largely or entirely financed by research-based pharmaceutical firms and had a consistent record of producing data attuned to the needs and interests of those firms. 

Similarly unnoticed was that the Center was until recently directed  by a scientist who had provided the US Congress with a false study purporting to show that the  patent life for a new drug had “been cut in half by bureaucratic regulations.” Based on that study, the Senate, by a vote of 90-2, passed legislation to compensate for the alleged loss by increasing patent life by seven years on all existing and future pharmaceutical products, legislation that would have bankrupted almost all generic companies. A convincing two-thirds of the Members of the House of Representatives co-sponsored the legislation.  The tables were turned when the expose of the false study led to the enactment of Hatch-Waxman. 

When the Tufts figures s were first reported in 2001, the generic industry quickly realized that half the $802 million figure was not “real” expenditures but included an “opportunity cost” of about $400 million. In other words, if the industry had successfully invested its money elsewhere it would have made a $400 million profit. In a recent book, Dr. Marcia Angell has independently reached and documented the same conclusion. It should be noted that Dr. Angell was the editor of the New England Journal of Medicine for many years and her conclusions cannot be easily dismissed. (footnote).
Also unreported in connection with the estimate was the fact that all charges to Research and Development are fully tax deductible. Dr. Angell has shown that the major innovative pharmaceutical companies were between 1993 and 1996 taxed at a rate of 16.2 percent compared with a rate of 27.3 percent for all other major industries. These calculations, she notes, would reduce the $403 million estimate (after deducting the opportunity costs) to “an after tax net of less than $266 per drug.”  The generic industry estimates the cost of developing a new molecule at approximately $250 million. ( footnote)
Since most approved medicines entering the market are not truly new or novel or are acquired from other sources, Dr. Angell has made further  estimates  and documents the fact that “the real cost” per new drug is well under $100 million. “Were it anywhere near the claimed $802 million, the industry would not be so secretive about its data.” she writes.

A year after its first announcement, Tufts made its analysis public admitting they had only looked at 68 drugs developed by ten companies over a decade. Tufts refused to name the companies or the medicines.  Close examination and analysis by Dr. Angell revealed that only the most expensive medicines were included in the study.

Dr. Angell summarizes some of her findings with this comment:

“The industry obscures not only the origin of its innovative drugs but also the fact that those constitute only a small portion of the total output. Big Pharma likes to refer to itself as a ‘research-based industry,” but it is hardly that. It could best be described as an idea-licensing, pharmaceutical formulating and manufacturing, clinical testing, patenting and marketing industry….but the majority of its products are drugs that, in the words of the FDA, ‘ have therapeutic qualities similar to those of one or more already marketing drugs”—in other words, me-too drugs.”

Fears that if affordable prices were charged for products either marketed or licensed in the poor nations of the world this would prevent the companies from investing in research are not substantiated by the facts. 

Research Productivity

The purely financial analysis of the research scene presented briefly above must be complemented by a careful assessment of the extent to which this research funding is productive and attune to the public interest. 
As noted above, the multinational innovator companies effectively argue that their high prices result from major investments in research and development, and that if prices are much reduced research will be imperilled. Dr Angell has written that implicit in such claims is “a kind of blackmail. If you want drug companies to keep turning out life saving drugs, you will gratefully pay whatever they charge. Otherwise you may wake up one morning and find there are not more new drugs.”(Footnote).  Allan F. Holmer, President of the Pharmaceutical Research and Manufacturers of America (PhRMA) poses the threat in political terms: “Voters do not want to jeopardize the miracle of life-saving innovation in modern medicines.” ( Footnote).
The true level of research investments has been considered critically above, but the issue of research costs and their influence on prices must also be considered from several other points of view.  One is the information available to us on the rapidity with which research costs are earned back once a drug has been marketed.  Estimates made by former financial officers for multinational companies who subsequently joined generic firms show that after two years in the marketplace a new medicine not only recoups all the expenditures for development of the product itself but also all the monies lost on unsuccessful projects. From the third year onwards, the profits on a new drug average ninety-five percent of the sale prices.

The next consideration relates to the numbers of truly new medicines which emerge from such research.  Again it was Dr. Angell who skilfully and professionally compiled data from the FDA on “innovative medicines” as defined by the Agency. She found that from 1998 until 2002 four hundred and fifteen new drugs were approved, an average of eighty-three a year. Of these, thirty-two percent, or one hundred thirty-three were new molecules. The others were variations of older medicines. ( footnote). Of these one hundred and thirty-three pharmaceuticals, only 58 were accorded priority in review because of their possible medical significance.  In both 2001 and 2002, only seven innovative drugs were approved compared to nine in 2000 and nineteen in 1999 and sixteen in 1998 corporations. (footnote) This confirms the view of many in the pharmaceutical industry that the focus of the industry has moved from development of new medicines to extending existing patents, and it may help to account for the ongoing process of major consolidation and mergers of multinational companies. ( Footnote).

Yet another necessary approach is to consider how many of the new drugs attributed to industrial research actually emerge from that process. In Dr Angell’s view, “the real scandal” is the fact that most innovative drugs that do come to market “nearly always stem from publicly supported research.” In the United States most of these innovative medicines are sponsored by the National Institutes of Health.  The first of the AIDS medicines, AZT, was discovered outside of private industry and developed within the NIH.  When a pharmaceutical company claimed credit, the NIH, in a unique press conference, disputed the company’s claim and in essence the justification for the high price of AZT.

Taxol, the best selling cancer drug in history, was a product of the National Cancer Institute, a thirty year project that cost $183 million. Taxol came to market at $10,000 to $20,000 for a year’s treatment. Generic competition reduced the price to a fraction of the brand cost but the generic competition was challenged in courts in Europe; uncertain of winning these lawsuits, the multinational company, in effect, acquired the competition and suppressed it. 

Epogen, EPO, a biotech product was privately developed and the lack of a regulatory pathway has prevented competition although the patent has expired.  Generic Biotech companies have developed medically interchangeable versions of EPO.

The multinational companies often concede that their real contribution to the complicated process is the development of a medicine after discovery in a public institution, by a smaller company or in an academic institution. To a large extent, the scientific and manufacturing structure of the multinational pharmaceutical industry is indeed essential to drug development although an increasing number of generic companies have undertaken the process of developing a new molecule for approval and marketing.
9. Where Do We Go From Here?
The ethical and practical dilemma of providing affordable medicines to the poor nations of the world and protecting innovation and discovery will require rational compromise and avoidance of political conflict. Decisions should be based on realities and not on the fictions which all too often surround the multinational pharmaceutical industry, whether they are spread by the companies themselves or from other sources.  Adherence to truth is a firm principle which should be applied just as rigidly to misstatements by the generic companies or their supporters as to statements regarding the “research-based” multinationals.

Many approaches to access are required.  Where generic medicines are concerned, the major approach now needed is a reasonable interpretation of the TRIPS Agreement and a patient-friendly interpretation of its escape clauses, particularly the means provided for in the Doha Declaration but yet to be implemented.  Poor nations in need should have the right to produce or import medicines using a compulsory license and paying a fee approximating five percent to the innovator.  Innovator pharmaceutical companies should routinely issue licenses to companies to copy and sell their products in markets where the return does not justify investment by the innovator himself. 

Finally, there is need for more generic production in developing countries This writer would recommend that a model, replicable, modular generic pharmaceutical facility,  that evolves in response to market demand, be created in Africa to serve as a model for nations seeking to undertake their own production. (See Appendix B: Local Manufacturing: Economics or Politics).

NOTE
This paper is based largely on the extensive and first hand manufacturing and political experience of the author, William (Bill) Haddad, for seven years the CEO of a domestic pharmaceutical manufacturer and later Chairman and CEO of a generic partnership, MIR, created to manufacture generic medicines in the former Soviet Union. He is Chairman/CEO of the United States Research and Development Corporation with a mission to assist offshore generic companies to attain FDA or European regulatory standards; and Chairman/CEO of Biogenerics, Inc.  His company volunteered to represent Cipla, Ltd (India) on AIDS and Malaria medicines. For ten years, he was Chairman or CEO of the US Generic Pharmaceutical Industry Association that came to represent almost all of the US and many foreign generic companies; he initiated and negotiated the Drug Price Competition and Patent Restoration Act; he served as a principal in the creation of the US Orphan Drug Act and he helped to organize the campaign to reduce the price of AIDS medicines in poor countries. 
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