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U.S.-based prescription product manufacturers now are
presented with global opportunities, which simultaneously
foster enormous growth potential while forcing them to
comply with often conflicting and confusing regulatory
obligations.

One of the most important global challenges facing
these manufacturers occurs when there is a pressing need
to recall one of their products. The manufacturer then not
only faces substantial monitoring and regulation by the
Food and Drug Administration in the United States but also
comparable (and sometimes conflicting) monitoring and
regulation by similar government entities in every country in
which it is doing business.

The diversity and complexity of laws, regulations,
guidances and ordinances in the burgeoning number
of manufacturing jurisdictions in the world can present
unimaginable logistical nightmares for these manufacturers—
unless a company is completely prepared to initiate a global
recall when required. And that’s the rationale behind this
monograph.

This monograph begins with a description of an
international recall that went awry and then analyzes the
current state of the global prescription product industry.

The monograph next summarizes the varying recall
requirements of the World Health Organization, European
Medicines Agency and Health Protection Branch of Health
Canada.

Finally, the monograph includes a practical, proactive
plan for any company faced with an international recall. This
plan is essential for a successful recall policy.

The bottom line—this monograph enables you to:

*  Understand the complex and varying
requirements of international bodies that regulate
prescription products;

*  Create a proactive model that will serve as
a minimum threshold for conducting an
international recall; and

* Implement an electronic notebook that can
serve as an invaluable resource to company
representatives and consultants faced with an
international recall.



“One world, one recall.”

Recalls of prescription products are more often than not global in nature. Yet, the very real diversity
of laws, regulations, guidances and ordinances throughout the countries of the world presents unimaginable
logistical nightmares unless a company is prepared to initiate a global recall when one is required. For United
States-based manufacturers and distributors of prescription products a recall begins with Food and Drug
Administration (FDA) guidelines. But that is only a start; many companies build upon their FDA-based
protocols with the guidances of other international organizations and entities such as the World Health
Organization (WHO), the European Medicines Agency (EMEA) and the Health Protection Branch of Health
Canada. From there they fine-tune their procedures to the requirements of other countries where they are
doing business so that they are ready to adapt a recall to all variations.

The phenomenal growth of the prescription product industry in recent years has not only been the
consequence of the “blockbuster” product but also the worldwide growth of sales of its products. Virtually
every major prescription product company has significant sales outside of the United States.! This global

! For example see these sites for manufacturers of drugs:
Pfizer: http://www.pfizer.com/general/global _sites.jsp
GSK: http://www.gsk.com/worldwide.htm
Novartis: http://www.novartis.com/about-novartis/locations/index.shtml
Sanofi-Aventis: http://en.sanofi-aventis.com/group_sites/group_sites.asp
AstraZeneca: http://www.astrazeneca.com/about-us/addresses/
Roche: http://www.roche.com/about_roche.htm
Johnson & Johnson: http://www.jnj.com/connect/about-jnj/company-structure/?flash=true
Merck: http://www.merck.com/ click on Worldwide
Abbott: http://www.abbott.com/global/url/content/en_US/10.40:40/general_content/Global_Locations.htm
Lilly: htep://www.lilly.com/about/global/
Amgen: http://www.amgen.com/about/locations.html
Wyeth: htep://www.wyeth.com/worldwide
Teva: http://www.tevapharm.com/worldwide/
Bayer: http://www.bayer.com/en/Bayer-Worldwide.aspx
Takeda: http://www.takeda.com/worldwide/

For example see these sites for manufacturers of devices:

Johnson and Johnson: http://www.jnj.com/connect/about-jnj/company-structure/?flash=true

GE Healthcare: http://www.gehealthcare.com/worldwide.html

Medtronic: http://www.medtronic.com/about-medtronic/locations/index.htm

Baxter International: http://www.baxter.com/about_baxter/company_profile/sub/globalpresence.html

Cardinal Health: http://www.cardinal.com/global/

Siemens Medical Solutions: http://www.medical.siemens.com/webapp/wcs/stores/servlet/SMBridge-q_catalogld-e_-999-a_
catTree~e_100001~a_langld-e_-999~a_storeld-e_10001.htm

Boston Scientific: http://www.bostonscientific.com/AboutUs/Locations.bsci/,,/navRelld/1004.1016/seo.serve

Stryker: http://www.stryker.com/en-us/glp/index.htm

B. Braun: http://www.bbraun.com/

3M Healthcare: http://solutions.3m.com/wps/portal/3M/en_US/about-3M/information/more-info/locations/

Zimmer Holdings: http://www.zimmer.com/z/ctl/op/global/action/1/template/ HM/id/

Becton, Dickinson & Co.: http://www.bd.com/



With the greater opportunity to market and sell prescription products worldwide comes the greater
responsibility to ensure the ability to recall a product. The failure to plan for and implement a timely
worldwide recall can have devastating effects on the company as well as on the consumer. While a company
can have an effective domestic plan in place, it must take into account the vagaries of other countries in which
it is selling its product. For example, “risk” may vary by country:

Risk balancing is inherent in continued approval of a product. The calculus re an acceptable level
of side effects varies with each nation’s culture, history, severity of the epidemic, etc.!

If a company does not have an international recall plan in place, things can go very badly. For example,
in the early 1970s, A.H. Robins’ Dalkon Shield, a birth control device, was found to be associated with pelvic
inflammatory disease resulting in sterility in thousands of women who were prescribed it. Numerous other
complications were associated with the product resulting not in a recall but, upon a request by the FDA, in a
voluntary cessation of distribution in 1974.> The decision to stop marketing is notable for the company’s intent
not to involve FDA.?> While there was no corresponding market withdrawal or recall in the 80 foreign countries
where it had sold more than 4 million Shields, Robins advised physicians only that it had stopped marketing the
product, without disclosing the reported adverse events. Without an international recall, the product remained
on the market in many foreign countries many years after the product was withdrawn in the United States.

In ensuing litigation, courts found that the product was defective and that the defect was the cause of harm
to those who used the device. One court was quite specific about the deception practiced by the company:

The defect in the Dalkon Shield is that when it was being manufactured and sold by Robins,
the company did not know what health hazards might be inherent in the apparently increased
effectiveness of this product over other IUDs as it appeared in Dr. Davis’ paper. Yet, Robins not
only failed to disclose its lack of knowledge; it affirmatively asserted that the Shield was safe.

' James O'Reilly, Can the U.S. Food and Drug Administration Act Against Global Frauds? The Extraterritorial Effect of Food and Drug
Administration Sanctions After Small v. United States, 60 Foop & Druc L. J. 347, 359 (2005).
% 'The history of the problems with the Dalkon Shield is recounted in Hawkinson v. A.-H. Robins Co., Inc., 595 E Supp. 1290, 1302 (D.
Colo. 1984). See also, Renee B. Allen, International Regulation of Defective Medical Devices: Protecting the Foreign Consumer Through Recall, 7
B.U. InT’L L.J. 85 (1989). Note that the company did not initiate a recall.
“On June 28, 1974, Robins voluntarily suspended domestic distribution and sale of the Dalkon Shield in response to a request by the
Food and Drug Administration. Thereafter, without acceding to the FDA’s authority or entitlement to request such information, Robins
participated in proceedings concerning the Dalkon Shield and, on August 8, 1975, it announced that it would not remarket the Dalkon
Shield.” Hawkinson, supra, 595 F. Supp. at 1302.
The Dalkon Shield was sold in Argentina, Australia, Austria, Bangladesh, Belgium, Brazil, Canada, Chile, Colombia, Costa Rica, Cyprus,
Denmark, Dominican Republic, Ecuador, Egypt, El Salvador, England, Ethiopia, Finland, France, Germany, Ghana, Greece, Guatemala,
Haiti, Honduras, Hong Kong, Iceland, India, Indonesia, Iraq, Iran, Israel, Italy, Jamaica, Japan, Jordan, Kenya, Kuwait, Laos, Lebanon,
Lesotho, Liberia, Libya, Luxembourg, Malaysia, Mexico, Netherlands, Nicaragua, Nigeria, Norway, Pakistan, Panama, Paraguay, Peru,
Philippines, Portugal, Puerto Rico, Samoa, Saudi Arabia, Singapore, Somali, South Africa, Spain, Sri Lanka, Sudan, Surinam, Swaziland,
Sweden, Switzerland, Syria, Taiwan, Tanzania, Thailand, Tunisia, Uganda, Venezuela, Virgin Islands and Zambia. /d. at n. 175 citing
Shainwald, 7he Story of the Dalkon Shield, reprinted in Nat'l Women’s Health Network, The Dalkon Shield 12 (rev. 1986).
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Every manufacturer licensed and doing business in the United States should be prepared with a “recall
macro” in place. The fundamental elements of the macro are the laws and regulations of the United States,
World Health Organization, the European Union and Canada. From this the company can collate the unique
regulatory requirements in countries where it does business.

The Federal Food, Drug and Cosmetic Act (FDCA) as amended? and sections 361 and 351 of the Public
Health Service Act (PHSA)? provide the authority for FDA to regulate all prescription products including
pharmaceuticals, medical devices, biologics and certain electronic products. Under these authorities, FDA
has promulgated its recall policy, established recall procedures and set forth its current thinking on industry
responsibilities in carrying out a recall.” Typically, companies voluntarily initiate recalls either on their own
or at the request of FDA. If a company should refuse an FDA request to initiate a recall, FDA has express
authority to order a recall of certain medical products, such as medical devices,” biologics® and human cells,
tissues and cellular and tissue-based products.” However, FDA does not have express authority to order the
recall of prescription drug products, although FDA may seek a court order for a drug product recall or use one
of its other enforcement tools, such as seizure of the product. FDA’s procedures for conducting a voluntary
recall are set forth in regulation at 21 C.ER. Part 7.

As emphasized by FDA:

Recall is the most expeditious and effective method of removing or correcting defective FDA-
regulated products that have been distributed commerecially, particularly when these products
present a danger to health.®

FDA policy regarding recalls favors voluntary action by the manufacturer. The agency encourages a
voluntary recall because it seems to be more effective and provides better protection to consumers than seizure

This section and others are based in part upon James M. Woob ET AL., RECALLs OF PRESCRIPTION PRODUCTS: A PROACTIVE PRIMER, 2d ed.
(FDLI 2007).

21 U.S.C. § 301 et seq.; see also 43 Fed. Reg. 26,202 (June 16, 1978).

21 U.S.C. §§ 262 and 264.

21 C.ER. Part 7.

FDCA § 518(¢), 21 U.S.C. § 360h(e); 21 C.ER. Part 810.

PHSA § 361, 42 U.S.C. § 264.

PHSA § 361, 42 U.S.C. § 264; 21 C.ER. § 1271.440.
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