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TITLE 18. PROFESSIONAL AND OCCUPATIONAL LICENSING

BOARD OF PHARMACY

Proposed Regulation

Title of Regulation:  18 VAC 110-50. Regulations Governing Wholesale Distributors, Manufacturers and Warehousers (amending 18 VAC 110-50-10; adding 18 VAC 110-50-160 through 18 VAC 110-50-190).

Statutory Authority:  §§ 54.1-2400 and 54.1-3307 of the Code of Virginia.
Public Hearing Date:  June 12, 2007 - 9 a.m.
Public comments may be submitted until 5 p.m. on August 10, 2007.

(See Calendar of Events section

for additional information)

Agency Contact:  Elizabeth Scott Russell, RPh, Executive Director, Board of Pharmacy, Alcoa Bldg., 6603 West Broad Street, 5th Floor, Richmond, VA 23230-1712, telephone (804) 662-9911, FAX (804) 662-9313, or email scotti.russell@dhp.virginia.gov.

Basis:  Chapter 24 (§ 54.1-2400 et seq.) of Title 54.1 of the Code of Virginia establishes the general powers and duties of health regulatory boards including the responsibility to promulgate regulations in accordance with the Administrative Process Act.

The specific statutory authority for the Board of Pharmacy to regulate the practice of pharmacy including the mandate to establish pedigree requirements is found in § 54.1-3307 of the Code of Virginia.

The specific authority for the board to license wholesale distributors is found in the Drug Control Act, specifically, §§  54.1-3435 and 54.1-3435.01 of the Code of Virginia.

Purpose:  The Board of Pharmacy has proposed a pedigree system to increase its oversight of the wholesale distribution market in order to prevent opportunities for counterfeiting of drugs and ensure the integrity, safety and efficacy of drugs or devices distributed in the Commonwealth by establishment of a pedigree system.  "Pedigree" means “a paper document or electronic file recording each distribution of a controlled substance from sale by a pharmaceutical manufacturer through acquisition and sale by any wholesale distributor, as defined in § 54.1-3401 and not exempted pursuant to § 54.1-3401.1, until sale to a pharmacy or other person dispensing or administering the controlled substance. Returns from a pharmacy to the originating wholesale distributor or pharmaceutical manufacturer shall not be subject to the pedigree requirements of this section.” 

18 VAC 110-50 is being amended to comply with a statutory mandate to “regulate the practice of pharmacy and the manufacturing, dispensing, selling, distributing, processing, compounding, or disposal of drugs and devices” (§ 54.1-3307 A of the Code of Virginia).  To protect the supply of drugs distributed in the Commonwealth, the board is charged by statute to establish and implement a pedigree system. 
Counterfeiting of prescription drugs is a growing risk to the public health and safety and a potentially lucrative source of criminal activity.  Over the past several years the incidences of counterfeit prescription drug products detected in the U.S. legitimate drug supply system has been increasing.  In the 1990's, the average number of counterfeit drugs found in the supply system was approximately five per year.  According to FDA, this number has jumped to over 20 a year since 2001.

Of the drugs that have found to be counterfeited, many are expensive injectable drugs used to treat our sickest population, patients undergoing cancer chemotherapy, AIDS patients, and patients with kidney disease undergoing renal dialysis.  Undertreatment or nontreatment in these patients due to receiving counterfeit drug products would lead to exacerbation of the disease state or other symptoms, and possibly death.  In at least one case, a counterfeit product purporting to be Procrit, was not only found to contain little to no active drug, but was also contaminated with acinetobacter and pseudomonas bacteria, which could easily lead to a deadly infection in a normal patient, and is much more dangerous to a patient who already has a compromised immune system.  

Counterfeiting has become very sophisticated in that often the counterfeit products look almost identical to the real product.  Much of the counterfeiting takes place in garage labs where there is no consideration of maintaining even sanitary conditions much less sterile conditions. The counterfeiting business is very lucrative.  There is little overhead, and with the high cost of some prescription drugs, very profitable.  In one Florida case, one company selling counterfeit drugs to a Tennessee wholesaler received $17 million in wire transfers.  It has become more lucrative than dealing in illegal street drugs and less risky in terms of penalties if caught.

Florida hosted the majority of these criminal enterprises up until about two years ago when it increased its oversight of the wholesale distributor business and began serious enforcement efforts.  Now these businesses are looking for other states with less strict laws and regulations. It is important for Virginia to act now to strengthen and clarify its rules as a deterrent to counterfeiters.  

The Board of Pharmacy is proposing amendments to increase its oversight of drugs that leave the normal distribution channel in order to prevent opportunities for counterfeiting of drugs and ensure the integrity, safety and efficacy of drugs or devices distributed in the Commonwealth.

Substance:  The proposed action, as mandated by § 54.1-3307 of the Code of Virginia, sets out the susceptible drugs for which a pedigree must be required to include those drugs that leave the normal distribution channel or do not fall under one of the variations of the normal distribution channel.  In the regulation, the types of drug distribution or variations of the normal distribution channel that do not require a pedigree are listed and defined.  There are also time frame and notice requirements for amending the list of susceptible drugs.  

For those distributions that do have to have an authenticated pedigree, the content requirements are set out; distributions are given one year from the effective date of the regulations to comply with the pedigree requirements.  There are also requirements for authentication of a pedigree by any manufacturer or distributor listed on the pedigree and provisions of quarantining any drug for which a pedigree cannot be authenticated.  Finally, there are requirements for recordkeeping of transactions and pedigree authentications for a period of not less than three years.

Issues:  The primary advantage to the public is additional protection from the consequences of misbranded, adulterated, or counterfeited prescription drugs.  In an increasingly complex environment for the marketing and distribution of prescription drugs and devices, the Board of Pharmacy has an obligation to be proactive in ensuring the safety, integrity and quality of controlled substances that are distributed in the Commonwealth.  In instances where due diligence has not been observed in other states, drugs that were adulterated or counterfeited have entered the consumer market and resulted in harm to the public. Harm may come from an adulterated or counterfeited drug or device to which a patient has an adverse reaction or which does not have the strength or quality to achieve the intended result from pharmacotherapy.

It is the board’s responsibility to set out rules that minimize opportunities for counterfeiting of the drug supply by establishing rules for a pedigree to follow the distribution of any drug that leaves the normal distribution channel or one of the variations of acceptable distribution.  With the adoption of new regulations for a pedigree system, the board intends to add rules that offer clear standards of practice that provide for both deterrence and enforcement.

There are no disadvantages to the public or the agency.  There may be some increased effort and cost associated with expanded oversight requirements, but there is a broad interpretation of “normal distribution channel” so the number of pedigrees that will be required is limited.

Department of Planning and Budget's Economic Impact Analysis:  

Summary of the Proposed Regulation.  Pursuant to Chapter 777 of the 2005 Acts of Assembly and Chapter 632 of the 2006 Acts of Assembly, the Board of Pharmacy proposes to establish a pedigree program for prescription drugs that will have the affect of requiring pedigrees for Schedule II through IV drugs that are distributed through secondary wholesalers.

Result of Analysis.  There is insufficient data to accurately compare the magnitude of the costs and benefits of the proposed regulatory change. Analysis of possible costs and benefits can be found below.

Estimated Economic Impact.  Currently, Board of Pharmacy (board) regulations do not require that any class of drugs have a written, authenticated record of provenance. To address concerns that consumers are not being adequately protected from counterfeit drugs that might enter normal drug channels, the General Assembly passed legislation in 2005 that mandated that the board implement a pedigree requirement for “distribution of a controlled substance from sale by a pharmaceutical manufacturer through acquisition and sale by any wholesale distributor.” An ad hoc committee formed by the board determined that drugs that are distributed through normal distribution channels are unlikely to be adulterated or counterfeit. The General Assembly passed subsequent legislation (in 2006) that limited the scope of any pedigree program to drugs which, at some point before their final use, leave the “normal distribution channel.” Normal distribution channels, as defined in this legislation, encompass the “chain of custody for a prescription drug from initial sale by a pharmaceutical manufacturer, through acquisition and sale by one wholesale distributor as defined in § 54.1-3401, that is not exempted pursuant to § 54.1-3401.1, until sale to a pharmacy or other person dispensing or administering the controlled substance; or a chain of custody for a prescription drug from initial sale by a pharmaceutical manufacturer, through acquisition and sale by one wholesale distributor as defined in § 54.1-3401, that is not exempted pursuant to § 54.1-3401.1, to a chain pharmacy warehouse to its intracompany pharmacies; or a chain of custody for a prescription drug from initial sale by a pharmaceutical manufacturer to a chain pharmacy warehouse to its intracompany pharmacies.”  

The proposed regulation incorporates this definition and additionally provides that drugs distributed on an emergency basis are exempt from pedigree requirements so long as the distributor of these drugs: 

· Maintains documentation from the drug manufacturer attesting to a shortage, 

· Purchases the drug distributed only through an authorized distributor, 

· Maintains a list of all entities to whom these drugs are sold, and 

· Notifies the board of within 24 hours of any emergency distributions.  

The proposed regulation requires that non-exempt entities buying and selling drugs in non-emergency situations generate a written pedigree that includes:

· The trade or generic name of the drug, 

· The dosage form and strength of the drug,

· The container size for the drug as well as the number of containers and lot numbers of the purchase,

· The name of the manufacturer of the drug, and 

· Documentation for every transaction of the drug in question to include:

· The business name and address of each entity involved in the chain of the drug’s physical custody,

· The telephone number and other contact information needed to authenticate the pedigree,

· Sales invoice numbers or other unique shipping document numbers that identify each transaction, and

· The dates of the transactions to include shipping dates when a seller ships the product and receiving dates when a purchaser receives a product. 

Effectively, legislative mandate and this proposed regulation will require pedigrees only for drugs that are handled by secondary wholesalers on a nonemergency basis.  Secondary wholesalers purchase overstocked drugs from primary wholesalers and unused drugs from pharmacies and tend to sell these drugs to other secondary wholesalers, pharmacies and government entities like prisons at lower cost than would normally be charged by a primary wholesaler. More specialized secondary wholesalers purchase drugs from primary wholesalers at their regular price and then sell those drugs to doctors’ offices for a price that is greater than wholesale but less than retail; secondary wholesalers can engage in this type of arbitrage because many primary wholesalers have traditionally refused to sell directly to doctors’ offices. The provenance of drugs that are repeatedly sold and resold in this manner can become clouded and counterfeit drugs can more easily be introduced into a distribution stream that includes such sales and resales. 

Counterfeit and adulterated drugs can be harmful, or even deadly, in several ways.  Consumers are certainly harmed when they inadvertently take a counterfeit drug that will not have the beneficial effects anticipated when the drug was prescribed; these consumers may even die if the drug they are taking is meant to treat a condition (like diabetes) that can be fatal.  Consumers can also be harmed, or even killed, by counterfeit drugs that are, on occasion, contaminated with bacteria or other harmful substances. This proposed regulation, and its originating legislation, will likely benefit the public by reducing the risk that counterfeit or adulterated drugs will be sold in the Commonwealth.  

There will also be costs associated with the promulgation of this regulation. Secondary wholesalers will incur costs associated with gathering and maintaining the information required for pedigrees. The Department of Health Professions (DHP) reports that there is no information available that would indicate how much pedigrees will cost to maintain. Secondary distributors who do business in Virginia and Florida (where drug pedigrees are already required) will likely not see an appreciable increase in their costs because they will only be providing to the board pedigree information that they have already gathered and that they are already required to maintain. Secondary distributors that do not also do business in Florida will likely increase the price they charge their customers to offset some or all of the costs associated with this pedigree program. DHP expects that some secondary distributors will choose to either seek primary distributor status (by buying directly from drug manufacturers) or will cease doing business in Virginia altogether. These factors, taken together, will likely mean that end purchasers of drugs will experience an increase in the price they, or their agents, pay for medication. 

Businesses and Entities Affected.  The proposed regulation will affect secondary wholesalers as well as their customers.  The board currently licenses 132 resident and 640 nonresident wholesale distributors.  The vast majority of these are secondary distributors.

Localities Particularly Affected.  The proposed regulation will affect all localities in the Commonwealth.

Projected Impact on Employment

The proposed regulation will likely have a negative impact on employment in the field of wholesale drug distribution. 

Effects on the Use and Value of Private Property.  Secondary wholesale drug distributors will incur greater costs on account of the proposed regulation.  To the extent that they are unable to recover those costs by passing them on to their customers, secondary wholesale distributors are also likely to see lower profits. 

Small Businesses: Costs and Other Effects.  Secondary wholesale drug distributors will incur costs associated with gathering and maintaining the drug pedigree information required by the proposed regulation.  Most of the wholesale drug distributors licensed by the board are secondary drug wholesale distributors that qualify as small businesses.
Small Businesses: Alternative Method that Minimizes Adverse Impact.  There are likely no alternative methods that would both meet legislative requirements and further minimize adverse impacts.

Legal Mandate:  The Department of Planning and Budget (DPB) has analyzed the economic impact of this proposed regulation in accordance with § 2.2-4007 H of the Administrative Process Act and Executive Order Number 21 (02).  Section 2.2-4007 H requires that such economic impact analyses include, but need not be limited to, the projected number of businesses or other entities to whom the regulation would apply, the identity of any localities and types of businesses or other entities particularly affected, the projected number of persons and employment positions to be affected, the projected costs to affected businesses or entities to implement or comply with the regulation, and the impact on the use and value of private property.  Further, if the proposed regulation has an adverse effect on small businesses, § 2.2-4007 H requires that such economic impact analyses include (i) an identification and estimate of the number of small businesses subject to the regulation; (ii) the projected reporting, recordkeeping, and other administrative costs required for small businesses to comply with the regulation, including the type of professional skills necessary for preparing required reports and other documents; (iii) a statement of the probable effect of the regulation on affected small businesses; and (iv) a description of any less intrusive or less costly alternative methods of achieving the purpose of the regulation.  The analysis presented above represents DPB’s best estimate of these economic impacts.
Agency's Response to the Department of Planning and Budget's Economic Impact Analysis:  The Board of Pharmacy concurs with the analysis of the Department of Planning and Budget on proposed amended regulations for 18 VAC 10-50, Regulations Governing the Wholesale Distributors, Manufacturers and Warehousers.
Summary:

Part IV (18 VAC 110-50-160 et seq.) and applicable definitions in 18 VAC 110-50-10 are being added to comply with Chapter 777 of the 2005 Acts of Assembly and Chapter 632 of the 2006 Acts of Assembly, which mandate the establishment and implementation of a pedigree program for prescription drugs.  The regulations also provide for exceptions to the pedigree requirements for emergency medical reasons as defined in regulation.
18 VAC 110‑50‑10. Definitions.

In addition to words and terms defined in §§ 54.1‑3300 and 54.1‑3401 of the Code of Virginia, the following words and terms when used in this chapter shall have the following meanings unless the context clearly indicates otherwise:

"Authorized distributor of record" means  a wholesale distributor with whom a manufacturer has entered into a written agreement under which such wholesale distributor is either authorized to distribute all of that manufacturer's prescription drug products, or only those products listed in the agreement, for such a period of time or number of shipments as specified in the agreement.
"Control number" means the unique identifying customer number assigned by the Virginia Department of Motor Vehicles to an individual when issuing a driver's license, learner's permit, or official identification card.  This number is displayed on the driver's license or ID card in lieu of the social security number.

"DEA" means the United States Drug Enforcement Administration.

"Drop shipment" means the sale and distribution of a prescription drug in which a manufacturer, third-party logistics provider, or the manufacturer's exclusive distributor directly ships the prescription drug to a pharmacy, chain drug warehouse, or other person authorized to dispense or administer the prescription drug, and the pharmacy, chain drug warehouse or other authorized person is invoiced by a wholesale distributor that took title to the prescription drug during the shipping, but did not take physical possession of the prescription drug.
"Expiration date" means that date placed on a drug package by the manufacturer or repacker beyond which the product may not be dispensed or used.

"FDA" means the United States Food and Drug Administration.

"Manufacturer's exclusive distributor" means a distributor licensed by the board as a wholesale distributor or registered as a nonresident wholesale distributor who contracts with a manufacturer to provide or coordinate warehousing, distribution or other services on behalf of a manufacturer for a prescription drug and who takes title to that manufacturer’s prescription drug, but who does not have general responsibility to direct the sale or disposition of the prescription drug.

"Third-party logistics provider" means an entity licensed by the board as a wholesale distributor or registered as a nonresident wholesale distributor who contracts with a manufacturer to provide or coordinate warehousing, distribution, or other services on behalf of a manufacturer for a prescription drug, but does not take title to the prescription drug and who only sells, distributes, or otherwise disposes of the prescription drug at the direction of the manufacturer.
"USP-NF" means the United States Pharmacopeia‑National Formulary.

PART IV.

PEDIGREE REQUIREMENTS.

18 VAC 110-50-160. Susceptible drugs.

A. The list of drugs susceptible to counterfeiting for which a pedigree is required shall be all prescription drugs in Schedules II through VI, except that a pedigree is not required for those prescription drugs that do not leave the normal distribution channel or those that include one or more of the following additional distributions or variations to the normal distribution channel:

1. Distribution by a manufacturer’s exclusive distributor;

2. Distribution by a third-party logistics provider;

3. Drop shipments;

4. Distributions to a veterinarian for veterinary use; and

5. Distributions for emergency medical reasons, defined as those in which (i) a state of emergency has been declared by the Governor in accordance with § 54.1-3307.3 of the Code of Virginia, or (ii) there is a documented shortage of a drug, where the failure to acquire and dispense a prescription drug could result in imminent danger to patient health, and the wholesale distributor, in lieu of a pedigree, complies with the following requirements: 

a. Obtains and maintains documentation from the manufacturer attesting to a shortage of the prescription drug and its nonavailability through normal distribution channels; 

b. Purchases the prescription drug only through an authorized distributor of record and maintains the name of such distributor;

c. Maintains a list of pharmacies or other authorized entities to which the prescription drug was distributed; and

d. Notifies the board within 24 hours of such a distribution.

B. Not less than annually, the board shall evaluate whether the list of susceptible drugs in subsection A of this section should be amended. The board may modify the list under its authority to adopt exempt regulations, pursuant to § 2.2-4006 A 14 of the Administrative Process Act, in accordance with the following process:
1. The board shall conduct a public hearing on any proposed amendments to subsection A of this section. Thirty days prior to conducting such hearing, the board shall give written notice of the date, time, and place of the hearing to all persons requesting to be notified of the hearings and publish proposed amendments to the list in the Virginia Register of Regulations.

2. During the public hearing, interested parties shall be given reasonable opportunity to be heard and present information prior to final adoption of any amendments. Final amendments of the list shall also be published, pursuant to § 2.2-4031 of the Code of Virginia, in the Virginia Register of Regulations. 

3. Final amendments to the list of susceptible drugs shall become effective upon filing with the Registrar of Regulations. 

18 VAC 110-50-170. Requirements of a pedigree.

A. For distributions of prescription drugs that require a pedigree in accordance with § 54.1-3307 of the Code of Virginia and 18 VAC 110-50-160, the pedigree shall list all distributions starting with the sale by a manufacturer through acquisition and sale by any wholesale distributor until final sale to a pharmacy or other person authorized to administer or dispense the prescription drug. 

B. When required by law and regulation to provide a pedigree, a wholesale distributor shall provide an authenticated pedigree for drugs sold or returned to another wholesale distributor before or at the time the drug is shipped to such wholesale distributor.

C. The pedigree shall minimally include the following information on a prescription drug for which a pedigree is required:

1. The trade or generic name of the drug;

2. The dosage form and strength, the container size, number of containers, and lot number;

3. The name of the manufacturer of the finished drug product;

4. Each transaction in which the drug is shipped or received by a manufacturer or wholesale distributor showing the following:

a. The business name and address of each entity involved in the chain of the drug’s physical custody;

b. Telephone number and other contact information needed to authenticate the pedigree;

c. Sales invoice number or other unique shipping document number that identify each transaction; and

d. The dates of the transactions to include shipping dates when a seller ships the product and the receiving dates when a purchaser receives the product.

5. A statement of certification that the information contained in the pedigree is true and accurate and the name and signature of the individual certifying the authenticity of the pedigree at the time of shipment of the drug.
D. The requirement for a pedigree shall be effective beginning [ one year from the effective date of a final regulation ].

18 VAC 110-50-180. Authentication of a pedigree.

A. Upon request of a wholesale distributor who is attempting to authenticate a pedigree for a drug as specified in 18 VAC 110-50-160, any manufacturer or wholesale distributor listed on the pedigree shall provide requested information in a timely manner, to include the following:

1. Dates of receipt or shipment of the drug as well as the name, address, and other contact information of those entities from whom they received the drug or to whom they shipped the drug;

2. Lot number;

3. Sales invoice number or other unique shipping document numbers that identify each transaction; and

4. Name of the person who is providing the requested information.  

B. The wholesale distributor shall record the above information and maintain the information in accordance with 18 VAC 110-20-190.

C. If a wholesale distributor that is attempting to authenticate the distribution of a drug back to a manufacturer is unable to authenticate each distribution, the wholesale distributor shall quarantine the drug and report to the board and the FDA within three business days after completing the attempted authentication.

18 VAC 110-50-190. Recordkeeping.

A. Wholesale distributors shall establish and maintain inventories and records of all transactions relating to the receipt and distribution or other disposition of drugs as specified in 18 VAC 110-50-160, to include records of authentication of pedigrees, for a period of not less than three years.
B. All records shall be made available to the board or its authorized agent upon request.  If records are not kept on premises at the address of record, they shall be made available within 48 hours of such request.
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