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Abstract

Purpose: Investigational drug services (IDSs) are often responsible for delivery of investigational product, whether to a study
participant pursuant to a prescription or in bulk to another investigational study site. These deliveries must often cross state
borders. For situations in which the study is not conducted under an investigational new drug application, these shipments are
subject to the legislation of the receiving state. Summary: Every state board of pharmacy in the United States was contacted in an
effort to compile a single resource describing interstate investigational product shipping regulations for each state. The majority of
the states require registration with their board of pharmacy for shipment of medication into the state. Some states will allow for
exceptions and/or fee waiver in certain situations. Controlled substances also fall under the jurisdiction of the Drug Enforcement
Administration, with additional constraints placed on their shipment by many states. Conclusion: Knowledge of state legislative
requirements surrounding interstate shipment of investigational product is crucial for IDSs to maintain compliance with all
regulations. This document provides an important framework for obtaining and interpreting this information. However, as leg-
islation changes on a regular basis, current legislation should be reviewed prior to the commencement of interstate shipping.
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IntroductionlBackground is exempt from the premarketing approval requirements that
are otherwise applicable and may be shipped lawfully for the

purpose of conducting clinical investigations of that drug.”>
This statement indicates that those investigational products
under an IND are governed by federal regulations only and may
be shipped across state lines for approved investigational
purposes.

However, as indicated in the aforementioned definition, a
number of products involved in investigational trials are cur-
rently available on the market with FDA approval. Not all of
these require an IND for the proposed investigational use. In
these situations, the bulk shipment of these products to another
investigational site, as well as the shipment of these products
pursuant to a prescription across state lines, falls under the
jurisdiction of the state into which the product is shipped. Due
to the nature of the state legislation systems in the United
States, regulations can vary widely from one state to the
next. Unfortunately, this information is difficult to find, if not
unavailable, for many states.

Investigational drug services (IDSs) provide a variety of ser-
vices to clinical researchers, which include dispensing and
delivery of investigational product." The service of delivery
commonly involves shipment of the investigational product
to enrolled subjects. It can also involve the bulk shipment of
product to additional investigational study sites.” For a number
of sites that conduct clinical research, many of these shipments
must cross state borders. Unfortunately, guidance related to
interstate shipment of investigational products is limited. In
these situations, not only federal regulations but also the regu-
lations of each state involved must be taken into consideration.

Investigational products are defined as those medications
that have not been released for general use and have not been
cleared for sale in interstate commerce by the Food and Drug
Administration (FDA). This definition encompasses a variety
of entities, including new chemical substances, old or approved
products proposed for a new use, a new combination of 2 or
more approved products, and a combination of approved prod-
ucts in new proportions, new dosage forms, new routes of
administration, and new formulations.>

Some of the products involved in investigational trials are
products that have not been approved for use or sale by the ' The Children’s Hospital of Philadelphia, Philadelphia, PA, USA
FDA. These products fall under the jurisdiction of the Code Corresponding Author
of ngeral ,Regulatlons (CFR) Tltle, 21, C,FR 2,1 St.ates that, ChelseyFI,VIcIntlyrge, T:e Chi.ldren‘s Hospital of Philadelphia, 34th Street & Civic
“An investigational new drug for which an investigational new e cer Boulevard, Philadelphia, PA 19104, USA.
drug application (IND) is in effect in accordance with this part  Email: mcintyrec@email.chop.edu
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The purpose of this project was to compile a single resource
regarding the interstate shipping regulations of each board of
pharmacy for investigational products not covered under an
IND.

Methods

In September 2011, the Web sites of every state board of phar-
macy were reviewed for legislation pertaining to the shipment
of investigational products into each state. Information was
reviewed with 2 distinct intents: (1) to identify regulations
regarding interstate shipment of investigational product to a
study subject pursuant to a prescription and (2) to identify reg-
ulations regarding interstate bulk shipment of investigational
product to another investigational study site pharmacy.

The use of the term “investigational product™ in this article
refers to those products that do not require an IND and do not
fall under the jurisdiction of the CFR. These products are avail-
able on the market with FDA approval, subjecting them to state
legislation, but their use is intended for investigational pur-
poses only. Bulk shipment is defined as any shipment of inves-
tigational product from a licensed pharmacy to a licensed
pharmacy at another investigational site for which the use was
intended for more than 1 study subject.

In an effort to avoid erroneous interpretation of the legisla-
tion, an appropriate contact person was identified for each
board of pharmacy. This person was identified by utilizing the
contact number provided on the state board of pharmacy Web
site or National Association of Boards of Pharmacy Web site
and requesting the contact information for the person involved
in the regulation of interstate shipments. For each state, this
person was contacted through either e-mail or phone. If no
response was received, attempts were made through both
modes of contact (when available). If no response was received
through either avenue after multiple attempts, state regulations
regarding the shipment of investigational products across state
lines were identified and interpreted.

The contact person and relevant contact information was
collected for each state. Specific questions were posed to each
board of pharmacy to allow for collection of information for 2
separate situations—the interstate shipment of investigational
product pursuant to a prescription and the interstate bulk ship-
ment of investigational product to another investigational study
site. These questions included the following: the requirement
for pharmacy registration, requirement for pharmacist registra-
tion in the receiving state, the existence of exceptions for low-
volume shipment, and additional relevant information.

Results

A total of 50 states, 1 district, and 1 territory were contacted,
with responses received from all locations except for Wiscon-
sin and Puerto Rico. Regulations were found on the Wisconsin
Web site regarding the shipment of prescriptions into the state.
However, this could not be confirmed through direct contact
with a member of the board of pharmacy. No regulations could

be found for Puerto Rico, as there is no currently active Web
site for the board of pharmacy. The regulations listed here were
effective as of October 2011.

Shipment Pursuant to a Prescription

Forty-three states or districts require registration as an out-of-
state pharmacy or mail-order pharmacy for shipment of
investigational products pursuant to a prescription into that
state across state lines. Additionally, 10 states require that a
pharmacist be licensed in the state to which the shipment is
being sent in order to obtain an out-of-state pharmacy registra-
tion. Six boards of pharmacy will allow exceptions for a limited
number of shipments, which is defined differently by each
state. See Table 1 for details on regulations for each state.

Requirements for application for out-of-state (also referred
to as non-resident pharmacy) or mail-order registration vary
among states, as do fees for registration. Instructions and forms
for both pharmacy and pharmacist registration can be found on
all state board of pharmacy Web sites for completion. A limited
number of states expressed consideration of registration fee
waiver for the shipment of investigational product pursuant
to a prescription upon request.

Bulk Shipment

Similarly, 41 states or districts require some form of registra-
tion for bulk shipment of investigational products to another
investigational study site in that state across state lines. Nine
boards of pharmacy will allow exceptions for a limited number
of shipments, which is defined differently by each state. See
Table 2 for details on regulations for each state.

The exact nature of the registration that is required for bulk
shipments varies among states. These registrations can include
titles such as wholesale distributor, out-of-state pharmacy, and
mail-order pharmacy. The requirements and fees for these
applications range widely. Instructions and forms for each of
these registrations can be found on all state board of pharmacy
Web sites for completion. A limited number of states expressed
consideration of registration fee waiver for the bulk shipment
of investigational product upon request. Access to each state
board of pharmacy Web site and contact information is avail-
able at http://www.nabp.net/boards-of-pharmacy/.

Controlled Substances

Finally, controlled substances have additional oversight
through the Drug Enforcement Administration (DEA).* Appro-
priate registration with the DEA and additional registration in
some states is required for the shipment of controlled sub-
stances. This applies for product shipped pursuant to a prescrip-
tion or in bulk to another investigational study site. State boards
of pharmacy must be contacted individually for information
regarding these additional regulations.
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Table I. Interstate Shipments to a Study Subject Pursuant to a Prescription.

Registration required for Pharmacist required to Low-volume exception
shipment to subjects® hold a license in state in question permitted (definition)
Alabama Yes No No
Alaska No N/A N/A
Arizona Yes Yes No
Arkansas Yes Yes No
California Yes No No
Colorado Yes No No
Connecticut Yes No No
Woashington, DC Yes No No
Delaware Yes No No
Florida Yes No No
Georgia No N/A N/A
Hawaii Yes No No
Idaho Yes No No
lllinois Yes No No
Indiana Yes No Yes (if an undefined “limited” number of subjects)
lowa Yes No No
Kansas Yes No No
Kentucky Yes Yes Yes (if an undefined “limited” number of subjects)
Louisianna Yes Yes No
Maine Yes No No
Maryland Yes No No
Massachussetts No N/A N/A
Michigan Yes No No
Minnesota Yes No No
Mississippi Yes Yes No
Missouri No N/A N/A
Montana Yes No No
Nebraska Yes Yes No
Nevada Yes No No
New Hampshire Yes No No
New Jersey Yes No No
New Mexico Yes No No
New York Yes No Yes (if fewer than 600 prescriptions annually)
North Carolina No N/A N/A
North Dakota Yes Yes No
Ohio Yes No No
Oklahoma Yes No Yes (if limited to -2 instances)
Oregon Yes Yes No
Pennsylvania No N/A N/A
Rhode Island Yes No No
South Carolina Yes No No
South Dakota Yes No Yes (by request, if limited to -2 study subjects)
Tennessee Yes Yes No
Texas No N/A No
Utah Yes No No
Vermont No N/A N/A
Virginia Yes Yes No
Washington Yes No Yes (by request for isolated transactions)
West Virginia Yes No No
Wisconsin Yes No No
Wyoming Yes No No

Abbreviation: N/A, not available® Many states requiring permits also have further restrictions applying to registration for and shipment of controlled substances.
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Table 2. Interstate Shipments to Another Investigational Study Site Pharmacy.

Registration required for
distribution to pharmacy?®

Required registration type

Low-volume exception
permitted (definition)

Alabama® Yes
Alaska No
Arizona Yes
Arkansas Yes
California Yes
Colorado Yes
Connecticut Yes
Woashington, DC Yes
Delaware No
Florida Yes
Georgia No
Hawaii Yes
Idaho Yes
lllinois© No
Indiana No
lowa Yes
Kansas Yes
Kentucky Yes
Louisiana Yes
Maine Yes
Maryland Yes
Massachusetts No
Michigan Yes
Minnesota Yes
Mississippi Yes
Missouri¢ No
Montana Yes
Nebraska Yes
Nevada Yes
New Hampshire Yes
New Jersey Yes
New Mexico Yes
New York Yes
North Carolina No
North Dakota Yes
Ohio Yes
Oklahoma Yes
Oregon Yes
Pennsylvania No
Rhode Island Yes
South Carolina Yes
South Dakota Yes
Tennessee Yes
Texas® No
Utah Yes
Vermont No
Virginia Yes
Washington Yes
West Virginia Yes
Wisconsin Yes
Wyoming Yes

Manufacturer, wholesaler, distributor, or pharmacy

Nonresident pharmacy
Wholesale distributor
Wholesale distributor
Out-of-state drug wholesaler
Nonresident pharmacy
Wholesale distributor

Nonresident pharmacy
Miscellaneous
Wholesale distributor

Wholesale distributor
Nonresident pharmacy
Wholesale distributor or nonresident pharmacy
Wholesale distributor
Wholesale distributor
Nonresident pharmacy
Wholesale distributor
Wholesale distributor
Wholesale distributor
Wholesale distributor
Wholesale distributor
Wholesale distributor
Wholesale distributor
Out-of-state pharmacy
Wholesale distributor
Nonresident pharmacy
Out-of-state pharmacy
Wholesale distributor
Wholesale distributor or nonresident pharmacy
Nonresident pharmacy
Manufacturer
Nonresident pharmacy
Wholesale distributor
Nonresident pharmacy

Dependent upon situation
Nonresident pharmacy
Wholesale distributor
Wholesale distributor
Wholesale distributor
Wholesale distributor

No
N/A
No
No
No
No
No
No
N/A
No
N/A
No
No
N/A
N/A
No
Yes (If quantity is <5% of annual sales)
No
No
No
Yes (If quantity is <5% of annual sales)
N/A
No
No
Yes (by request if limited to 1-2 instances)
N/A
No
No
Yes (by request if limited to |-2 instances)
No
No
No
No
N/A
Yes (If quantity is <5% of annual sales)
Yes (If quantity is <5% of annual sales)
Yes (by request if limited to 1-2 instances)
No
N/A
No

Yes (If quantity is <5% of annual sales)
No
No
No
Yes (by request if limited to |-2 instances)

Abbreviation: N/A, not available.

?Many states requiring permits also have further restrictions applying to registration for and shipment of controlled substances.
®The manufacturer of the product must be registered and permitted in the state of Alabama to be lawfully shipped into the state.
“No regulations currently exist regarding shipment of product to another site.
9Missouri law exempted from the definition of “legend drug” certain products used for investigational purposes. Submit a letter to the state.

®Contact the representative at Department of State Health Services—Drugs and Medical Devices Division in order to clarify the status of the investigational

product in question.
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Conclusions

Interstate shipment of investigational drugs both pursuant to a
prescription and in bulk to another investigational study site
requires registration in the majority of states to which the
product is being shipped. Some of these regulatory bodies
impose additional requirements, such as state pharmacist licen-
sure and substantial fees. Additionally, further information
must be obtained on a state-by-state basis for the shipment of
investigational controlled substances.

It is crucial that IDSs are aware of the regulations surround-
ing investigational drug shipments so as to maintain compli-
ance with all federal and state legislation. This document
should provide a frame of reference for IDSs regarding the reg-
ulations surrounding the interstate shipment of investigational
product. However, as regulations are updated and altered peri-
odically, this resource cannot serve as a legal reference. If the
need for an interstate shipment arises, the diligent IDS should
perform a confirmatory review of the legislation for the state
or district in question through review of the state board of phar-
macy Web site and law. For information regarding exceptions,
fee waivers, and application completion, the appropriate state

board of pharmacy should be contacted with specific details
of the situation.
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