» COMMONWEALTH OF VIRGINIA
Board of Pharmacy

Perimeter Center, 9960 Mayland Drive, Second Floor (804) 367-4456 (Tel)
Henrico, Virginia 23233 (804) 527-4472(Fax)

Tentative Agenda of Ad Hoc Committee on Delivery of Prescription Drug Orders
(HB1956), Guidelines for Counseling on Drug Disposal (HB2046), and Guidance for
Complying with USP Chapter <800>
September 18, 2017
10:00AM

TOPIC PAGES

Call to Order: Ellen Shinaberry, Chairman
e  Welcome & Introductions
¢ Reading of Emergency Evacuation Script

Call for Public Comment: The Board will receive public comment at this time. The Board will not
receive comment on any regulation process for which a public comment period has closed or any
pending disciplinary matters.

Agenda Items:
e Delivery of Prescription Drug Orders (HB1956)
o HBI1956 1-3
o Letters from Delegates Orrock, Peace, and Head 4-8
o Letter from McGuireWoods Consulting 6-17
o Excerpts from Minutes of May 2016 and June 2016 Board Meeting 18-20
* Develop Guidance for Complying with USP Chapter <800>
o USP Chapter <800> 21-39
o FAQs from USP 40-49
o Letter from Containment Technologies Group, Inc. 50-55
o Memo from NABP 56-58
o Letter from The Compounding Center 59-64
o Draft Guidance Document 110-36 65-78
* Guidelines for Counseling on Drug Disposal (HB2046)
o HB2046 79
o Disposal Information from VaAware.com 80-84
Adjourn

**The Committee will have a working lunch at approximately 12pm, **
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controlled substances. f go

Gordon C, Heisel, Jr. | all patrons .. notes|add to my profiles

Summary as introduced:

Delivery of prescription drug order; shipping Schedule VI controlled substances. Clarifies requirements related
to delivery of prescription drug orders, including delivery of such orders by mail, common carrier, or delivery
service, and requires the Board of Pharmacy to adopt regulations for the delivery of prescription orders by mail,

common carrier, or delivery service,

Full texr:
01/10/17 House: Prefiled and ordered printed; offered 01/11/17 171021250 pdf | impact statement

Status:

01/10/17 House: Prefiled and ordered printed; offered 01/11/17 17102125D
01/10/17 House: Referred to Committee on Health, Welfare and Institutions
01/17/17 House: Assigned HWI sub: Subcommittee #1

01/31/17 House: Subcommittee recommends laying on the table by voice vote
02/07/17 House: Left in Health, Welfare and Institutions
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2017 SESSION

INTRODUCED

17102125D
HOUSE BILL NQ, 1956
Offered January 11, 2017
Prefiled January 10, 2017
A BILL to amend and reenact § 54.1-3420.2 of the Code of Virginia, relating to delivery of prescription
drug order; shipping Schedule VI controlled substances.

Patrons—Helsel and Peace
Referred to Committee on Health, Welfare and Institutions

Be it enacted by the General Assembly of Virginia:

1. That § 54.1-3420.2 of the Code of Virginia is amended and reenacted as follows:

§ 54.1-3420.2. Delivery of prescription drug order.

A. Prescription drug orders may be delivered (i) directly 10 the patient or his legally authorized
representative af the pharmacy, (i) to the home of the patient, by hand delivery or by mail, common
carrier, or delivery service; or (iif) 1o another delivery location, by hand delivery or by mail, common
carrier, or delivery service, provided such delivery to such delivery location is authorized by federal law
and regulations of the Board. The Board shall adopt regulations governing the delivery of prescription
orders by mail, common carrier, or delivery service to a patient's home or fo another delivery location,
which shall include requirements related to access, accuracy, security, required records, storage, and
accountability. Such regulations shall also include temperature contro! standards and shall reguive, for
any drug requiving temperature control, a wethod approved by the United States Pharmacopeia by
which the patient can detect temperature variances thal could cause degradation of the drugs.

B. Whenever any pharmacy permitted to operate in this the Commonwealth or nonresident pharmacy
registered to conduct business in the Commonwealth delivers a prescription drug order fo a patient's
home or another designated location by mail, common carrier, or delivery service, when the drug order
is not personally hand delivered directly; to the patient or his agent at the persen's residence or eother

iocation; the following conditions shall be required each shipment so delivered shall include
the following:

1. Written notice shak be placed in each shipment alerting the consumer that under certain
circumstances chemical degradation of drugs may oceur; and

2. Written notice shall be placed in eash shipmest providing a toll-free or local consumer access
telephone number which is designed to respond to consumer questions pertaining to chemical
degradation of drugs.

B- ¥f a preseription C. Prescription drug erder orders for a Schedule VI controlled substanee is net

hand detivered directly io the patient or the patients agent; or if the preseription drug order is
not delivered to the residence of the patient; substances shall only be delivered to a delivery location
other than the patient’s home [f the delivery location shall held /wolds a current permit, license, or
registration with the Board that authorizes the possession of controlled substances at that location. The
Board shall promulgate regulations related te the security; access; required records; accountability
storage; and acetrscy of delivery of such drug delivery systems: Schedule Il through Schedule V
controlled substances shall be delivered to an alternate delivery location only if such delivery is
authorized by federal law and regulations of the Board.

&= [, Prescription drug orders dispensed fo a patient and delivered to a community services board or
behavioral health authority facility licensed by the Department of Behavioral Health and Developmental
Services upon the signed written request of the patient or the patient's legally authorized representative
may be stored, retained, and repackaged at the facility on behalf of the patient for subsequent delivery
or administration. The repackaging of a dispensed prescription drug order retained by a community
services board or behavioral health authority facility for the purpose of assisting a client with
self-administration pursuant to this subsection shall only be performed by a pharmacist, pharmacy
technician, nurse, or other person who has successfully completed a Board-approved training program
for repackaging of prescription drug orders as authorized by this subsection. The Board shall promulgate
regulations relating to training, packaging, labeling, and recordkeeping for such repackaging.

B: E Prescription drug orders dispensed to a patient and delivered to a Virginia Department of
Health or local health department clinic upon the signed written request of a patient, a patient's legally
authorized representative, or a Virginia Department of Health district director or his designee may be
stored and refained at the clinic on behalf of the patient for subsequent delivery or administration.

E- F. Prescription drug orders dispensed to a patient and delivered to a program of all-inclusive care
for the elderly (PACE) site licensed by the Department of Social Services pursuant to § 63.2-1701 and

AdHONTOAILNT

9¢6169H



HB1956 20f2

59
60
61
62
63
64
65
66
67

overseen by the Depariment of Medical Assistance Services in accordance with § 32.1-330.3 upon the
signed written request of the patient or the patient's legally authorized representative may be stored,
refained, and repackaged at the site on behalf of the patient for subsequent delivery or administration.
The repackaging of a dispensed prescription drug order retained by the PACE site for the purpose of
assisting a client with self-administration pursuant to this subsection shall only be performed by a
pharmacist, pharmacy technician, nurse, or other person who has successfully completed a
Board-approved training program for repackaging of prescription drug orders as authorized by this
subsection. The Board shall promulgate regulations relating to training, packaging, labeling, and
recordkeeping for such repackaging.



COMMONWEALTH OF VIRGINIA
House OF DELEGATES

RICHMOND
ROBERT D. “BOBBY” ORRQUGK COMMITTEE ASSIGNMENTS:
POST OFFICE BOX 458 HEALTH, WELFARE AND INSTITUTIONS (CHAIRMAN!
FINANGE

THORNBURG, VIRGINIA 225855

AGRICULTURE, CHESAPEAKE AND
MNATURAL RESOURCES
RULES

AFTY-FOURTH DISTRICT

February 17, 2017

The Honorable David Brown, Director
Virginia Department of Health Professions
9560 Mayland Drive

Mlaliveww~t VA 333D AL
aichmond, VA 23233-1463

Dear Mr. Brown.

The Virginia Health, Welfare and Institutions Subcommittee voted to lay HB1956 on the table with a
letter requesting the Virginia Board of Pharmacy to consider the issue related to any variances that may
exist between mail-order and hand-delivered prescription medications.

I would appreciate your consideration of this and please inform me of any recommendations by
November 2017. '

Sincerely,

bby) Orrock, Sr,

DISTRICT: {540 88171322 * RICHMOND: (802! 6H8-1054 » E-MAIL: DELEORROCRIDHOUSE VIRGINA GOV




COMMONWEALTH OF VIRGINIA

MOUSE OF DeLEcATES
RICHMOND

COMMITTEE ASSIGMMENTS,
GEMNERAL 1LAWS (VICE CHAMIMAN]
APPROPRIATIONS
HEALTH. WELFARE AND INSTITUTIONS

CHRISTOPHER K. PEACE
POST OFFICE BOX 810
MECHANICSVILLE, VIRGIMA 23714

NINETY-SEVENTH CiSTRICT

March 2, 2017

The Honorable David Brown, Director
Virginia Department of Health Professions
9960 Mayland Drive

Richmond, VA 23233-1463

RE! House Bill 1956 (Heisei): Delivery of prescription drugs orders
Dear Dr. Brown,

On Tuesday, January 31, 2016, the Virginia Health, Welfare and Institutions Subcommittee
voted to lay HB1956 on the table with a letter. | understand that the Chair has sent a letter
asking the Board of Pharmacy to consider and provide recommendations regarding variances that
may exist between mail-order and hand-delivered prescription medications.

As a member of the subcommittee which heard the bill, I heard conflicting claims about federal
regulations related to the transportation of prescription drugs, including how the federal
standards impact transit from the manufacturer to the pharmacy to the consumer. This mater is
particularly important as more and more medications are delivered via mail-order or common
carrier, including high-cost specialty pharmaceuticals such as biosimilars and biologics. [ am
interested in understanding how and whether mail-order shipment requirements have kept pace
with changing pharmaceutical products, and whether Virginia’s patients are obtaining the
information they need to make informed decisions about their mail-order medications, especially
those for which temperature control is vital to maintaining the efficacy of the drug,

As such, I would like to request that, as the Board studies the issues as requested by the Chair,
that the Board consider specific questions that I, and other members have, regarding this matter.
Information related to the following questions will be of great help as we consider this issue

going forward:

1. What states have implemented rules, regulations or guidance regarding the shipment of
prescription drugs directly to the consumer by mail or common carrier?

DISTRICT: (B804} 730-3737 * RICHMOND: (BOQ) BQBUOET7 * E-MANL: DELCP\SACE@HOUSE,VIRG'NIA,GOV




2. Of'the states that do have some form of regulation to govern shipping, which states
require some form of notice or instruction to the consumer related to temperature? Do
any states require a method by which consumers can detect temperature variation?

3. Which states collect data related to problems with the shipping of prescription drugs,
either for all licensed pharmacies that ship drugs by mail or common carrier, or for any
health plan that is overseen or implemented by the state (i.e. a state employee health plan,
Medicaid, plan, etc,?) What kinds of data are collected?

4. What federal regulations or guidelines exist related to temperature controls of mail order
preseription drugs? Is this really covered by “track and trace” as was claimed by some?

5. What part of the shipping process do the federal reguiations control? (i.e. the oversight
and monitoring of medications between the manufacturer and the pharmacy or between

the pharmacy and the consumer?)

Does the Commonwealth track current losses related to fraud, waste and spoilage of maj)
order prescription drugs and if so, what are the associated costs to the Commonwealth?

p\

7. What is the approximate number of Virginians {covered by commercial plans) who are
required (o obtain medication via'mail-order?

I appreciate the work the Board of Pharmacy does 1o protect the public and ] thank you for your
consideration of this request.

If you have any questions, please do not hesitate to contact me.

Sincerely,

Christoplef K. Peace




COMMONWEALTH OF VIRGINIA
HousSE OF DELEGATES

RICHMUOND
CHRISTOPHER T. HEAD
POST OFFiCE BOX 19130 g
BOANOKE, VMIRGINIA 24015 TR E. AND MENTUTIONG
o Ma 22 2017 MILITIA, POLICE AND FUEL!C BAFETY
SEVENTEENTH [HSTRICT Y «4, R ece ! Ve d
VA Board of Pharmacy
MAY 31 2017

The Honorable David Brown

Director

Virginia Department of Health Professions
9960 Mayland Drive

Richmond, VA 23233-1463

RE: House Bill 1956 (Helsel): Delivery of prescription drugs orders

Dear Dr. Brown,

I understand that the Chair of the Health, Welfare and Institutions Committee has sent a letter
asking the Board of Pharmacy to consider and provide recommendations regarding variances that
may exist between mail-order and hand-delivered prescription medications.

This came as a result of a motion I made to Table HB 1959 with a letter. During the
subcommittee meeting that heard the bill, a number of concerning points were made. One
speaker even indicated that if members are concerned about temperature excursions with certain
drugs shipped from a pharmacy through mail order, there should be just as much concern over
the shipment of drugs on the way to the pharmacy from a manufacturer or distributor. We need
the Board’s expertise to help clarify this and other questions. As such, I would Jike to request
that, as the Board studies the issue as requested by the Chair, the Board consider a few specific

guestions which I have sutlined below:

§5»r 1-3420.2 requires that all medications shipped by mail order include a written notice

Yalerting the consumer that under certain circumstances chemical degradation of drugs
may occur.”  Is this notice specific to the drug(s) being shipped? What guidelines does
the Board have in place for the content of these notices?

How does the Board track compliance with the law requiring this notice?

-

3. How does a consumer know if his or her medicine has been subjected to circumstances
that can affect the drug’s efficacy?

4. Conflicting information was presented to the subcommittee as to whether or not the
federal government already has regulations or guidelines in place regarding temperature
variations of drugs shipped by mail or corumon carrier. Are such regulations or
guidelines in place, and do the guidelines cover ali aspects of medication shipments,

DISTRICT: (540) 283-283% " RICHMOND: (B804 858101 7 v T-MAIL: DELCHEADIDHOUSE ViRGINIA GOV



including transit from the manufacturer/wholesaler to the pharmacy, as well as shipment
from the pharmacy to the consumer?

What is the current process used by pharmacies to determine whether the drugs received
by the pharmacy have been exposed to conditions that could compromise the efficacy of
the drug(s)? Does Virginia have guidelines specific to this shipping scenario, or do the
manufacturers/wholesalers rely on federal regulations or guidelines when shipping to a

pharmacy?

L

6. If there are no state or federal guidelines that cover shipment from the
manufacturer/wholesaler to the pharmacy or pharmacy to consumer, is this something

Virginia can address?
| appreciate your consideration of this request. 1[you have any questions, please do not hesirare
10 contact me.

Sincerely,

Christopher T. Head
Virginia House of Delegates




McGuireWoods Consulting LLC
Gateway Plaza

B0 East Canal Streey
Richmond, VA 23219

Tel 804,775,1900

Fax 804.775.37061
www.mwllc.com

McGUIREWOODS o
Michele L. Satterlund CON S U LTI N G
Direct: 804.775.1911. | Pyblic Affairs Solutions msatieriund@mwellc.com

September 6, 2017

By Email: corofine. juran@dhp.virginia.gov
Ms. Caroline Juran

Virginia Board of Pharmacy

49960 Mayland Drive

Richmond, VA 23233-1463

RE: House Bill 1956 / Ad-Hoc Study on Mail Order Delivery of Prescription Medications

Dear Ms. Juran,

tam writing on behalf of Temptime to provide comment on the ad-hoc committee’s study related to the
variances that exist between mail-order and hand-delivered prescription medications.

Temptime works to improve global public health and better patient outcomes by manufacturing
temperature maonitoring devices used in the shipment of medications. Temptime is one of many
companies that manufacture a variety of temperature devices for this purpaose.

Protecting Patients

Few issues are more important to public health than the proper storage and handling of medications. To
properly maintain a medication’s stability, many medications must be stored in a refrigerator or freezer.
Excessive heat or cold--even a single exposure In some instances—can reduce a medication’s potency
and result in significant health risks to the patient.

Given the seriousness of temperature control as it relates to the efficacy of medication, it is critical that
Virginia ensure that all medication, regardless of how it is delivered, is subject to the same temperature
control standards and that patients, regardless of how they take receipt of their medications, have the
informaticn they need to ensure the medication’s stability.

As more and more patients receive complex temperature sensitive medications by mail-order, the last
mile of delivery {from the mail-order pharmacy to the patient} has generated greater attention. In 2015,
the American Academy of Pediatrics, recognizing the importance of this issue, passed a resolution




advocating for improved safety of alt mail-ocrder medication.! The resolution advocated for, among other
things, the use of visual temperature indicators on each box or vial of medication shipped in the mail. The
Academy passed the resolution after a 2012 Yale University study reiated to the temperature of vaccines
found that the temperature variances between refrigeration units placed vaccines at risk of reduced
potency (and children at risk for ineffective protection) and that freeze indicators affixed to boxes of
vaccines provided an early warning related to the risks of compromised medication.?

Additionally, in the fast several years, separate classes of patients in California have filed two class actions
alleging that, among other things, refrigerated specialty drugs {Enbrel) shipped to consumers are not
being stored and maintained between a temperature of 36-45 degrees and that the shipper “has never
provided or included a means by which Plaintiff or the Class could monitor or verify the temperature of
the Enbrel or ather Specialty Drugs after it left Caremark’s pharmacy.”?

As the use of complex drugs such as biologics and biosimilars continues 1o increase, it is critical that
patients have access to information that indicates whether the medication has been subjected to
conditions that cause degradation. Biosimilars and biologics are often both expensive and highly sensitive
to temperature variances, and some patients indicate they have lost thousands of dollars in an effort to
protect themselves from heat and freeze damaged medications. '

Further, for those patients who are required to utilize mail-order services as part of a health plan's
benefits, the issue is extremely important, as they may not have the resources to utilize a local brick and
mortar pharmacy {“locai pharmacy”). In these situations, the patient, who likely has no medical or
chemical composition training, must “guess” whether his or her medication has been compromised.

Giving patients, at a minimum, a method by which to determine whether their medication may have been
compromised by a temperature variance will create more uniformity between mai-order and local
pharmacies and will help give patients the infarmation they need to make informed decisions about their
own health,

Variances: Mail-order and hand-delivered medication

Maii-brder
Virginia code §54.1-3420.2 requires that drugs delivered by mail include a generic written notice “alerting
the consumer that under certain circumstances chemical degradation of drugs may occur.”

The consideration of tem perature is important enough that Virginia law mandates this notice be provided
to patients, yet the faw does not require that the same patient who has received the notice (and, as a
result, may be concerned whether his or her medication was left in the mailbox on a very hot or very cold

! Resolution #55 (15) - 2015 Annua) Leadership Forum, American Academy of Pediatrics

? Angoff, R., Woed, J., Chernock, M. C., & Tipping, D. (2015}. Visual Indicators on Vaccine Boxes as Early
Warning Tocls to Identify Potential Freeze Damage. /nfectious Diseases in Clinical Practice (Baltimore,
Md ), 23(4), 184189,

* Boysen, Ryan. CVS' Shoddy Shinping Ruined Arthritis Drug, Suit Says. Law360. 3 February 2017.

Field, Emily. Amgen, CVS Units Hit With Suit Over Arthritis Drug Shipping. Law360. 20 October 2014,

[P
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day) have some means by which to determine whether the medication has been exposed to an extreme
temperature event,

Virginia law also requires that medications delivered by mail include another written notice that provides
“a toll-free or local consumer access telephone number which is designed to respond to consumer
questions pertaining to chemical degradation of drugs.” The law does not require that a physictan or a
pharmacist or an individual trained in chemicai composition/degradation staff the consumer access
telephone service, nor does the law require any sort of tracking related to the frequency or types of calls
received by these services.

Consequently, the information & patient receives regarding chemical degradation could simply be
“speculation” provided a telephone operator who can’t visually inspect the medication or test it, and the
operator, like the patient, can only make an educated guess as to whether the medication has been
compromised.

Hand-delivery
In contrast to the handling of mail-order delivery medications, a local pharmacy that delivers medication

by handing it directly to the patient is subject to a variety of very strict provisions refated to the proper

temperature controt of drugs. These requirements provide patients with 2 level of confidence, knowing
that the drugs have been in a monitored and controlled environment untii the time they are handed to
the patient.

The Virginia regulations covering pharmacies are very detailed in terms of the standards the pharmacy
must meet, and so seriously does the Board take the issue, that the Reguiation Commitiee recently
recommended amendments to 18VAC110-20-150, which would require any pharmacy stocking cold
temperature drugs to record the temperatures dally and to maintain the record for a period of two years,

it's difficult t imagine a focal pharmacist filling a prescription for a temperature sensitive medication and
then just walking away—leaving the drug on a counter, in a slot, or wherever room temperature drugs
are stored while awaiting pickup for one, two, three or more days until the consumer arrives to get their
medication.

Yet, this is exactly what happens daily with prescription drugs delivered through the mail. And, while most
pharmacies take reasonable care in packaging the shipment of drugs, there are still days when the
temperature is so high (or low) that the packaging may not be eno ugh. This is further compounded if the
patient is away for two or more days and cannot take immediate receipt of the medication, or if the
systern used for transport is not temperature controlied,

The Board's regulations for local pharmacies provide patients with confidence that, until the moment the
medication is handed to the patient by the pharmacist, the medication has not been compromised in a
way that could impact the medication’s efficacy.

No similar protections exist in Virginia law for patients who receive their medications via maif-order and
the goal of HB1956 was to give patients, at a minimum, the ability to determine whether the medication
they receive by mail-order shipment may have been exposed 1o 2 heat or freeze event that could impact
the efficacy of the drug, and subsequently, the patient’s health.

L3




Having access to temperature information will allow an informed conversation to take place between the
patient, the patient’s provider, and the pharmacy, and wili give patients an important tool to protect their
own health.

States

Virginia is not the first state to consider a requirement that mail-order shipments include a method by
which the patient can determine whether the medication may have been subjected to a compromising
heat or freeze event.

New Jersey’s Board of Pharmacy recently finalized regulations that require all temperature sensitive
medications shipped via mall-order to use adeguate methods to ensure the temperature controlled
conditions are maintained during delivery and requires the pharmacy to include instruction to the patient
on how to detect temperature variance and how to report the variance (emphasis added):

New lersey Administrative Code 13:39-5.11 Control and Monitoring of Temperature of
Prescription Drugs and Chemicals
“2} A pharmacy that delivers a filled prescription drug or chemical to the patient, agent of the
patient, or facility or healthcare provider providing care to the patient by any method, except
when picked up directly from the pharmacy by the patient or his or her authorized agent, shall, in
the professional judgment of the pharmacist, and in accordance with the pharmacy’s policies and
procedures as set forth in {d) below, use adequate methods to ensure temperature controlled
conditions are maintained during facility storage, transportation, and delivery.
i. To ensure that temperature control is maintained during delivery, the shipping
processes may incfude the use of appropriate packaging material or devices according to
information provided by the manufacturer, Chapter 1079 of USP, other learned treatises,
or expert gualification anaiysis.
ii. When packaging material or devices are used to maintain temperature control during
delivery, the contents of the package shall include instructions to the recipient how to
eosily detect improper storoge or temperoture variation, ond instructions how to report
the storage or temperatire excursion to the pharmacy.”

South Carolina recently began looking at the issue, as well. The Board of Health finalized regufations
requiring that emergency medical services (EMS) responders control the temperature anywhere
medications are stored to prevent drug adulteration, and to put in place requirements for the disposal of
these medications in situations where a heat or freeze event occurred {emphasis added),

South Carolina Regulation 61-7 Section 601 Ambulance Design and Equipment

“5. Environmental Contro! and Medications: The termperature in the patient comportment or
anywhere medications are stored (QRY5, fire apparatus, rapid response vehicles, corry-in bags,
and other) shall be monitored for temperature extremes to prevent drug odulteration.
Medications (excluding oxygen) and IV fluids will be removed and discarded if the temperatures
reach or exceed one hundred (100) degrees Fahrenheit {thirty-eight {38) degrees Celsius).
Medications and IV fluids shall also be removed and discarded if temperatures in the drug storage
area drop below twenty (20) degrees Fahrenheit {negative seven (-7} degrees Celsius).”

Simitarly, lowa’s Board of Pharmacy recently amended the lowa Administrative Code {Chapter 11, Drugs
in Emergency Medical Service Programs) to require that all lowa Service Programs "...shail utilize 3 method

4
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to provide continucus temperature control or monitoring, such as a temperature indicator, which at a
minimum identifies when the drugs have been exposed to extreme temperatures. The service program
shall regularly, but at least weekly, verify and document verification that the drugs have not been exposed
to extreme temperatures.”

Under Pennsylvania Code §27.18, prescription drugs that can deteriorate due to heat or cold, can be
sent via mail-order "if it Is shipped in a manner which would preserve the integrity of the drug, such as
cold packs or other temperature control devices and sensors that would alert the potient if the integrity
of the drug was compromised.”

In 2014, the Georgia Board of Pharmacy promulgated regulations mandating the inclusion of a
temperature monitoring device in ail temperature sensitive medications. The regulation was a result of
legistation that successfully passed the Georgia General Assembly mandating the inclusion of a device in
temperature sensitive medication sent by mail-order. Subsequently, legislation was passed changing
“shall” to “may,” and in February 2017 the Georgia Board of Pharmacy updated the regulations to reflect
the code language.

in Washington State, SHB1765 was recently signed by the Governor. The iegislation requires, among other
things, that donated medications not equipped with a temperature indicator may only be released when
the medication is accompanied by a donor form that attests that the donated medication has been stored
in a manner and location that adheres to the condition established by the manufacturer and that the
medication has not been adulterated.

Mail-order medication loss costs

Temptime is currently unaware of any mechanism by which to determine the numbers of peatients in
Virginia that receive medication by mail-order as compared to the aumbers of patients that receive
medication via hand-delivery. Qur understanding is that this information is proprietary to the commercial
health plans and mail-order pharmacies and it is not available publically. However, the anecdotal
information we have collected indicates that waste related to temperature variance is likely high.

in 1897, a United States Pharmacopeia study found that about one guarter of packages delivered through
the mail were exposed to “excessive heat which can diminish some medications’ effectiveness. In the
study, dummy packages with embedded temperature sensors were sent to 32 states. The study found
that more than one in four mail-order prescription deliveries in the US were likely to be exposed to
excessive heat during transit to the patient.*

In 2013, another study tested five packaging technologies commonly used by specialty pharmacies. The
packages were subjected to real-world temperatures, and of the five systems tested, not one maintained
the temperature range required for biclogics. The study noted that the last mile of delivery is critical,
given that medicines could be delayed or left exposed during this critical fast stop in the cold chain.®

4 Okeke, C. C., Bailey, L. C, Medwick, T., and Grady, L. T., “Temperature Fluctuations During Mail Order
Shipment of Pharmaceutical Articles Using Mean Kinetic Temperature Approach,” Pharmacopeial Forum, 23(3}
May-June 1997, page 4155-4182.

* Modality Solutions. The Cold, Hard Facts: What You Need To Knew About Thermal Shipping Technologies.
2013.




in another attempt to obtain an accurate comparison between the numbers of patients receiving
medication by mail-order or hand-delivery in Virginia, we reviewed the number of individuals enrolled in
Virginia’s state employee health plan.

n a presentation dated January 19, 2017, the Virginia Department of Human Resources Management
reported that in 2016, 195,095 individuals were enrolled in Virginia’s state employee health insurance
plan. Of the totai claims made in 2016, $273.1M was spent on medication claims®,

The presentation goes on to note that of the claimed expenses, high cost specialty drugs such as Humira,
Enbrel and Harvoni {all of which are temperature sensitive medications) were part of the “top ten” claim
expenses. Additionally, the report notes that state employees filled five times more specialty
prescriptions in 2016 than they did in 2012, and in 2016, the state spent 2.5 times more in costs of
speciaity drugs than in 2012,

Given the growing usage of complex medications by state employees, it is likely that a portion of these
medications are delivered by mail-order. Temptime is continuing to work on obtaining detailed
information related to the number of state employees receiving mail-order specialty drugs and we hope
te provide this information to the committee by the hearing date.

Federal regulations

While the Food and Drug Administration, Drug Enforcement Agency and Centers for Medicare & Medicaid
Services ali have various rules related to prescription medications, none of these agencies have
promulgated cold-chain rules related specifically to the last mile of delivery.

Under 21 CFR 205.50{c) the regulation governing state licensing of wholesale prescription drug
distributers, the following is required for the storage of all prescription drugs:

“{c) Storage. All prescription drugs shall be stored at appropriate temperatures and under
appropriate conditions in accordance with requirements, if any, in the fabeling of such drugs, or
with requirements in the current edition of an official compendium, such as the United States
Pharmacopeia/National Formulary {USP/NF}.

(1) If no storage requirements are established for a prescription drug, the drug may be held at
“controlled" room temperature, as defined in an official compendium, to help ensure that its
identity, strength, gquality, and purity are not adversely affected.”

Guidance for the fast mile of delivery (pharmacy to patient) is provided by the United States Pharmacopeia
{USP} and The National Formulary (USP-NF). The USP-NF guidance contains definitions, tests, and
standards for chemicai and biological drug substances. There are five general chapters that include
information related to the temperature-sensitive supply chain.

+  1079: Good Storage and Shipping Practices
¢« 1083: Good Distribution Practices - Supply Chain Integrity

& hiip;shac.state.va.us/subconunittee/compensation_retirement/files,1-19-1 /DHRM.pdf
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¢ 1118 Monitoring Devices time, temperature and humidity
e« 1077: Good Packaging Practices
¢ 1150: Pharmaceutical Stability

Specifically, USP-NF Chapter 1079 is intended to provide guidance on “good storage and distribution
practices to ensure that medicine reaches the end user with quality intact.” The end user is defined to
include practitioners, patients and consumers.

The guidance provided by Chapter 1079 is clear that temperature control throughout the entire supply
chain is critical, and notes that the guidance is intended to apply to all organizations and individuals
involved in any aspect of the storage and distribution of a drug product, including mail-order pharmacies,

In a section devoted specifically to temperature monitoring, Chapter 1079 notes that:

“when specific storage conditions are required and transportation qualification has not been
performed, and in the absence of active or passive containers, environmental records or devices
should be used to confirm that an acceptable range has been properly maintained during each
stage in the supply chain.”

Further, Chapter 1079 stresses the importance of temperature as it relates to medication stability, nating
{emphasis added):

“Temperature is one of the most important conditions to control, and requirements for each drug
product should be based on stability data. Temperatures shouid be tracked using a monitoring
systems.....The monitoring devices should provide an alert mechanism if the preset ranges are
breached....”

Additionally, Chapter 1079 states that the following practices and controls are examples of appropriate
measures that should be putin place to ensure environmental control along every step of the supply chain
{emphasis added):

+ “Temperature-monitoring equipment, a monitoring device, a temperature data logger, or other
such device that is suitable for its intended purpose shouid be used.

* Anappropriate number of temperature monitors or some other form of recordation or proof of

temperature control. Temperature monitorfs} should be used with every distribution process
uniess another process hos been put in place to ensure specified temperature ranges.

= Electronic temperature monitors should be calibrated to National Institute of Standards and
Technology {NIST) or other suitable standard.

¢ Chemical temperature indicators may be used as appropriate.

* Predetermined temperature ranges should be set for all applicable areas, as well ¢s & plan of
action in the event of an unocceptable excursion.”

The USP guidance is clear that temperature control is vital to the stabiiity of medication throughout the
entire supply chain, and whether medication is delivered via mail-order or by hand-delivery, the USP
contemplates temperature monitors will be used at every step of the distribution process to ensure the
end user has the information he or she needs to ensure the medication is safe to use.




Interestingly, we have heard some say that the Implementation of Track & Trace as part of the Drug Supply
Chain Security Act (DSCSA) is all that is needed to address temperature control in mail-order. We
respectfully disagree.

Track & Trace is primarily designed for the purpose of limiting and preifenting diversion of medication,
There is no temperature control requirement related to Track & Trace, nor does the 20 barcode associated
with Track & Trace measure temperature variances, or provide a method by which the patient can
determine whether a temperature variance has occurred.

Shipment to pharmacies

Virginia law takes the issue of temperature control very seriously and outlines strict termperature control
requirements for the wholesale distributors, manufacturers, warehouses and pharmacies that store and
maintain prescription drugs.

So it remains puzziing that during the last mile of delivery, when the medication is most vulnerable, the
faw is virtually silent regarding the need for temperature control and/or a mechanism by which the patient
can determine if degradation of the medication may have occurred.

Under Virginia Administrative Code 18VAC110-50-10 et seq. wholesale distributors, manufacturers and
warehouses that receive, store and transport prescription drugs are required to provide, among other
things, adequate temperature conditions. Additionally, these regulated entitles, upon receipt of drugs,
are required to review the integrity of the drugs, taking into account “the total facts and circumstances
surrounding the transactions and the wholesale distributors, nonresident wholesale distributor or third-
party logistics provider involved.”

Additionally, if a prescription drug is stored before it is shipped to the pharmacy, under 18VAC110-50-50,
the drug must be stored at appropriate temperatures and under appropriate conditions in accordance
with the requirements of USP-NF or the drug’s labeling instructions. Further, the regulation requires that
temperature/humidity recordings or logs are utifized to ensure the proper storage of the medications.

So seriously does the Board take the issue of temperature control that, as already noted above, 18 VAC
110-20-10 et seq. imposes strict requirements on pharmacies storing or maintaining prescription drugs,
including daily monitoring of refrigerator or freezer storage, as well as compliance with USP-NE.

ttis anly in the fast mile of delivery that Virginia law is silent regarding temperature control mechanisms—
and it Is this situation that has left patients feeling unsafe, trying to guess whether the medication left on
their front porch while they were at wark, is safe to take or whether it has been exposed to a degrading
heat or freeze event.

Conclusion

Virginia’s patients need assurance that, regardless of the method in which they receive their medication,
whether by maii-order or hand-delivery, the medication is safe and has been in a temperature controlled
environment up until the moment the medication is received by the patient.

Giving patients, at 2 minimum, 2 method by which to determine whether their medication may have been
compromised by a temperature variance will create more uniformity between mail-order and local
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pharmacies and will help give patients the information they need to make informed decisions about their
own health.

We ask the Board to consider a requirement that all mail-order medication shipped to Virginia patients
include & method that easily allows the patient to determine if their medication has been subjected to a
temperature variance.

Thank you for your time and consideration of this request. We look forward to working with you on this
important matter.

Smcerel

uW

Michele Satterlund
McGuireWoods Consulting

cc: Jody Allen, Board of Pharmacy
Ryan Logan, Board of Pharmacy
Ellen Shinaberry, Board of Pharmacy
Sheila Eliiott, Board of Pharmacy
Meivin Boone, Board of Pharmacy
Michae! Thomas, McGuireWoods Consulting
Mike Rush, Temptime Corp.
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Virgiria Board of Pharmacy Minutes
May 26, 2016

MOTION:

= Consider 2017
Legislative Proposal for
Requiring Temperature
Moenitoring Devices

MOTION:

¢ Consider 2017
Legislative Proposal for
Addressing
Compounding Best
Practices

decided it will not require practical experience in two practice settings,
There was also some concern expressed with the availability of ASHP-
accredited pharmacy technician training programs. Information from
PTCB indicating an increase in the number of training programs was
provided in the agenda packet.

The Committee voted unanimously to recommend to the full board
that it adopt a legislative proposal requiring Pharmacy Technician
Certification Board (PTCB) certification for initial pharmacy
technician registration with a delayed effective date of July 1, 2018.
{motion by Warriner, second by Boone)

At the March 2016 full board meeting, Michael Rush, Executive Director
of Global Health Policy at Temptime Corporation requested the Board
consider a legislative proposal requiring temperature sensitive
medications shipped via mail to be accompanied with a device to monitor
temperature during shipping. There was discussion regarding USP
requirements which currently requires those shipping drugs to do so in an
appropriate manner to ensure the drugs are stored at appropriate
temperatures.  Ms. Juran also stated that she was informed that the
Georgia bill, HB132, referenced in the agenda packet was amended prior
to Governor’s signature and no longer requires shipments of drugs to
include a temperature monitoring device.

The Committee voted unarimously to recommend to the full board
that it take no action at this time on a legislative proposal requiring
shipment of drugs to include u temperature menitoring device,
{(motion by Shinaberry, second by Boone)

Ms. Juran highlighted certain best practices in Pew Charitable Trust’s
report summarizing Best Practices for State Oversight of Drug
Compounding that i may wish to consider requiring in a legislative
proposal. There was discussion regarding adverse event reporting for
compounded drugs and ability for the Board to seize or quarantine a
compounded product if there is a suspected cause for patient harm. Ms.
Warriner expressed concem for the board possibly incurring costs
associated with storing and possibly destroying seized drugs. She also
concurred with the public comment provided that the board shouid not
require adverse event reporting of compounded drugs without requiring
adverse event reporting of all drugs. Ms. Shinaberry requested that Ms,
Juran and Mr. Johnson comment on the best practice of inspecting sterile
compounding pharmacies annually, Ms. Juran stated that current staffing
levels would not allow sterile compounding pharmacies to be inspected
amually if inspectors continue to inspect all non-compounding
pharmacies every two years. She indicated they will continue to monitor
inspection frequencies and may consider moving to a risk-based
nspection schedule. The Board also discussed its current authority to
embargo a drug product and its experience in requiring a recall through
issuance of consent orders.
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Virginia Board of Pharmacy Minutes
June 14,2016

OTHER 2017 LEGISLATIVE

PROPOSALS CONSIDERED:

¢ ADDRESSING
COMPOUNDING
BEST PRACTICES:

MOTION:

¢ REMOVING ONE
PRESCRIPTION PER
BLANK
PROHIBITION:

MOTION:

¢ REQUIRING
TEMPERATURE
MONITORING
DEVICES:

{motion by Saenz, second by Boone)

This issue was revisited later in the meeting, but no additional action was
taken.

It was reported that the Regulation Committee reviewed The Pew
Charitable Trusts’ Best Practices for State Oversight of Drug
Compounding. The Regulation Committee recommended no action on
this subject. Much of the discussion at the full board meeting focused on
the possible need to report adverse events to the board. There was not
consensus on the subject. Some members did not want to require adverse
event reporting solely from compounding pharmacists.

The Board voted unanimously to adopt a substitute motion to refer
the matter back to the Regulation Committee for further review to
determine if additional best practices in overseeing compounding
should be required in law. (motion by Logan, second by Thornbury)

The Regulation Committee reported that it reviewed the legislative
proposal concerning the one prescription per blank prohibition and
recotnmended to the Board that it take no action at this time based on
concerns for patient safety which could result from difficulty in reading
multiple prescriptions manually written on the same form. Ms. Elliott
commented that the allowance could also preclude a patient from
obtaining the best cost on individual drugs as it would prevent the patient
from being able to present the individual prescriptions to different
pharmacies. Ms. Warriner commented that chart orders containing
multiple prescriptions is currently allowed in certain environments
identified in law.

The Board voted unanimously, as recommended by the Regulation
Committee, to take no action at this time regarding the draft
legislative proposal to remove the prohibition of ene prescription per
blank in §54.1-3408.01.

Ms. Shinaberry reported that the Regulation Committee reviewed the
request from Michael Rush, Executive Director of Global Health Policy
at Temptime Corporation to require temperature-sensitive drugs that are
shipped via mail to be accompanied with a device to monitor temperature
during shipping. The Regulation Committee recommended that the board
take no action at this time,
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Virginia Board of Pharmacy Minutes
June i4, 2016

MOTION:

NEW BUSINESS:

¢« CONSIDERATION FOR
ACCEPTING
INSPECTIONS OR
DOCUMENTATION, IN
LIEU OF FDA
INSPECTION OF
OQUTSOURCING
FACILITY FROM THE
FOLLOWING:

* Bestech GMP Contracting,
Inc.

* Florida Department of
Health:

¢+ RESULTS FROM 2015
HEALTHCARE

WORKFORCE SURVEYS:

The Board voted unanimously, as recommended by the Regulation
Commitiee, to take no action at this time to require temperature-
sensitive drugs that are shipped via mail to be accompanied with a
device to moaitor temperature during shipping.

Matthew Bestercy, Owner and Principal Consultant for Bestech GMP
Contacting, Inc. requested that the Board allow non-resident outsourcing
facilities to be able to utilize their inspection report for initial licensure in
teu of the FDA inspection report. Virginia law requires an outsourcing
facility needs to produce an FDA inspection report which is no older than
one year from the date of applying for licensure. However, the FDA does
not routinely perform annual inspections which will make it difficult for
these facilities to obtain licensure in Virginia. Mr. Bestercy presented an
overview of his company, the inspectors’ qualifications, and the process
to be used to inspect outsourcing facilities. His company would inspect
in a manner similar to FDA and does a complete and thorough inspection.
Mr. Bestercy agreed to map out their process, finalize inspection forms,
and provide them to board staff prior to the September 7, 2016 board
meeting for further consideration,

The Florida Department of Health inspectors have received training from
the FDA on how to inspect facilities operating under current Good
Manufacturing Practices, and have been performing outsourcing facility
inspections within Florida and in other states. Florida has not finalized
their inspection report, so it was not available for review. The Board
decided to table the discussion of whether it could accept a Florida
inspection report from a nonresident outsourcing facility in lieu of an
FDA inspection until the Florida inspection report was available for
review,

Dr. Elizabeth Carter, Ph.D., Director, HWDC presented the Board with
handouts that updated the Board with the results from the 2015
Healthcare Workforce Surveys for pharmacists and pharmacy
technicians. Dr. Carter said that there has been an increase of female
pharmacists from last year, it went up from 62%-63%. Also, diversity

increased to 47%, the amount of PharmDs went up to 57% and there is-

g
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800) Hazardous Drugs 1

2, LIST OF HAZARDOUS DRUGS




2 (800) Hazardous Drugs / Physical Tests Errata to First Supplement to USP 40-NF 35

Adrninistration

sills

Tratspont
Wiiste
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800) Hazardous Drugs 3

handlmg HDS The: conta[nment




4 (800) Hazardous Drugs / Physical Tests Errata to First Supplement to USP 40-NF 35

‘controlsito efferddditicnal leveliiofpro:

Table 2: Erglneering Lotitroly for Nonsterile HD ¢ mpn__ wtln_g
C-PEC quireme

; : AFW) ot .compounding: asept:c isolator (CAD st not be used for the campou finig of af
antineopl t1c ﬁD A BSC or CAGH used for.the préparal f.
the nionsHD. preparation:is placed:into a'protective auter wrag
handlmg prec tions:

i “A), ..th C-PECis pf -
yofids use date (BUD) of all compounded sterile. preparatlons {CSPs): prepared‘must be fimited‘asdescribed in (797) for_CSPs
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800) Hazardous Drugs 5

in‘asegregated comp

ding area’ Tab iminatizes the engineefing controls required for stérile HD compound:

Table 3. Englacering Controls forSterile HD Compoiiniding
Configuration CPEC CSEC Maximuim BUD

uniclasiified C-SCA

CSTD; kﬁbwn to be phystcally of chemmaily 'lncompat;ble with a specific ¥
6. ENVIRONMENTAL QUALITY AND CONTROL

Enwro_nmeﬂt_at_wape,sampimg forﬁHD surface re;xdue shou!d be:pen‘ormed routmeiy {eq. 'fm'itiélly'a's:afbenthrﬁatk andat
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6 (800) Hazardous Drugs / Physical Tests Errata to First Supplement to USP 40-NF 35

ous. surfaces Washlng of non-dlsposable clothmg contammated w:th HD restdue should on!y be done accordmg to facﬂtty pet—
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800) Hazardous Drugs 7

wside the C: PEC of: contamed iri a sealable bag 61 d:scarding outside he C+PEC,

8. HAZARD: CO.MMUNKATEON{RRQGMM




8 (800; Hazardous Drugs / Physical Tests Errata to First Supplement to USP 40-NF 35

H.the shipping containgr
appears damaged

i & daniaged shipping
cohtaingi must be opened

compoundmg Ifa C-PEC desxgnat'
tamination, deactwatzon and cle
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Errata to First Supplement to USP 40-NF 35 Physical Tests / {800) Hazardous Drugs 9

Eabfets‘ opemng capsu]es and: weughmg powder)'

14. ADMINISTERING

HDs rhust be administered safely. using protective: medical devxces and techmques Examples
inglude needleless:and: closed systems Examples ' :
HD, solution in'a C-p
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10 <800) Hazardous Drugs / Physical Tests

Errata to First Supplement to USP 40-NF 35

Cleaning Step Puipiose
Deactivation Rehigier compound inert or inactive
Decontamination Remiove:HD résidue
Cleaning Remiove drganic-and inorganic :material
Disinféciion (for sterite manipilations)

alcahol, sterile wat

_ idal detergent o spdﬁédél égent)
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800) Hazardous Drugs 11

17. DOCUMENTATION AND STANDARD OPERATING PROCEDURES

The éntity must maintain SOPs for the safe ha) dlmg of HOs for: all sﬂuatmns in. whlch these HDsare used throughout a _cm-
ty. The SOPs must be:re datleast very 83 ] ;
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12 (800) Hazardous Drugs / Physical Tests

Errata to First Supplement te USP 40-NF 35
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800} Hazardous Drugs 13

airflow for campounding sterile preparations. . .-




14 (800) Hazardous Drugs / Physical Tests

Errata to First Supplement to USP 40-INF 35
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800} Hazardous Drugs 15

ACPH
AP
ASTIM
BSC
BUD
cACt

cog
CiPEC
C5CA
GBEC

EFh
GHE
HCS
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16 (800) Hazardous Drugs / Physical Tests Errata to First Supplement to USP 40-NF 35

1 of.atril
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Errata to First Supplement to USP 40-NF 35 Physical Tests / (800) Hazardous Drugs 17
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18 (800) Hazardous Drugs / Physical Tests

Errata to First Supplement to USP 40-INF 35

38




Errata to First Supplement to USP 40-NF 35 Physical Tests / (800) Hazardous Drugs 19
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FAQs: Hazardous Drugs—Handling in Healthcare Settings | USP

Cengstrs inErévss ,jmm m@utip@stor&. usp.orgfOA_HTMLAusp3_ibeCAcdloginjsp?a=b)  Help {help) lLogin ‘
FAQs (ffrequently-asked-questions) USP en Espafiol (fespanol})  Contact Us (hitp:/fwww.usp orgicontact-us)

]
About ~ (fabout) Our Impact {four-impact) Our Work ~ (} Products & Services v Events & Training - Get involved ~ {iget-
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Healthcare Settings

Last updated: August 18, 2017

The following are respenses provided by members of the USP Compounding Expert Committee.
Responses have been provided for informational purposes oniy, and shoeuld not be construed as an
official interpretation of USP fext or relied on to demonstrate compliance with USP standards or
requirements.

General
1. What is a hazardous drug?

A hazardous drieg Is any drug identified as hazardous or potentially hazardous by the National Institute
for Occupational Safety and Health (NIOSH) on the basis of af least one of the following six criteria:
carcinogenicity, teratogenicity or developmental toxicity, reproductive foxicity in humans, organ toxicity at
low doses in humans or animals, genotoxicity, and new drugs that mimic existing hazardous drugs in
structure or foxicity. NIOSH maintains a list of antineoplastic and other hazardous drugs used in
healthcare settings.

2. What is the purpose of this chapter?

The purpose of the chapter is to describe practice and quality standards for handling hazardous drugs in
healthcare seitings and help promote patient safety, worker safety, and environmental protection. The
chapter defines processes intended to minimize the exposure to hazardous drugs in healthcare settings.
The chapter was developed by the USP Compounding Expert Committee with the assistance of the USP
Compounding with Hazardous Drugs Expert Panel and government liaisons from the U.S. Food and
Drug Administration (FDA) and the U.S. Centers for Disease Confrol and Prevention (CDC) including
NIOSH. The chapter was published for the first time for public comment in March 2014, Based on the
public comments received, the chapter was revised and proposed for another round of public comments
in December 2014, The chapter was revised again and published in the USP-NF in February 2016.

3. Why was the chapter developed?

The public health need for developing <BO0> was based on published reports of adverse effects in
heaithcare parsonnel from occupational exposure to hazardous drugs.! General Chapter <800> was
developed based on existing guidance documents published by the National Institute for Occupational
Safety and Heaith (NIOSH), American Society of Health-System Pharmacists {ASHP), and the Oneology
Nursing Society (ONS). ASHP published a Technical Assistance Bulletin in 1986 and NIOSH published
an alerd on preventing occupational exposure in 2004. There was a known rigk of hazardous drug
exposure in healthcare seftings from pubiished medical reports, but there was no enforceable standard to
minimize the potential risk of exposure.

[*] Sessink PJ, Bos RP. Drugs hazardous to heslthcare workers. Evaluation of methods for monitoring
occupational exposure to cytostatic drugs. Drug Saf. April 1999; 20(4): 347-59. Venitt S, Grofton-Sleigh
C, Hunt J, Speechiey V, Briggs K. Lancet, Monitoring exposure of nursing and phammacy persennsl to

Page 1 of 10

http://www.usp.org/frequently-asked-questions/hazardous-drugs-handling-healthcare-settin... 9/11/2017

40




FAQs: Hazardous Drugs—Handling in Healthcare Settings | USP Page 2 of 10

cytotoxic drugs: urinary mutation assays and urinary platinum as markers of absorption. Jan 1984:1
(8368). 74-7. {See also hitps:/www.cdc.govinioshitopicsiantineoplastic/defautt htmil
(hitps:/Awvww cde.govinioshitopics/antineoplastic/defauit htmi)).

4. Who enforces the chapter?

The enforcement of USP standards depends on locat, state, and federal regulatory agencies.
Accrediting bodies like The Joint Commission survey for compliance with USP compounding standards.
The CMS State Operations Manual, which is used by surveyors to ensure that all of the Conditions of
Participation are being met, includes references to USP standards. Additionally, many state pharmacy
practice acts have included references to USP compounding standards. Each professional licensing
board also has the ability to enforce the regulations of that state, which may include USP compounding
standards.

5. Who does the chapter apply to07?

Chapter <800> was written to protect ali workers, patients and the general public who may be accessing
facilities where hazardous drugs (HDs) are prepared. This includes but is not limited to pharmacists,
technicians, nurses, physicians, physician assistants, home healthcare workers, veterinarians, and
vaterinary technicians. If any workers come in contact with HDs, they must receive HD training, and be
assessed for an understanding of the training. All personnel who handie HDs are responsibie for
understanding the fundamental practices and precautions and for continually evaluating these
procedures and the quality of final HDS to prevent hamm to patients, minimize exposure to personnel, and
minimize contamination of the work and patient-care environment.

8. What settings does the chapter apply to?

The chapter applies to all heaithcare personnel who handie HD preparations and alf entities that store,
prepare, transport, or administer MDs {e.g., pharrnacies, hospitals and other heaithcare institutions,
patient treatment clinics, physicians’ practice facilities, or veterinarians' offices).

7. Does the chapter apply to administration of HDs?

Yes, the chapter applies to administration of HDs. if non-antineopiastic or reproductive risk HD dosage
forms do require manipulation such as crushing tablet(s) or opening capsule(s) for a single dose,
alternative containment strategies and work practices as defined in the assessment of risk mus? be used
(e.g. appropriate personnel protective equipment (PPE), use a plastic pouch to contain any dust or
particles generated). If antineoplastic HD dosage forms require manipulation, the requirements of
Chapter <800> must{ be followed.

8. What is the status of the General Chapter <800> and when will General Chapter <800>
become official?

General Chapter <800> was published on February 1, 2018 in the First Supplement to USP 35-NF 34,
The USP Compounding Expert Committee approved a delayed official implementation date of July 1,
2018 to allow entities additional fime to implement the standard. With the delayed officiat date, entities
have more than two years to implement this new standard.

9. Will there be updates or changes to the chapter?

The final version of the chapter was published on February 1, 2016. An erraturm was published on May
26, 2016 to remove the requirement that the Containment Secondary Engineering Control (C-SEC) be
externally vented through high-efficiency periculate air (HEPA) filtration. This revision does not remove
the requirement that the C-SEC be externally vented.

10. How can | obtain a copy of General Chapter <800>7

General Chapter <800> was published on February 1, 2018 in the First Supplement to USP 35-NF 34.
You may purchase the chapter through a subscription to the USP Compounding Compendium
(hitp:/fwww.usp.org/store/products-services/usp-compounding-compendium) or USP-NF

(http:/iww usp.org/store/products-services/usp-ni).

http://www.usp.org/frequently-asked-questions/hazardous-drugs-handling-healthcare-settin... 9/11/2017
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11. Have there been any documented/published studies involving harm related to handling of
HDs?

Yes, there are several studies demonstrating risks associated with handling HDs. Some of references
are included in the References section of the chapter.

Assessment of Risk

12. Can repackaging containers of commercially available HD oral liquids into prescription
containers or unit-dose packages be considered under an assessment of risk?

Yes, final desage forms of commercially available HD oraf liquids that do not require any further
manipulation other than pouring and repackaging may be consigered under an assessment of risk.

13. Can | do an assessment of risk for an entire group of HDs (i.e. Group 1, Group 2, or Group
3) instead of listing each individual HD?

No. The assessment of risk must list gach drug and dosage form individually. Dosage forms of drugs
within the same group might not have the same risk of exposure. For example, priming an intravenous
line may have more risk of exposure than dispensing tablets without further manipulation. HDs appear
on the NIOSH list based on different characterizes, such as specific reproductive risks. The facility may
have the same information for several drugs or dosage forms, but the facility's list needs to be specific to
the drug and dosage form.

Personnel

14. Where does the designaled person obtain training? How much training does the
designated person need?

Any training should begin with reading the chapter in it is entirety. All of the requirements for HD handling
are defined in the chapter and the chapter provides many references to other scurce documents. If
additional training is required, many professional organizations conduct training and continuing education
programs on the subject. The chapter does not specify a minimum number of training hours. The
designated person must have a thorough understanding of the standards to be abie to develop and
implement appropriate procedures; oversee entity compliance with the chapter and other applicable laws,
reguiaticns, and standards,; ensure competency of personnel; and ensure environmental control of the
storage and compounding areas.

Facilities and Engineering Controls
15, Are there requirement for posting signs that HDs are being handled in the facility?

Signs are not required to be posted at the entrance of facilities. However, signs designating the hazard
myst be prominently displayed before the entrance to the HD handiing areas. Additionally, signs must be
available for resiricting access to areas where HD spills occur.

16. Can sterile and nonsterile HDs be stored together?

See Saction 5.2 of the Chapter for guidance on storage. Sterile and nonsterile HDs may be stored
together, but HDs used for nensterile compounding should not be stored in areas designated for sterile
compounding to minimize traffic into the sterile compounding area, Antineoplastic HDs requiring
maniputation other than counting or repackaging of final dosage forms and arry HD active pharmaceutical
ingredient (AP1) must ba stored separately from non-HDs in a manner that prevents contamination ang
personngl exposure. These HDs must be stored in an externally ventilated, negative-pressure room with
at ieast 12 air changes per hour (ACPH}. Non-aniineoplastic, reproductive risk only, and final dosage
forms of antineoplastic HDs may be stored with other inventory if permitted by entity policy. Refrigeraied
antineoplastic HDs must be stored in a dedicated refrigerator in a negative pressure area with at least 12
ACPH [e g., storage room, buffer room, or containment segregated compounding area (C-SCA)).

Page 1 of 2
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17 Can refrigerated non-antineoplastic HDs be stored with antineoplastic HDs?

Yes, a refrigerator must be dedicated to HD storage and located in 2 negative pressure room with at
least 12 ACPH. Refrigerated antineoplastic HDs must be stored in this dedicated refrigerator, HD APIs
requiring refrigeration must alsc be stored according to the Chapter. Other HDs may be stored in this
dedicated refrigerator or may be stored with other inventory if an assessment of tisk has been performed
and implemented. .

18. Where should the sink be located?

Care must be taken 1o locate water sources and drains in areas where their presence will not interfere
with required 1SO classifications. Water sources and drains must be jocated at lzast 1 meter away from
the Containment Primary Engineering Control (C-PEC). Within an ISO classified area, a hand-washing
sink must be placed in the ante-room at least 1 meter from the entrance to the HD buffer room to avoid
contamination migration into the negative pressure HD buffer room. Within an unclassified C-SCA, a
hand-washing sink must be placed at least 1 meter from C-PEC and may be either inside the C-5CA or
directly outside the C-SCA.

18. Is the C-PEC used for sterile compounding required to be exhausted to the outside or can
the C-PEC be recirculated into the negative pressure C-SEC which is exhausted fo the oulside
of the building?

The Chapter requires that all C-PECs used for manipulation of sterile HDs must be externally vented.
Sterile HD compounding must be performed in & C-PEC that provides an ISO Class 5 or better air
quality, such as a Class Il or {ll biological safety cabinet (BSC) or compounding aseptic containment
isolator (CACH. Ciass Il BSC types A2, B1, or B2 are acceptable, C-PECs used for pre-sterilization
procedures such as weighing and mixing must be either exiernalty vented (preferred) or have redundant
—HEPA filters in series and must provide personne! and environmental protection, such as a Class t BSC
or Containment Ventilated Enciosure (CVE). A Class Il BSC or a CACI may also be used.

20. Can non-HDs and HDs be compounded in C-PECs located in the same C-SEC?

Separate rooms (C-SECs) are required for sterile, nonsterile, D and non-HD compounding with two
exceptions:

(1) Per section 5.2 Compounding, for entities that compound both nonsterile and sterile HDs, the
respective C- PECs must be placed in separate rooms, unless those C-PECs used for nonsterile
compounding are sufficiently effective that the room can continuously maintain 1SO 7 classification
throughout the nonsterite compounding activity. If the C-PECs used for sterile and nonsterile
compounding are placed in the same room, they must be placed at least 1 meter apart and particle-
generating activity must not be performed when sterile compounding is in process; and

(2) Per section 5.3.2 Sierile Compounding, a BSC or CAC/ used for the preparation of HDs must not be
used for the preparation of a non-HD uniess the nan-HD preparation is placed into a protective outer
wrapper during removal from the C-PEC and is labeled {0 require PPE handling precautions.

21. Can a Laminar Airflow Workbench (LAFW) or compounding aseptic isolator (CAl) be used
for compounding & non-antineoplastic HD?

Section 5.3.2 specifies that a LAFW cannot be used for compounding an antineoplastic HD. However, for
handling non-antineoplastic and reproductive risk HDs, each facility may conduct an assessment of risk
and implement strategies different than those required in the chapter. A LAFW does not provide any
protection for the worker from the HD. A LAFW or CAI may be used for non-antineoplastic HDs, however,
alternative containment strategles and/or work practices must be determined during the assessment of
risk.

22. Can a BSC or CAC! used for compounding HDs be used for compounding non-HDs?

if 2 non-HD is prepared in a C-PEC where HDs have been prepared, then the non-HD should be handled
and labeled as an HD. The non-HD preparation should be placed info & protective outer wrapper during
removal from the C-PEC and should be labeled to require PPE handling precautions. Alf associated
materials and wrappers should be discarded as HD waste because the preparation and associated
materials have potentially been contaminated by exposure to HDs.
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23. Can the negative pressure to the C-SEC be reduced or turned off when the rocm is not in
use?

No, the C-SEC must maintain a negative pressure of 0.01 1o 0.03 inches of water solumn relative o all
adjacent areas at all times.

24. Can the ACPH in the C-SEC be set below the minimum requirement when the C-SEC is
not in use?

No, the C-SEC must have an appropriate air exchange (e.g., 12 or 30 ACPH} at all times.

25. May a CACI, isolator, robotic device, or similar device be used to compound a sterile HD
outside of a C-SEC?

No. A CACI, isolator, robotic device, or similar device may act as the C-PEC if it meets the containment
requirements of the chapter as well as the requirements listed in <797>. However, the device must be
placed in C-SEC meeting all of the requirements in the chapter.

26. Can the C-PEC be used to create 100% of the external venting for the C-SEC?

Yes, if that C-PEC can function appropriately as the sole source of exhaust from a room. Most direct-
connected (no cancpy connection) C-PECs do not integrate welk into rooms where they are the only
exhaust from that room. Fluctuation in building HVAC systems will impact direct connected devices but
not canopy connected devices to the same extent.

27. Are closed-system drug-transfer devices (CSTDs) required for compounding HDs?

No, the Chapter does not require a CSTD for compounding HDs, although it is recommended. However,
the Chapler does require that CSTDs be used when administering antineoplastic HDs when the dosage
form allows.

28. Is there an evaluation tool one ¢an use for evaluating the performance of the different
CS8TDs avaitable?

NIOSH created a draft performance standard protecol for the containment-type CSTDs. This proposed
protacoi was published in the Federal Register on September 8, 2015. Five CSTDs were tested by
NIOSH and two showed test substance concentration levels below the limit of detection meaning that
only 2 of the 5 CSTDs evaluated prevented escape of vapors of the test substance. The protacol has not
been reteased in final form.

28. How can a CSTD be chemically incompatibie with a HD?

Depending on the chemical composition of the drug being compounded and the composition of the
CSTD device, chemical incompatibilities may exist. In March 2015, FDA warned against the use of
bendamustine with CSTDs, syringes, and adapters containing polycarbonate or acrylonitrile-butadiene-
styrene (ABS). The component in bendamustine (N, N-dimethylacetamide (DMA}) dissofved the ABS or
polycarbonate on contact.

30. What is meant by “fixed walls"?

Fixed walls are solid hard wall modular or stick-build’ construction. Actording to the Chapter, fixed walis
are required to prevent the egress of HD contamination from the C-SEC (either a C-SCA or HD buffer
room) as well as ingress of contamination info the ISO Class 7 HD buffer room.

31. Are pressure gauges required to monitor the pressure differential between the C-SEC and
the adjacent areas?

The entity must be compliant with the appropriate USP standards for compounding including <785>
and/or <797> and in accordance with applicable federal, state, and local regulations. Presence of a

pressure gauge and at least daily monitering is currently required for sterile compounding per USP
<797>. However, pressure monitering is not addressed in nonsterile compounding per USP <785>, so
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entities should follow applicable federal, state, and local regulations. Presence of a pressure gauge and
at ieast daily monitoring of negative pressure storage areas and nonsterije compounding areas helps
ensure pressure requirements are continually maintained in these areas.

Environmental Quality And Control
32. is environmental wipe sampling required?

No. The chapter recommends but does not require the performance of environmental wipe sampling.
Some common marker HDs that can be assayed include cyclophosphamide, ifosfamide, methotrexate,
fluorouracil, and platinum-containing drugs. if no wipe sampling kit is available for the specific HDs used
by the entity, the performance of environmental wipe sampling would not be appropriate.

33. Why is environmental wipe sampling recommended when there is currently ne standard for
acceptable limits on HD surface contamination?

Envirenmental wipe sampling for HD surface residue should be performed to verify containment.
Contamination in any amount indicates a lack of containment. Wipe sampling kits need {0 be evaiuated
to ensure they are appropriate for HDs used by the entity. If contamination is found, the chapter states
that the designated person must identify, document, and contain the cause of contamination. Such action
may include reavaluating work practices, re-fraining personnel, performing thorough deactivation,
decontamination, cleaning, and improving engineering controls. Repeat the wipe sampling to validate
that the deactivation/decontamination and cleaning steps have been effective.

34. Does every area where HDs are handled require environmental sampling?

The chapter recommends, but does not require, the performance of environmenta! “wipe sampling.” The
term “sampling” indicates that a portion, or sample, of the entire population be tested.

35, What are the acceptable limits for HD surface contamination?

There is currently no standard for acceptable limits for HD surface contamination. Contamination in any
amoeunt indicates a lack of containment and must be addressed.

Personal Protective Equipment (PPE)

36. Are the PPE and Engineering Controls specified in Table & of the curent NIQSH list
required?

<B00> requires entities to maintain a list of HDs that include any items on the current NEOSH list that the
entity handles. However, the list of PPE and engiagering controls in Table 5 of the 2016 NIOSH listis a
recommendation and may be use to guide the development of the entity's policy. Section 7 of <800>
states that "gowns, head, hair, shoe covers, and wo pairs of chemetherapy gloves are required for
compounding sterile and nonsterile HDs. Two pairs of chemotherapy gloves are required for
administering antineopfastic HDs. Gowns shown to resist permeability by HDs are required when
administering injectable antineoplastic HDs. For all other activities, the entity's SOP must describe the
appropriate PPE to be womn based on its cccupational safety plan and assessment of risk (if used). The
entity must develop SOPs for PPE based on the risk of exposure and activities performed.”

37. What PPE is required for administering HDs?

For administering alt antineoplastic HDs, two pairs of chemotherapy gloves tested to ASTM DE978
standard must be worn. For administering injectable antineoplastic HDs, gowns shown {0 resist
permeability &y HDs must be worn in addition to two pairs of chemotherapy gloves. For administering
other HDs, the entity must establish policies describing the PPE required. Tabile 5 of the NIOSH List
provides additional recommendations for PPE based on the HD formulation and activity.

38. Are compounders required to remove all PPE when leaving the compounding area?

Yes, all PPE would need to be removed when leaving the HD compounding area. The goal is to contain
alt hazardous contamination within the negative pressure room.
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39. Can gowns be re-worn during the same day if a compounder leaves the HD compounding
area?

Disposable PPE must not be re-used. Consider ali PPE worn when handling HDs to be contaminated
with, at minimum, trace quantities of HDs. PPE must be placed in an appropriate waste container and
further disposed of per local, state, and federal regulations. PPE wormn during compounding should be
disposed of in the proper waste container before leaving the C-SEC.

40. What documentation is required to show that a gown wil resist permeability by HDs?

Gowns used for HD handling must be shown o resist permeability by HDs which can be determined by
testing against ASTM F738-12. Manufacturers of gowns used for handiing HDs should provide results of
ASTM F739-12 testing. The gown manufacturer should be able to provide permeability data for
commonly used HDs.

Compounding

41. s an entity required to have two sets of equipment, one set for compounding HDs and
another second set for compounding non-HDs?

General Chapfer <800> states that “disposable or clean equipment for compounding (such as mortars
and pestles, and spatulas) must be dedicated for use with HDs.” This refers to equipment {or parts of
equipment) that comes in direct contact with HDs. Equipment that does not come in direct contact with
HDs may be shared between HD and non-HD compounding areas provided it is deactivated,
deconiaminated and cleaned before it is removed from the HD area. Equipment used in HD
compounding must be operated in the C-SEC uniess it is operated as a closed system (e.g. certain
mixers, terminal sterilization using an auteclave or convection oven).

42. During nonsterite compounding with HD APIs, are all steps of the compounding process
required to be performed in the C-PEC?

General Chapter <800> states that “bulk containers of liquid and AP HD must be handled carefully to
avaid spills. 1f used, APls or other powdered HDs must be handled in a C-PEC to prolect against
accupational exposure, especially during particle-generating activities (such as crushing tablets, opening
capsules, and weighing powder) " It is recognized that under some circumstances, it is not possible o
perform alf steps of the compounding process in the C-PEC (e.g. due to equipment size or function). It is
important for the safety of personnel that powdered HDs be weighed and mixed to the wet stage or made
into capsules in the C-PEC. Once nonvolatile, non-antineoplastic, powdered HDs are wet, an
assessment of risk may be performed to determine alternative containment strategies and/or work
practices. The NIOSH list of antineoplastic and other HDs provides general guidance on PPE for possible
scenarios that may be encountered in healthcare setings inciuding instances where a C-PEC cannot be

used.

43. Where should HD APls be handled prior {o sterilization when compounding sterile HDs?

In addition to <800>, sterile compounding must follow standards in <797> which states that
presterilization procedures for high-risk level CSPs, such as weighing and mixing, shall be completed in
no worse than an iSO Class & environment. Per <800>, presterilization procedures for high-risk level HD
CS5Ps can oceur in the HD IS0 Class 7 negative pressure buffer room if the C-PEC used for the
nonsterite presterilization procedures is sufficiently effective that the room can continuously maintain IS0
7 classification. If the C-PECs used for sterile and nonsterile compounding are placed in the same room,
they must be placed at least 1 meter apart and particle-generating activity must not be performed when
sterile compounding is in process, Alternatively, an iSO Class 8 or better negative pressure room could
be used. An IS0 Ciass 7 negative pressure room would be necessary i it leads directly inte the HD 1SO
7 negative pressure buffer room.

44. Does the chapter apply if the HD is dissolved in a liquid dosage form and does not become
an aerosol or gas?
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HDs that do not require any further manipulation, other than counting or repackaging of final dosage
forms, may be prepared for dispensing withaut any further requirements for containment uniess required
by the manufacturer or if visual indicators of HID exposure hazards are present {e.g., HD dust or
leakage). Consideration must be given to the aerolization of HDs in liquid formulations.

45, if the HD is a liquid dosage form, may it be compounded in a positive pressure non-HD
cleanroom?

No, HD CSPs must be fiitered in a BSC or CACH iocated in an 130 7 room with negative pressure of .01
t0 0.03 inches of water and 30 ACPH,

48. Can an assessment of risk be performed on concentrated solutions of HDs (i.e. hormone
concentrates)?

Mo, concentrated solutions of HDs (i.e. hormone concentrates) is an HD AP that is further manipulated
into a finai dosage form and is subiect to the containment requirements in <B00>. General Chapter
<B00> defines an APl as “any substance or mixture of substances intended to be used in the
compounding of a drug preparation, thereby becoming the active ingredient in that preparation and
furnishing pharmacological activity or other direct effect in the diagnosis, cure, mitigation, treatment, or
prevention of disease in humans and animals or affecting the structure and function of the body.

47. What kind of materials may be used for the cabinets and counters in the nonsterile
compounding room?

The chapter states that cabinets in the nonsterile compounding area must be smooth, impenicus, free
from cracks and crevices, and non-shedding bui does not fimit or define the specific materials that may
be used.

Hazard Communication Program
48. Do personne! of reproductive capability include both male and females?

Yes, the chapter applies to anyene capabile of reproduction.

Receiving
49. What PPE is required for recsiving HDs?

At least one pair of chemotherapy gloves tested to ASTM D8978 standard must be worn when unpacking
HDs (see section 10, Receiving). The entity's policies must address if any adgitional PPE is required.
Table 5 of the 2016 NIOSH List of Antineoplastics and Other Hazardous Drugs in Healthcare Settings
provides additional recommendations for PPE and engineering controls based the formulation of HD and
the activity. The entity's policy should address situations where HDs are received in intact containers and
where HDs are received in containers that may be damaged.

50. Are suppliers required to ship HDs in impervious plastic?

No, the chapter recommends that suppliers ship HDs in impervious plastic to segregate them from other
drugs and allow for safety in the receiving and interaal transfer process.

51. Does the HD return waiting area have to be separate from the regular HD storage area?

No, a separate area is not required. HDs waiting to be returned to the suppiier must be segregated in a
designated negative pressure area. The reguiar HD storage area may be designated for this purpose.

52. What container materials are considered impervious?

The type of impervious packaging will vary with the situation and type of HD. Impervious packaging may
be “soft” or "fimn”. HDs must be transported in contairiers that minimize the risk of breakage or leakage.
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53, What is the tiered approach for receiving HDs?

The tiers will be defined by the entity’s SOPs based on considerations such as the facility design and
types of HDs being handled.

Labeling, Packaging, Transport And Disposal
54. What must be on the label for HDs?

HDs identified by the entity as requiring speciat HD handling precautions must be clearly labeled at ail
times during their transpert. Labeling must be compliant with the appropriate USP standards for
compounding including <795> and/or <797> and in accordance with applicable federal, state, and local
regulations.

55. What kind of packaging containers can be used for packaging HDs?

The chapter states that packaging containers and materials must be selected to maintain physical
integrity, stability, and sterility {if needed) of the HDs during transpon. Packaging materiais must protect
the HD from damage, leakage, contamination, and degradation, while protecting healthcare workers who
transport HDs. The entity must have written SOPs to describe appropriate shipping containers and
insulating materiais, based on information from product specifications, vendors, and made of transport.
Other sources of information may include the chemical or formula and the SDS. in addition, there are
multiple chapters in the USP Compounding Compendium that describes packaging.

86. Can HDs be transported in pneumatic tubes, robots, or patient caris?

Each facility must conduct an assessment of risk and develop SOPs accordingly. HDs must be
transported in containers that minimize the risk of breakage or leakage. Pneumatic tubes must not be
used to transport any liquid HDs or any antineoplastic MDs because of the potential for breakage and
contaménation.

57. Are personnsl involved in waste removal and cleaning required to don PPE?

Yes, personnet must wear appropriate PPE based on their assigned tasks.

Medical Surveiliance
58. What if the employee wants to keep their medical records private from the employer?

Medical surveilfance is recommended but not required by the chapter. The entity may choose to use a
contracted employee heaith service to perform the medical surveiliance while protecting the
confidentiaiity of the employees' personal medicai information.

59. What "health variables” should be followed over time for individual workers?

The chapter recommends an initia! baseline assessment {pre-placement) of a worker's health status,
medical history and collection of data elements inciuding a medical {including reproductive) history and
work history to assess exposure to HDs, physical examination, and laboratory testing. Methods used to
assess exposure history include a review of:

* Records of HDs handled, with quantities & dosage forms

+ Estimated number of HDs handled per week

« Estimates of hours spent handling HDs per week and/or per month

- Performance of a physical assessment and laboratory studies linked to target argans of commonly
used HDs such as a baseline compiete blood count.

60. In a medical surveillance program, how does an employer obtain data from the unexposed
workers for comparison to the exposed workers?
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The chapler recommends an initial basefine assessment (pre-placement} of a worker's health status,
medical histery and coilection of data elements including a medical (inciuding reproductive) history and
work history to assess exposure to HDs, physical examination, and laboratory testing. Methods used to
assess exposure history include a review of:

» Records of HDs handled, with quantities & dosage forms

+ Estimated number of HDs handied per week

+ Estimates of hours spent handling HDs per week and/or per manth

+ Performance of a physical assessment and iaboratory studies linked to target organs of commonty
used HDs such as a basefine complete bicod count.
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April 24, 2017

Ms. Caroline D. Juran, Executive Director Virginia Board of Pharmacy
9960 Mayland Drive, Suite 300
Henrico, VA 23233-1463

RE: Non-compliance of CETA CAG-002-2006 guide to the ISO 14644-1:2015(E) Standard

Dear Ms, Juran,

My name is Hank Rahe and I am the technology director for Containment Technologies
Group, Inc. (CTG). My responsibilities at CTG include reviewing standards, rules and
regulations both state and federal. Certifications performed in compliance with your
state’s rules and regulations, as well as, USP <797> is critical. However, CTG has
identified a conflict between your state’s rules, USP <797> and the ISO 14644-1:2015(F)
standard-classification of air particulate concentration certification.

Specifically, your rules and regulations as well as USP <797> are in direct conflict with
the Controtled Environment Testing Association (CETA), CETA CAG-002-2006 guide,
to certify CAI/CACT’s. The Guide's testing conditions not acceptable to the ISO 14644-
1:2015

E) standard- classification of air particulate concentration certification.

Attached is a copy of the NABP letter, a letter to United States Pharmacopeia concerning
non-compliance of the CETA Guide and the specifics of the non-compliance of the
CETA Guide to the SO standard.

The CETA Guide’s failure to comply with the testing conditions (see attached details) of
the ISO Standard negates any certification using the CETA guide. All pharmacies that
employ CAI/CACI’s as their Primary Engineering Control devices (PEC) and are
certified to the CETA Guide are out of compliance with ISO 14644-1:.2015(E)
classification of air cleanliness by particle concentration required by your board’s rules as
well as USP <797>,

Non- compliance is a very serious problem and many pharmacies are not aware of the
issue. Informing sterile compounding pharmacies through communications and your
inspector’s visits that any reports stating “certified to the CETA guide CAG-002-2006" is
non-compliant will allow them to contact their certification company for correct testing
procedures to those described in the 1SO standard.




As part of our goal of patient safety awareness we will be sending out this information to
pharmacy directors across the county. This letter is intended to prepare your board for
questions you may receive,

Please let me know if you need additional information

Sincerely,

/7%- /&L
Hank Rahe, BSIM, MSE
Director Technology CTG

hrahe@mic4d.com
317 713-8203

Attachments:




Mareh 31, 2017

Carmen A. Catizone, Excoutive Direcior NARP
1600 Feehanville Dirive
Mount Prospect, 1L 60056

RE: Non-conzpliance of CETA puide to 150 Standards
Dear Ms. Catizone,
Fam writing (0 seek your belp in communicating with members of your association,

On August 26, 2016 you were copied on a letier (attached) to Dr. Sun, United States Pharmacopeia concerning the
noacompliance of the Controfled Environment Testing Assoctation CETA CAG-002-2006 to 180 14644-1:
A 5(E). The testing conditions reguired by the ISO Standard sre not followed by the CETA guide.

Punderstand how oy Jetter could be overlooked thws the follow up.

CETA guide failure (0 comply with the testing conditions (see attached details) of the ISO Standard negates any
certification using the CETA guide. All pharmacies that employ CAVCACT s as their Primary Engincering
Control devices (PEC) and are certified to the CETA gaide are out of complinnce with 1SQ 14644-1:.201 5. All
state boards of pharmacy, USE <797>, USP <800> and FDA guidance require 1his [SO Standard for classification
of air cleanliness by particle concentration. As you arc also aware, pharmacy boards and faderal agencies, such as
the FDA, depend upon the certification as part of their inspection process.

Communications will be going out to state pharmacy boards presidents, USP, federal agencies and individual
pharmacy dircctors making them aware of the problem of being certified to the CETA guide. This is likely to
create questions and concerns that will reach your association members,

Llook forward to working with you and NABP o communicate this impertant information. Let me know if vou
have any questions.

Sincerely,
Hank Rahe , Divector Technology CTG

hralis@micd com
317 713-8203

CC: NABP Exccutive Connnilies

Attachments:




August 23, 2016

Unifed States Pharmavopeia

Br. Jeanne Sum, Scientific Liaison o the Compounding Expert Commites
P Twinbwook Parkway

Rookville, M1 208521790

RE: {50 146441 2015 {E)
Prear Br. Sun,

As vou mmay be aware that the Intornational Standards Organization has issued 2 second
addiviop o 180 146441201568} i Decenther 7015

IR0 14644- 12 201 5B} Classification of v cleanliness by particle concentration is sited
i both USP <797, and USP <860~ as 3 requirement ®r levels of air clesnliness, The
banguape oT150 14644-1; 2015 [E) addresses the required test conditions “ecoupaney
states” for festing cleanliness lovels by particle concentrations {o comply with the 180
gundand. The ﬂﬁ?’ standasds. are inconiistent with the. logusge of the IS0 gandands
anfl causes vonfision, when comparing the roquired testing conditions.

The 180 14634-1:2015 (1) requive ocoupancy states | during testing be “as built, i red,
and operational” while USE <787 and USP <800 we the teran “dvnamic conditions”™,
Though the terms dynamic conditions and operationsl would seem to mean the same
thing Symamic conditions catnot be rosy relercnced with 150 14644-1:2015(8). For
sonsistency USE should change the amﬁ;h@g I USP <797 and USP <800 & properly
ideatily the state in which the standard air cleantiness particle concentration iz to be

paensured,

Aldsts, USE <797 currently refipences the Controlied Environimens Testing Assoeiation
{CEFAY s an exmmple (poe Susan debdars your chief legal counsel) of testing and
certification of Compounding Aseptic Isslaters {CAT) and Contaimment € ‘omnpounding
Aspptic Bobter {CACTH. A suaberof Mﬁ.@iﬁﬂﬁm@ bussds have weonglyintermupiod
thisto mem the CETA guide inhe requived testing standard for USP <7975, while USP
sites # only as an exappie of testing and certification. 1ISP should elarify that the CETA

reference w zn oxample 1o stxe piiﬁrmaw boards,




in addstion, the CETA guide has cosplimce issues with the 180 146441 28151
standan in that the CETA guide CAG-002-2006 regaires “partivie clevation” ° for rests
2,06, 2.07amd 2.09 which contlicts with £S0F 14644- 1201 SHE}Y requirenents for an
operational state while performing testing. The CETA guide also has additions)
sonllicting testing reguirements such 55 only testing for verical girflow {2.U8] and stating
i the overview of the docunient fhat 1 is not intended to set speciic acceptante eriterin
and yei fallows with a series of subjective test soteplance orifori,

nswmnary 1 am requesting USP 1w align ihe wording for lovels of sir clesnliness with
the 150 standiard 14644-12 201 5(F) and inforn i customers, the state pharmacy
boards, that the CETA veferenced in the current USP #7907 5 cnly an example,

Thank you for your atisntion to this importast matter and 1 ook forsvard to the changes.

Swcercly,

Hauk Bahe, BRIM, MSFE
Director Technology CTG
T 7B
hrahedinicd oo

GO s, Susan deMars, Chiel Legal Covnyel LSP
Mr. Dan King, Frosl, Brwn, Todd LLE
Ms. Carmpen Cativone, Exeoubive Dbrector NABP
M. Dale Atkinson, Atkinson & Atkinson LLC fegel Counsel NABP
Excoutive Directors all state Biwds o Pharmacy
Legal Counsels al stwte Boasde of Pharnmacy

Lo IS0 4644-1:204 3 (B): Cleanroomms aml associited controlied enviropment - Pat
b Classification of air cleasliness by particle conventration, p33.3 Qeeypasey
staes: O ~1223 Venvier, Geneva Switperland

CETA Compounding Iadhstor Tesing Guide CETA CAG-OU2.2006 Revised
Brecember 8, 2008, P3 glossary of lzoms- purticle elevation, Contmolled
Boyvironment Testing Association, 1500 Susday Drive, Suite 102, Raleigh, NC
2T

i




Specific wording IS0 14644-1(E); 2015

180 14644-1:2015 (E): Cleanrooms and asspciated controlled envirenment - Pat 1
Classification of air cleanliness by particle concentration, 3 3.3 Oceupaney states; Ch -1273
Vernger, Geneva Switzerland

The languiage of ISC 14644-11 2015 () addresses the required fest conditions “occupancy
states” for testing cleanfiness levels by particle concentrations to comply with the 18O standard.
The required aocupancy states ' are as built, a1 rest, wnd operstional,

Specific wording CETA CAG-002.606

CETA Compounding Isolator Testing Guide CETA CAG-002.2006 Revised December 8, 2008,
P3 glossary of tenms- particle clevation, Controlied Environment Testing Association, 1500
Sunday Drive, Suite 102, Ruleigh, NC 276

CETA guide CAG-002-2006 requires “particle elevation™ for testing and has adiditional
conflicting testing requirements suck as only testing for verticad aivflow and stating in the
averview of the decument that it is ot intended to set spegific accepinncs criteria,

L The CETA guides are not stapdards anﬁ comain tests 10 nol mest 150 standard 14644
 require Hustoren arpand sartiols feve

12201 5(E). Each : o pround particle Jevels
particulate elevaiion) that de suditions. The specific tests
that ereate the barrier for the Mi g in CETACAG-002-3008;

a- .06 Particle Containment Integrity ind Enclosure Leak Test -Piocedure 2 “If the
count is too low, dlevate the background levels”
1. Ingreasing particle counts abgve eperational levels overcomes the capabilities of
the MIC which has been validated challenge levels of 400,000 particles of 0.5
micron (IS0 class 91 Documentation frlbrms custoroer of the lmit

b 2.07 Recovery Time Detenmination Test - Provedure 8- “f1f the chamber with
particulste™
I, Elevates background insid the MIC to levels exceading IS0 Class 9 {1,000,000)
excending auy operstional condition under which compounding would occur.,

¢ 2,09 Preperation ingress and Egress Test- Procedure “If the count s too low clovate
the background levels”
. Elevates background pariicultes in the anti-chamber (sirlock) to a level
exceeding ISO-class 9. This exceeds any operation condition in 2 pharmacy
ampounding area.

d. 2408 Airflow Smoke Test- Specifics “Airflow in the Direct Compounding Area iy

downward
1. This does ot allow for horizontul sirflow such as the MICs unidirectional

sirflow and would §il the MIC based on the wording in the standard.

e General Responsibility Section “The engineering and design concept employed are up
o the individual manufacturer's discretion. :
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TO: EXECUTIVE OFFICERS — STATE BOARDS OF PHARMACY
FROM: Carmen A, Catizone, Executive Director/Secretary
DATE: August 30, 2017

RE: United States Pharmacopeia (USP) Questions

NABP received a number of requests regarding USP General Chapter <800> Hazardous Drugs —
Handling in Healthcare (Chapter <800>) and whether there is a conflict with Controlled
Environment Testing Association (CETA) Certification for and USP Standards concerning air
cleanliness.

Concerning USP Chapter <800>, NABP is aware of requests to states by entities potentially
impacted by USP Chapter <800> regarding the adoption and enforcement of USP Chapter
<B00>. Additionally, states are being asked to delay implementation of Chapter <800> or adopt
standards that are fess stringent. The attached document from USP answers guestions
regarding USP’s rationale for Chapter <B00> and the planned implementation date. USP
indicated to NABP that it is not considering further revisions to the Chapter or delaying the
implementation date of july 2018,

The second issue concerns a series of letters to states from Containment Technotogies Group
{CTG) citing a conflict between CETA Certification of primary engineering control devices and
USP Standards. The attached document from USP addresses this issue,

if you require additional information or have any questions, please feeal free to contact me at
ExecOffice @nabp.pharmacy.

Attachment

cc: NABP Executive Committee
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Question:  Why should states adopt General Chapter <800> Hazardous Drugs
- Handling in Healthcare Settings?

Answer: General Chapter <800> Hazardous Drugs — Handling in Healthcare
Setting is a new standard which becomes official on July 1, 2018. The purpose of
<800~ is to ensure preparation quality and protect patients, healthcare workers,
facility employees, and the public who either handle hazardous drugs or are in
proximity to environments where hazardous drugs are handled. The chapter
defines processes for quality requirements intended to minimize and mitigate risks
of exposure in handfing, distribution, and administration of hazardous drugs.
General Chapter <800> is an important part of the quality framework and is
essential in ensuring a quality environment to protect the practitioner and the
patient from exposure to hazardous drugs.

The public health need for developing <800> was based on published reports of
adverse effects in healthcare personnel from occupational exposure to hazardous
drugs.” General Chapter <800> was developed based on existing guidance
documents published by the National Institute for Occupational Safety and Health
(NIOSH), American Society of Health-System Pharmacists (ASHP), and the
Oncology Nursing Society (ONS). ASHP published a Technical Assistance
Bulletin in 1986 and NIOSH published an alert on preventing occupational
exposure in 2004, There was a known risk of hazardous drug exposure in
healthcare settings from published medical reports, but there was no enforceable
standard to minimize the risk of exposure. In 2010, the Compounding Expert
Committee began development of a chapter based on this public health need. in
2011, an Expert Panel was formed to gain additional expertise in handling
hazardous drugs which included experts practicing in healthcare settings, medical
schoals, research organizations, as well as federal agencies. The chapter was
proposed for public comment twice and each time, the Compounding Expert
Committee reviewed all of the public comments and made changes to the chapter
based on these comments.

One of the most significant changes to General Chapter <800>, after its initia!
proposal for public comment, is the allowance for an assessment of risk. The
chapter distinguishes between bulk drug substances and antineoplastic dosage
forms requiring manipulation which must meet all of the containment requirements
and other dosage forms which may qualify for an assessment of risk. Under an
assessment of risk, the entity may determine alternative containment strategies
and work practices for handling the hazardous drug. The intent of this change is to

' Sessink P.J, Bos RP. Drugs hazardous to healthcare workers. Evaluation of methods for
monitoring occupational exposure to cytostatic drugs. Drug Saf. April 1899; 20(4): 347-59.

Venilt S, Crofton-Sleigh C, Hunt J, Speechley V, Briggs K. Lancet, Monitoring exposure of nursing
and pharmacy personnel to cytotoxic drugs: urinary mutation assays and urinary platinum as
markers of absorption. Jan 1984;1(8368): 74-7. {See also

hitps://www cde goviniosh/topics/antineoplastic/default. himf).
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offer more flexibility to healthcare practitioners in handling certain dosage form
which has less potential for exposure while still requiring adequate protection to
personnel handling certain antineopiastic drugs and bulk ingredients.

General Chapter <800> should be adopted by regulatory bodies to ensure
preparation quality and to protect patients, healthcare practitioners, and the public
who either handie hazardous drugs or are in proximity to environments where
hazardous drugs are handied.

Question:  General Chapter <797> Pharmaceutical Compounding — Sterile
Preparations references both 1ISO 14644-1 and CAG-002-2006-section 2.09. Is
there a conflict between these two guidance documents?

Answer;: IS0 14644-1 is an international standard for classification of air
cleanliness by particle concentration that is used across all industries concerned
with clean environments. USP General Chapter <797> references this
international standard to define the 1SO classification of particulate matter in the
primary and secondary engineering control. The chapter additionally requires
certification of engineering confrols following procedures “such as those outlined
in Certification Guide for Sterile Compounding Facilities (CAG-003-2006)." The
Compounding Expert Committee included the CETA CAG-003-20062 certification
procedures as an example because it is the only reference guide that the
committee is aware of that consolidates industry standards for the specific needs
of the compounding industry. CETA CAG-003-2006 also references 1SO 14644-1
for particle count classification.

USP <797> further references CAG-002-2006 section 2.09 as sample procedures
for placing Compounding Aseptic Isolators (CAl) and Compounding Aseptic
Containment Isolators (CACI) outside of an 1ISO Class 7 buffer area. CAG-002-
2006 section 2.09 is specifically referenced because it defines tests that prove
whether a CAl or CACI can be placed outside of an [SO classified room. The test
procedures in CAG-002-2006 are more robust than ISO 14644-1 because the
tests increase the background particulate count. Section 2.09 increases
background levels to prove that pariculate contamination from the room is not
dragged into the CAl or CAC! when materials are transferred into or removed from
the isolator. The procedures in ISO 14644-1 are not relevant to CAG-002-2006
section 2.09, and thus specific test procedures ocutlined in 1ISO 14644-1 are not
referenced in these sections. Consequently, there is no conflict between CAG-
002-2006 section 2.09 and ISO 14644-1.

? Controlted Environment Testing Association (CETA), www.CETAinternational org.

U.S PHARMACOPEIAL CONVENTION
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Sept 7, 2017

Dear Members of the Virginia Board of Pharmacy Ad Hoc Committee:

We appreciate the opportunity to provide written comment regarding the committee’s discussion of
USP 800 implementation. it goes without saying that implementation of USP 800 standards in all
settings that use hazardous substances is a huge undertaking! Over the past year there has been, and
continues to be, more and more discussion about this implementation, its challenges and validities. We
appreciate the Board considering all facets of this major change to practice sites across the state. At this
point in time, we are not sure what items are on the agenda for the committee to discuss, but we were
hoping to bring up the following concerns.

¢ Decreased patient access to medications — Many of our colleagues are expressing concern that
they will not be able to continue to provide medications that contain hazardous substances
because they cannot afford the required facility changes. As an example, approximately 50% of
our business will be considered Hazardous once USP 800 goes into effect. Across the state that
adds up to a lot of patients looking for a place to fill a lot of prescriptions.

© Expenses cannot be absorbed in the normal course of husiness — Compliance with USP 800 witl
drive prices up, potentially causing patients to abandon needed therapies. As an example, our
remodel pricing is being quoted at over $400,000 and we're one small pharmacy. We cannot
imagine what the larger hospitals and clinics are facing.

¢ Employee and patient safety is always a top priority - We already comply with NIOSH/OSHA
guidelines to ensure our employees are not unduly exposed to hazardous substances.
Additionally, there have been questions raised as to the science behind the USP guidelines and
whether they would actually iead to reduced exposure and/or improved worker safety.

+ The status of adoption of USP 800 by other states is changing — Some states are only partially
implementing USP 800 or pushing the compliance date back te allow more time for pharmacies
to make the necessary changes or further determine if these standards are necessary. See the
attached NASPA USP 800 state chart.

« Vendors may experience shortages and defays — Because all facilities across the country need
to be compliant on the same day, we are already hearing of shortages of supplies and delays in
services refated to USP 800 compliance.

¢ Inspections standards not yet published — There are different interpretations out there for
meeting USP 800 standards. Before we can invest this much money we really need to know the
Board's inspection standards as they relate to USP 800,

- 36-C Catoctin Circle, SE

www.compoundingcenter.com @ @ - Leesburg, VA 20175

- {703)779-3301




We appreciate the committee’s consideration of cur concerns and plan to be present at the meeting on
September 18% to assist in any way we can.

Thank you,

Cheri Garvin, RPh, Jay Gill, PharmD, and Alexander Pytlarz, PharmD
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State USP 800 Adopted Notes

Alabama No Proposing regulations to reguire compliance with all current
requirements of USP,

Alaska No No discussions, so far. BOP plans to make changes to compounding
regulations in the near future. USP 800 may be discussed at the time. No
specific timeframe given as to when regulation changes will be made.

Arizona Yes Requires that pharmacies follow USP compendium; therefore, USP 800 is
automatically adopted by reference.

Arkansas No Will be discussed at September BOP mtg.

California Yes

Colarado No

Connecticut Yes

Delaware No Request made by one state department to have added to agenda for
August BOP meeting.

District of Columbia

Florida No

Georgia No Under review. No timetable for action.

Hawaii No No plans at this time to adopt.

tidaho No Group of national pharmacy associations (APhA, NCPA, NACDS) asked
BOP not to act until 2021. BOP indicated it has no plans to pursue addt’|
rule changes refated to USP 800 in the near future.

Hlinois No BOP was asked for 5-year stay.

indiana No it will be discussed in the coming months.

towa Yes

Kansas No BOP just recently acquired legisiative authority to regulate compounding.

BOP is currently in the process of promulgating rules and regulations with
USP 795 & 797. Will take up USP 800 in early 2018.

Compiled by NASPA — current as of 8/9/2017. Support your state pharmacy association!
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Kentucky No BOP is assembling a task force to review. Believes there will be some
form of USP 800 coming soon.

Louisiana No USP 800 is on the BOP’s Aug. 25 meeting agenda for discussion. The
board’s general operating position is that all of the USP chapters
numbered below 1000 are enforceable standards, and pharmacies are
expected to comply with those standards, even though they may not be
included formally in regulations (USP 795, 797 were adopted).

Maine No Will be discussed; but no plans for rulemaking at this time.

Maryland No Currently proposing legislation for compliance with all USP standards.

Massachusetts Yes State law requires all pharmacies to adhere to USP; therefore, it's
adopted by reference. BOP in process of drafting addt’l hazardous
compounding regs. Pharmacies need to comply with USP 800 by July 1,
2018 deadline.

Michigan No

Minnesota No {though, it's enforceable | BOP has not officially adopted USP 800 in Minnesota Rules Chapter 6800;

in Minnesota; see notes) however, the BOP considers USP to be enforceable even though it has not
formally adopted.

Mississippi No BOP is discussing.

Missouri No BOP is watching. No discussion planned.

Montana No Will eventually adopt into pharmacy rules, but waiting to see what other
states are doing.

Nebraska No BOP is discussing.

Nevada No Board discussed at its July meeting and directed staff to start the
rutemaking process for changes for USB 800 by scheduling a workshop
with the board. First workshop will be at the board’s September meeting.

New Hampshire No No discussions planned at this time.

Compiled by NASPA — current as of 8/9/2017. Support your state pharmacy association!
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New Jersey No BOP is revising some regulations. There will be reference to USP 800,
though it’s not clear if the board wilt adopt it in total. More information
may be available in the fall.

New Mexico Yes USP is the official compendium for New Mexico; therefore, USP 800 is
automatically adopted by reference.

New York No Not planned for discussion at next board meeting. May be discussed
sometime, :

North Carolina Yes By reference.

North Dakota No Informal discussions have taken place. BOP exec indicated there hasn't
been time to officially to discuss at BOP mtgs.

OChio No BOP was asked to delay by national associations {APhA, NCPA, NACDS),

Oklahoma No Task force reviewing. Possibly in 2018 may propose through rulemaking.

Oregon No BOP is having issue in deciding whether USP 800 is OSHA, pharmacy, or
both. There will be further discussion. May be several months before
anything is finalized. Compounding rules are scheduled for rewriting in
the fall.

Pennsylvania No Has not finalized regulations regarding sterile compounding.

Rhode Island Yes Will be referenced in upcoming regulation updates.

South Carolina No No immediate plans to discuss.

South Dakota Yas Inspectors are becoming educated to the standards and helping with IV
room rebuilds, etc., in order to be compliant.

Tennessee Yes Any facility that compounds sterile products shall comply with applicable
USP standards.

Texas No BOP formed a task force to make recommendations. Report is scheduled
for August 1 BOP mtg.

Utah No Compounding task force is reviewing the standard.

Vermont No

Compiled by NASPA — current as of 8/9/2017. Support your state pharmacy association!
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Virginia Yes fnspectors are getting educated on the standards and will be helping to
educate pharmacists on the requirements.

Washington Yes By reference. Must follow USP standards. PQAC instructed staff to begin
work on the intersection and coordination of USP 800 with the state’s
labor & industry laws on hazardous materials. Commission is considering
a complete rewrite of all rules, which will be discussed Sept. 13-15 and
will include how to include USP 800.

West Virginia Yes Board inspector said they won't be enforced until 2021,

Wisconsin No

Wyoming No National pharmacy associations (APhA, NCPA, NACDS} asked BOP to delay

rulemaking.

Compiled by NASPA — current as of 8/9/2017. Support your state pharmacy association!

64



Guidance Document: 110-36 Revised: December-15-2015-September 26, 2017

Virginia Board of Pharmacy

COMPLIANCE WITH USP STANDARDS FOR COMPOUNDING

§54.1-3410.2 requires pharmacies performing sterile or non-sterile compounding to comply with USP
Standards. USP standards for sterile and non-sterile compounding may be found in the current editions
of the USP-NF. In accordance with 18VAC110-20-170, the Board requires a pharmacy to maintain
references consistent with the pharmacy’s scope of practice and

USP Chapter 795 lists the requirements for non-sterile
compounding environment, equipment, stability crit
Chapter 797 lists requirements for policies and
performmg stenle compoundmg, detenmnmg is

standards for the sterile
d7_797 will be found in

795 and 797 are defined to mean
ciated with annual and semiannual
JSP standards. Such records may be maintained
f the document that is clearly legible provided
t the time of inspection or audit by the Board

purchased at  http/'www.usp, org[store/groducts services/usp-

_ov1des access to all compoundmg-related General Chapters ﬁom

2. Daoes the law require compliance only with Chapter <797>?

No, the law requires compliance with all applicable chapters within USP-NF. Regarding sterile
compounding, pharmacists should pay particularly close attention to General Chapters: <1>
Injections, <71> Sterility Testing, <85> Bacterial Endotoxin Testing, and <797>
Pharmaceutical Compounding- Sterile Preparations.

Originally adopted: June 8, 2004
Revised: December 1, 2015, September 26, 2017
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Guidance Document: 110-36 Revised: Peeember 12035 September 26, 2017

3. Are there specific educational and training requirements regarding personnel?

Yes. In USP chapter <797>, compounding personnel are required to be adequately skilled,
educated, instructed, and trained to correctly perform and document the following activities in
their sterile compounding duties: perform aseptic hand cleansing and disinfection of nonsterile
compounding surfaces; select and apropriately don protective garb; maintain or achieve sterility
of compounded sterile products in 1SO class 5 environments; identify, weigh, and measure
ingredients; manipulate sterile products aseptically; sterilize high-risk level compounded sterile
products and label; and, inspect the quality of compounded sterile products. Personnel must
also sucessfully complete a site-specific training p ogram as required in Regulation
I8VACI10-20-111.

3. Inthe absence of sterility testing, what beyond yse ¢ Ds) must be used?

When sterility testing has not been perfo

e assigned BUD. f:'u_st not exceed the
following allowances:

Controlled Room “.{-Freezer

Temperature
Low-risk . 45day5
Medium-risk 45 days
High-risk 45 days

4. What BUD must b
product? .

“for final venﬁcatlon purposes -shall not exceed 1 hour from being removed from the ISO
Class 5 environment or the ongmalfy assigned BUD of 6 hours within the ISO Class 5
enviroriment, whwhever is shorter (reference the Center For Disease Control (CDC) and
Use Appendlx) :

e A closed system transfer device (CSTD) should not be used to extend the BUD of a
single-dose vial to ‘exceed the 1 hour BUD when punctured outside of an ISO Class 5
environment or the 6 hour BUD when punctured within and not removed from an ISO

Class 5 environment.

5. Is it appropriate to assign a BUD of 90 days in the absence of sterility testing if there is
literature indicating the stability of the drug is assured for 90 days?
No, it is inappropriate and a violation of law to assign a BUD which exceeds the USP default
BUD:s in the absence of sterility testing. Drug stability should not be confused with drug
sterility.

Criginally adoped. June 8, 2004
Revised: December 1, 20135, September 26, 2017
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Guidance Document: 110-36 Revised: December-1,-2015-September 26, 2017

6. How may stability information be taken into consideration when assigning a BUD?

Stability information for multiple drugs may be considered when combining the drugs in a
compound, assuming the shortest BUD is used to assign stability to the compound. Peer-
review or reference source literature shall be consulted and the professional judgement of the
pharmacist exercised when assigning the BUD of a compound containing multiple drugs. Any
extended BUD must also comply with the applicable USP Chapter <795> or <797>.
7. What concepts, atf a minimum, should be taken into consideration when determining drug
stability?

Pharmacists shouId use professional judgment to de ine appropnate references of chemlcai

Existing stability information may only be
the same fonnulatlon (USP—NF equwaleﬁ

Additionally, stability may be
following conditionS'

stimatcd;
pendent and,

s g the same formulation (USP-NF equivalent
er:reviewed articles or reference sources.

appropmate for sterility testmg It may only be used for ensunng consistency and drug strength
(potency). Because skip lot. testing is complex and requires a robust program, it may not be

possible for a pharmacy to properly implement. Information regarding skip lot testing may be
accessed at http://www it :S't gov/divB98/handbook/pme/section2/pme27 him

9. How may a hospital pharmacy “batch-producing” limited quantity of CSPs for IN-HOUSE
use extend the BUD past the defauit dating in Chapter <797>7

EACH BATCH must undergo sterility testing in accordance with USP Chapter <71> in order
to extend the BUD past the default dating in Chapter <797> and the appropriate documentation
to support an extended BUD must be kept on file for presentation upon inspection.

10. Do batches less than 25 require sterility testing to be performed?

Originally adopted: June 8, 2004
Revised: December I, 2015, September 26, 2017
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Guidance Document: 110-36 Revised: Becember-I;- 2015 September 26, 2617

No, however, the batches may not be assigned a BUD which exceeds the default BUDs in USP
Chapter <797>. The chapter requires sterility testing according to USP <71> before CSPs are
dispensed or administered when:
e high-risk level CSPs that are prepared in groups of more than 25 identical individual single-dose
packages (e.g., ampuls, bags, syringes, vials) or
¢ in muliple-dose vials (MDVs) for administration to multiple patients or
¢ (CSPs that are exposed longer than 12 hours at 2 to 8 C and longer than 6 hours at warmer than 8
C before they are sterilized.

r airflow workbench and
15 be certified?

11. How often must the primary engineering control, e.g., |
secondary engineering control, e.g., ante and buffer ro

Certification of the primary and secondary engmeen £ co trqls shall be performed no less than
every six months and whenever the device or,room is relocated;.altered, or major service to the
facility is performed. The certification m performed no later than the last day of the sixth
month, following the previous certificatio
***Note- this guidance reflects a change: to Major Deficiencies 22. and 23 in Guidance

Document 110-9 which was amended at the March 2013 full board meetlng

in multiple pharmacies, to include pharm acy interps

I2. Must compounding personnel wh .
harmacy where they will prepare CSPs?

on rotations, pass a media-fill test ar.

‘hannaéigs,_, to include phammacy interns
pprior to performing sterile

Yes, all compoundmg;_personnel workifig in mulnpl
on rotations, must'pa :
compounding. i

and sem1annuaily for hlgh—rlsk leveI compounding, ***Note - the terms “annually” and “semi-
annually*’ .are defined within this guidance document to mean every 12 months and every 6
months, respectwely Annua] media-fill testmg must be performed no later than the last day of
the twelfth month from ther‘f_date the previous media-fill test was initiated, Semiannual media-
fill testing must be performed no later than the last day of the sixth month from the date the
previous media-fill test was:nitiated.

14. If compounding personﬁel Jail a media-fill test, may they continue preparing compounded
sterile products?

No, compounding personnel who failed a media-fill test may not be allowed to prepare
compounded sterile products (low, medium, or high-risk) prior to retraining and receipt of a
passing media-fill test. ***Note- this guidance reflects a change to Major Deficiency 26a in
Guidance Document 110-9 which was amended at the March 2613 full board meeting,

Originally adopted: June 8, 2004
Revised: December | 20135, September 26, 2017
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Guidance Document: 110-36 Revised: Deeember 12015 September 26, 20617

15. Because batches less than 25 do not require sterility testing to be performed, may the CSP
which may have been autoclaved be assigned an extended BUD based on stability data?

Yes, sterility tests for autoclaved CSPs are not required unless they are prepared in batches of
more than 25 units. The board would expect to see that biological indicators are used with each
autoclave batch and that the cycle time and temperature were recorded on a log or printer tape
directly from the autoclave,

assigned BUD.

17. May a pharmacist repackage Avastin for of]j
specific prescription?

1-3401. This interpretation appears
ind Dmg Administration (FDA). The

spe "_ﬁc prescnptlon

19, What concepts, ata mmtmum, shauld;be taken into consideration when performing sterility
testing of C‘SPsp :

o Maintaiii- ‘a written ‘policy and procedure manual clearly identifying sterility testing
procedures.used bythe pharmacy and processes for assigning BUD:s.

e Prior to using. yutside testing company to perform sterility testing, evaluate the
company to determine if it performs testing in full compliance with USP Chapter <71>.
This may be done by reviewing 483 reports issued by the FDA to the testing company
and which may be available on the FDA website. Altematively, request copies of the
483 reports directly from the testing company. The observed deficiencies noted on the
483 reports will assist the pharmacist in evaluating the testing company’s level of
compliance. Also, request written documentation from the testing company which
explains the sterility testing processes used and how it complies with USP Chapter
<71> m its totality. This documentation should contain, at a minimun, specific details
regarding the method of testing, method suitability associated with each sterility testing

Originally adopied: June §, 2004
Revised: December 1, 2013, September 26, 2017

69




Guidance Document: 116-36 Revised: Deeember 1:2045-September 26, 2017

process to ensure the drug being tested will not interfere with the test, identification of
testing method (membrane filtration is the preferred method of testing), two growth
media, and number of days of incubation. Have this documentation readily available
for inspector review.

¢ When performing sterility testing in-house, document in the written policy and
procedure manual, at a minimum, specific details regarding the method of testing,
method suitability associated with each sterility testing process to ensure the drug being
tested will not interfere with the test, identification of two growth media, and number
of days of incubation.

o Vendors providing products for in-house testing:must describe all conditions and
limitations to their testing products. e appropriate filtration volume and
sample size is being tested.

o When determining an appropriate s

method per USP is membrane filtrz

documentation justifying the use Qf:

. ' tes, temperatures; growth associated
! ignatures, Do not simply indicate “no
1 was used and the number of days

growth” without indicati
incubated.

1 dlixm—l'isk level batched CSPs if the BUDs do not
Ch apter <797>. If the iow or medium-risk level

USP does not cy_rrently deﬁne the term “batch”™. In 21CFR210.3, FDA defines “batch” to mean
a specific quantity of a drug or other material that is intended to have uniform character and
guality, within speCIﬁe Aimits, and is produced according to a single manufacturing order

during the same cycle '__f ménufacturc

22. How should a dilution or stock bag for pediatrics be treated?

ISP does not currently address this issue, however, the Board advises that the dilution or stock
bag should be treated as a single dose container/vial with the remains being discarded within 6
hours of compounding.

23. What are some important considerations regarding membrane filtration and filter integrity

testing, aka bubble point testing?

Originally adopted: June 8, 2004
Revised: December 1, 2015, September 26, 2047
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Guidance Document: 110-36 Revised: Deeember3:-2015-September 26. 2017

Membrane filtration may be accomplished using a 0.22 micron filter. It is important to note
that sterility testing cannot be accomplished by simply performing membrane filtration. Filter
integrity testing, also known as a bubble point test, must be performed to verify that the filter
was successful in its application. Smaller disc filters may have filter volume limitations which
must be taken into consideration. Because it is known that filtration has not always been
successful in preventing the passing through of microorganisms, pharmacists must always build
quality processes into their sterile compounding to minimize the risk and the introduction of

contamination.

24. Whar are some best practices for performing reqmr / nedia fill testing and gloved fingertip

sampling?

25. How often must air and suifé&e sampling be performed?

USP requires air sampling to be performed at least every 6 months. Air sampling shall be
conducted using volumetric air sampling equipment and the appropriate media (bacterial
sampling for all risk levels and fungi sampling for high-risk level compounding operations).
USP requires surface sampling to be performed “periodically”. The Board advises that surface
sampling should be performed at least quarterly. It may be performed by pharmacy personnel

or outsourced,

26. What minimally should be taken into consideration when having primary and secondary
engingering controls certified?

Ongmm’ly adopied: June 8, 2004
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Guidance Docament: 110-36 Revised: Becember 12015 September 26, 2017

Certification and testing of primary (LAFWs, BSCs, CAls and CACIs) and secondary
engineering controls (buffer and ante areas) shall be performed by a qualified individual no less
than every six month