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STATE OF CALIFORNIA GAVIN NEWSOM, Governor

DEPARTMENT OF INDUSTRIAL RELATIONS
Occupational Safety and Health Standards Board
2520 Venture Oaks Way, Suite 350

Sacramento, CA 95833

Tel: (916) 274-5721

Website address www.dir.ca.cov/oshsb

Via Electronic Submission May 30, 2024

Lori Martinez

Department of Consumer Affairs, Board of Pharmacy
2720 Gateway Oaks Dr., Ste 100

Sacramento, CA 95833

Re: NOTICE OF PROPOSED REGULATORY ACTION CONCERNING: Compounded
Drug Products

Dear Ms. Martinez,

The Occupational Safety and Health Standards Board (OSHSB) appreciates the
opportunity to comment on the proposed amendments to division 17 of title 16 of the
California Code of Regulations (CCR) regarding Compounded Drug Products. The
OSHSB is a seven-member body appointed by the Governor, vested with the authority
to adopt, amend and repeal occupational safety and health standards for the state of
California. The mission of the OSHSB is to promote, adopt, and maintain reasonable
and enforceable standards that ensure a safe and healthful workplace for California
workers. More information can be found here: https://www.dir.ca.gov/oshsb.

Because compounded drugs can pose a safety risk to workers, it is necessary that
pharmacists and health care workers associated with hazardous drug handling be
alerted to the safety and health risks associated with exposure to hazardous drugs.
OSHSB hopes to raise awareness of the potential for Cal/OSHA regulations found in
title 8 of the CCR to simultaneously apply to businesses regulated by the Board of
Pharmacy. In an effort to avoid conflicts or inconsistencies, OSHSB suggests adding a
note or reference to the proposed regulations, where applicable, making businesses
aware of title 8 regulations that could apply to their workplace. Something similar to the
following would suffice:

Note: To ensure proper worker protections, additional safety and health
requirements are included in title 8 of the California Code of Regulations.

Feel free to contact OSHSB if you have further questions.
Regards,

Amalia Neidhardt, MPH, CIH, CSP
Principal Safety Engineer



Occupational Safety and Health Standards Board
2520 Venture Oaks Way, Ste 350

Sacramento, CA 95833

aneidhardt@dir.ca.gov
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(C: Cedars
@ Sinai
Department of Pharmacy Services

6/3/2024

California State Board of Pharmacy
2720 Gateway Oaks Drive, Suite 100
Sacramento, CA 95833

Attn: Lori Martinez

On behalf Cedars-Sinai Medical Center, we would like to provide comments and recommendations
for consideration to the Board of Pharmacy (Board) for proposed amendments to Article 4.5, and
additions of Articles 4.6, 4.7, and 4.8. on compounding regulations and hazardous medications.
Attached is a summary for the committees review and consideration. We appreciate the opportunity
provided by the Board.

Please contact me should you have any questions.
Sincerely,

Rita Shane, PharmD, FASHP, FCSHP
Vice President & Chief Pharmacy Officer
Rita.shane@cshs.org

Vipul Patel, Pharm.D,
Executive Director of Pharmacy
Pharmacist-In-Charge Signature
Vipul.Patel@cshs.org

8700 Beverly Blvd. Plaza 2800 = Los Angele, CA 90048
www.cedars-sinai.edu
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Institution/Contact Name

Cedars-Sinai Medical Center
Department of Pharmacy Services
310-423-5611

Rita Shane, PharmD, FASHP, FCSHP, Vice President & Chief Pharmacy Officer; rita.shane@cshs.org
Vipul Patel, PharmD, Executive Director, Pharmacy & Oncology Services; Vipul.patel@cshs.org

Section, Subdivision

Proposed Language

Recommendation / Comment

Non-Sterile Compounding

CCR 1735.1 Introduction
and Scope. Subsection (f)

(1) (A):

(f) In addition to prohibitions and
requirements for compounding
established in federal law, no CNSP shall
be prepared that:
(1) Is essentially a copy of one or more
commercially available drug products,
unless:
(A) the drug product appears in an
American Society of Health-System
Pharmacists (ASHP) or FDA Drug
Shortages Database that are in short

the time of dispensing, or

supply at the time of compounding and at

Rationale:

e The ASHP and FDA drug shortage lists do not always reflect real-time real
time drug shortages. As an example, the 2023 Akorn recall was posted after
the State Board notification of the company shut down which resulted in
multiple drug shortages. (see attached)?! Health systems have monitoring
strategies in place to track these drug shortages real-time from drug
manufacturers or wholesalers before these get added to the ASHP and FDA
drug shortage lists.

e Additionally, wholesalers themselves often run out of supply of critical
medications (pre-shortage situations). Inability to procure medications or
restrictions to compound in these events would have contribute to
heightened risk and safety concerns for patients. With the growing number
of medications going on shortage? and recent manufacturer bankruptcies
(i.e. Akorn, Apotex) it is becoming more challenging for Health-Systems to
obtain commercially available products.

References:
POF
FDA Akorn
1 recall.pdf

2: Drug Shortages Statistics - ASHP

Recommendation: Recommend the board add language regarding recent drug
shortages that may not be reflected on the ASHP and FDA lists or are unavailable from
wholesalers.

1735.1 Introduction and Scope. Subsection (f) (1) (A):

(f) In addition to prohibitions and requirements for compounding established in
federal law, no CNSP shall be prepared that:

(1) Is essentially a copy of one or more commercially available drug products,




unless:
(A) that drug product is not available by the manufacturer or wholesaler,

appears on an ASHP (American Society of Health- System Pharmacists),
or FDA list of drugs at the time of compounding and at the time of
dispense, or

CCR 1735.7 Master
Formulation and
Compounding Records
subsection (c):

(c) A compounding record (CR) shall be a
single document developed in compliance
with USP Chapter 795, and includes the
following additional elements:

Rationale:

Electronic record keeping systems/software that enable documentation compliance to
the compounding record requirements do not always have reporting capabilities to list
all the elements in a single document. To allow pharmacies to continue to use these
systems/software to ensure compliance, recommend the board consider amending this
section to make the allow pharmacies to make compounding records readily
retrievable.

Recommendation:
Recommend the Board consider modify the language to:

(c) Compounding record requirements shall be readily retrievable to comply with USP
Chapter 795 and includes the following additional elements:

CCR 1735.7 Master
Formulation and

Compounding Records.

subsection (c)(2):

(c)(3) The manufacturer, lot number, and
expiration date for each component for
the CSP.

Rationale:

Current language in CCR 1735.3 below has a provision for CSPs compounded in health

facilities to prevent delays in care to acutely ill patient, i.e. infections, cancer, critical

care, etc. The current language states:

(F) The manufacturer, expiration date and lot number of each component. If the

manufacturer name is demonstrably unavailable, the name of the supplier may be

substituted. If the manufacturer does not supply an expiration date for any component,

the records shall include the date of receipt of the component in the pharmacy, and the

limitations of section 1735.2, subdivision (I) shall apply.
(i) Exempt from the requirements in this paragraph (1735.3(a)(2)(F)) are sterile
preparations compounded in a single lot for administration within seventy-two
(72) hours to a patient in a health care facility licensed under section 1250 of the
Health and Safety Code and stored in accordance with standards for
“Redispensed CSPs” found in Chapter 797 of the United States Pharmacopeia —
National Formulary (USP37-NF32) Through 2nd Supplement (37th Revision,
Effective December 1, 2014), hereby incorporated by reference.

Recommendation:




To prevent delays in care to acutely ill patients, recommend the board consider

including the same exemption language to the 1735.7 Master Formulation and

Compounding Records, subsection (c)(2):

The manufacturer, lot number, and expiration date for each component.
(i) Exempt from the requirements in this paragraph are non-sterile preparations
compounded in a single lot for administration within seventy-two (72) hours to a
patient in a health care facility licensed under section 1250 of the Health and Safety
Code.

CCR 1735.9 Labeling
subsection (b):

(c) Any CNSP dispensed to a patient or
readied for dispensing to a patient shall
also include on the label the information
required by Business and Professions Code
section 4076 and section 1707.5.

Rationale:
Currently, a health facility, as defined in Section 1250 of the Health and Safety Codes,
are exempt from patient centered label requirements.

Recommendations: To be consistent with current regulations, recommend adding
exemption language to the current proposed language for HSC 1250 (a) licensed
facilities as the administration of compounded medications to patients are done by
health care personnel authorized to administer medications and not dispensed for
outpatient use.

CCR 1735.9 Labeling subsection (c):

(c) Any CNSP dispensed to a patient or readied for dispensing to a patient shall also
include on the label the information required by Business and Professions Code section
4076 and section 1707.5.

(i) Exempt from this requirement are health facilities, as defined in Section 1250
of the Health and Safety Code, if the prescriptions are administered by a licensed
health care professional.

1735.12. Quality
Assurance and Quality
Control. Subsection (b)

(b) The Board shall be notified in writing
within 72 hours of the facility’s receipt of a
complaint of a potential quality problem or|
the occurrence of an adverse drug event
involving a CNSP.

Rationale:

A requirement of 72 hours may not provide sufficient time for health-systems to
investigate and notify the necessary regulatory bodies in cases where the problem
occurs over the holiday weekend.

Recommendation

(b) The Board shall be notified in writing within 3 business days Z2-heuss of the facility’s
receipt of a complaint of a potential quality problem or the occurrence of an adverse
drug event involving a CNSP.

1735.12. Quality
Assurance and Quality
Control. Subsection (c)

(c) All complaints related to a potential
quality problem with a CNSP and all
adverse events shall be reviewed by the

Rationale:
A requirement of 72 hours may not provide sufficient time for the pharmacist-in-charge
to review the quality problem and adverse events if these occur over a holiday weekend




pharmacist-in-charge within 72 hours of
receipt of the complaint or occurrence of
the adverse event. Such review shall be
documented and dated as defined in the
SOPs.

Recommendation

(c)All complaints related to a potential quality problem with a CNSP and all adverse
events shall be reviewed by the pharmacist-in-charge within 3 business days 72-heurs of
receipt of the complaint or occurrence of the adverse event. Such review shall be
documented and dated as defined in the SOPs.

Sterile Compounding

CCR 1736.1 Introduction
and Scope. Subsection (b):

(b) CSPs for direct and immediate
administration as provided in the Chapter
shall only be done in those limited
situations where the failure to administer
could result in loss of life or intense
suffering. Any such compounding shall be
only in such quantity as is necessary to
meet the immediate need. Documentation
for each such CSP shall include
identification of the CSP, compounded
date and time, number of units, the
patient’s name and patient’s unique
identifier and the circumstance causing the
immediate need. Such documentation may
be available in the patient’s medical record
and need not be redocumented by the
compounding staff if already available.

Rationale:

In the instance of a patient emergency such as a code blue or a rapid
resuscitation event in a hospital, the requirement for additional documentation
will result in a delay in providing immediately needed medication to prevent
loss of life.

Existing language could lead to significant unintended consequences such as
organizational decisions to have nursing staff compound medications due to risk
of delays in drug administration which could be life-threatening.

Recommendation:
We recommend the board consider removal of language requiring documentation due
to patient safety concerns.

1736.1 Sterile Compounding Scope. Subsection (b)
(b) CSPs for direct and immediate administration as provided in the Chapter shall only
be done in those limited situations where the failure to administer could result in

patient harm less-efHife-erintense-suffering. Any such compounding shall be only in

CCR 1736.1 Introduction
and Scope. Subsection (e)

(1) (A):

(e) In addition to prohibitions and
requirements for compounding
established in federal law, no CSP may be
compounded that:

(1) Is essentially a copy of one or more
commercially available drug products,
unless:

Rationale:
e The ASHP and FDA drug shortage lists do not always reflect real-time real
time drug shortages. As an example, the 2023 Akorn recall was posted after
the State Board notification of the company shut down which resulted in
multiple drug shortages. (see attached)?! Health systems have monitoring
strategies in place to track these drug shortages real-time from drug

manufacturers or wholesalers before these shortage drugs get added to the

(A) that drug product appears in an

ASHP and FDA drug shortage lists.
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American Society of Health-System
Pharmacists (ASHP) or FDA Drug
Shortages Database that are in short
supply at the time of compounding and at
the time of dispensing, or

e Additionally, wholesalers themselves often run out of supply of critical
medications (pre-shortage situations). Inability to procure medications or
restrictions to compound in these events would have contribute to
heightened risk and safety concerns for patients. With the growing number
of medications going on shortage? and recent manufacturer bankruptcies
(i.e. Akorn, Apotex) it is becoming more challenging for Health-Systems to
obtain commercially available products.

References:
POF
FDA Akorn
1 recall.pdf

2: Drug Shortages Statistics - ASHP

Recommendation: Recommend the board to add language regarding recent drug
shortages that may not be reflected on the ASHP and FDA lists as well as unavailability
from wholesalers to ensure that health systems are compliant with requirements.

1736.1 Sterile Compounding Scope. Subsection (e) (1) (A):
(e) In addition to prohibitions established in federal law, no licensed pharmacy personnel
ishall compound a CSP that:

(1) Is essentially a copy of one or more commercially available drug products,

unless:
(A) That drug product is not available (cannot be purchased) by the
manufacturer or wholesaler, appears on an ASHP (American Society of
Health- System Pharmacists), or FDA list of drugs at the time of
compounding end-et-the-time-of-dispense, or
CCR 1736.2 Personnel (d) Compounding personnel or persons Rationale:

Training and Evaluation.
Subsection (d)

with direct oversight over compounding
personnel who fail any aspect of the
aseptic manipulation ongoing training and
competency evaluation shall not be
involved in compounding or oversight of
the preparation of a CSP until after
successfully passing training and
competency in the deficient area(s) as

detailed in the facility’s SOPs. A person

Multiple factors can contribute to failure of staff in aseptic technique training
and competency evaluation including environmental testing failure and
engineering control failure. Prohibiting compounding personnel from
compounding without an evaluation of contributing factors and timeframe
would significantly disrupt patient treatment and jeopardize the ability of
health-systems to provide CSPs for critically ill patients.

Recommendation:
Recommend adoption of facility’s SOP for an action plan that specifies

compounding personnel failing any aspect of aseptic manipulation ongoing
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with only direct oversight

over personnel who fails any aspect of the
aseptic manipulation ongoing training

and competency evaluation may continue
to provide only direct oversight for no
more than 14 days after a failure of any
aspect while applicable aseptic
manipulation ongoing training and
competency evaluation results are pending

training and competency evaluation.

Proposed Regulation Revision:
(d) ompothrding-persenhe

evaluation follow

up and timeframe to mitigate risk when compounding personnel or persons with
direct oversight over compounding fail any aspect of the aseptic manipulation
ongoing training and competency evaluation.

CCR. 1736.4 Facilities and
Engineering Controls
Subsection (c)

(c) Designated compounding area(s) shall
typically be maintained at a temperature
of 20° Celsius or cooler.

temperature requirement. Recommend the Board of Pharmacy to consider removing
the requirement of CCR. 1736.4 subsection (c).

Rationale:

The USP chapter 797 recommends rather than requires maintaining a temperature
of 20° Celsius or cooler for staff comfort within the classified compounding areas
where multiple layers of PPE are worn and states that classified compounding
rooms and segregated compounding areas maintain room temperature medication
which must be stored in temperatures defined in USP Chapter 659 as 20°-25° (68°—
77° F). Requiring the temperature to be 20 degrees Celsius of lower is highly
dependent on the health-systems’ Heating, Ventilation, and Air Conditioning (HVAC)
systems and may not always be feasible, especially in older buildings. In these
situations, if the temperature is required, health-systems would not be able to
compound CSPs for patients.

Recommendation:
Recommend this requirement be removed and pharmacies follow USP 797 standards for|

CCR 1736.6
Microbiological Air and
Surface monitoring.
Subsection (a)

(a) At a minimum of every 6 months, air
and surface sampling results shall be
identified to at least the genus level,

Rationale:
USP 797 recommends identifying sampling results on a genus level for
actionable CFUs (CFUs exceeding action levels). Infection Control and current

regardless of the CFU count to trend for

evidence does not support that trending genus level below actionable levels will
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growth of microorganisms. Investigation
must be consistent with the deviation and
must include evaluation of trends.

yield data that will reduce patient risks; however, this will result in increase in
costs and workload.

Recommendation:
(a) At a minimum every 6 months, air and surface sampling results shall be
identified to at least the genus level, regardiess-ef when the CFU count exceeds
action level to trend for growth of microorganisms. Investigation must be consistent
with the deviation and must include evaluation of trends.

CCR 1736.11 Master
Formulation and
Compounding Records
subsection (c):

(c) A compounding record (CR) shall be a
single document. The document shall
satisfy the requirements of USP Chapter
797, and also contain the following:

Rationale:

Electronic record keeping systems/software that enable documentation compliance to
the compounding record requirements do not always have reporting capabilities to list
all the elements in a single document. To allow pharmacies to continue to use this
systems/software to ensure compliance, recommend the board consider amending this
section to make the allow pharmacies to make compounding records readily
retrievable.

Recommendation:
Recommend the Board consider modify the language to:

Recommendation:

Recommend the Board consider modify the language to:
(c) Compounding record requirements shall be readily retrievable to comply with
USP Chapter 797 and includes the following additional elements:

CCR 1736.11 Master
Formulation and

Compounding Records.

subsection (c)(3):

(c)(3) The manufacturer, lot number, and
expiration date for each component for
the CSP.

Rationale: Current language in CCR 1735.3 below has a provision for CSPs compounded
in health facilities to prevent delays in care to acutely ill patient, i.e. infections, cancer,
critical care, etc. The current language states:
(F) The manufacturer, expiration date and lot number of each component. If the
manufacturer name is demonstrably unavailable, the name of the supplier may be
substituted. If the manufacturer does not supply an expiration date for any component,
the records shall include the date of receipt of the component in the pharmacy, and the
limitations of section 1735.2, subdivision (I) shall apply.
(i) Exempt from the requirements in this paragraph (1735.3(a)(2)(F)) are sterile
preparations compounded in a single lot for administration within seventy-two
(72) hours to a patient in a health care facility licensed under section 1250 of the
Health and Safety Code and stored in accordance with standards for
“Redispensed CSPs” found in Chapter 797 of the United States Pharmacopeia —

National Formulary (USP37-NF32) Through 2nd Supplement (37th Revision,
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Effective December 1, 2014), hereby incorporated by reference.

Recommendation:
Add back the language above: 1736.11 Master Formulation and Compounding Records,
subsection (c)(3):
(c)(3) The manufacturer, lot number, and expiration date shall be recorded for
each component for CSPs.
(i) Exempt from the requirements in this paragraph are sterile
preparations compounded in a single lot for administration within
seventy-two (72) hours to a patient in a health care facility licensed
under section 1250 of the Health and Safety Code.

CCR 1736.13 Labeling
subsection (a):

(a) A CSP label shall include all of the

following:

(1) Route of intended administration;

(2) The solution utilized, if applicable;

(3) Instructions for administration;
(A) For an admixed CSP, the rate of
infusion, or range of rates of
infusion as prescribed, or the
duration for the entire CSP to be
administered.

Rationale:

Most health-systems utilize electronic health record (EHR) system which accurately
provides the patient specific order rate, duration of infusion. Requiring a range of rates
on the label could cause confusion and result in medication errors if nurses misinterpret
the ranges. Rates are updated on an ongoing basis in response to changes in the
patient’s condition and the EHR is the source of truth for the current rate. The duration
may not be specified at the time the CSP is initiated since duration will be based on the
patient’s response to therapy, e.g. blood pressure changes, determination of infection
source, blood glucose, etc. Therefore, instructions for administration may reference the
EHR when rate changes are anticipated. Additionally, due to changes in the patient’s
condition, the rate documented on the label may change by the time the CSP is hung on
the pt

Recommendations:

Recommend updating the regulation to:
(a) A CSP label shall include all of the following and these can also be readily
retrievable from the EHR:
(1) Route of intended administration;
(2) The solution utilized, if applicable;
(3) Instructions for administration will include the rate and/or reference the EHR
which serves as the source of truth for the rate of drug to be infused based on
the patient’s condition.

CCR. 1736.14 Establishing
Beyond-Use Dates
subsection (c)

(c) Prior to furnishing a CSP, the
pharmacist performing or supervising

Rationale:
Per USP 797, endotoxin testing, and sterility testing are required to be completed in

sterile compounding is responsible for

certain cases for category 2 or 3 CSPs.



http://www.cedars-sinai.edu/

ensuring that sterility and endotoxin
testing for BUD determination is
performed and has received and reviewed
the results. Results must be within
acceptable USP limits. Test results must be
retained as part of the compounding
record.

Recommendations:

To be consistent with the USP 797 recommendations, we recommend the following

revision to this section:
(c) Prior to furnishing a CSP, the pharmacist performing or supervising sterile
compounding is responsible for ensuring that sterility and endotoxin testing
(when applicable) for BUD determination is performed and has received and
reviewed the results.

CCR. 1736.17 Standard
Operating Procedures
(SOPS) subsection (d)

(d) The SOPs shall specify the process and
products to be used on any equipment and
other items entering from an unclassified
area into the clean side of the anteroom,
entering a PEC and entering the SCA.
These SOPs must define at a minimum
what product is to be used, the dwell time
required, and how dwell time will be
monitored and documented.

Rationale:

Pharmacist/Health-systems have SOPs that define the product used, dwell time (based
on manufacturer data), and how staff are monitoring and observations to determine
compliance. Requiring documentation for the frequency and quantity of items entering
a sterile compounding area in hospital settings or PEC, will adds a significant burden to
the workload of sterile compounding staff which could increase the risk of causing an
error in compounding.

Recommendation:
d) The SOPs shall specify the process and products to be used on any equipment
and other items entering from an unclassified area into the clean side of the
anteroom, entering a PEC and entering the SCA. These SOPs must define at a
minimum what product is to be used, the dwell time required, and how dwell
time will be monitored.-and-documented:

CCR. 1736.18 Quality
Assurance and Quality
Control subsection (c)

(c) In addition to subsection (b), all
complaints made to the facility related to a
potential quality problem with a CSP and
all adverse events shall be reviewed by the
pharmacist-in-charge within 72 hours of
receipt of the complaint or occurrence.
Such review shall be documented and
dated as defined in the SOPs.

Rationale:

A requirement of 72 hours may not provide sufficient time for health-systems to
investigate and notify the necessary regulatory bodies in cases where it occurs over the
holiday weekend.

Recommendation:

(c) In addition to subsection (b), all complaints made to the facility related to a potential
quality problem with a CSP and all adverse events shall be reviewed by the pharmacist-
in-charge within 3 business days 72-heu#s of receipt of the complaint or occurrence. Such
review shall be documented and dated as defined in the SOPs.

CCR 1736.21 Compounding
Allergenic Extracts
subsection (a)

(a) Any allergenic extract compounding
shall take place in a dedicated PEC. No
other CSP may be made in this PEC.

Rationale:

USP 797 requires that allergenic extracts be compounded in either a

1) ISO Class 5 Primary Engineering Control chamber (PEC), or

(2) in a dedicated Allergenic Extracts Compounding Area (AECA).

To require a dedicated PEC for allergenic extracts may not be feasible for many
organizations due to existing facility space constraints
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Recommendations:

To be consistent with the new USP 797 guidance, recommend revising the language to
allow the PEC to be used for other CSPs and not just allergenic extracts.

CCR 1736.21 Compounding Allergenic Extracts subsection (a):

(a) Any allergenic extract compounding shall take place in either a dedicated Allergenic
Extracts Compounding Area or a PEC. No other CSP may be made in this PEC at the same

time allergenic extract compounding is occurring. Work surface of the PEC must be

disinfected immediately after compounding.

CCR 1736.21 Compounding
Allergenic Extracts
subsection (b)

(b) Compounding of allergenic extracts are
limited to patient-specific prescriptions
and the conditions limited to Category |
and Category 2 CSPs as specified in USP
Chapter 797.

Rationale:

USP 797 requires that allergenic extracts be compounded in either a 1) ISO Class 5
Primary Engineering Control chamber (PEC), or (2) in a dedicated Allergenic Extracts
Compounding Area (AECA). Limiting allergen extract compounding conditions to
category | or 2 will have a significant financial impact on health-systems to design and
construct an SCA or a classified area for allergenic extract compounding. In addition, this
proposed law creates an ambiguity if allergen extract compounding will have to follow
the BUD of category 1 or 2 which would significantly reduce the BUD that is allowed by
USP 797.

Recommendations:
Recommend the Board of Pharmacy clarify the intent of this requirement or to remove
the requirement and to align with USP 797.

Hazardous drugs

CCR 1737.2 List of
Hazardous Drugs
subsection (a) and (b) :

(a) The facility’s list of HDs as required by
USP Chapter 800 must be reviewed and
approved by the designated person and
the pharmacist-in-charge (PIC),
professional director of a clinic, or
designated representative-in-charge, as
applicable. The designated person must be
a single individual approved by the
pharmacist-in-charge to be responsible
and accountable for the performance and
operation of the facility and personnel as
related to the handling of hazardous drugs.

The designated person shall not exceed

Rationale:
Often times, the designated person may be the pharmacist-in-charge

Recommendation:
Recommend revising the language to allow the Pharmacist-in-charge or designated
person to review and approve the facility’s list of HDs annually.

CCR 1737.2 List of Hazardous Drugs subsections:
(a) The facility’s list of HDs as required by USP Chapter 800 must be reviewed
and approved by the designated person and-or the pharmacist-in-charge (PIC),
or professional director of a clinic, or designated representative-in-charge, as
applicable. The designated person must be a single individual approved by the

pharmacist-in-charge to be responsible and accountable for the performance
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the scope of their issued license. When the
designated person is not a pharmacist, the
PIC must review all practices related to the
operations of the facility that require the
judgment of a pharmacist. Approval shall
be documented at least every 12 months.
(b) If an assessment of risk approach is
taken as authorized in USP Chapter 800, it
shall be approved by the designated

and operation of the facility and personnel as related to the handling of
hazardous drugs. The designated person shall not exceed the scope of their
issued license. When the designated person is not a pharmacist, the PIC must
review all practices related to the operations of the facility that require the
judgment of a pharmacist. Approval shall be documented at least every 12
months.

(b) If an assessment of risk approach is taken as authorized in USP Chapter 800,
it shall be approved by the designated person gnd or the pharmacist-in-charge,
or professional director of a clinic, or designated representative-in-charge, as

Quality and Control.
Subsection (a)

handled shall address environmental wipe
sampling for HD surface residue, its
frequency, areas of testing, levels of
measurable contamination, and actions
when those levels are exceeded.

person and the pharmacist-in-charge, applicable.
professional director of a clinic, or
designated representative-in-charge, as
applicable.
CCR 1737.6 Environmental [(a) The SOPs of a premises where HDs are |Rationale:

e USP 800 only recommends performing environmental wipe sampling for HD
surface residue routinely.

Currently, there are currently no standards for acceptable limits for HD surface
contamination.!

Requiring additional sampling would result in increased costs for testing without

any concrete actionable limits.

Reference
1. Connor et al. Surface wipe sampling for antineoplastic (chemotherapy) and
other hazardous drug residue in healthcare settings: Methodology and
recommendations. Journal of Occupational and Environmental Hygiene.
Recommendations:
Request the board to consider removing the section or revise language to “should” to be|
consistent with USP 800 Chapter based on the absence of published information on
actionable limits of HD surface contamination

CCR 1737.6 Environmental Quality and Control
a) The SOPs of a premises where HDs are handled shal should address
environmental wipe sampling for HD surface residue, its frequency, areas of
testing, levels of measurable contamination, and actions when those levels are
exceeded.

CCR 1737.7. Personal
Protective Equipment
(PPE), subsection (c).

(c) Outer gloves used for HD compounding
shall be changed between each different
HD preparation.

Rationale:
USP 800 recommends chemotherapy gloves should be changed every 30minutes unless

otherwise recommended by the manufacturer's documentation and must be changed
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when torn, punctured, or contaminated. 1737.7 (b) states:

The outer pair of gloves that meets the ASTM D-6978 standard
chemotherapy gloves shall be changed every 30 minutes during HD
compounding.

Requiring additional glove changes between each HD preparation adds significant
burden to the workload of sterile compounding staff which could increase the risk of
causing an error in compounding.

Recommendations:
Consider removing 1737.7 (c) requirement

CCR 1737.10. Receiving.

All HD APIs and antineoplastic HDs shall be
shipped and received from the supplier in
segregated impervious plastic and labeled
“Hazardous Drugs” on the outside of the
delivery container.

Rationale:

Pharmacies/health-systems cannot control how HD APIs and antineoplastic HDs are
shipped and is directly controlled by the distributing companies. Pharmacies/health-
system have SOP’s for receiving, handling and storage of HD medications including PPE
requirements and assessment of damage or breakage.

Recommendations:
Consider removing this section.

CCR 1737.13 Compounding
subsection (a):

(a) A disposable preparation mat shall be
placed on the work surface of the C-PEC
when compounding HD preparations.
Where the compounding is a sterile
preparation, the preparation mat shall be
sterile. The preparation mat shall be
changed immediately if a spill occurs, after
each HD drug, and at the end of daily
compounding activity.

Rationale: USP 800 language states that a plastic-backed preparation mat should be
placed on the work surfaces of the C-PEC. The mat should be changed immediately if a
spill occurs and regularly during use and should be discarded at the end of the daily
compounding activity. This will result in additional process steps that could increase risk
of errors and organizations will incur additional costs for replace mat after each HD
prep. Additionally, CSTDs are used during compounding HD drugs to prevent spills and
enhance worker protection. Revise language to be consistent with USP 800
requirements.

Recommendations: Revise language to be consistent with USP 800 requirements:
(a) A disposable preparation mat-shali should be placed on the work surface of
the CPEC when compounding HD preparations. Where the compounding is a
sterile preparation, the preparation mat shall be sterile. The preparation mat
shall be changed immediately if a spill occurs, aeftereach-HB-drug, during
decontamination between different HD, and at the end of daily compounding
activity.



http://www.cedars-sinai.edu/

CCR 1737.16. Spill Control

The premises shall maintain a list of
properly trained and qualified personnel
able to clean up an HD spill. An SOP shall
outline how such a qualified person will be
always available while HDs are handled.

Rationale:

As required by USP 800, personnel are trained to handle HD, which includes cleaning up
an HD spill, prior to handling HD. In large and multi-hospital health-systems, maintaining
a list of all qualified personnel to attend an HD spill would be difficult.

Recommendations:
Recommend the following revision to the proposed regulation:

spill will be always available while HDs are handled.

Radiopharmaceutical- Preparation, Compounding, Dispensing, and Repackaging

CCR 1738.5. Facilities and
Engineering Controls
subsection (d) (3)

(3) Compounding shall not take place in
the SRPA.

Rationale:

Per USP 825, for compounding sterile radiopharmaceuticals, the ISO 5 PEC must be
placed in a classified area. However, non-radiopharmaceutical sterile compounds were
not applicable for this restriction in USP 825. Prohibiting all compounding at SRPA would
have a significant impact in the workload on health-systems that does not have a
dedicated classified room for radiopharmaceuticals as they would not be able to
prepare any supportive meds that has an SRPA.

Recommendation
(d) Radiopharmaceutical compounding shall not take place in the SRPA.

CCR 1738.5. Facilities and
Engineering Controls
subsection (j)

(j) A dynamic airflow smoke pattern test
must be performed initially and at least
every 6 months for all classified spaces and
equipment. All dynamic airflow smoke
pattern tests shall be immediately
retrievable during inspection. A copy of
the test shall be provided to the Board’s
inspector if requested in accordance with
the timeframes set forth in Section 4105 of]
the Business and Professions Code.

Rationale:

USP 825 requires a visual smoke study for classified spaces if there are no low air
returns. The proposed regulation is inconsistent with USP. Pharmacies shall conduct PEC
dynamic airflow smoke pattern tests every 6 months, however to include classified
space with low air returns results in unnecessary testing and cost burden for
institutions.

Recommendation

Request clarification on the purpose of dynamic airflow smoke pattern test for all
classified spaces. Recommend the BOP be consistent with USP 825 recommendations
and remove this proposed subsection.

CCR 1738.6.
Microbiological Air and
Surface Monitoring
subsection (b)

(b) In addition to the SOPs at a minimum
every 6 months, air and surface sampling
results shall be identified to at least the

Rationale:
USP 825 recommends identifying sampling results on a genus level for
actionable CFUs (CFUs exceeding action levels). Infection Control and current

genus level, regardless of the colony

evidence does not support that trending genus level below actionable levels will
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forming units (CFU) count, to trend for
growth of microorganisms. Trends of
microorganism growth must be identified
and evaluated.

yield data that will reduce patient risks; however, this will result in increase in
costs and workload.

Recommendation:
(b) In addition to the SOPs at a minimum every 6 months, air and surface
sampling results shall be identified to at least the genus level, regardiessof
when the colony forming units (CFU) count exceeds action level to trend for
growth of microorganisms. Trends of microorganism growth must be identified
and evaluated.

CCR 1738.10. Preparation
subsection (c)

(c) When preparing radiopharmaceuticals
with minor deviations (“preparation with
minor deviations” as defined in USP
Chapter 825) an SOP shall at least define
the circumstances that necessitated the
deviation and all quality control testing
requirements and limits. Such
circumstances shall, at a minimum, include
patient need or facts that support the
deviation that maintains the appropriate
quality and purity (radiochemical purity
and radionuclidic purity) as specified in
individual monographs, and other
applicable parameters as clinically
appropriate in the professional judgment
of the pharmacist.

Rationale:
The proposed language is inconsistent with USP 825 recommendations, will require
health-systems to incorporate patient need which may not be pertinent information.

Recommendation:
(c) When preparing radiopharmaceuticals with minor deviations (“preparation
with minor deviations” as defined in USP Chapter 825) an SOP shall at least
define the circumstances that necessitated the deviation and all quality control
testing requirements and limits. Such circumstances shall, at a minimum, include
patient-need-erfacts that support the deviation that maintains the appropriate
quality and purity (radiochemical purity and radionuclidic purity) as specified in
individual monographs, and other applicable parameters as clinically
appropriate in the professional judgment of the pharmacist.

CCR 1738.14. Quality
Assurance and Quality
Control subsection (b)

(b) The board shall be notified in writing
within 72 hours of a complaint involving a
radiopharmaceutical. Recalls and adverse
events must be reported to the Board and
other agencies in compliance with relevant
provisions of law.

Rationale:

A requirement of 72 hours may not provide sufficient time for health-systems to
investigate and notify the necessary regulatory bodies in cases where it occurs over the
holiday weekend.

Recommendation:
(b) The board shall be notified in writing within Z2-heu#s 3 business days of a
complaint involving a radiopharmaceutical. Recalls and adverse events must be
reported to the Board and other agencies in compliance with relevant provisions
of law.

CCR 1738.14. Quality
Assurance and Quality

(c) In addition to subsection (b), all
complaints related to a potential quality

Rationale:
A requirement of 72 hours may not provide sufficient time for health-systems to
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Control subsection (c)

problem with a radiopharmaceutical and
all reported adverse events shall be
reviewed by the pharmacist-in-charge
within 72 hours of receipt of the complaint
or occurrence. Such review shall be
documented and dated as defined in the
SOPs.

investigate and notify the necessary regulatory bodies in cases where it occurs over the
holiday weekend.

Recommendation:
(c) In addition to subsection (b), all complaints related to a potential quality
problem with a radiopharmaceutical and all reported adverse events shall be
reviewed by the pharmacist-in-charge within 3 business days #2-heu+s of receipt
of the complaint or occurrence. Such review shall be documented and dated as
defined in the SOPs.
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California
Hospital
Association

June 3, 2024

Lori Martinez

Board of Pharmacy

2720 Gateway Oaks Drive, Ste. 100
Sacramento, CA 95833

Submitted via electronic mail to, Lori.Martinez@dca.ca.gov

SUBJECT: Board of Pharmacy Proposed Regulations: Amend title of Article 4.5 and Repeal sections
1735 through 1735.8 of Article 4.5, adopt new titles and sections 1735 through 1735.14 of Division 17
of Title 16 of the California Code of Regulations

Dear Ms. Martinez,

On behalf of more than 400 hospitals and health systems, the California Hospital Association (CHA)
appreciates the opportunity to comment on the Board of Pharmacy’s (BoP) proposed regulations for
nonsterile compounding, sterile compounding, and hazardous drugs.

The BoP plays a key role in partnering with hospitals and their pharmacies to promote quality and safety
for patients. Ensuring the safe distribution of medication to patients is a core function of pharmacy
practice, and pharmacists are integral in preventing medication errors, ensuring safe drug interactions,
and helping avert other adverse medication events for patients. By following laws and regulations,
hospital pharmacies and their pharmacists contribute to building trust and confidence with patients,
health care professionals, and regulatory bodies. Hospitals are deeply committed to patient safety and
regulatory compliance and offer the following feedback for your consideration and action:

Lack of Necessity

Generally, these regulations will not meaningfully enhance protection of, or promote the health and
safety of, Californians. Federal law already requires compounding of drug preparations to be consistent
with standards in the current version of the United States Pharmacopeia (USP)-National Formulary.

The USP is an independent, scientific nonprofit organization focused on helping ensure a supply of safe,
quality medicines. When developing compliance standards, the USP follows a deliberative and evidence-
based process to determine when regulations are necessary before becoming legally recognized as the
standard of practice. Each step undergoes rigorous scientific review, including input from experts,
stakeholders, the public, industry, academia, and regulatory agencies. Input from these diverse
perspectives informs regulation development and details legal recognition, conformance, testing
practices, and terminology. USP scientists and experts have developed countless effective and evidence-
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based regulatory standards, including those governing nonsterile compounding (USP 795), sterile
compounding (USP 797), and hazardous drugs (USP 800).

USP standards are referenced in federal regulations enforced by the Food and Drug Administration
(FDA), ensuring compliance with the Food, Drug, and Cosmetic Act. Violations of these federal rules
could subject licensees to enforcement by the FDA or the U.S. Department of Justice. Hospitals and their
pharmacies prioritize compliance with these rigorous requirements.

In addition to conforming with USP standards, hospitals are required to comply with a variety of other
federal and state laws and regulations and undergo regular enforcement reviews to maintain their federal
certification and state license to operate as hospitals.

Given the existing and extensive federal set of USP compliance standards — developed with scientific
rigor, stakeholder input, legal recognition, and a commitment to public health and safety — the necessity
and value of these proposed regulatory additions and amendments should be evaluated.

Additionally, the BoP has not provided substantial evidence that hospital pharmacies are failing to follow
either the BoP’s current regulations or the detailed federal USP standards. No evidence has been
presented by the BoP suggesting systemic challenges or indicating patients have been placed in harm’s
way, or that hospital pharmacies are not meeting safety standards that might necessitate additional BoP
regulations.

Duplicati IR _Intensi
A lack of high-quality empirical evidence supporting the need for additional regulations is likely to
generate confusion and redundancy, and not accomplish, as stated in the Initial Statement of Reason, an
“effective and less burdensome” process.

These duplicative regulations will divert patient care dollars from hospitals’ finite resources, increase
compliance confusion and uncertainty, reduce efficiency, and increase the risk of legal penalties. Striking
a balance between necessary oversight and minimizing confusing and inefficient compliance standards is
critical to foster a sustainable health care system for the needs of patients today and in the future.

Benefit and Cost Impact Is Unclear

While regulations are necessary for quality and safety, finding a balance between regulations and cost
effectiveness remains a critical challenge in health care. In the past decade hospitals have expended
millions of dollars to comply with the evidence-based USP standards. These proposed regulations will
unnecessarily increase the costs and slow down the compounding process without evidence of the need
to do so — at a time when hospitals are at once trying to hold health care cost growth in check and when
nearly 50% are losing money every day in caring for patients.

The substantial cost of these proposed regulations on hospital pharmacies has not been articulated or
recognized, and there has not been a comprehensive benefit-cost analysis to assess whether these
regulations will achieve their intended goals without an undue impact on resources for patient care. For
example, one hospital system in California has estimated, conservatively, the annual cost of compliance
with these proposals would exceed $7 million annually in supply and labor costs alone.
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The California Legislature and the California Department of Health Care Access and Information are
working diligently to lower health care costs. Every additional requirement a hospital must fulfill raises
costs, which runs counter to this shared goal. These considerations must be balanced when creating new
regulations.

There is abundant and effective regulatory guidance provided by the USP and the BoP’s proposed
regulations would have too many unintended consequences to advance at this time and without a deeper
analysis.

CHA appreciates the opportunity to discuss these perspectives. If you have qu