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Quality alcohol used for drug products matters
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Case in point: Hand sanitizer shortages & surges
Ingredient Quality Issues

Between June 2020 - January 23,
2021, the FDA placed

220

hand sanitizer
products on a Do
Not Use List

Public health impact
During May and June 2020,

15

people in Arizona and
New Mexico were hospitalized

after ingesting hand sanitizer containing
methanol.

3
4

of those were left with visual
impairments
of those died as a result
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https://www.fda.gov/drugs/drug-safety-and-availability/fda-updates-hand-sanitizers-consumers-should-not-use
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FDA encourages USP to update monographs


The following is part of the 2010-10-12 Letter from FDA to USP:

USP/FDA correspondence is available here:
https://www.usp.org/get-involved/partner/monograph-modernization-history
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FDA Temporary Policy for Manufacture of Alcohol for
Incorporation into Alcohol-Based Hand Sanitizer Products


Issued March 2020; Updated August 2020



Alcohol derived from synthetic processes
may be considered for use in hand sanitizer
only if it meets USP or FCC*



Alcohol produced in facilities normally
producing fuel or technical grade alcohol
may be considered for use in hand sanitizer
provided the following circumstances are
present…*
– …(ii) the alcohol meets USP or FCC grade
requirements…
– …(iii) the alcohol has been screened for any
other potentially harmful impurities not specified
in the USP or FCC requirements but potentially
present based on the specific manufacturing
environment.
* Circumstances that FDA will look for when considering its exercise of enforcement discretion

https://www.fda.gov/media/136390/download
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USP Alcohol/Ethanol Monograph
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FDA Policy for Testing of Alcohol and Isopropyl Alcohol for
Methanol
Issued in January 2021


Expands applicability to pharmaceutical alcohol
used as an API or inactive ingredient in any
drug



Methanol contamination is not only in the US.



The USP Alcohol Monograph methanol test can
also be used to test for methanol in IPA.
– FDA considers the 200 ppm methanol limit for
ethanol to be suitable for IPA, and may consider
any IPA results greater than 200 ppm methanol to
be adulterated under section 501 of the FD&C Act



Repackers and distributors of pharmaceutical
alcohol should perform testing
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https://www.fda.gov/media/145262/download
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FDA Policy for Testing of Alcohol and Isopropyl Alcohol
for Methanol
Many Hand Sanitizer Manufacturers…


Neither complied with cGMP nor manufactured
their products consistent with FDA’s temporary
policy



Failed to adequately perform identity testing on
each lot, and did not properly evaluate identity
testing data



Relied on the COA or a test result sheet provided
by the ethanol supplier, without adequately
validating the supplier’s COA
– Many instances ethanol was substituted with
methanol or contaminated with methanol



Could not identify the true source of the alcohol
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https://www.fda.gov/media/145262/download
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FDA warning letters citing excipient testing issues
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Sharp increase in warning letters citing lack of excipient ID testing of every
incoming lot and/or inappropriate reliance on supplier COA for attribute testing
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US Law: 21 CFR 211.84(d)(1) & (2)

1)

2)

Samples shall be examined
and tested as follows:

At least one test shall be conducted to
verify the identity of each component of a
drug product. Specific identity tests, if they
exist, shall be used.
Each component shall be tested for
conformity with all appropriate written
specifications for purity, strength, and
quality. In lieu of such testing by the
manufacturer, a report of analysis may be
accepted from the supplier of a
component, provided that at least one
specific identity test is conducted on such
component by the manufacturer, and
provided that the manufacturer establishes
the reliability of the supplier’s analyses
through appropriate validation of the
supplier’s test results at appropriate
intervals.
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Basics of compliance
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What are cGMPs?

Current Good Manufacturing Practices
cGMPs help create systems that ensure proper design, monitoring, and
control of manufacturing processes and facilities.

If adequately put into practice, cGMPs help prevent instances of
contamination, mix-ups, deviations, failures, and errors.

Adherence to cGMP regulations ensures the identity, strength, quality, and
purity of drug products and ingredients to adequately control manufacturing
operations.
https://www.fda.gov/drugs/pharmaceutical-quality-resources/facts-about-current-good-manufacturing-practicescgmps#:~:text=What%20are%20CGMPs%3F,of%20manufacturing%20processes%20and%20facilities
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cGMPs are established to be flexible

Allows each manufacturer to decide individually how to best implement the
necessary controls by using scientifically sound design, processing methods,
and testing procedures.

Allows companies to use modern technologies and innovative approaches to
achieve higher quality through continual improvement.

https://www.fda.gov/drugs/pharmaceutical-quality-resources/facts-about-current-good-manufacturing-practicescgmps#:~:text=What%20are%20CGMPs%3F,of%20manufacturing%20processes%20and%20facilities
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If an ingredient manufacturer is not following
cGMPs, are the ingredients safe for use?

If a company is not complying with cGMP
regulations, any ingredient/drug it makes is
considered “adulterated” under the law.
– This kind of adulteration means that the
ingredient/drug was not manufactured under
conditions that comply with cGMP.
– It does not mean that there is necessarily
something wrong with the ingredient/drug.

https://www.fda.gov/drugs/pharmaceutical-quality-resources/facts-about-current-good-manufacturingpractices-cgmps
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To learn more…


FDA publishes regulations and notices
for guidance documents for industry in
the Federal Register.



FDA’s website (www.fda.gov) also
contains links to the cGMP
regulations, guidance documents, and
various resources to help companies
comply with the law.



FDA outreaches to the public through
presentations at national and
international meetings/conferences.



Contact FDA at COVID-19-HandSanitizers@fda.hhs.gov

How would a new alcohol
manufacturer learn about
cGMPs and FDA guidance
documents?
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What is ICH?
International Council for Harmonization
of Technical Requirements for Pharmaceuticals for Human Use

Organization and now includes 17 Members and 32 Observers

It brings together the regulatory authorities and pharmaceutical industry to
discuss scientific and technical aspects of pharmaceuticals and develop ICH
guidelines.
Its mission is to achieve greater harmonization worldwide to ensure that safe,
effective, and high-quality medicines are developed and maintained in the
most resource efficient manner while meeting high standards.
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What is ICH Q7?
A guideline concerning the Good Manufacturing Practice (GMP) for the
manufacturing of Active Pharmaceutical Ingredients (APIs)
Applies to the manufacture of APIs for use in human drug (medicinal)
products.

Purpose:

- Harmonize expectations during inspections
- Remove ambiguities and uncertainties

Includes a Q&A document to addresses technical issues regarding GMP of
APIs
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Supplier qualification
What it does & does not do


Paper audit

– Confirms they have a Quality Management
System (QMS)
• …But not how well it is implemented
• …Also, is information trustworthy?


On-site audit
– Shows implementation of QMS

– Quality of facility, general maintenance &
procedures
• …But it is only a periodic snapshot in time.
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Ingredient manufacturers are not alone
USP has services and programs to help!


USP Ingredient Verification Program



USP Educational Courses



Documentary Standards (monographs &
general chapters)



Reference standards



Stakeholder Engagement Events – Let
your voice be heard!
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USP Verification helps reduce risks
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Why USP Verification?

Demonstrate compliance
with applicable Good
Manufacturing Practice
(GMP) requirements

Verify conformance to
appropriate specifications
for identity, potency,
purity, and quality

Meet acceptable limits
for impurities and
contaminants

Ensure ingredient
consistency
from batch to batch
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USP’s Ingredient Verification Program services

GMP Facility
Audit

QCM Product
Documentation
Review

Annual Continuous
Surveillance
Product Testing
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Good Manufacturing Practices Facility Audit
The facility audit ensures manufacturing sites comply with
GMPs based on regulatory and industry best practice:
1. Quality Management System

2. Facilities and Equipment
System



ICH Q7 Good Manufacturing
Practice Guidance for Active
Pharmaceutical Ingredients APIs



USP General Chapter 1078 Good
Manufacturing Practices for Bulk
Pharmaceutical Excipients



ANSI 363 Good Manufacturing
Practices (GMP) for Pharmaceutical
Excipients

3. Material System

4. Production System
5. Packaging and Labeling
System

6. Laboratory Control System
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Good Manufacturing Practices Facility Audit (cont.)
Auditor qualifications & training:

1
2

Program Certification

3

Training Provided

✓ ISO 17020

Qualifications
✓
✓
✓
✓

ASQ CQA certification
Relevant industry experience
Relevant audit experience
Thorough understanding with the specific
regulations or guidelines

✓ USP specific training
✓ USP program training
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Quality Control and Manufacturing Process Evaluation
During the Quality Control and Manufacturing (QCM) Process
Evaluation, USP reviews:
▸ General information

▸ Manufacture
▸ Control of raw materials and finished product
▸ Reference standards or materials
▸ Container closure system and labeling
Documentation review uncovers
quality issues not discovered during
GMP facility audits

▸ Stability ICH Q1, USP <1150>

ICH M4Q Common Technical Document (CTD) – Quality
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Product Testing
The USP Ingredient Verification Program tests ingredients
for four key quality attributes:

Identity

Purity

Assay

Specific test
for Quality

27
© 2018 USP

28
© 2018 USP

28

Once program
requirements
are met:
▸Notification letter
▸USP Verified Certificate of Standards Compliance
▸USP Verified Mark on bulk label and Certificate of Analysis

▸USP Verified Mark on marketing
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Benefits for ingredient manufacturers

The USP Ingredient Verification program:
▸Offers continuous surveillance
monitoring
▸Demonstrates quality of ingredients to
your customers

▸Helps differentiate ingredients from
others in the market
▸Strengthens confidence that GMP and
product quality standards have been met
for continual improvement
▸Potentially reduces number and costs of
customer GMP audits

▸Reduces the risk of inconsistent and
substandard quality ingredients

▸Is not just a US program; also, can be used
worldwide to verify compliance with…
⎯ Attributes listed in USP as well as any other
pharmacopoeia claimed by participant
⎯ ANSI 363-2016 Good Manufacturing Practices
(GMP) for Pharmaceutical Excipients
⎯ USP <1078>Good Manufacturing Practices for
Bulk Pharmaceutical Excipients

▸Gives customers assurance that comes from
USP, a trusted, independent, science-based,
standards setting body
▸Makes the quality of your ingredients visible
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Benefits for finished product manufacturers
The USP Ingredient Verification program:
▸Mitigates risks to your supply chain

▸Potentially reduces inspection costs

▸Offers continuous surveillance monitoring

▸Builds confidence in ingredient quality

▸Gives drug companies across the world
assurance in not only attributes listed in
USP as well as any other pharmacopoeia
claimed by the participant

▸Reduces risk of inconsistent, substandard
quality ingredients

▸Reduces risk for drug companies who pull
from COA/perform reduced testing

▸Helps to qualify suppliers
▸Provides strong assurance to drug
manufacturers of the quality of their
supplier base
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Learn more about USP Verification
www.usp.org/IVP


List of manufacturing sites



List of verified products



Manual for participants



Verification summary poster



Education courses

In the news:
COVID-19’s Impact: Help Ensure
Quality and Manage Risk

COVID-19’s Impact on FDA
Inspections and Manufacturer
Risk

Hand Sanitizer & COVID-19: A
Public Health Crisis
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You have the power to impact global health
–

USP programs and services help
ingredient and product manufacturers!

–

Participate in the USP Ingredient
Verification program to demonstrate the
quality of your ingredients!

–

For additional information, contact Danita
Broyles
o Danita.Broyles@usp.org
o 301-412-7412

o https://www.usp.org/verificationservices/ingredient-verification-program
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