
 

 

 
 
June 5, 2019 
 
Senate Committee on Health, Education, Labor and Pensions (HELP) 
428 Senate Dirksen Office Building 
Washington, DC 20510 
 
Dear Members and staff of the Senate HELP Committee: 
 
Attached please find United States Pharmacopeia’s (USP) comments on the discussion draft 
of the HELP Committee’s Lower Health Care Costs Act of 2019.   
 
We welcome the chance to address any questions or concerns.  Please feel free to contact 
me at apl@usp.org or (301) 816-8336 or Joseph Hill, Director, US Government Affairs, at 
joe.hill@usp.org or 202-239-4137. 
 
Sincerely, 

 
Anthony Lakavage, JD 
Secretary, USP Convention and Board of Trustees 
Senior Vice President, Global External Affairs 
USP 
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The United States Pharmacopeia (USP)1 appreciates the opportunity to comment on the 
discussion draft of the HELP Committee’s Lower Health Care Costs Act of 2019.  We 
commend the Committee for seeking to advance mechanisms to help ensure the 
provision of affordable, safe, quality healthcare and medicines for consumers and 
patients.  However, USP opposes inclusion of Section 207, Biological Product Innovation, 
because it will not achieve the Committee’s intent to lower healthcare costs and will 
jeopardize patient safety.  Our concerns are shared by numerous patient, healthcare 
practitioner, and industry groups.  See Attachment 1.   
 
Section 207 would unravel a critical piece of the overall safety net for biologics, impede 
competition, diminish transparency and accountability, and decrease the public’s trust 
in these therapies.  In the interest of ensuring patient safety and access to quality 
medicines, Section 207 or any other similar provision should not be included in any 
future legislation.  
 
Adherence to public quality standards is essential to ensuring patient safety and 
protecting the public’s health. 
 
For nearly 100 years, the framework to safeguard the quality and safety of medicines in 
the United States has been based on the principle that compendial standards, required 
under the law, represent quality expectations that are transparently established with 
public participation.2  This approach has been widely effective in safeguarding patient 
safety for millions of Americans and should not be undermined as proposed in Section 
207.   
 
Public quality standards3 play a fundamental role in protecting the safety of American 
patients.  The benchmarks in a USP public quality standard allow for independent 
determination that a product has been made according to regulatory expectations 
regardless of the manufacturer or manufacturing process.  As past experience has 
shown, during times of crisis, public standards can help respond to public health needs.4  
Section 207 would compromise this rapid response capability and instead generate the 
need for lengthy and cumbersome legislative or regulatory processes to effect quality 
requirements, which could potentially put patients at risk.   
 
Public quality standards remain essential because Americans increasingly receive 
biologics from a complex, growing global supply chain.  There is a critical need for a 
common public standard to assure the quality and consistency of biologic medicines 
moving in national and global commerce.  And because of today’s globalized 
marketplace, adherence to public quality standards is essential as they are used by 
numerous entities to test for quality at any point along the supply chain.   

Consider insulin, for example.  USP, working with stakeholders, has developed public 
standards for insulin that help ensure product quality, regardless of the source (i.e., 
sourced naturally from animals or made recombinantly).  Since the introduction of the 
first official USP insulin standard in 1941, USP has developed and updated numerous 
insulin public quality standards, making insulin in the United States among the safest in 
the world.5  See Attachment 2, List of USP Public Quality Standards Related to Insulin.  
Section 207 would remove requirements that help ensure the quality and safety of 
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medicines such as insulin.  When it comes to our families’ health, the quality and safety 
of our medicines are not optional. 
 
Public quality standards are scientifically based and facilitate multi-manufacturing, 
approval of biologics, and innovation. 
 
While Section 207 is being presented as necessary to promote innovation and reduce 
the cost of biologic medicines, this is not the case.  In fact, a public standard promotes 
competition and multi-manufacturing, thus increasing access to quality medicines.  
Furthermore, USP standards are scientifically based, flexible to evolve with public health 
needs, and have been continuously revised and modernized to accommodate 
innovation and technological advances since the first publication of the USP compendia.  
 
As medicines have evolved and scientific knowledge has advanced, USP has been there 
to support and encourage these advancements, utilizing the work of scientific experts 
and a network of sophisticated laboratories.6  In this year alone, over 800 individual 
experts and 100 government liaisons have participated in USP standards-setting 
committees that continuously advance the science and technology of quality standards.7  
USP also has robust processes to continuously align standards in a timely manner with 
regulatory expectations, preventing compliance concerns while supporting innovation.8  
 
USP public standards help manufacturers bring medicines to market and help facilitate 
access to quality biologics for patients.  Biologic medicine developers use public quality 
standards to establish the key attributes of their products.  In this way, USP’s public 
standards facilitate the entry of products from multiple manufacturers, promoting 
competition and access. 
 
Standards also foster regulatory certainty around quality.  Countries around the world 
rely on adherence to public quality standards as an important regulatory component to 
ensure patient safety and increase access to quality medicines.  Robust biosimilar 
markets exist in the European Union (EU) and elsewhere, where compendial standards 
are intrinsic parts of the regulatory ecosystem.  To date, there have been over 50 
biosimilar products approved in the EU.9  While many factors have contributed to the 
success of the biosimilar market in Europe, public standards for the quality of biological 
products have played an important role in facilitating product development.  See 
Attachment 3, Mandatory Public Drug Quality Standards Increase Access to Biosimilars 
in Europe.   
 
Public quality standards provide transparent expectations and accountability for 
quality across stakeholders.  
 

At a time when we need to build the public’s trust in biologics, we need more 
transparency and accountability, not less.  Public standards, developed through a 
transparent, open and multi-stakeholder process, articulate the key quality attributes to 
which everyone is held accountable.10  This system facilitates trust in biologic medicines 
across the healthcare ecosystem.  Standards underpin the confidence that is essential 
for physician prescribing.  They provide information that is important to the practice of 
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pharmacy and pharmacists’ engagement with patients.  They lay the groundwork for 
trust that facilitates patient adoption of new therapies.    
 
Without USP’s public standards, key quality attributes generally would not be available 
to industry, healthcare practitioners, health authorities, and patients.  Removing this 
transparency would undermine public trust in biologic medicines.  Specifically,  

• Manufacturers would not have public quality attributes to which they can hold 
themselves and others accountable, removing a linchpin protecting the quality 
of the global supply chain;  

• Public health authorities would not have access to a publicly available standard 
to evaluate the quality of a medicine; and  

• Trust in the quality of biologic medicines would be undermined across the 
healthcare ecosystem – from prescribers to patients. 

 
Section 207 would weaken the safety net that protects our medicines and the patients 
who use them.  If the proposal were adopted, there would be no required adherence to 
public quality standards for products such as insulin, potentially jeopardizing the 
uniformity and quality of these medicines and the health of patients.  This is particularly 
concerning as policymakers work to diversify the market for these products and help 
ensure accessible, lower-priced, safe, quality products. 
 
We appreciate the opportunity to comment on this important issue and reiterate our 
request that Section 207 or any other similar provision not be included in any future 
legislation. 
 
 
 
 

1 USP is an independent, nonprofit, scientific organization governed by a Convention comprising 
over 450 leading organizations and institutions in health and science from the public sector; 
academia; industry; healthcare practitioners; and consumer and patient communities. 
 
2 This framework has been in existence since the enactment of the Federal Food, Drug, and 
Cosmetic Act (FD&C Act) in 1938.  This federal law requires that a drug must comply with 
applicable USP public quality standards for identity, strength, quality, and purity.  Biologics 
regulated under the Public Health Service Act (PHS Act) are subject to the drug regulatory 
requirements of the FD&C Act, which means they are required to comply with the adulteration 
and misbranding provisions of the FD&C Act, including United States Pharmacopeia–National 
Formulary (USP–NF) compendial requirements.   
 
3 A public quality standard for a biologic medicine is a benchmark that consists of tests and other 
measures to determine a medicine’s identity, purity, and potency, and often includes additional 
requirements relating to labeling and storage, such as the appropriate environmental conditions 
(e.g., temperature) that could determine whether a product will degrade during distribution.  A 
public quality standard helps ensure consistent potency regardless of the manufacturer or 
manufacturing process and regardless of whether a facility is in the United States or overseas. 
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4 For example, at the request of the U.S. Surgeon General, USP helped respond to a public health 
crisis involving tainted vaccines, by creating one of the very first public standards for a biologic: 
diphtheria antitoxin (1902). 
 
5 USP comments on the “The Future of Insulin Biosimilars: Increasing Access and Facilitating the 
Efficient Development of Insulin Biosimilar and Interchangeable Products;” Public Hearing; 
Request for Comments (Docket No. FDA-2019-N-1132) (submitted May 31, 2019). 
 
6 With more than 185,000 square feet of laboratory space in five countries, including Ghana, 
India, and China, laboratories are at the heart of USP’s work.  As part of our long-standing 
commitment to share our expertise with other laboratories around the world, USP has supported 
and shared knowledge with more than 90 laboratories in over 30 countries to help build and 
maintain strong quality management systems aligning with international standards and practices. 
 
7 USP’s standards-setting process is collaborative, transparent, and science-driven.  USP Expert 
Committees are responsible for developing and revising USP public quality standards.  Expert 
Committees are composed of independent experts from industry, government, and academia 
who volunteer their time and expertise as part of an open, rigorous, objective process to develop 
new quality standards and update existing standards. 
 
8 The Pending Monograph Process (PMP) enables publication of monographs for qualified articles 
based on monograph sponsor-provided information from applications filed with FDA.  The PMP 
was developed through a collaboration between USP and FDA as a practical way to expedite 
monograph development and revision based on new applicants’ specifications provided in 
applications submitted to the FDA.  The resulting PMP also was informed by feedback from 
stakeholders on USP’s former process.  See https://www.uspnf.com/pending-monographs. 
 
9 See https://www.ema.europa.eu/en/human-regulatory/overview/biosimilar-medicines-
overview.  
 
10 The USP Expert Committee drafts a proposed USP quality standard, which is published for 
public comment in the Pharmacopeial Forum (PF), USP’s mechanism to solicit public comments 
on standards under development.  The PF is available free of charge and is accessible from USP’s 
website.  During a comment period lasting a minimum of 90 days, USP seeks input on the 
proposed quality standard.  The standard is adjusted based on Expert Committee evaluation and 
consideration of the public comments.  The USP Expert Committee then votes on the standard, 
and if adopted by a majority vote of the Committee, the standard is published in the USP-NF.  
USP standards are in a continuous process of review and revision based upon new scientific 
evidence, emerging public health concerns, and public requests for revision.  USP follows the 
same process to update and revise its standards. 
 
 

https://www.uspnf.com/pending-monographs
https://www.ema.europa.eu/en/human-regulatory/overview/biosimilar-medicines-overview
https://www.ema.europa.eu/en/human-regulatory/overview/biosimilar-medicines-overview


May 28, 2019 

The Honorable Lamar Alexander  
Chairman  
Senate Committee on Health, Education, Labor 
and Pensions  
455 Dirksen Senate Office Building  
Washington, DC 20510 

The Honorable Patty Murray  
Ranking Member  
Senate Committee on Health, Education, Labor 
and Pensions  
154 Russell Senate Office Building  
Washington, DC, 20510 

Dear Chairman Alexander and Ranking Member Murray: 

On behalf of the undersigned organizations, we write to express urgent concern about a proposal1 in the 
President’s budget request that would undermine trust in the quality of biologic medicines with 
healthcare practitioners and patients, including for medicines widely prescribed to treat diabetes, 
rheumatoid arthritis, cancer, Crohn’s disease and colitis, and other diseases. The proposal, contained in 
the HELP discussion draft, would exclude biologic medicines from the requirement that all medicines 
marketed in the United States adhere to quality standards established by the United States 
Pharmacopeia (USP).  We believe that USP standards have been, and should remain, a foundational 
element in the framework ensuring that the medicine supply in the United States is among the safest in 
the world.    

In the last Congress, a similar proposal was rejected after robust engagement from numerous 
stakeholders during consideration of the 21st Century Cures Act. We are alarmed that the proposal is 
being reexamined and could find its way into legislation to be considered by the HELP or Appropriations 
Committees this year.  We respectfully urge that this proposal not be further considered and not be 
included in any legislation amending the Public Health Service Act (PHSA) or any other provision of law 
or appropriations legislation.   

The proposal set forth in the President’s budget request is framed as one that will lower drug costs by 
accelerating the development of biologic medicines, including biosimilars, with no data or rationale to 
support such a statement.  We urge Congress to focus on resolving issues that could accelerate the 
availability of affordable, quality medicines for patients rather than reexamining this proposal, which 
poses a risk to the quality of medicines and could potentially hinder patient access.   

Public quality standards are essential for ensuring the quality of medicines for patients and the 
practitioners who prescribe, dispense, and administer them.  USP’s public quality standards are 
established by independent, scientific experts from government, academia, industry, and the healthcare 
practitioner and patient communities. USP standards also go through a transparent public comment 
process.  They provide manufacturers with key attributes of a quality medicine, as well as tests, 
methods, and other information that supports medicine development and manufacturing, and therefore 
contribute to a more efficient and reliable medicine supply.    

1 https://www.whitehouse.gov/wp-content/uploads/2019/03/FY20-Fact-Sheet_Lowering-Drug-Pricing-and-
Payment_FINAL.pdf 

Attachment 1



USP, and the independent science experts on USP standard-setting committees, work in close 
collaboration with industry, government agencies, and healthcare practitioners.  USP’s commitment to 
a collaborative process and its assurances that it will not publish a new biologic product monograph 
standard as official (and thereby enforceable) without FDA support, is well documented 
(www.usp.org/biologics/development-process).   

If enacted, the proposal to eliminate the requirement that biologic products comply with USP quality 
standards would have broad negative consequences to public health.  Product developers would no 
longer be able to rely upon USP standards for product development, public health authorities would not 
have access to a publicly available standard to utilize in crisis situations, the pharmacy community would 
not have access to information that is important to the practice of pharmacy, and patients’ trust in the 
quality of their medicines would be undermined.   

We note that in Europe, where compliance with public quality standards is required for biosimilars, as 
well as for the original biologics, there have been 58 biosimilars approved to date, compared to only 19 
approved in the US. In Europe, biosimilars have enabled more patients to be treated, often earlier in 
their disease, with no change in clinical outcomes.   

There is no compelling or credible reason to change the law to remove USP from the framework that has 
protected Americans for 80 years.  To remove USP would handicap future leaders across government 
who may have a perspective that is different than current Agency leadership, and who may wish to 
leverage USP standards in the future. We encourage continued collaboration on establishing relevant 
standards to ensure the quality of the medicine supply in the United States and support public health 
overall.  We look forward to working with Congress and stakeholders on constructive solutions to ensure 
that Americans have access to affordable quality medicines.    

Sincerely,    

Academy of Managed Care Pharmacy 
American Cancer Society Cancer Action Network, Inc. 
American Diabetes Association 
American Pharmacists Association 
American Society of Consultant Pharmacists 
Arthritis Foundation 
ASHP (American Society of Health-System Pharmacists) 
Association for Accessible Medicines 
National Community Pharmacists Association 
National Council for Prescription Drug Programs   
United States Pharmacopeia  
 



 

 

 
Attachment 2: List of USP Public Quality Standards Related to Insulin 

 
Table 1 – USP Insulin Drug Substance Monographs 
 
Insulin Drug 
Substance 
Monograph 

Reference Standard Date of Admission of 
First Standard (official 
date)  

Date of Most 
Recent Revision 

Insulin Insulin Pork (50 mg)  
Insulin (Beef) (50 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  
High Molecular 
Weight Insulin 
Human (8.4 mg)  

April 1, 2002 (Official 
Date in USP-NF) 
History is that it was 
transferred from NF 
May 1, 1978. First 
published in USP 19 
 

March 2019 – May 
2019 revision 
bulletin 
 

Insulin Human Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Human (100 
mg)  
Insulin Pork (50 mg)  

January 1, 1985 
(Official) 

2016 
USP 39 NF34 

Insulin Apsart Insulin Aspart (7.62 
mg) 

May 1, 2018 (Official) 
Published in 
compendium January 
6, 2014, but several 
revisions without 
becoming official until 
May 1, 2018 

2017 
USP40-NF35 2S 

Insulin Lispro Insulin Lispro (5.73 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Human (100 
mg)  

April 1, 2003 (Official) Jan. 2019 Interim 
Revision 
Announcement 
 

Insulin Glargine Insulin Glargine 
(15.06 mg)  
Insulin Glargine for 
Peak Identification 
(3.2 mg) (Mixture of 
Insulin Glargine and 
0A-Arg-Insulin 
Glargine)  

May 1, 2015 (Official) Nov. 2016 
Interim Revision 
Announcement 
(IRA) 
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Table 2 – USP Insulin Drug Product Monographs                                                                                                                                      
      
Insulin Drug 
Product 
Monograph 

Reference Standard Date of Admission of 
First Standard  

Date of Most 
Recent Revision 

Extended Insulin 
Zinc Suspension 

Insulin (Beef) (50 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Pork (50 mg) 

September 1, 1965 
(first Official Date) 

Mar. 2019 – May 
2019 
Revision Bulletin 

Human Insulin 
Isophane 
Suspension And 
Human Insulin 
Injection 

Insulin Human (100 
mg)   
Endotoxin (10,000 
USP Endotoxin 
Units)  

August 1, 2007 
(official) 

Jan. 2019 
Interim Revision 
Announcement 
(IRA) 

Insulin Zinc 
Suspension 

Insulin (Beef) (50 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Pork (50 mg) 

May 1, 2019 (Official) 
October 1, 1960 (First 
official date) 

Mar. 2019 – May 
2019 
Revision Bulletin 
Official May 1, 
2019 

Insulin Lispro 
Injection 

Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Lispro (5.73 
mg)  

April 1, 2003 Jan. 2019 
Interim Revision 
Announcement 
(IRA) 

Insulin Injection Insulin (Beef) (50 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Pork (50 mg) 

April 1, 2002 (First 
official date- 
Insulin Injection 
monograph in 1930 in 
USP XI 

Mar 2019-May 
2019 Revision 
Bulletin 
 Official May 1, 
2019 

Extended Insulin 
Zinc Suspension  

Insulin (Beef) (50 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Pork (50 mg)  

September 1, 1965 
(First official date) 

Mar. 2019 – May 
2019 
Revision Bulletin 
(omission of USP 
Insulin Beef RS) 

Prompt Insulin 
Zinc Suspension 

Insulin (Beef) (50 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Pork (50 mg) 

September 1, 1965  
(First official date) 

Mar. 2019 – May 
2019 
Revision Bulletin 

Insulin Aspart 
Injection 

Insulin Aspart (7.62 
mg) 

First Official, August 1, 
2014 

January 1, 2019, 
IRA 
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Insulin Drug 
Product 
Monograph 

Reference Standard Date of Admission of 
First Standard  

Date of Most 
Recent Revision 

Isophane Insulin 
Human 
Suspension 

Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Human (100 
mg)  
Insulin Pork (50 mg)  

First Official, May 15, 
1995 

Jan. 2019 
Interim Revision 
Announcement 
(IRA) 

Insulin Human 
Injection 

Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Human (100 
mg)  
Insulin Pork (50 mg) 

January 1, 1985 (first 
official date) 

 2015 
USP38-NF33 2S 

Insulin Lispro 
Injection 

Endotoxin (10,000 
USP Endotoxin 
Units)  
Insulin Lispro (5.73 
mg)  

April 1, 2003 (first 
official date) 

Jan. 2019 
Interim Revision 
Announcement 
(IRA) 

Insulin Glargine 
Injection 

Insulin Glargine for 
Peak Identification 
(3.2 mg 

May 1, 2015 (first 
official date) 

Nov. 2016 
Interim Revision 
Announcement 
(IRA) 

Isophane Insulin 
Suspension 

Insulin Pork (50 mg)  
Insulin (Beef) (50 
mg)  
Endotoxin (10,000 
USP Endotoxin 
Units)  

December 15, 1955 March 2019 – May 
2019 
Revision Bulletin 

 
Table 3 – USP Chapters for Insulin                           
                              
USP Chapter for 
Insulin  

Reference Standard Date of Admission of 
First Standard  

Date of Most 
Recent Revision 

<121> Insulin 
Assays                                                                                     

Insulin Glargine 
(15.06 mg)  
Insulin Lispro (5.73 
mg)  
Insulin (Beef) (50 
mg) 
 Insulin Human (100 
mg)  
Dextrose (500 mg)  
Insulin Pork (50 mg)  

April 19, 2002 1970 
(first official date) 

March 2019 – May 
2019  
Bulletin Revision    

<121.1> 
Physicochemical 
Analytical 
Procedures for 
Insulins  

None August 1, 2014 March 21, 2016 
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