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POSITIONS: 
 

1. The use of biologics should be supervised and carried out by specially trained physicians 
and advanced practitioners. These experts have the required knowledge, training, and 
experience to administer biologic agents and monitor for adverse reactions. 

 
2. All physicians, advanced practitioners, and payers should follow harmonious policies for 

documentation of medical necessity, complex administration protocols, and proper 
coding and reimbursement for the infusion and injection of biologics. 

 
3. All biologic agents should be covered at an appropriate level by all health plans and 

considered highly complex for purposes of administration, monitoring, coding, and 
reimbursement. 

 
4. Biologics with separate formulations, such as those administered by subcutaneous versus 

intravenous routes, are distinct with sufficiently unique indications, risks and target 
patient populations to warrant unique CPT codes. 

 
5. Polices on the location of biologic administration should adhere to the highest 

standards of safety and allow patients to obtain their treatments in medical facilities 
with specially trained practitioners overseeing their infusion. 

 
BACKGROUND 

 
The American College of Rheumatology strongly supports the use of biologic agents as 
necessary treatments for rheumatic diseases. The molecular structure, size, manufacturing, 
storage, and administration of these drugs, as well as their potential to cause serious adverse 
events, all contribute to their complexity. This complexity far exceeds that of traditional 
pharmaceuticals. In addition, the tremendous heterogeneity of patients with autoimmune disease 
and the diversity of conditions treated with biologics require that highly trained, specialized 
clinicians oversee their safe and effective administration. The ACR promotes the highest quality 
guidelines1 and best practices for treatment with biologics. 



BIOLOGICS ARE MEDICALLY NECESSARY 
 

Arthritis is the leading cause of disability in the US and modern approaches to treatment have 
revolutionized outcomes for patients with these diseases. Early aggressive therapy with a range 
of drugs, including biologics, has been shown to reduce joint damage, deformities and improve 
function which can reduce work absenteeism, disability, death, costly procedures/surgeries and 
hospitalizations.2 In spite of their up-front costs, the addition of biologics to other treatment 
modalities has been shown to be cost-effective when used in appropriate patient populations.3,4 

 
The ACR has issued a separate statement on the indications and caveats for medical necessity of 
biologics. 5 This document addresses the standards for proper documentation of medical necessity 
of biologics. It also explains the common clinical circumstances requiring the use of intravenous 
biologics as opposed to self-administered biologics. In addition, the ACR has provided position 
papers that detail the FDA indications, appropriate use, safety, and off label use for biologics. 
Finally, policies for switching between biologics are addressed in a position paper entitled 
“Patient Access to Biologics.”6 

 

BIOLOGICS ARE COMPLEX MOLECULES 
 

Biologics are far more complicated at the molecular level than traditional chemically synthesized 
pharmaceuticals. They are much larger molecules than other classes of pharmaceuticals with an 
average molecular mass 1000 times greater than aspirin. Their size and biologic properties 
preclude oral administration, a fact which complicates storage and delivery to patients. 

 
In contrast to chemically synthesized pharmaceuticals, most biologics have multiple functional 
domains per molecule. The most common type of recombinant biologic used by patients with 
rheumatologic conditions is monoclonal antibodies. These have two antigen-binding (attach to 
the target of interest) domains per molecule. In addition, each antibody molecule contains an Fc 
domain that can bind a range of proteins in vivo with dramatic effects on the drug’s mechanism of 
action and therapeutic half-life. 

 
Further complexity of biologics derives from their manufacturing which occurs in living cells. 
Production of these agents requires highly technical processes and reagents that must be 
exquisitely controlled and monitored. Generation of a recombinant biologic starts with a 
rationally designed DNA sequence (a gene) that must be expressed in a host system. Host 
systems used to produce biologics include bacteria, yeast, insect cells, transgenic animals, and 
human or other mammalian cell lines. Targeted DNA sequences are transcribed and then 
translated by the host cell into peptides that fold and combine into proteins with highly complex 
tertiary and quaternary structures. This process is accompanied by post-translational 
modifications of the proteins (including, but not limited to, glycosylation, oxidation and 
phosphorylation) that affect their efficacy, stability and immunogenicity. 

 
The host cell and the conditions under which the proteins are generated and purified (especially 
temperature, pH, cell density, oxygenation and osmolality) can have dramatic effects on post- 
translational modifications and the purity of the final product. This impacts the efficacy, 
immunogenicity and safety of the drug.7 Finally, precipitation and aggregation of protein 
complexes that can take place during the manufacturing and storage of these agents further 
impacts their stability, efficacy and tolerability. These complexities necessitate the tremendous 



care (especially with respect to temperature, mechanical agitation and proper reconstitution) that 
must be taken to ensure proper delivery and administration of these drugs to patients. 

 
Not surprisingly, given the complexity associated with the design, manufacturing and storage of 
biologics, differences over time in the structure, efficacy and safety of biologics have been 
observed. These changes are expected as part of batch-to-batch variability during the production 
of a given drug and have been reported with etanercept and rituximab.8 There are also 
unavoidable complications in the development of new agents, including biosimilars.9 These 
changes often result in the failure of a drug to work as intended. 

 
Thus, complexities in the structure, generation, storage and delivery of biologics impart 
significant differences over time not only to various agents within a therapeutic class (such as 
TNF inhibitors) but also to the very same product generated by the same manufacturer. 

 
 

PATIENT FACTORS ADD COMPLEXITY TO BIOLOGICS 
 

The patient’s experience with biologics illustrates the importance of these complexities. For 
example, if the efficacy of a TNF inhibitor were determined solely by its ability to neutralize TNF 
(which is similar among all agents in this class), then individual patients would experience the 
same therapeutic benefit regardless of the TNF inhibitor used. This is clearly not the case as 
patients and their physicians alike routinely observe marked variability in the efficacy and 
tolerability of different biologics, even those in the same class, and even in an individual patient 
over time. The structure of the drug, impacted by its design, manufacture and storage, as well as 
its stabilizers, diluent and route of delivery, are reasonable (and not mutually exclusive) 
explanations for the variable response and variable tolerability observed. 

 
 

BIOLOGICS AND SERIOUS ADVERSE EVENTS 
 

All classes of biologics used in autoimmune diseases may cause serious adverse events. Adverse 
reactions occur 1) with all classes of immune-modulatory biologics; 2) in nearly half of patients 
receiving these medicines; 3) following subcutaneous and intravenous administration; and 4) in 
an immediate or delayed fashion. 

 
Adverse events associated with biologics include, but are not limited to, injection site reactions, 
infusion reactions, exacerbation of heart failure, cytopenias, infections (including lethal 
tuberculosis and fungal infections), increased risk of skin cancer, demyelinating diseases (such as 
multiple sclerosis), and the development of autoantibodies and clinical manifestations of drug- 
induced systemic lupus erythematosus. Proper screening for occult infections and other co- 
morbidities is therefore required before biologics are prescribed. In addition, ongoing expert 
monitoring for any new or developing co-morbidities is also required to minimize the potential 
for harm. 

 
Adverse drug reactions associated with biologics are common. For instance, 42% of patients 
treated with etanercept have injection site reactions.10 Infusion reactions, which range in severity 
from a mild rash to life-threatening anaphylaxis, can happen acutely or several days after the 
infusion. For example, the administration of infliximab is associated with acute infusion 
reactions in 10% of patients. Reactions can occur after or during infusion therapy and 1% of 
infusions cause reactions that are classified as severe.11 Serious infections occur at a similar rate 
across all the immune modulatory biologics and affect 2-5% of patients per year of exposure. 



BIOLOGICS, EVEN WITHIN A CLASS, ARE NOT INTERCHANGEABLE 
 

Biologics, even within a class, are not equivalent in their indications, efficacy, safety, or 
tolerability. Differences between biologics determine both the choice of medication for a patient 
as well as the method of delivery. Medical factors that influence the choice of drug and route of 
administration include patient age, duration and extent of disease, prior adverse events, physical 
limitations, extra-articular manifestations of disease, comorbid conditions, and overlap with other 
rheumatologic and non-rheumatologic conditions. For example, wide differences in response to 
anti-TNF therapies are seen in inflammatory bowel diseases, inflammatory arthritis, and 
psoriasis; all specialties observe variable responses with anti-TNF therapies. 

 
Even drugs marketed under the same name, but administered by different routes, are not 
interchangeable. In one study, 27 per cent of rheumatoid arthritis patients who were switched 
from IV to SQ formulations of abatacept suffered relapses of their disease which responded to re- 
initiation of therapy with the original IV formulation of the drug.12 

 

COVERAGE AND PAYMENT POLICIES FOR BIOLOGICS 
 

In addition to the scientific and clinical expertise required to manage these drugs, biologics 
require specialized approval processes and proper coding and impose substantial burdens on 
practices above and beyond that associated with other therapies. Approval processes require 
specialized forms and ongoing communication with specialty pharmacies, pharmacy benefit 
managers and insurers. Often, letters of medical necessity and additional documentation are 
necessary to obtain approval for biologics. Once they are approved, additional counseling, 
education, and coordination of care are required at the point of care for administration. In 
preparation of administration, biologics require additional time beyond other therapies for 
reconstitution and administration of the drug. When these medications are administered in an 
office setting, the service is reported using guidelines developed by the American Medical 
Association’s Current Procedural Terminology Editorial Panel. These guidelines reflect the 
increased training and expense required to administer biologics compared to simple, non-complex 
therapy such as hydration or antibiotics. 

 
While complex biologic agents are not necessarily combustible or caustic on contact with the skin 
like older agents, they require specialized handling above and beyond that required for the 
preparation of non-biologics. For example, biologics in some settings require a hood; others must 
be protected from sunlight, agitation and variations in temperature; some must be prepared with 
silicone-free materials. The comprehensive work required to approve, administer and monitor 
complex biologics exceeds that of traditional injection or infusion medications. 

 
Most notably, all specialty societies find that biologics meet the definitions for chemotherapy 
services according to CPT and CMS manuals.13,14 Whether a drug is administered by 
dermatology, gastroenterology, oncology, or rheumatology, reimbursement for intravenous 
biologics should be consistent across all specialties. For example, rituximab is approved for both 
oncology and rheumatology diagnoses and rheumatologists and oncologists follow similar 
infusion protocols to administer this  chemotherapy agent. 

 
Similar to chemotherapy agents administered in oncology, biologics carry high potential toxicity, 
and supervising practitioners must assure the purity of the biologic materials they administer and 



be sure it has not been compromised. The use of materials for infusion or injection supplied 
directly to patients or providers from specialty pharmacies, so called “brown bagging”, carries a 
higher risk to the patient. Examples of problems that pose particular threats to a patient when the 
chain of custody is broken or unknown include inadequate temperature control, leakage, and 
expiration. In addition, dispensing drugs directly to patients places burdens on the patients that 
they are not trained or qualified to handle. 

 
The involvement of additional parties beyond the patients further increases the risk of 
mishandling. There have been instances of fraudulent dilution of materials for profit by 
intermediaries. Also, expensive biologics are necessarily wasted when the decision is made to 
stop therapy at the point of care but after the drug has been dispensed to the patient. Thus, in 
accordance with their responsibility to provide care that is above all safe, practitioners require a 
chain of custody which can be audited. The ACR therefore promotes direct delivery of biologics 
from the pharmacy to the facility administering the biologic. 

 
As the ACR has previously outlined: Because chemotherapy services come with a high level of 
risk, there is a need for direct physician supervision; the administration of chemotherapy drugs 
requires a higher level of work for both the physician/advanced practitioner and the clinical staff. 
Also, because of the greater level of risk to the patient and to the provider administering the 
medication, the code 96413 has a higher non-facility relative value unit (RVU) total 4.21 
compared with that of 96365 codes, which have a RVU total 2.22. Both 96413 and 96401 
include longer clinical staff times. RVUs are used to determine the Medicare Fee for Service Fee 
Schedule for Medicare Part B and are the standard in commercial fee schedules, as well. It is the 
position of the ACR that code 96413 for infusion and 96401 for injection are the appropriate 
codes for administration of complex biologics. 

 
It is the supervising provider’s responsibility to select codes according to current CPT, ICD and 
HCPCS guidelines for the services and medications rendered for all claims submission. Providers 
are required to follow the Medicare Modernization Act and comply with current AMA CPT 
Guidelines for billing, medications and administration codes. Providers should bill consistently 
according to these guidelines for all payers. 

 
 

ADMINISTERING BIOLOGICS IN MEDICAL SETTINGS 
 

Biologics carry a high risk of dangerous adverse and allergic reactions, both at the point of care 
and remotely. As detailed in peer-reviewed research articles, ACR position papers on biologics, 
site of service, and FDA labeling, direct supervision of the infusion of biologics remains the 
standard of care for the administration of these medications. The administration of infusible 
biologics requires a safety checklist and detailed patient history and evaluation prior to their 
infusion by specially trained providers. Given the black box warnings for serious infusion 
reactions and infections, the safest location for the administration of these drugs remains a setting 
supervised by a physician. The clinical monitoring is best accomplished and risks are best 
mitigated when these drugs are infused in medical facilities rather than at a patient’s residence. 
Given the level of care and required expertise, the position of the ACR is that proper 
administration of biologics should take place under the close supervision of a physician. 
Biologics should be given in a physician’s office or medical facility whenever possible to ensure 
the highest standards of safety for patients. Financial matters related to potential cost savings of 
home infusions should not override the safety of the patients and standards of practice. 



Biologics are currently administered and coded according to the CPT manual, and in accordance 
with this definition, these agents require direct physician supervision. Thus, not only does the 
ACR recognize the safest standards of practice, the AMA and CPT have defined the coding 
regulations requiring oversight by a physician. Again, managed plans and specialty pharmacies 
should comply with coding regulations set forth by these associations. 

 
There may be rare circumstances in which home infusions could be medically necessary in order 
for a particular patient to have access to treatment with a biologic. In these highly unusual 
situations, the increased risk of a home infusion may be outweighed by the risks associated with a 
lack of access to biologic therapy at all. The ACR encourages providers in such unusual and 
difficult situations to make the best medical decision based on the individual needs of the patient. 
The ACR believes that home infusion for the sake of cost-cutting undermines patient safety. 
Home infusion of biologics is considered an unnecessary and dangerous risk to patients and 
violates our current clinical standards of practice. 

 
In addition to the safety considerations and compliance issues, forcing patients to perform 
infusions at home inadvertently threatens to reduce access to these critical therapies. Specialty 
trained physicians are less likely to prescribe treatments that are not administered properly in the 
safest clinical setting for their patients. 

 
 

ECONOMIC CHALLENGES OF BIOLOGICS 
 

Biologic therapies are a leading cost in health care.16 Biologic therapies, on the other hand, 
prevent the costly outcomes of uncontrolled arthritis including cumulative steroid toxicities, 
extensive diagnostic testing, orthopedic and surgical procedures, disabilities, or other possible 
downstream comorbid outcomes.2 Cost considerations for both the patient and payer are a crucial 
component in medical decision making. Thus, providers consider and document both the medical 
indications and clinical rationale of the chosen drug as a part of medically reasonable criteria. 
Since third parties outside the patient-doctor relationship may be neither responsible nor liable for 
the consequences of these decisions, they should not determine the choice of biologic. 

 
The Patient Protection and Affordable Care Act of 2010 strives for more conservative spending 
and improved access to medical treatments in an attempt to improve the well-being of the patient 
and lower health care expenditures. At present, there are many stakeholders who influence access 
to medically necessary treatments: providers, consumers, government and industry. There is an 
ongoing debate regarding what constitutes “affordable” and “medically necessary.”17 The result is 
inconsistent policies in coverage and payment for biologics. For instance, private insurance 
companies have developed step or “fail first therapy” policies based on privately negotiated 
special pricing to the insurance company. These policies often undermine access to the most 
effective treatment option for the patient. While there is cost savings to the insurance company, 
overall spending for the health care system remains the same. 

 
According to the CMS manual and guidelines, medical necessity should not be based on payment 
policies, although considerations have been made where treatments had added cost value. Some 
treatments, such as certain biologic therapies, may actually improve the cost effectiveness 
compared to alternative therapies. In the past, special considerations have been made by 
contractors where the therapy will actually result in lowered cost compared to covered 
alternatives. For example, a part D injectable biologic overall costs less than a part B infusion 
biologic but the higher out of pocket expense of part D therapies prevents most Medicare patients 
from accessing any part D biologic options. Thus Medicare contractors may demonstrate lowered 



spending by restricting access to part D biologics but inadvertently raise spending by cost shifting 
to part B expenditures. 

 
Expenses incurred by patients, insurers, providers and the greater health system must be 
considered in the context of the high value of biologic therapy for individual patients and society 
as a whole. Given the value of biologic therapies to patients who require these treatments, the 
ACR believes that policies related to biologic access to treatment should be transparent and 
prioritize the well being and health of patients.18 
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