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PURPOSE:
The intent of this clinical policy is to outline the processes for evaluating medical literature and its
evidence rating, where available, to ensure inclusion in benefit coverage for new technology or
application of existing technology of a health care service is based on reliable evidence.
Please refer to the member’s benefit document for specific information. To the extent there is any
inconsistency between this policy and the terms of the member’s benefit plan or certificate of coverage,
the terms of the member’s benefit plan document will govern.

POLICY:
The Plan routinely assesses medical literature to determine if new technology or application of existing
technology associated with a health care service is proven effective by reliable evidence.
This includes medical literature reflecting a high level of evidence showing safety and effectiveness and
positive effects on health outcomes will be considered for inclusion in benefit coverage.
Benefits must be available for health care services. Health care services must be ordered by a provider.
Health care services must be medically necessary, applicable conservative treatments must have been
tried, and the most cost-effective alternative must be requested for coverage consideration.

COVERAGE:
I.

The following categories will be assessed for evidence ratings demonstrating that a health care
service is proven effective by reliable evidence, none of the categories shall be determinative by
itself.
A. Advisory Committee on Immunization Practices (ACIP) - Affirmative recommendation for routine
use
B. Government registry agencies (eg, U.S. Food and Drug Administration [FDA]) – Assessment of
risk of safety and effectiveness based on the associated development, classification and approval
pathways.
1. Drug development and approval pathway considerations
a. Development designations
1) Fast track
2) Breakthrough therapy
3) Priority review
b. Approval pathways
1) Standard
2) Accelerated approval
2. Device development, classification and approval pathway considerations. Medical devices
approved via the FDA Premarket Notification [510(k)] pathway must be supported by reliable
evidence.
a. Classifications
1) Class 1
2) Class 2
3) Class 3
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b. Approval pathways
1) Least regulatory control (most exempt from premarket submission) – Class I
2) Premarket Notification [510(k)] – Class II
3) Premarket Approval Application [PMA]) - Class III
4) De Novo – device types that have never been marketed in the U.S., but whose safety
profile and technology are now reasonably well understood
5) Humanitarian Device Exemption (HDE) – devices for orphan disease; intended to
benefit patients in diagnosis and/or treatment of disease or condition affecting or
manifested in fewer than 4,000 patients per year in the U.S.
C. National Comprehensive Cancer Network (NCCN) Guidelines – Category must be 1, 2A, or 2B
(see Attachment B)
D. Authoritative Compendia
1. American Hospital Formulary Service- Drug Information (AHFS-DI) – narrative text is
supportive
2. National Comprehensive Cancer Network (NCCN) Drugs and Biologics Compendium Category must be 1, 2A, or 2B (see Attachment B)
3. Micromedex DrugDex – Category must be Class I, Class IIA, Class IIB
4. Clinical Pharmacology – narrative text is supportive
5.

Lexi-Drugs – indication is listed as Use: Off-label and rated as Evidence Level A

E. Specialty/Professional Society Guidelines and Clinical Criteria (eg, ACOG, ACMG, ADA, etc.) Recommendation must be based on be moderate or high level of evidence as demonstrated by
“should” or “will/is” statements
F. Technology Assessment Bodies reports, such as, but not limited to Hayes, Inc.
1. Rating must be A or B (see Attachment C); or
2. Clinical Studies or Systematic Reviews: Level of Support must be Moderate or Substantial; or
3. Clinical Practice Guidelines and Position Statements must have Strong Support for the
Technology.
G. United States Preventive Services Task Force (USPSTF) – Grade must be A or B (see
Attachment D)
H.

Point of Care Synthesized Resources
1. DynaMed - Rating must be a Level of Evidence 1 (see Attachment E)
2. UpToDate - Recommendation must be strong (Grade 1A, 1B or 1C) as demonstrated by “we
recommend” statements
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II. Categories that do not have an evidence rating must have a LOE equal to 1 or 2 and a Strength of
Recommendation (SOR) equal to A or B, based on the Oxford Centre for Evidence-Based Medicine
(OECBM) LOE and the American Academy of Family Physicians (AAFP) Strength-ofRecommendation Taxonomy (SORT). Categories include, such as but not limited to the following:
A. Agency for Healthcare Research and Quality (AHRQ)
B. Clinical Trial Committee Reports
C. Expert consensus opinions (eg, external local or national providers, etc.)
D. The National Library of Medicine (NLM)
E. Published, peer-reviewed medical journal articles that include a systematic review and either a
traditional meta-analysis or a network meta-analysis (see Attachment A)
F. Randomized controlled trials (RCTs) that are adequately powered to provide a true assessment
of causality and are without methodological defects – including, but not limited to the following:
a. Have generalizability to the population being studied
b. Include intention-to-treat (ITT) analysis (ie, subjects analyzed in the groups to which they
were randomized) versus per protocol analysis (ie, only participants who completed the
treatment originally allocated are analyzed)

DEFINITIONS:
510(k):
Requires proof that the devices is substantially equivalent (SE) to a legally marketed device that is not
subject to Premarket Approval (PMA)
Accelerated Approval:
Can be applied to promising therapies that treat a serious or life-threatening condition and provide
therapeutic benefit over available therapies. This approach allows for the approval of a drug that
demonstrates an effect on a “surrogate endpoint” that is reasonably likely to predict clinical benefit, or on
a clinical endpoint that occurs earlier but may not be as robust as the standard endpoint used for
approval. After the drug enters the market, the drug maker is required to conduct post-marketing clinical
trials to verify and describe the drug’s benefit. If further trials fail to verify the predicted clinical benefit,
FDA may withdraw approval.
Authoritative Compendia:
American Hospital Formulary Service- Drug Information (AHFS-DI), National Comprehensive Cancer
Network, (NCCN) Drugs and Biologics Compendium, Micromedex DrugDex, or Clinical Pharmacology,
and Lexi-Drugs
Drug Development Pathways:
• Fast Track - A process designed to facilitate the development and advance the review of drugs that
treat serious conditions, and fill an unmet medical need, based on promising animal or human data.
Fast tracking can get important new drugs to the patient earlier.
• Breakthrough Therapy - This designation expedites the development and review of drugs that are
intended to treat a serious condition, and preliminary clinical evidence indicates that the drug may
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demonstrate substantial improvement over available therapy. A drug with Breakthrough Therapy
designation is also eligible for the Fast Track process.
Priority Review - The FDA aims to take action on an application within six months, compared to 10
months under standard review. A Priority Review designation directs attention and resources to
evaluate drugs that would significantly improve the treatment, diagnosis, or prevention of serious
conditions.

Device Classifications:
• Class 1 devices pose the least amount of risk to consumers. These low-risk devices, such as oxygen
masks or surgical tools, are subject to “general controls.” General controls ensure the safety and
effectiveness of devices once they’re manufactured. General controls consider the following factors:
o Good manufacturing practices
o Standards and Reporting Adverse Events to FDA
o registration,
o general recordkeeping requirements
• Class 2 devices pose more risk to consumers than do Class 1 devices. Therefore, Class 2 devices
are subject to special controls in addition to general controls. Special controls include:
o Labeling requirements (information that must be included on a product label)
o Device specific mandatory performance standards
o Device specific testing requirements
o Class 2 devices are also subject to general controls.
• Class 3 devices usually support or sustain life, are implanted in the body, or have the potential for
unreasonable risk of illness or injury. Examples include pacemakers, breast implants, and HIV
diagnostic tests. As a result, Class 3 devices require premarket approval. To receive this, a
manufacturer must prove that a device is safe and effective. Class 3 devices are also subject to
general controls.
Health Care Service:
Medical or behavioral services including pharmaceuticals, devices, technologies, tests, treatments,
therapies, supplies, procedures, hospitalizations, or provider visits.
Investigative:
As determined by the Plan, a drug, device or medical treatment or procedure is investigative if reliable
evidence does not permit conclusions concerning its safety, effectiveness, or effect on health outcomes
Medical Literature:
Articles from major peer reviewed medical journals that have recognized the drug or combination of
drugs’ safety and effectiveness for treatment of the indication for which it has be prescribed. Each article
shall meet the uniform requirements for manuscripts submitted to biomedical journals established by the
International Committee of Medical Journal Editors, or be published in a journal specified by the United
States Secretary of Health and Human Services pursuant to United States Code, title 42, section 1395x,
paragraph (t), clause (2), item (B), as amended, as acceptable peer review medical literature. Each article
must use generally acceptable scientific standards and must not use case reports to satisfy this criterion.
Network meta-analysis:
In the context of a systematic review, is a meta-analysis in which multiple treatments (that is,
three or more) are being compared using both direct comparisons of interventions within
randomized controlled trials and indirect comparisons across trials based on a common
comparator.
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Premarket Approval (PMA)
PMA refers to the scientific and regulatory review necessary to evaluate:
• the safety and effectiveness of Class III devices or
• devices that were found not substantially equivalent to a Class I or II predicate through the 510(k)
process.
PMA is the most involved process. To reasonably determine that a device is safe and effective. PMA
requires:
• scientific evidence that the possible benefits to health from the intended use of a device outweigh
the possible risks
• that the device will significantly help a large portion of the target population.
Independence is an important concept for PMAs, meaning that each PMA should establish the safety and
effectiveness of the device under review, and that data about one device cannot be used to support
another.
Examples of PMAs include digital mammography, minimally invasive and non-invasive glucose testing
devices, implanted defibrillators, and implantable middle ear devices.
Priority Review:
The FDA aims to take action on an application within six months, compared to 10 months under standard
review. A Priority Review designation directs attention and resources to evaluate drugs that would
significantly improve the treatment, diagnosis, or prevention of serious conditions.
Randomized controlled trials:
Prospective studies that measure the effectiveness of a new intervention or treatment. Although no study
is likely on its own to prove causality, randomization reduces bias and provides a rigorous tool to examine
cause-effect relationships between an intervention and outcome. This is because the act of randomization
balances participant characteristics (both observed and unobserved) between the groups allowing
attribution of any differences in outcome to the study intervention. This is not possible with any other
study design.
Reliable Evidence:
The Plan considers the following categories of reliable evidence, none of which shall be determinative by
itself:
1. Whether there is a final approval from the appropriate government regulatory agency, if required.
This includes whether a drug or device can be lawfully marketed for its proposed use by the FDA; or if
the drug, device or medical treatment or procedure is under study or if further studies are needed to
determine its maximum tolerated dose, toxicity, safety or efficacy as compared to standard means of
treatment or diagnosis; and
2. Whether there are consensus opinions or recommendations in relevant scientific and medical
literature, peer-reviewed journals, or reports of clinical trial committees and other technology
assessment bodies. This includes consideration of whether a drug is included in any authoritative
compendia as identified by the Medicare program such as, the National Comprehensive Cancer
Network Drugs and Biologics Compendium, as appropriate for its proposed use; and
3. Whether there are consensus opinions of national and local health care providers in the applicable
specialty as determined by a sampling of providers, including whether there are protocols used by the
treating facility or another facility, studying the same drug, device, medical treatment or procedure.
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Substantial Equivalence:
A device is considered substantially equivalent if it has the same intended use and the same
technological characteristics as a legally marketed device. A legally marketed device was:
• legally marketed prior to May 28, 1976 ("preamendments device"), for which a PMA is not
required, or
• reclassified from Class III to Class II or Class I, or
• found substantially equivalent through the 510(k) process.
Applicants must compare their device to one or more similar legally marketed devices and make and
support their substantially equivalent claims. If the device is substantially equivalent to an approved
medical device, it is placed in the same class. If it is not substantially equivalent, it becomes non-SE and
is placed into Class III.
Examples of 510(k)s include x-ray machines, dialysis machines, fetal monitors, lithotripsy machines, and
muscle stimulators.
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Attachment A
Network meta-analyses incorporates indirect evidence as depicted in C, below

Traditional meta-analyses are A vs. B (drug vs. placebo). They are helpful/necessary for initial drug
approval, however, they don't resolve questions about how drugs compare to each other
Network meta-analyses consider how active interventions compare to each other.
In the bottom half of the figure above, A and C were directly compared, and B and C were directly
compared, where C = placebo. The question is how A and B compare to each other
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Attachment B
NCCN Categories of Evidence and Consensus
•

Category 1: Based upon high-level evidence, there is uniform NCCN consensus that the
intervention is appropriate.

•

Category 2A: Based upon lower-level evidence, there is uniform NCCN consensus that the
intervention is appropriate.

•

Category 2B: Based upon lower-level evidence, there is NCCN consensus that the intervention is
appropriate.

•

Category 3: Based upon any level of evidence, there is major NCCN disagreement that the
intervention is appropriate.
All recommendations are category 2A unless otherwise indicated.
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Attachment C
Hayes Rating
•

A - Established benefit. Published evidence shows conclusively that safety and impact on health
outcomes are comparable to or better than standard treatment/testing. Long-term safety and
impact on health outcomes have been established, and other important questions concerning
application of the technology have been answered.

•

B - Some proven benefit. Published evidence indicates that safety and impact on health
outcomes are at least comparable to standard treatment/testing. However, there are outstanding
questions regarding long-term safety and impact on health outcomes, clinical indications,
contraindications, optimal treatment/testing parameters, and/or effects in different patient
subpopulations.

•

C - Potential but unproven benefit. Some published evidence suggests that safety and impact on
health outcomes are at least comparable to standard treatment/testing. However, substantial
uncertainty remains about safety and/or impact on health outcomes because of poor-quality
studies, sparse data, conflicting study results, and/or other concerns.

•

D1 - No proven benefit and/or not safe. Published evidence shows that the technology does not
improve health outcomes or patient management for the reviewed application(s) or is unsafe.

•

D2 - Insufficient evidence. There is insufficient published evidence to assess the safety and/or
impact on health outcomes or patient management.

NOTE: Reports published before August 2011 may contain a D Rating, which represents a combined
D1/D2 Rating. In these reports, there is accompanying text that clarifies whether the D Rating is
based on evidence of lack of benefit and/or safety issues, or whether there is insufficient evidence to
assess either benefit or safety.
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Attachment D
USPSTF Grade Definitions After July 2012

Grade

Definition

Suggestions for Practice

A

The USPSTF recommends the service. There is
high certainty that the net benefit is substantial.

Offer or provide this service.

B

The USPSTF recommends the service. There is
high certainty that the net benefit is moderate or
there is moderate certainty that the net benefit is
moderate to substantial.

Offer or provide this service.

C

The USPSTF recommends selectively offering or
providing this service to individual patients based on
professional judgment and patient preferences.
There is at least moderate certainty that the net
benefit is small.

Offer or provide this service for
selected patients depending on
individual circumstances.

D

The USPSTF recommends against the service.
There is moderate or high certainty that the service
has no net benefit or that the harms outweigh the
benefits.

Discourage the use of this service.

I

The USPSTF concludes that the current evidence is
insufficient to assess the balance of benefits and
harms of the service. Evidence is lacking, of poor
quality, or conflicting, and the balance of benefits
and harms cannot be determined.

Read the clinical considerations
section of USPSTF
Recommendation Statement. If the
service is offered, patients should
understand the uncertainty about
the balance of benefits and harms.
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Attachment E
DynaMed Levels of Evidence
1

Level 1 (likely reliable) Evidence
Representing research results addressing clinical outcomes and meeting an
extensive set of quality criteria which minimizes bias.
There are two types of conclusions which can earn a Level 1 label: levels of
evidence for conclusions derived from individual studies; and
levels of evidence for conclusions regarding a body of evidence.

2

Level 2 (mid-level) Evidence
Representing research results addressing clinical outcomes and using some
method of scientific investigation, but not meeting the quality criteria to achieve
Level 1 evidence labeling.

3

Level 3 (lacking direct) Evidence
Representing reports that are not based on scientific analysis of clinical
outcomes. Examples include case series, case reports, expert opinion, and
conclusions extrapolated indirectly from scientific studies.

PreferredOne Community Health Plan Nondiscrimination Notice
PreferredOne Community Health Plan (“PCHP”) complies with applicable Federal civil rights laws and does not
discriminate on the basis of race, color, national origin, age, disability, or sex. PCHP does not exclude people or treat
them differently because of race, color, national origin, age, disability, or sex.
PCHP:
Provides free aids and services to people with disabilities to communicate effectively with us, such as:
• Qualified sign language interpreters
• Written information in other formats (large print, audio, accessible electronic formats, other formats)
Provides free language services to people whose primary language is not English, such as:
• Qualified interpreters
• Information written in other languages
If you need these services, contact a Grievance Specialist.
If you believe that PCHP has failed to provide these services or discriminated in another way on the basis of race, color,
national origin, age, disability, or sex, you can file a grievance with:
Grievance Specialist
PreferredOne Community Health Plan
PO Box 59052
Minneapolis, MN 55459-0052
Phone: 1.800.940.5049 (TTY: 763.847.4013)
Fax: 763.847.4010
customerservice@preferredone.com
You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, a Grievance Specialist is
available to help you.
You can also file a civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights,
electronically through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf,
or by mail or phone at:
U.S. Department of Health and Human Services
200 Independence Avenue, SW
Room 509F, HHH Building
Washington, D.C. 20201
1-800-368-1019, 800-537-7697 (TDD)
Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.
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PreferredOne Insurance Company Nondiscrimination Notice
PreferredOne Insurance Company (“PIC”) complies with applicable Federal civil rights laws and does not discriminate
on the basis of race, color, national origin, age, disability, or sex. PIC does not exclude people or treat them differently
because of race, color, national origin, age, disability, or sex.
PIC:
Provides free aids and services to people with disabilities to communicate effectively with us, such as:
• Qualified sign language interpreters
• Written information in other formats (large print, audio, accessible electronic formats, other formats)
Provides free language services to people whose primary language is not English, such as:
• Qualified interpreters
• Information written in other languages
If you need these services, contact a Grievance Specialist.
If you believe that PIC has failed to provide these services or discriminated in another way on the basis of race, color,
national origin, age, disability, or sex, you can file a grievance with:
Grievance Specialist
PreferredOne Insurance Company
PO Box 59212
Minneapolis, MN 55459-0212
Phone: 1.800.940.5049 (TTY: 763.847.4013)
Fax: 763.847.4010
customerservice@preferredone.com
You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, a Grievance Specialist is
available to help you.
You can also file a civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights,
electronically through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf,
or by mail or phone at:
U.S. Department of Health and Human Services
200 Independence Avenue, SW
Room 509F, HHH Building
Washington, D.C. 20201
1-800-368-1019, 800-537-7697 (TDD)
Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.
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