November 19, 2012
The Honorable Kathleen Sebelius
Secretary
Department of Health and Human Services
200 Independence Ave. SW
Washington, DC 20201
Dear Secretary Sebelius:
On October 24, 2012, Public Citizen urged you to appoint an independent entity — such as your
department’s Office of Inspector General — to conduct a thorough investigation into the failures
of the Food and Drug Administration (FDA) that contributed to the currently expanding outbreak
of life-threatening fungal meningitis in back-pain patients exposed to contaminated steroid
injections produced by the New England Compounding Center (NECC), a compounding
pharmacy in Framingham, Massachusetts.1 We repeat that request here, as the FDA’s failure in
regulatory oversight played a central role in allowing the outbreak.
However, it is clear, based on information now available to Public Citizen, that the investigation
we have requested must be expanded to include an examination of the reimbursement policies
and regulatory decisions of the Centers for Medicare and Medicaid Services (CMS) that,
combined with inadequate FDA action, fostered the development of this unfolding, preventable
public health crisis. In particular, CMS, through its inconsistent Medicare drug reimbursement
policies concerning compounded drugs and coverage decisions allowing routine coverage for
such drugs, appears to have created inadvertent financial incentives for inappropriate use of
compounded drugs. Such Medicare reimbursement policies and coverage decisions thus created
an economic environment that allowed large-scale drug production by compounding pharmacies
to flourish.
Regulatory background and need for an investigation
CMS clearly has authority to deny Medicare coverage for compounded drugs produced in
violation of the Food, Drug, and Cosmetic Act (FDCA). By law, CMS must deny Medicare
reimbursement for any drug or service that is not “reasonable and necessary” for the diagnosis
and treatment of illness or injury or to improve the functioning of a malformed body member.2
CMS generally does not consider drugs that have not received FDA approval to be “reasonable
and necessary,” and it typically does not cover these unapproved drugs unless a specific

1

Carome MA, Wolfe SM. Public Citizen letter to the Secretary of Health and Human Services regarding FDA
oversight failures in light of fungal meningitis outbreak. October 24, 2012. Available at
http://www.citizen.org/documents/2080.pdf. Accessed November 12, 2012.
2
42 U.S.C. § 1395y(a)

Public Citizen

November 19, 2012, Letter to the Secretary of HHS

determination is made to grant coverage.3,4 Moreover, CMS has stated in guidance documents
that Medicare does not cover compounded drugs manufactured in violation of pre-market
approval and manufacturing requirements of the FDCA.5 Drugs manufactured by compounding
pharmacies (as opposed to registered drug manufacturers) typically do not meet these FDCA
requirements.6
In addition to issuing general guidance, CMS has the authority to exclude, limit, or grant
coverage for specific classes of compounded drugs by issuing a national coverage determination
(NCD).7 Such an NCD would be binding on all Medicare carriers and other third-party entities
charged with authority to issue Medicare payments.8 Individual Medicare carriers may also issue
local coverage determinations (LCDs) that state how the carrier will make determinations within
a specific geographic area.9 To assist in making coverage determinations, CMS or local
Medicare carriers may require health care providers to furnish “information . . . necessary in
order to determine the amounts due….”10 This information can include a statement certifying
whether an item being billed to Medicare is a compounded drug and therefore not FDAapproved.11
Therefore, CMS, like the FDA, had authority which, if appropriately executed, could have
greatly restricted — if not eliminated — the widespread, large-scale production and distribution
of standardized versions of compounded drugs by compounding pharmacies. CMS demonstrated
poor judgment by not using this authority, particularly since CMS obviously recognized the
dangers posed to Medicare beneficiaries by compounded drugs.
For example, as discussed in detail in the next section, all four regional Durable Medical
Equipment (DME) Medicare Administrative Contractors (MACs) covering all jurisdictions
within the U.S. used CMS’s existing legal authority in 2007 to simultaneously issue identical
LCDs denying coverage for compounded inhalation drugs administered with nebulizer devices, a
3
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type of DME covered under the Medicare program.12,13,14,15 This de facto NCD likely was
coordinated by the national CMS leadership. In making that coverage decision, the DME MACs,
acting on behalf of CMS, concluded that compounded versions of multiple inhalation drugs
administered via nebulizer to patients with lung diseases, such as asthma, emphysema, and
chronic bronchitis, did not meet the legal standard of being “reasonable and
necessary.”16,17,18,19,20 It is Public Citizen’s understanding that as a result of this decision, the
wide-scale production and use of compounded inhalation drugs decreased markedly in both
Medicare beneficiaries and other patients.
In comments issued prior to denying coverage, the local Medicare carriers noted that
compounded inhalational drugs were not tested for safety and effectiveness, and therefore had
the potential of putting patients at increased risk of injury, illness, or death.21,22 This rationale is
clearly applicable to many other compounded drugs administered to Medicare beneficiaries that
were produced on a large scale by compounding pharmacies over the past decade. Despite this,
CMS has failed to extend this rationale and use its authority in a consistent manner to protect
beneficiaries by denying coverage for other compounded drugs manufactured unsafely without
FDA approval or oversight. Specifically of concern are the following:
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CMS’s guidance documents on compounded drugs (discussed in detail in the next
section) are ambiguous and conflicting, stating first that all compounded drugs
manufactured in violation of the FDCA are excluded from coverage, but later, in seeming
opposition to this, ordering Medicare carriers to continue reimbursing for compounded
drugs unless the FDA and CMS take specific actions to notify carriers to stop payment.
CMS appears to have no mechanism to implement this ambiguous guidance, as CMS has
“no regular form of coordination with the FDA” to allow CMS to identify when the FDA
has determined that particular compounded drugs have been produced in violation of the
law and notify carriers to stop payment.23
To the best of Public Citizen’s knowledge, CMS has not issued a binding national
coverage determination (NCD) excluding coverage for any category of compounded
drug, leaving the determination up to local Medicare carriers. As a result, at least one
such local CMS MAC, covering Iowa, Kansas, Missouri, and Nebraska, has previously
stated that it will under some circumstances cover certain high-risk compounded drugs
for administration into the area around the spinal cord via an implantable pump.24

It is likely that CMS policies regarding compounded drugs contributed to the recent outbreak of
spinal meningitis. Conflict of interest renders CMS incapable of objectively evaluating its own
reimbursement policies to determine the role Medicare may have played in encouraging illegal
compounding. Public Citizen therefore believes that an independent investigation is the only way
to bring potentially harmful CMS policies to light and protect the health of Medicare
beneficiaries and other members of the public.
Relevant policies and documents and related key questions
Some of the relevant policies and documents — and related key questions — that need to be
addressed in an independent investigation of CMS are as follows:
(1) Section 50.4.7 of Chapter 15 of the Medicare Benefit Policy Manual, which describes the
CMS policy for coverage of compounded drugs, appears to be internally inconsistent
with respect to whether such drugs should or should not be covered for Medicare
beneficiaries. In particular, section 50.4.7 states the following:25
50.4.7 - Denial of Medicare Payment for Compounded Drugs Produced in
Violation of Federal Food, Drug, and Cosmetic Act
(Rev. 1, 10-01-03)
B3-2049.4.C.6
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The Food and Drug Administration (FDA) has found that, from time to time,
firms established as retail pharmacies engage in mass production of compounded
drugs, beyond the normal scope of pharmaceutical practice, in violation of the
Federal Food, Drug, and Cosmetic Act (FFDCA). By compounding drugs on a
large scale, a company may be operating as a drug manufacturer within the
meaning of the FFDCA, without complying with requirements of that law. Such
companies may be manufacturing drugs, which are subject to the new drug
application (NDA) requirements of the FFDCA, but for which FDA has not
approved an NDA or which are misbranded or adulterated. If the FDA has not
approved the manufacturing and processing procedures used by these
facilities, the FDA has no assurance that the drugs these companies are
producing are safe and effective [emphasis added]. The safety and effectiveness
issues pertain to such factors as chemical stability, purity, strength,
bioequivalency, and bioavailability.
Section 1862(a)(1)(A) of the Act requires that drugs must be reasonable and
necessary in order to by covered under Medicare. This means, in the case of
drugs, the FDA must approve them for marketing. Section 50.4.1 instructs
carriers and intermediaries to deny coverage for drugs that have not
received final marketing approval by the FDA, unless instructed otherwise
by CMS. The Medicare Benefit Policy Manual, Chapter 16, “General
Exclusions from Coverage,” §180, instructs carriers to deny coverage of
services related to the use of noncovered drugs as well. Hence, if DME or a
prosthetic device is used to administer a noncovered drug, coverage is denied
for both the nonapproved drug and the DME or prosthetic device. [emphasis
added]
In those cases in which the FDA has determined that a company is producing
compounded drugs in violation of the FFDCA, Medicare does not pay for the
drugs because they do not meet the FDA approval requirements of the Medicare
program. In addition, Medicare does not pay for the DME or prosthetic device
used to administer such a drug if FDA determines that a required NDA has not
been approved or that the drug is misbranded or adulterated.
The CMS will notify the carrier when the FDA has determined that compounded
drugs are being produced in violation of the FFDCA. The carrier does not stop
Medicare payment for such a drug unless it is notified that it is appropriate
to do so through a subsequent instruction [emphasis added]. In addition, if the
carrier or Regional Offices (ROs) become aware that other companies are
possibly operating in violation of the FFDCA, the carrier or RO notifies [CMS].
The second paragraph of section 50.4.7 explicitly states that for a drug to meet
Medicare’s legal standard for coverage (“reasonable and necessary”), it must be approved
by the FDA for marketing. This paragraph proceeds to instruct Medicare carriers and
intermediaries to deny coverage for drugs that do not have FDA marketing approval and
to deny coverage for services related to the use of such noncovered drugs, unless
instructed otherwise by CMS.
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In sharp contrast, the last paragraph of section 50.4.7 advises carriers not to stop (or
deny) payments for compounded drugs produced in violation of the FDCA — which is
essentially the case for all compounded drugs — unless they have been instructed to do
so by CMS.
Questions:
(a) Who at CMS was responsible for writing, reviewing, and approving the current
internally contradictory version of section 50.4.7, which apparently was last revised
on October 1, 2003?
(b) In general, all products manufactured by compounding pharmacies have not received
FDA approval and are not manufactured in accordance with FDA standards.
Coverage for such products should therefore be denied under the second paragraph of
section 50.4.7. Yet the last paragraph of section 50.4.7 instructs Medicare carriers to
continue reimbursement for such products unless expressly notified. How does CMS
reconcile these contradictory instructions to Medicare carriers and intermediaries in
section 50.4.7?
(c) How have CMS staff and Medicare carriers and intermediaries interpreted and
implemented this policy?
(d) When the policy was written, were CMS staff aware that all compounded drugs are
not approved by the FDA for marketing?
(e) Over the last decade, the FDA has issued numerous warning letters to compounding
pharmacies across the country citing violations of the FDCA. Did CMS receive
copies of these letters? If so, what type of action did CMS take when receiving such
letters? If CMS has not been receiving copies of these FDA warning letters, why not?
(2) On March 1, 2007, all four DME MACs, covering all jurisdictions within the U.S. and
acting on behalf of CMS, simultaneously issued identical LCDs that denied Medicare
coverage for all compounded inhalation drugs, effective July 1, 2007.26,27,28,29 This
coverage decision apparently was prompted by an investigation, initiated by Senator
Chuck Grassley, then Chairman of the U.S. Senate Finance Committee, into the dangers
of these drugs. A list of pertinent documents, with key excerpts, that outline some of the
major events leading up to this coverage decision is enclosed. The following are some of
the key points and observations made in these documents:


26
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proposed revisions to the CMS coverage decision did not distinguish FDAapproved, commercially manufactured inhalation drugs from unapproved
inhalation drugs compounded at pharmacies. The agency further noted that
treating these drugs identically may have created an incentive for the large-scale
compounding of unapproved inhalation drugs, which posed a danger to patients.
The FDA therefore recommended that CMS “consider limiting reimbursement of
inhalation drugs to FDA-approved products, unless there is documented, patientspecific medical need for a compounded product.”31


In 2006, Senator Grassley reported CMS’s acknowledgment to his staff that the
agency had concerns about inappropriate or illegal pharmacy compounding.32



In 2006, Senator Grassley reported that CMS staff acknowledged to his staff that
the agency did “not know how often and how much Medicare pays for
compounded inhalational drugs because its reimbursement codes are ‘not precise
enough’ to allow the agency to distinguish payments for brand name and generic
[drugs] from compounded drugs.”33



In 2006, Senator Grassley reported that his staff had been informed that “the
Medicare reimbursement rate for inhalational drugs is a major driving force for
large volume compounding of such drugs, and these large providers can be
identified easily by CMS’s DME regional carriers.”34



In an August 22, 2006, letter responding to questions posed by Senator Grassley
regarding compounded inhalation drugs, CMS Administrator Dr. Mark McClellan
noted the following:35
o CMS planned to undertake a review of inhalation drug codes in order to
improve coding accuracy and establish more appropriate payment rates of
compounded drugs and thus remove any inappropriately large financial
incentives that may have led to substitution of compounded forms of
inhalation drugs for non-compounded forms of the same drug in instances
where such a substitution was not justified.
o CMS had “no ongoing activities aimed at review of the compounding of
drugs and currently no regular form of coordination with FDA in this
area.”

2006. Available at http://www.finance.senate.gov/newsroom/chairman/release/?id=df2a76ac-2f16-4c4b-9d68cbf58754ae30. Accessed November 12, 2012.
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o CMS did “not know the volume of drug claims that are for compounded
forms, but we believe it may be substantial.”


In responding to comments on the draft policy for coverage of drugs delivered by
nebulizer and explaining the CMS decision to deny coverage for compounded
inhalation drugs, 36,37 the regional DME MACs noted, among other things, the
following:
o “[I]nhalation solutions of nebulizer drugs should only be used when
medical necessity is clearly established.”
o “Even though compounded drugs may be made starting with a medication
approved by the FDA, the final product is not approved for safety and
efficacy by the FDA and is not manufactured to strict federal
standards [emphasis added].”
o “Compounded drugs are not considered interchangeable with FDAapproved products.”
o “The absence of testing for safety and effectiveness has the potential of
putting a patient at increased risk of injury, illness, or death [emphasis
added].”
o “Considering the comments that were received and the absence of any
published clinical literature defining the need to compound inhalation
solutions for an individual patient, the final policy extends noncoverage
[by Medicare] of compounded solutions beyond the specific drugs listed
above. It states that all compounded inhalation solutions will be denied as
not medically necessary.”

The 2007 decision by all regional DME MACs to deny Medicare coverage for
compounded inhalation drugs was certainly well-reasoned and justified. However, the
same reasoning is applicable to many other compounded drugs produced on a large scale
by many compounding pharmacies, particularly sterile injectable drugs such as the
contaminated injectable steroid medication produced and distributed by the New England
Compounding Center (NECC).
Questions:
(a) Given that there are many other compounded drugs, including many sterile injectable
products, that raise serious safety concerns identical to those raised with respect to
compounded inhalation drugs, did CMS implement procedures to systematically
review the use of compounded drugs by Medicare beneficiaries, particularly sterile
injectable drugs, and to coordinate with the FDA in this area? If so, what was the
outcome of these activities? If not, why not?
36

NHIC Corporation. Durable Medical Equipment Medicare Administrative Contract Jurisdiction A. Nebulizers –
Response to Comments. March 1, 2007. Available at
http://www.medicarenhic.com/dme/medical_review/mr_lcds/mr_lcd_related_docs/nebulizer%20response%20to%20
comments%20march%202007.pdf. Accessed November 12, 2012.
37
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(b) Has CMS issued, or considered issuing, any other decisions denying coverage for any
other class of compounded drugs? If so, for which classes of drugs? If not, why not?
(c) What steps has CMS taken since 2006 to allow the agency to distinguish payments
for compounded drugs from those for non-compounded drugs other than inhalation
drugs? If no action has been taken in this regard, why not?
(d) Has CMS examined whether Medicare reimbursement rates for other compounded
drugs is a major driving force for large-volume compounding of such drugs? If so,
what did CMS find? If not, why didn’t CMS undertake such a review given the
agency’s clear recognition and acknowledgement of the growing concerns about the
safety, effectiveness, and quality of compounded drugs?
(e) How often has CMS conducted audits of DME suppliers that provide compounded
medications?
(f) Has CMS considered requiring a determination of medical necessity for use of any
compound drug covered by Medicare? If so, what was the outcome of the agency’s
deliberation on this issue? If not, why not?
(g) Over the past decade, in addition to the warning letters issued in August 2006 to three
compounding pharmacies that were producing and distributing large quantities of
compounded inhalational drugs,38 the FDA has issued numerous warning letters to
other compounding pharmacies, including the NECC, that violated the FDCA by
engaging in large-scale production of standardized versions of drugs without
following good manufacturing practice (GMP) regulations or obtaining FDA
approval prior to marketing. The concerns raised in these letters were the same as
those raised with compounded inhalation drugs.
Does CMS receive copies of such letters? If so, what actions has CMS contemplated
or taken regarding these FDA warning letters? If CMS does not receive copies of
such letters, why not?
(3) In a study published in the medical journal Radiology in December 2002, researchers
reported that for the years 1993, 1996, 1998, and 1999, Medicare reimbursed providers
for more than 525,000 spinal epidural injection procedures per year.39 The total
reimbursement amount for these procedures for 1999 alone was over $55 million. The
number of these procedures in the Medicare population has almost certainly increased
since 1999 as the number of Medicare beneficiaries has increased.

38

The Food and Drug Administration. FDA News Release: FDA warns three pharmacies to stop mass-producing
unapproved inhalation drugs. August 10, 2006. Available at
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/2006/ucm108709.htm. Accessed November 12,
2012.
39
Carrino JA, Morrison WB, Parker L, et al. Spinal injection procedures: volume, provider distribution, and
reimbursement in the U.S. Medicare population from 1993 to 1999. Radiology. 2002;225(3):723-729.
9

Public Citizen

November 19, 2012, Letter to the Secretary of HHS

Like compounded inhalation drugs, compounded steroids for epidural or other injections
lack testing for safety and effectiveness; are not manufactured in accordance with GMP
regulations; and therefore have placed patients at increased risk of injury, illness, or
death. This was demonstrated in the recent fungal meningitis outbreak linked to
contaminated steroids produced by the NECC.
Questions:
(a) Has CMS ever assessed what proportion of Medicare beneficiaries undergoing spinal
epidural steroid injections receives the substandard, compounded versions of these
drugs? If so, what did the assessment reveal? If not, why not, given the dangers posed
by these drugs?
(b) Has CMS assessed how many patients affected by the current fungal meningitis
outbreak were Medicare beneficiaries?
(c) In light of the current fungal meningitis outbreak, does CMS plan to belatedly issue a
coverage decision denying Medicare coverage for all compounded injectable steroid
drugs?
(4) CMS has an NCD that allows Medicare coverage for implantable infusion pumps for
administration of opioid drugs (e.g., morphine) intrathecally or epidurally for treatment of
severe chronic intractable pain due to cancer or noncancer causes and other indications.40
CMS also allows local CMS MACs to determine coverage for other uses of implantable
infusion pumps provided that the coverage is on-label (i.e., the drug being administered
and the purpose for which it is being administered are as indicated in the FDA-approved
labeling for the pump).
While the NCD itself does not specifically address reimbursement for compounded
drugs, at least one local CMS MAC, covering Iowa, Kansas, Missouri, and Nebraska, has
previously stated on its website that it considers compounded versions of the following
drugs administered intrathecally or epidurally by implantable infusion pumps, some of
which are opioids potentially covered by the CMS NCD, to be covered by Medicare
under certain circumstances: baclofen, bupivacaine, clonidine, fentanyl, hydromorphone,
morphine, sufetanil, and ziconotide.41 The CMS MAC further states that this is “not an
all-inclusive list” of compounded drugs to be covered.42 Solutions of these medications
are stored in a reservoir in the infusion pump and are intended to last approximately 30
days. Obviously, bacterial or fungal contamination of these compounded drugs at the
point of manufacture would pose life-threatening risks to patients.

40

Centers for Medicare and Medicaid Services. Medicare National Coverage Determinations Manual: Chapter 1,
Part 4, Section 280.14 — Infusion Pumps. Available at http://www.cms.gov/Regulations-andGuidance/Guidance/Manuals/downloads/ncd103c1_Part4.pdf. Accessed November 12, 2012.
41
WPS Health Insurance Medicare J5 MAC Part B. Billing for compounded drug refills used in implantable
epidural/subarachnoid pain pumps. Available at
http://www.wpsmedicare.com/j5macpartb/claims/submission/billing-refills-pumps.shtml. Accessed November 12,
2012.
42
Ibid.
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Questions
(a) Has CMS assessed whether there are compounding pharmacies like the NECC
producing and distributing on a large scale compounded versions of drugs to be
administered intrathecally or epidurally via implantable infusion pumps to Medicare
beneficiaries?
(b) Does CMS consider the use of compounded drugs to be “reasonable and necessary in
light of the agency’s assessment of the risks of compounded inhalational drugs?”
(c) The NCD on implantable infusion pumps for administration of opioid drugs is silent
regarding whether local CMS MACs may cover compounded drugs for implantable
infusion pumps. The local CMS MAC Medicare coverage policy referenced above
allows reimbursement for compounded drugs — to be administered by implantable
infusion pumps — that are not approved by the FDA.
Is CMS aware of this local coverage determination (LCD)? If so, has CMS sought to
confirm whether the drugs being administered and the purpose for which they are
being administered are as indicated in the FDA-approved labeling for the pumps
covered by this LCD? What action, if any, has CMS taken to address this situation? If
CMS was not aware of this situation, why not?
Conclusions
In closing, CMS obviously recognized — as early as 2006, if not earlier — the dangers posed to
Medicare beneficiaries by compounded drugs, but the agency appears to have failed to take
action minimizing this danger through denying coverage for many compounded drugs. As with
the FDA, conflicts of interest render CMS incapable of conducting an objective evaluation of its
own policy and coverage decisions, which likely contributed to the ongoing fungal meningitis
outbreak. Therefore, Public Citizen urges you to appoint an independent entity — such as your
department’s Office of Inspector General — to conduct a thorough investigation. This
investigation must identify all CMS officials whose actions and decisions contributed to the
agency’s failure to prevent this public health catastrophe. Ultimately, the senior leadership within
the agency must be held accountable. The American public deserves no less.

11

Excerpts from Key Documents Related to the CMS Decision to Deny
Medicare Coverage for Compounded Inhalation Drugs Delivered by Nebulizer

May 11, 2006, letter from Steven Silverman, Food and Drug Administration (FDA), to the
medical directors of the Durable Medical Equipment (DME) Program Safeguard Contractors
(PSC) for DME Jurisdictional Regions A, B, C, and D regarding proposed revisions to
Nebulizers Policy Draft Local Coverage Decision (DL11499)1
FDA is concerned that the proposed revisions do not distinguish FDA-approved,
commercially-manufactured inhalation drugs from unapproved inhalation drugs
compounded at pharmacies. Treating these drugs identically may create an
incentive for the large-scale compounding of unapproved inhalation drugs. Because
compounded inhalation drugs are not reviewed by FDA for safety or efficacy, often
are not produced according to good drug manufacturing practice, and typically are
not sterile, they may expose patients to unnecessary risk. This is especially the case
given that FDA-approved inhalation drugs are readily available to patients
[emphasis added]. …
FDA believes that a growing number of pharmacies are manufacturing and distributing
unapproved inhalation drugs in a manner that goes well beyond traditional compounding.
FDA has seen pharmacies compounding millions of doses of inhalation drugs that are
often copies of approved, commercially-available products, or that differ from FDAapproved drugs only in terms of dosage, strength, or preservatives. These compounded
inhalation drugs may be distributed to patients in multiple states without documented,
patient-specific medical need. Many times, physicians do not know that their patients are
receiving compounded products. FDA is aware of pharmacies substituting compounded
drugs for FDA-approved products, without physician approval. …
TriCenturion's March 25, 2006, “Dear Physician” letter asks for comments on four
proposed policy changes, the first of which provides: “Payment for levalbuterol will be
based on the allowance for albuterol.” There is one FDA-approved levalbuterol product.
But the proposed policy would reimburse all levalbuterol products, including unapproved
compounded products, at the same rate.
This policy may encourage pharmacies to compound unapproved levalbuterol
products, rather than dispense the FDA-approved drug. The cost to pharmacies of
dispensing unapproved, compounded drugs is generally much lower than the cost of
1

S. Silverman. Letter from the Food and Drug Administration to the Medical Directors of DME PSC Regions A, B,
C, and D regarding proposed revisions to Nebulizers Policy Draft Local Coverage Decision (DL11499). May 11,
2006. Available at http://www.finance.senate.gov/newsroom/chairman/release/?id=df2a76ac-2f16-4c4b-9d68cbf58754ae30. Accessed November 12, 2012.
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dispensing FDA-approved drugs. Hence the profits from these compounded
inhalation drugs are correspondingly higher than profits from FDA-approved
drugs. Pharmacies can compound inhalation drugs inexpensively because these
drugs do not undergo FDA's approval process, they often are not produced
according to good drug manufacturing practice, and they generally are not sterile.
FDA does not favor reimbursement policies that foster the compounding of
inhalation drug that may pose risks not found in the approved products with which
they compete [emphasis added]. …
Consistent with its concerns about compounded inhalation products, FDA recommends
that CMS consider limiting reimbursement of inhalation drugs to FDA-approved
products, unless there is documented, patient-specific medical need for a
compounded product [emphasis added]. Additionally, CMS might consider reimbursing
compounded drugs at a lower rate than FDA-approved inhalation drugs, because the
compounded drugs generally are much less expensive to produce. In order to distinguish
reimbursement claims for FDA-approved inhalation drugs from reimbursement claims
for unapproved, compounded drugs, these drugs should be assigned different codes.

July 13, 2006, letter from Senator Chuck Grassley, Chairman of the Senate Committee on
Finance, to Centers for Medicare and Medicaid Services (CMS) Administrator Dr. Mark
McClellan and FDA Commissioner Dr. Andrew von Eschenbach regarding compounded
inhalation drugs2
Thank you for providing briefings for my Committee staff as requested to address
allegations of inappropriate pharmacy compounding of inhalational drugs. Specifically,
the Committee received allegations that some pharmacies, in particular mail-order
pharmacies, and durable medical equipment (DME) suppliers may be producing and/or
providing unsafe and/or ineffective or less effective nebulizer medications by
inappropriately compounding prescription drugs. The Committee recognizes that there
are legitimate needs for compounded medications. However, if these allegations are true,
then the Committee is greatly concerned about the health and safety of the patients using
these drugs as well as the financial impact that unsafe and/or ineffective compounded
medications may have on the Medicare program in particular and our health care system
generally.
The Committee initiated an investigation in March after my staff interviewed
several former employees of a home care company that provides patients with
compounded nebulizer medications. As part of the investigation, my staff spoke with
and/or received information from representatives from the Centers for Medicare &
Medicaid Services (CMS), the Food and Drug Administration (FDA), Astra Zeneca, Dey,
LP, Sepracor, the International Academy of Compounding Pharmacists (IACP), Allergy
& Asthma Network Mothers of Asthmatics, as well as individual compounding
2

Grassley CE. Letter to the CMS Administrator and the FDA Commissioner regarding pharmacy compounding of
inhalation drugs. July 13, 2006. Available at
http://www.finance.senate.gov/newsroom/chairman/release/?id=f2858177-b34d-41b0-a456-1b2bfcbaa132.
Accessed November 12, 2012.
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pharmacists. The Committee also received documents from patients and parents of
children with respiratory conditions that require treatment with nebulizer medications.
Based on the interviews and a review of information and documents received to date, my
Committee staff have informed me of the following:
During their interview with Committee staff, the former employees of a home
care company in Florida described methods used by the company to substitute
prescriptions for nebulizer medications with compounded products, without the
knowledge of patients and/or their doctors. They showed my staff copies of pre-printed
prescription order forms that were provided to physicians, and on some of these forms,
the medications to be prescribed were pre-checked by the company. See attachment. The
former employees also added that the company targeted Medicare patients because
Medicare pays the same amount whether the product is brand name, generic or
compounded [emphasis added].
The former home care employees also informed my Committee staff that the
company provided financial incentives for producing prescriptions for compounded
medications. The employees received bonuses and commissions for each new
compounded prescription filled per patient.
In addition to the information provided by the former employees, the Committee
received information about patients in other states who allegedly discovered that their
pharmacy provided them with compounded inhalational drugs without their knowledge or
their physician's knowledge. Some of these patients stated that they became ill or
their condition did not improve after using the compounded drugs [emphasis added].
…
My Committee staff were told that some of the compounding pharmacies or DME
suppliers allegedly misled patients by telling patients that they were being provided
generics or cheaper alternatives, even though there were no generics available for some
of the brand name products.
Some pharmacies or DME suppliers are allegedly using bulk chemicals that
are not pharmacy grade or not obtained from a registered chemicals supplier
[emphasis added].
During meetings with my staff, representatives from both CMS and FDA
acknowledged their concerns about inappropriate or illegal pharmacy compounding
[emphasis added]. CMS staff stated that the compounding of inhalational drugs is a
significant clinical issue that has accelerated over the last five years.
FDA’s May 2002 compliance guide states that the FDA believes an “increasing
number of establishments with retail pharmacy licenses are engaged in manufacturing
and distributing unapproved new drugs for human use in a manner that is clearly outside
the bounds of traditional pharmacy practice.…” However, neither FDA nor CMS
knows the full extent of the problem, and it appears that neither agency has plans to
determine the extent of the problem [emphasis added].
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CMS staff admit that CMS does not know how often and how much
Medicare pays for compounded inhalational drugs because its reimbursement codes
are “not precise enough” to allow the agency to distinguish payments for brand
name and generics from compounded drugs [emphasis added]. …
4. My staff were told that the Medicare reimbursement rate for inhalational drugs is
a major driving force for large volume compounding of such drugs, and these large
providers can be identified easily by CMS's DME regional carriers [emphasis added].
As the agency responsible for oversight of DME suppliers, how often does CMS conduct
audits of DME suppliers that provide compounded medications, and how are these audits
initiated? Does CMS coordinate with FDA on audits and inspections? …
7. CMS staff informed my staff that changing and creating HCPCS codes is labor
intensive. However, since the agency cannot distinguish payments for compounded
inhalational drugs from payments for brand name or generic drugs, will CMS be
considering modifications to how inhalational drugs are reimbursed [emphasis
added]? …
10. What is CMS's position on maintaining reimbursement for nebulizers in Medicare
Part B but restricting reimbursement for the inhalational drugs to Part D? What is CMS's
position on accreditation of compounding pharmacies in order to receive Medicare
reimbursement? …
11. Has CMS considered requiring a determination of medical necessity for compounded
inhalational drugs? …

August 10, 2006, FDA news release announcing that the FDA warned three pharmacies to stop
mass-producing unapproved inhalation drugs3
The Food and Drug Administration (FDA) has warned three firms, RoTech
Healthcare, Inc., CCS Medical, and Reliant Pharmacy Services, to stop
manufacturing and distributing thousands of doses of compounded, unapproved
inhalation drugs nation-wide [emphasis added]. Responsible officials at firms that do
not properly address violations identified in FDA warning letters risk further
enforcement, including injunctions that prevent further violations and seizure of their
products that violate the law.
The three firms warned by FDA say that they produce inhalation drugs as part of the
practice of pharmacy compounding. Traditional pharmacy compounding typically
involves pharmacies preparing drugs that are not commercially available, such as a
unique medicine for a patient who is allergic to an ingredient in a FDA-approved drug.
This kind of compounding follows a physician's decision that his or her patient has a
3

The Food and Drug Administration. FDA News Release: FDA warns three pharmacies to stop mass-producing
unapproved inhalation drugs. August 10, 2006. Available at
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/2006/ucm108709.htm. Accessed November 12,
2012.
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special medical need that cannot be met by FDA-approved drugs. FDA normally permits
traditional pharmacy compounding and the agency's action is not targeting this practice.
Inhalation drugs are used to treat diseases including asthma, emphysema, bronchitis, and
cystic fibrosis. These are potentially life-threatening conditions for which numerous
FDA-approved drugs are available. Compounded inhalation drugs may be distributed
to patients in multiple states, and patients and their doctors may not know that they
are receiving compounded products [emphasis added]. FDA urges consumers using
inhalation drugs to discuss their medications with their physicians and verify with their
pharmacists that the medications they received are what their physicians ordered.
“Compounded inhalation drugs are not reviewed by the FDA for safety and
effectiveness, often are not produced according to good drug manufacturing
practice, and typically are not sterile. This may expose patients to unnecessary
risk,” said Dr. Steven Galson, Director of FDA's Center for Drug Evaluation and
Research [emphasis added]. “To avoid these risks, we encourage patients to use FDAapproved drugs whenever possible.”
FDA believes that, in compounding mass amounts of inhalation drugs, a number of
pharmacies go well beyond traditional compounding. FDA is aware of certain
pharmacies compounding millions of doses of inhalation drugs per year. These
compounded drugs often simply copy FDA-approved, commercially available drugs,
and any differences from FDA-approved drugs do not appear to be related to
patients’ medical needs. [emphasis added] ...
Warning Letter to Rotech Healthcare, Inc., Orlando, FL
http://www.fda.gov/ICECI/EnforcementActions/WarningLetters/2006/ucm076025.htm
Warning Letter to CCS Medical, Clearwater, FL
http://www.fda.gov/ICECI/EnforcementActions/WarningLetters/2006/ucm076026.htm
August 22, 2006, letter from Dr. Mark McClellan responding to Senator Grassley’s July 13,
2006, letter regarding inhaled compounded drugs4
We share your concern for the safety of drugs used by Medicare beneficiaries. As I will
discuss below, we plan to make changes in how Medicare pays for compounded
inhalation drugs [emphasis added]. I believe that these changes will contribute to
addressing some of the concerns you raise. However, I should also note that CMS can
only directly affect its own programs. These drugs are also used, of course, by many
patients who are not the beneficiaries of our programs. We, and they, rely on the FDA
and on regulation and licensure of pharmacies by States as the principal avenues for
ensuring drug safety. …
4

McClellan M. Letter from Centers for Medicare and Medicaid Services responding to Senator Grassley’s July 13,
2006, letter regarding compounding of inhalation drugs. August 22, 2006. Available at
www.finance.senate.gov/newsroom/chairman/download/?id=bf0379a8-3598-4d8b-ba5a-25c4a8ac0357. Accessed
November 8, 2012.
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You asked whether CMS will be considering modifications to how Medicare pays for
inhalation drugs. Medicare covers inhalation drugs under Part B when medically
necessary and used with a nebulizer, which we pay for as a piece of durable medical
equipment (DME). With two exceptions, Medicare, at present, pays under Part B for
compounded and non-compounded forms of inhalation drugs under the same billing
codes and at the same payment rates. We plan to distinguish the compounded and
non-compounded forms of additional inhalation drugs for Part B payment purposes
in the future [emphasis added]. …
At present, we cover 37 inhalation drug codes, many with quite small volumes. We will
undertake a review of these drugs in the next few months and determine where new codes
should be introduced. To maximize the overall improvement in coding accuracy, we
anticipate that concentrating on the highest volume compounded inhalation drugs, at least
initially, would likely be the most appropriate course. We expect to issue implementing
instructions and coding revisions by the end of October so the codes would be ready for
implementation on January 1, 2007. …
We believe that this step will establish more appropriate payment rates for
compounded drugs and thus remove any inappropriately large financial incentives
that may be leading to substitution of compounded forms of inhalation drugs for
non-compounded forms of the same drug in instances where such a substitution
may not be justified by the issues of medical appropriateness mentioned above
[emphasis added]. Insofar as compounded forms of these drugs are being provided
largely to secure payment levels that are high relative to the costs of producing the
compounded form of the drug, we would expect this change to have significant effect on
the form in which these drugs are provided. …


“My staff were told that the Medicare reimbursement rate for inhalational drugs is a
major driving force for large volume compounding of such drugs, and these large
providers can be identified easily by CMS' DME regional carriers. As the agency
responsible for oversight of DME suppliers, how often does CMS conduct audits of
DME suppliers that provide compounded medications, and how are these audits
initiated? Does CMS coordinate with FDA on audits and inspections?”

The CMS oversight of suppliers of durable medical equipment, prosthetics, orthotics, and
supplies (DMEPOS) is, at present, aimed at determining whether the suppliers are
legitimate and have the appropriate characteristics to be enrolled in the Medicare
program. The suppliers must meet 21 standards relating to furnishing DMEPOS, such as:
minimum amounts of liability insurance, maintaining a physical location, and having a
beneficiary complaint process. Conformity with these standards is reviewed by the
National Supplier Clearinghouse, CMS’ designated enrollment contractor for suppliers of
DMEPOS. CMS has no ongoing activities aimed at review of the compounding of
drugs and currently no regular form of coordination with FDA in this area
[emphasis added]. …


“Has CMS considered requiring a determination of medical necessity for
compounded inhalational drugs?”
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We assume you are suggesting that we might seek to identify those cases where
“traditional” compounding would be clinically appropriate and presumably to deny
payment in the absence of such a finding. We do not now know the volume of drug
claims that are for compounded forms, but we believe it may be substantial
[emphasis added]. Nor do we know what proportion of claims for compounded drugs that
we pay would be considered to be appropriate if we were to articulate clinical standards
for use of compounded drugs as opposed to non-compounded drugs - this proportion
might also be high. The workload implications of requiring medical review for a
large number of claims would be substantial. Such a policy might thus have a modest
effect, but at a high cost of implementation. Making the coding and payment changes
described above, however, would provide the basis for assessing the possible desirability
of such a policy.
October 2, 2006, letter from David Boyer, the FDA’s Assistant Commissioner for Legislation,
responding to Senator Grassley’s July 13, 2006, letter regarding inhaled compounded drugs5
FDA believes that traditional pharmacy compounding can play a legitimate role in patient
care. Compounded inhalation drugs, however, like all compounded drugs, are not
FDA approved, which means that FDA has not verified their safety and
effectiveness [emphasis added]. FDA shares your concern about the risks associated with
the inappropriate compounding of inhalation drugs. In some cases, the processes used to
compound these drugs may not prevent contamination or assure that they possess the
strength, quality, and purity that they claim to have. Because the patients who use these
drugs often have serious underlying health conditions, these poor practices pose special
risks. FDA has taken enforcement action against firms engaging in the large-scale
manufacture of unapproved inhalation drugs under the guise of traditional
compounding. Some of the inhalation drugs produced by these firms were
contaminated, were dispensed without prescriptions, and were provided to patients
in place of FDA-approved, commercially-available products [emphasis added].
In an effort to work with CMS on this issue of mutual concern, FDA recently commented
by letter on proposed revisions to the Medicare reimbursement policy on nebulizer drugs.
FDA’s letter to CMS (copy enclosed) outlines the risks of compounded inhalation
drugs, and explains how reimbursement policies may inadvertently create an
incentive for the inappropriate compounding of these drugs [emphasis added]. The
letter also offers proposed reimbursement alternatives for consideration by CMS. …
Question1. Pharmacies believe that it is the state boards of pharmacy that are responsible
for regulating drug compounding; however, given the limitations in oversight by state
boards of pharmacy, what is or should be the federal role in the regulation of pharmacy
compounding?

5

Boyer DW. Letter from the Food and Drug Administration responding to Senator Grassley’s July 13, 2006, letter
regarding compounding of inhalation drugs. October 2, 2006. Available at
http://www.finance.senate.gov/newsroom/chairman/release/?id=df2a76ac-2f16-4c4b-9d68-cbf58754ae30. Accessed
November 12, 2012.
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Response: FDA recognizes that some pharmacies mistakenly believe that state
boards of pharmacy are solely responsible for regulating drug compounding
[emphasis added]. State boards of pharmacy are the primary regulators of pharmacies.
FDA's position is that the Federal Food, Drug, and Cosmetic (FD&C) Act establishes
Agency jurisdiction over “new drugs,” drugs which are not generally recognized as safe
and effective for their labeled uses. Indeed, FDA has a 90-year history of regulating
pharmacies under the FD&C Act and its predecessor laws, and of treating
compounded products that are not generally recognized as safe and effective as
“new drugs” [emphasis added]. When it takes enforcement actions relating to
compounded drugs, FDA often works in cooperation with the state boards of pharmacy.

March 2, 2007, response from the DME Medicare Administrative Contractors (MACs), for
Jurisdictions A and D, to comments on the proposed revisions to Nebulizers Policy Draft Local
Coverage Decisions 6,7 [comments received were unbolded and responses were bolded in
original]
Compounding - Specific Drugs without FDA-Approved Inhalation Solutions
The comments in this section apply to inhalation solutions of the following drugs:
amikacin, atropine, beclomethasone, betamethasone, bitolerol, dexamethasone,
flunisolide, formoterol, gentamicin, glycopyrrolate, terbutaline and triamcinalone.
There is inadequate evidence to support use of the specified drugs.
Response: We agree.
Drugs without FDA-approved inhalation solutions should rarely be needed.
Response: We agree.
These drugs are established and accepted standard of medical practice.
Response: We disagree. We have not seen published clinical studies that document
the safety and effectiveness of inhalation solutions of these drugs [underlining added
for emphasis].
Both the American Thoracic Society Standards for the Treatment of COPD and the
World Health Association GOLD standards for the treatment of COPD refer to the use of
these drugs and/or these drugs are in the same drug category as other mentioned in the
reports.
Response: Our policy is based on the lack of clinical evidence to support the medical
necessity of inhalation solutions of these particular drugs.

6

NHIC Corporation. Durable Medical Equipment Medicare Administrative Contract Jurisdiction A. Nebulizers –
Response to Comments. March 1, 2007. Available at
http://www.medicarenhic.com/dme/medical_review/mr_lcds/mr_lcd_related_docs/nebulizer%20response%20to%20
comments%20march%202007.pdf. Accessed November 12, 2012.
7
Noridian Administrative Services LLC, Durable Medical Equipment Medicare Administrative Contract
Jurisdiction D. Nebulizers – Response to Comments. March 1, 2007. Available at
https://www.noridianmedicare.com/dme/news/docs/2007/03_mar/nebulizers.html. Accessed November 12, 2012.
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Although not appropriate as first line treatment, these drugs may be useful if a patient
doesn’t respond to first line drugs.
Response: We disagree. We have not seen published clinical studies that document
the safety and effectiveness of inhalation solutions of these drugs.
Some of the drugs are available in the form of metered dose inhalers (MDI) or dry
powder inhalers (DPI) and therefore inhalation solutions of these drugs should be
covered.
Response: The fact that these drugs are available in other FDA-approved
respiratory preparations does not mean that they are covered when they are
compounded as an inhalation solution. For drugs with FDA-approved inhalation
solutions, the effective dose of these drugs in MDIs or DPIs is very different than the
dose administered in inhalation solutions. We have not seen published clinical
studies that establish the appropriate dose for inhalation solutions of drugs for
which there is no FDA-approved inhalation solution.
Elimination of coverage may impact Part D coverage of MDIs or DPIs.
Response: That is not an issue that is considered in our policy determination.
However, the fact that there is now coverage for MDIs and DPIs under the Part D
benefit reinforces the fact that inhalation solutions of nebulizer drugs should only be
used when medical necessity is clearly established [underlining added for emphasis].
Isoetharine and isoproterenol are not manufactured in a sterile unit dose form. They are
not used any more. They should be added to the list of noncovered drugs.
Response: That is correct. There [are] no FDA-approved inhalation solutions of
isoetharine and isoproterenol. The codes for FDA-approved inhalation solutions of
these drugs have been made invalid for claim submission.
Compounding – General
In addition to the comments on the specific drugs listed above, the PSCs also received
multiple comments regarding general aspects of compounded inhalation solutions:
 Mass compounding is a violation of FDA guidance [underlining added for
emphasis]. Encourage compliance with FDA guidelines
 With compounded solutions, there is no assurance that FDA-defined Good
Manufacturing Practice (GMP) has been followed such as [underlining added for
emphasis]:
 Environmental sampling
 End-product testing - assessing identity, strength, quality, purity
 Process validations
 Sterilizing vials
 Cleaning and maintaining equipment at appropriate intervals
 There are potential safety problems associated with compounding [underlining
added for emphasis]:
 Sterility of solution
 Strength of solution
9
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There should be clear documentation on the need for a compounded inhalation
solution in a specific patient.
The proposed LCA policy encourages compounding. It should not do that
[underlining added for emphasis].
The example in the policy of how to bill for a combination of albuterol and
cromolyn appears to encourage compounding and should be eliminated
Reimbursement for inhalation drugs should be limited to FDA-approved products
unless patient-specific need is documented [underlining added for emphasis].
There should be clear documentation of the need for a compounded inhalation
solution for a specific patient.
When a compounded solution is provided, require the physician and the
beneficiary to sign an informed consent document.

Response: Compounded drugs are made by a pharmacist or other healthcare
provider. Even though compounded drugs may be made starting with a medication
approved by the Food and Drug Administration (FDA), the final product is not
approved for safety and efficacy by the FDA and is not manufactured to strict
federal standards. Compounded drugs are not considered interchangeable with
FDA-approved products. The absence of testing for safety and effectiveness has the
potential of putting a patient at increased risk of injury, illness, or death [underlining
and italics added for emphasis].
Considering the comments that were received and the absence of any published
clinical literature defining the need to compound inhalation solutions for an
individual patient, the final policy extends noncoverage of compounded solutions
beyond the specific drugs listed above. It states that all compounded inhalation
solutions will be denied as not medically necessary [underlining added for emphasis].
…
Because policy is identical for all PSCs, NCD process should be used.
Response: The development of a National Coverage Determination (NCD) is a
specific process that is undertaken by CMS. Although all DME policies are identical
in all jurisdictions, the LCD process was used for this policy. As noted in the
introductory statement, CMS has initiated a National Coverage Analysis on some of
the issues raised in the draft LCD.
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July 1, 2007, final Local Coverage Decisions for Nebulizers (L11499, L27226, L5007, and
L11488) issued by the DME MACs for Jurisdictions A, B, C, and D8,9,10,11
For any item to be covered by Medicare, it must 1) be eligible for a defined Medicare
benefit category, 2) be reasonable and necessary for the diagnosis or treatment of illness
or injury or to improve the functioning of a malformed body member, and 3) meet all
other applicable Medicare statutory and regulatory requirements. For the items addressed
in this local coverage determination, the criteria for "reasonable and necessary", based on
Social Security Act § 1862(a)(1)(A) provisions, …
Compounded inhalation solutions (J7604, J7607, J7609, J7610, J7615, J7622, J7624,
J7627, J7628, J7629, J7632, J7634, J7635, J7636, J7637, J7638, J7640, J7641, J7642,
J7643, J7645, J7647, J7650, J7657, J7660, J7667, J7670, J7676, J7680, J7681, J7683,
J7684, J7685, and compounded solutions billed with J7699) will be denied as not
reasonable and necessary [emphasis in original]. …
Revision Effective Date: 07/01/2008 (April 2008 Publication) [emphasis in original]
NATIONAL COVERAGE POLICY: …
Added: J7604, J7632, and J7676 to the list of compounded drugs that are not
covered [emphasis added]. …
ICD-9 CODES/ DIAGNOSES THAT DO NOT SUPPORT MEDICAL NECESSITY:
Added: J7604, J7632, J7676…
Revision Effective Date: 07/01/2007 (March publication) [emphasis in original]
INDICATIONS AND LIMITATIONS OF COVERAGE:
Eliminated coverage for atropine, beclomethasone, betamethasone, bitolterol,
dexamethasone, flunisolide, glycopyrrolate, isoetharine, terbutaline, triamcinolone,
and all other compounded inhalation solutions [emphasis added]. …
8

NHIC Corporation. Durable Medical Equipment Medicare Administrative Contract Jurisdiction A. Local Coverage
Determination (LCD) for Nebulizers (L11499). Available at http://www.cms.gov/medicare-coveragedatabase/details/lcddetails.aspx?LCDId=11499&ContrId=137&ver=90&ContrVer=1&CoverageSelection=Local&ArticleType=All&Po
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National Government Services, Inc. Durable Medical Equipment Medicare Administrative Contract Jurisdiction B.
Local Coverage Determination (LCD) for Nebulizers (L27226). Available at http://www.cms.gov/medicarecoverage-database/details/lcddetails.aspx?LCDId=27226&ContrId=138&ver=42&ContrVer=1&CoverageSelection=Local&ArticleType=All&Po
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ICD-9 CODES AND DIAGNOSES THAT DO NOT SUPPORT MEDICAL
NECESSITY:
Added: J7607, J7609, J7610, J7615, J7622, J7624, J7627, J7628, J7629, J7634, J7635,
J7636, J7637, J7638, J7640, J7641, J7642, J7643, J7645, J7647, J7650, J7657, J7660,
J7667, J7670, J7680, J7681, J7683, J7684, J7685, J7699
DOCUMENTATION REQUIREMENTS:
Added a requirement for a specific statement on orders for compounded inhalation
solutions.
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