0710DBT202910LM.lay 11/2/07 10:41 AM Page 407

Legal Matters
by Lena Robins, JD

CMS Makes Significant Changes in AMP
and Best Price Reporting

O

n July 17, 2007, the Centers for Medicare &
Medicaid Services (CMS) published its highly
anticipated final rule regarding both the calculation of average manufacturer price (AMP) and the best
price (BP) reporting requirements.1 The final rule implements provisions of the Deficit Reduction Act of 2005
(DRA) and contains significant changes that will impact
pharmaceutical manufacturers, pharmacies, and other
entities.2 The final rule took effect October 1.
The final rule was issued under the DRA, and it
changes how the federal government pays state Medicaid
agencies for aggregate costs of prescription drugs when a
generic substitute is available. The rule includes a new
method of setting limits on how much the federal government will reimburse state Medicaid agencies for medications with the goal of controlling “inflated drug product payments,” and it sets forth several important Medicaid prescription drug definitions in regulations for the
first time. CMS estimates that implementation of the final
rule will result in savings of $8.4 billion for the federal
government and state agencies over the next 5 years.3
The final rule is the result of a policy change by Congress, in part in response to a series of reports issued in
2004 by the Government Accountability Office (GAO)
and the Department of Health and Human Services Office of Inspector General (OIG) “showing that Medicaid
payments to pharmacies for generic drugs were much
higher than what pharmacies were actually paying for
those drugs.”3 Both the GAO and OIG reports found that
states were paying too much for drugs because they were
using commercial drug pricing guides to set state reimbursement levels. An investigation of these drug guides
found that the prices “were artificially inflated, especially for generic drugs.”3 CMS found that pharmacies made
the most profit on generic drugs with the highest markups, which created an incentive to dispense those drugs.3

for manufacturers to increase the transparency of Medicaid drug pricing.4 In particular, manufacturers, who
currently report AMP quarterly, will now be required to
report AMP monthly.5 In addition, for the first time, CMS
will make the quarterly and monthly AMP publicly
available on the CMS Web site.6 States will be able to use
AMP information to determine reimbursement for drugs
under their Medicaid programs, and the frequent reporting will enable states to make timely adjustments of
reimbursement rates. States will also be required to collect information from physicians concerning the medications that they administer in their offices, which will
enable states to collect rebates on certain physicianadministered drugs.7
Determination of AMP

The final rule defines AMP as the “average price paid to
the manufacturer for the drug in the United States by
wholesalers for drugs distributed to the retail pharmacy
class of trade.”8 The rule also provides guidance on the
AMP calculation. Of note, in determining AMP, CMS has
defined “retail pharmacy class of trade” to include independent and chain retail pharmacies and also mail-order
pharmacies but has excluded nursing home sales because these pharmacies do not serve the general public.9
The term “customary prompt pay discount” is defined as “any discount off the purchase price of a drug
routinely offered by the manufacturer to a wholesaler for
prompt payment of purchased drugs within a specified
time frame and consistent with customary business practices for payment.”10 The rule specifies that these discounts, including PBM rebates, discounts, or other price
concessions for drugs provided to the retail pharmacy
class of trade, are to be included in the AMP calculation.
The rule provides additional guidance on how manufacturers should account for price reductions and other pricing arrangements.

Requirements for Manufacturers

As mandated by the DRA, the final rule establishes a
number of record-keeping and submission requirements
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Determination of Best Price

The final rule defines BP as the “lowest price available
from the manufacturer during the rebate period to any
entity in the United States in any pricing structure (including capitated payments) in the same quarter for
which the AMP is computed.”11 Included in the BP calOctober 2007 DRUG BENEFIT TRENDS 407

0710DBT202910LM.lay 11/2/07 10:41 AM Page 411

from the three placebo-controlled, 6-week, fixed-dose studies based on subjects with schizophrenia who received
INVEGA™ at daily doses within the recommended range of 3 to 12 mg (n = 850). Additional safety information
from the placebo-controlled phase of the long-term maintenance study, in which subjects received INVEGA™ at
daily doses within the range of 3 to 15 mg (n = 104), is also included. Adverse Events Observed in ShortTerm, Placebo-Controlled Trials of Subjects with Schizophrenia The information presented in these sections
were derived from pooled data from the three placebo-controlled, 6-week, fixed-dose studies based on subjects
with schizophrenia who received INVEGATM at daily doses within the recommended range of 3 to 12 mg (n = 850).
Adverse Events Occurring at an Incidence of 2% or More Among INVEGATM-Treated Patients with Schizophrenia
and More Frequent on Drug than Placebo Table 1 enumerates the pooled incidences of treatment-emergent
adverse events that were spontaneously reported in the three placebo-controlled, 6-week, fixed-dose studies,
listing those events that occurred in 2% or more of subjects treated with INVEGATM in any of the dose groups,
and for which the incidence in INVEGATM-treated subjects in any of the dose groups was greater than the
incidence in subjects treated with placebo. Treatment-Emergent Adverse Events in Short-Term, Fixed-Dose,
Placebo-Controlled Trials in Adult Subjects with Schizophrenia.* Body System or Organ Class (Dictionaryderived Term) Percentage of Patients Reporting Event INVEGA™ Placebo (N=355) first, INVEGATM dosage once
daily 3 mg (N=127) second, 6 mg N=235) third, 9 mg (N=246) fourth, 12 mg (N=242) fifth, Percentage of
subjects with adverse events 66, 72, 66, 70, 76; Cardiac disorders: Atrioventricular block first degree 1, 2, 0,
2, 1; Bundle branch block 2, 3, 1, 3, <1; Sinus arrhythmia 0, 2, 1, 1, <1; Tachycardia 7, 14, 12, 12, 14; Eye
disorders: Vision blurred 1, 1, <1, 0, 2; Gastrointestinal disorders: Abdominal pain upper 1, 1, 3, 2, 2; Dry
mouth 1, 2, 3, 1, 3; Dyspepsia 4, 2, 3, 2, 5; Nausea 5, 6, 4, 4, 4; Salivary hypersecretion <1, 0, <1, 1, 4; General
disorders: Asthenia 1, 2, <1, 2, 2; Fatigue 1, 2, 1, 2, 2; Pyrexia 1, 1, <1, 2, 2; Investigations: Blood insulin
increased 1, 2, 1, 1, <1; Blood pressure increased 1, 2, <1, <1, 1; Electrocardiogram QT corrected interval
prolonged 3, 3, 4, 3, 5; Electrocardiogram T wave abnormal 1, 2, 1, 2, 1; Musculoskeletal and connective
tissue disorders: Back pain 1, 1, 1, 1, 2; Pain in extremity 1, 0, 1, 0, 2; Nervous system disorders: Akathisia 4,
4, 3, 8, 10; Dizziness 4, 6, 5, 4, 5; Dystonia 1, 1, 1, 5, 4; Extrapyramidal disorder 2, 5, 2, 7, 7; Headache 12, 11,
12, 14, 14; Hypertonia 1, 2, 1, 4, 3; Parkinsonism 0, 0, <1, 2, 1; Somnolence 7, 6, 9, 10, 11; Tremor 3, 3, 3, 4, 3;
Psychiatric disorders: Anxiety 8, 9, 7, 6, 5; Respiratory, thoracic and mediastinal disorders: Cough 1, 3, 2,
3, 2; Vascular disorders: Orthostatic hypotension 1, 2, 1, 2, 4: *Table includes adverse events that were reported
in 2% or more of subjects in any of the INVEGATM dose groups and which occurred at greater incidence than in
the placebo group. Data are pooled from three studies; one included once-daily INVEGATM doses of 3 and 9 mg,
the second study included 6, 9, and 12 mg, and the third study included 6 and 12 mg (see CLINICAL
PHARMACOLOGY: Clinical Trials in full PI). Events for which the INVEGATM incidence was equal to or less than
placebo are not listed in the table, but included the following: constipation, diarrhea, vomiting, nasopharyngitis,
agitation, and insomnia. Dose-Related Adverse Events in Clinical Trials: Based on the pooled data from the
three placebo-controlled, 6-week, fixed-dose studies, adverse events that occurred with a greater than 2%
incidence in the subjects treated with INVEGATM, the incidences of the following adverse events increased with
dose: somnolence, orthostatic hypotension, salivary hypersecretion, akathisia, dystonia, extrapyramidal disorder,
hypertonia and Parkinsonism. For most of these, the increased incidence was seen primarily at the 12 mg, and in
some cases the 9 mg dose. Common and Drug-Related Adverse Events in Clinical Trials In the pooled data
from three placebo-controlled, 6-week, fixed-dose studies, adverse events reported in 5% or more of subjects
treated with INVEGATM and at least twice the placebo rate for at least one dose included: akathisia and
extrapyramidal disorder. Extrapyramidal Symptoms (EPS) in Clinical Trials: Pooled data from the three
placebo-controlled, 6-week, fixed-dose studies provided information regarding treatment-emergent EPS. Several
methods were used to measure EPS: (1) the Simpson-Angus global score (mean change from baseline) which
broadly evaluates Parkinsonism, (2) the Barnes Akathisia Rating Scale global clinical rating score (mean change
from baseline) which evaluates akathisia, (3) use of anticholinergic medications to treat emergent EPS, and (4)
incidence of spontaneous reports of EPS. For the Simpson-Angus Scale, spontaneous EPS reports and use of
anticholinergic medications, there was a dose-related increase observed for the 9 mg and 12 mg doses. There
was no difference observed between placebo and INVEGATM 3 mg and 6 mg doses for any of these EPS
measures. Percentage of Patients INVEGA™ Placebo (N=355) first, INVEGATM dosage once daily 3 mg
(N=127) second, 6 mg N=235) third, 9 mg (N=246) fourth, 12 mg (N=242) fifth, EPS Group: Parkinsonism a 9,
11, 3, 15, 14; Akathisia b 6, 6, 4, 7, 9; Use of anticholinergic medications c 10, 10, 9, 22, 22: a: For Parkinsonism,
percent of patients with Simpson-Angus global score > 0.3 (Global score defined as total sum of items score
divided by the number of items). b: For Akathisia, percent of patients with Barnes Akathisia Rating Scale global
score ≥ 2. c: Percent of patients who received anticholinergic medications to treat emergent EPS. Percentage of
Patients INVEGA™ Placebo (N=355) first, INVEGATM dosage once daily 3 mg (N=127) second, 6 mg N=235)
third, 9 mg (N=246) fourth, 12 mg (N=242) fifth, EPS Group: Overall percentage of patients with EPS-related AE
11.0, 12.6, 10.2, 25.2, 26.0; Dyskinesia 3.4, 4.7, 2.6, 7.7, 8.7; Dystonia 1.1, 0.8, 1.3, 5.3, 4.5; Hyperkinesia 3.9,
3.9, 3.0, 8.1, 9.9; Parkinsonism 2.3, 3.1, 2.6, 7.3, 6.2; Tremor 3.4, 3.1, 2.6, 4.5, 3.3: Dyskinesia group includes:
Dyskinesia, Extrapyramidal disorder, Muscle twitching, Tardive dyskinesia Dystonia group includes: Dystonia,
Muscle spasms, Oculogyration, Trismus. Hyperkinesia group includes: Akathisia, Hyperkinesia. Parkinsonism
group includes: Bradykinesia, Cogwheel rigidity, Drooling, Hypertonia, Hypokinesia, Muscle rigidity,
Musculoskeletal stiffness, Parkinsonism. Tremor group includes: Tremor. Adverse Events Associated with
Discontinuation of Treatment in Controlled Clinical Studies: Based on the pooled data from the three
placebo-controlled, 6-week, fixed dose studies, there was no difference in the incidence of discontinuation due to
adverse events between INVEGATM-treated (5%) and placebo-treated (5%) subjects. The types of adverse events
that led to discontinuation were similar for the INVEGATM-and placebo-treated subjects, except for Nervous
System Disorders events which were more common among INVEGATM-treated subjects than placebo-treated
subjects (2% and 0%, respectively), and Psychiatric Disorders events which were more common among placebotreated subjects than INVEGATM-treated subjects (3% and 1%, respectively). Demographic Differences in
Adverse Reactions in Clinical Trials: An examination of population subgroups in the three placebo-controlled,
6-week, fixed-dose studies did not reveal any evidence of differences in safety on the basis of age, gender or
race (see PRECAUTIONS: Geriatric Use). Laboratory Test Abnormalities in Clinical Trials: In the pooled data
from the three placebo-controlled, 6-week, fixed-dose studies, between-group comparisons revealed no
medically important differences between INVEGATM and placebo in the proportions of subjects experiencing
potentially clinically significant changes in routine hematology, urinalysis, or serum chemistry, including mean
changes from baseline in fasting glucose, insulin, c-peptide, triglyceride, HDL, LDL, and total cholesterol
measurements. Similarly, there were no differences between INVEGATM and placebo in the incidence of
discontinuations due to changes in hematology, urinalysis, or serum chemistry. However, INVEGATM was
associated with increases in serum prolactin (see PRECAUTIONS: General: Hyperprolactinemia). Weight Gain
in Clinical Trials: In the pooled data from the three placebo-controlled, 6-week, fixed-dose studies, the
proportions of subjects having a weight gain of ≥ 7% of body weight were similar for INVEGATM 3 mg and 6 mg
(7% and 6%, respectively) and placebo (5%), but there was a higher incidence of weight gain for INVEGATM 9 mg
and 12 mg (9% and 9%, respectively). Other Events Observed During the Premarketing Evaluation of
INVEGATM: The following list contains all serious and non-serious treatment-emergent adverse events reported
at any time by individuals taking INVEGATM during any phase of a trial within the premarketing database (n = 2720),
except (1) those listed in Table 1 above or elsewhere in labeling, (2) those for which a causal relationship to
INVEGATM use was considered remote, and (3) those occurring in only one subject treated with INVEGATM and
that were not acutely life-threatening. Events are classified within body system categories using the following
definitions: very frequent adverse events are defined as those occurring on one or more occasions in at least
1/10 subjects, frequent adverse events are defined as those occurring on one or more occasions in at least 1/100
subjects, infrequent adverse events are those occurring on one or more occasions in 1/100 to 1/1000 subjects,
and rare events are those occurring on one or more occasions in less than 1/1000 subjects. Blood and
Lymphatic System Disorders: rare: thrombocytopenia; Cardiac Disorders: frequent: palpitations; infrequent:
bradycardia; Gastrointestinal Disorders: frequent: abdominal pain; infrequent: swollen tongue; General
Disorders: infrequent: edema; Immune Disorder: rare: anaphylactic reaction; Nervous System Disorders:
rare: coordination abnormal; Psychiatric Disorders: infrequent: confusional state; Respiratory, Thoracic and
Mediastinal Disorders: frequent: dyspnea; rare: pulmonary embolus; Vascular Disorders: rare: ischemia,
venous thrombosis; The safety of INVEGA™ was also evaluated in a long-term trial designed to assess the
maintenance of effect with INVEGA™ in adults with schizophrenia (see CLINICAL PHARMACOLOGY: Clinical
Trials in full PI). In general, adverse event types, frequencies, and severities during the initial 14-week open-label
phase of this study were comparable to those observed in the 6-week, placebo-controlled, fixed-dose studies.
Adverse events reported during the long-term double-blind phase of this study were similar in type and severity to
those observed in the initial 14-week open-label phase. Adverse Events Reported With Risperidone;
Paliperidone is the major active metabolite of risperidone. Adverse events reported with risperidone can be found
in the ADVERSE REACTIONS section of the risperidone package insert.
DRUG ABUSE AND DEPENDENCE
Controlled Substance: INVEGA™ (paliperidone) is not a controlled substance.
For more information on symptoms and treatment of overdosage, see full Prescribing Information.
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Legal Matters
culation are customary prompt pay discounts. While
CMS recognizes that there may be “difficulties of including certain PBM rebates, discounts, or other price
concessions in best price, excluding these price concessions could result in an artificial inflation of best price.”12
In addition, the final rule specifies that BP includes certain administrative and service fees, such as distribution
fees; incentives; promotion fees; chargebacks; and all discounts or rebates, other than rebates provided under the
Medicaid Drug Rebate Program.13
Federal Upper Limits

The final rule also addresses the establishment of federal upper limits (FUL) for multiple source drugs.14 The
FUL is the maximum the federal government will pay to
states in matching funds or federal financial participation (FFP) for multisource drugs, meaning generics, dispensed through state Medicaid programs. The DRA requires the FUL to be calculated at 250% of the lowest
AMP in a generic drug class.15 States may pay above or
below the FUL for individual drug classes and still receive the full FFP as long as overall payments for multisource drugs subject to a FUL are under the annual aggregate cap.
Some members of Congress and trade associations
representing pharmacies have complained that this new
methodology will result in a significant reduction in
Medicaid payments for generic drugs dispensed by
pharmacies. Independent and chain community pharmacies are seeking legislative relief on the FUL provisions in the final rule.
Conclusion

The final rule makes many significant changes to the
Medicaid program and should be carefully reviewed by
pharmaceutical manufacturers, pharmacies, and their
business partners.
■
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