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Lithium Benefit in ALS Refuted
The year’s meeting included a number of
presentations on amyotrophic lateral
sclerosis (ALS), including several that
focused on lithium carbonate as a poten-
tial treatment.

Robert Miller, California Pacific
Medical Center, San Francisco, Cali -
fornia, presented results from a 12-
month study that found lithium
car bonate had no benefit on disease
progression or survival in ALS, and was
potentially harmful. The study included
107 patients with ALS who were
treated with the oral medication and
compared with 249 historical controls
who had been assigned to placebo in a
recent trial of minocycline. 

The mean dose of lithium was 395 mg
(to provide a blood level of 0.37 mEq/L),

and two thirds of patients in each 
treatment group were taking riluzole 
by choice. The slope of decline in
Amyotrophic Lateral Sclerosis Func -
tional Rating Scale–Revised (ALSFRS-
R) scores was significantly greater with
lithium (1.20 points/month) than with
placebo (1.01 points/month; P value not
given). In the lithium group, a more
rapid decline was evident among the 37
patients who were taking the drug alone
rather than in combination with riluzole
and, in fact, accounted for most of the
decrease. Forced vital capacity (FVC)
declined by 2.85 mL/month with lithium
vs 2.97 mL/month with placebo, respec-
tively, a difference that was not signifi-
cant. Rates of death were similar in the 
2 groups (16 and 19 patients, respec-
tively). Survival was worse, albeit not

significantly so, with lithium alone com-
pared with lithium plus riluzole. Adverse
events with lithium included 146 falls
(compared with 81 in the placebo
group) and 123 occurrences of neuro-
logic problems (compared with 88 in the
placebo group), which primarily took
the form of dizziness, tremor, incoordi-
nation, and confusion. Serious adverse
events were significantly greater among
patients who received lithium, with or
without riluzole, than among historical
placebo controls (62 vs 40), and mostly
related to disease progression.

The findings of this study are 
consistent with those of the Northeast
and Canadian Amyotrophic Lateral
Sclerosis Consortia’s study reported
online by The Lancet Neurology
(April 6, 2010) and presented at the
AAN meeting by Swati P. Aggarwal,
Massachusetts General Hospital,
Boston, Massachusetts. Dr. Aggarwal
reported that the double-blind,
placebo-controlled study of 84 patients
with ALS was stopped at the first
interim analysis (6 months), at which
time 22 of 40 patients (55%) on lithium
experienced a decrease of at least 6
points on the ALSFRS-R or died com-
pared with 20 of 44 patients (45%) on
placebo.

Lithium carbonate also failed to
demonstrate beneficial effects in a
larger, Italian study of ALS patients,
which was detailed by Adriano Chio,
University of Torino, Torino, Italy, who
presented additional results to those
announced in fall 2009 when the study
was halted.

A total of 171 patients were random-
ized to receive lithium at therapeutic
doses designed to achieve target blood
levels of 0.4 to 0.8 mEq/L or in subther-
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Costs and Outcomes in Alzheimer’s Disease
Among Medicare beneficiaries in the United States, the annual cost of
care is markedly higher in patients with Alzheimer’s disease (AD) than
in those without AD, reported Kara Suter, Moran Company, Arlington,
Virginia. These observations emerged from a review of records repre-
senting more than 2 million Medicare enrollees, 4% of whom had AD.
The total health care expenditure for 2008 was 30% higher in patients
with AD than in case-matched controls ($16,102 vs $10,712, respec-
tively) and more than twice that in the general Medicare population. At
least part of the cost differential was likely due to age, as patients ≥85
years old accounted for 44% of the AD population compared with 11%
of overall Medicare beneficiaries. Furthermore, data gathered between
2003 and 2008 showed that comorbidities (including conditions of par-
ticular interest, such as epilepsy, injuries, and depression) were far
more common among patients with AD as compared with those who did
not have AD. On the other hand, the magnitude of the differences in
expenditures may have been underestimated, as data on Medicaid
recipients were not included, Dr. Suter explained. The study also found
that the 4-year survival rate was considerably lower among patients
with AD than in matched non-AD patients and the overall Medicare
population (18% vs 30% vs 58%, respectively).   ■
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This publication contains reports of medical
practices and investigations as presented 
at professional scientific meetings. This
publication may include discussion of
investigational uses of drugs, devices, and
techniques that have not been recognized as
safe and efficacious by the Food and Drug
Administration and investigational uses of
drugs, devices, and techniques that have
been approved for other uses. In weighing
the benefits of treatment against the risks,
physicians should be guided by clinical
judgment. Dosages, indications, and
methods for the use of drugs, devices, and
techniques referred to herein reflect data
presented at professional scientific meetings
in abstract, oral, or poster format, and the
clinical experience and discretion of the
presenting investigators and/or authors.
Consult complete prescribing information
(drugs) and instructions for use (devices)
before administering any of the agents
discussed herein.
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Outcomes in Parkinson’s Disease
The AAN meeting included a number of
presentations that highlighted new find-
ings concerning the natural progression
of and patterns of care in Parkinson’s 
disease (PD).

Contrary to commonly held beliefs, the
progression of clinical symptoms may
not be more rapid in the earlier stages of
PD, according to data from 588 patients
randomized to placebo in the Atten -
uation of Disease Progression With
Azilect® Given Once-Daily (ADAGIO)
study. Olivier Rascol, University UPS of
Toulouse, Toulouse, France, explained
that this analysis examined changes in
total scores on the Unified Parkinson’s
Disease Rating Scale (UPDRS) from
baseline to 36 weeks (or last observed
value). The mean UPDRS score deterio-
rated by 4.3±0.3 units in the overall
study group. Extrapolation yielded an
estimated natural disease progression
of 6.2 total UPDRS units per year, which
was slower than the rates of 8 to 12
units per year reported in several previ-
ous studies. This slower rate was not
anticipated, Dr. Rascol noted, as the
patients were enrolled at earlier stages
of PD than in other trials (a mean of 4.5

months after diagnosis, with a mean
baseline total UPDRS score of 20.4
units) and loss of dopaminergic cells is
believed to progress faster in the early
stages of disease. Progression of symp-
toms was even slower among 160
patients with baseline UPDRS scores in
the lowest quartile than among 145
patients with scores in the highest quar-
tile. This observation may account for
the previously reported detection of a
larger magnitude of effect of disease-
modifying therapy in this subgroup. In
light of the findings, the investigators
also speculated that the rate of cell loss
in PD may not correlate directly with
progression of symptoms.

Psychotic symptoms were identified
for the first time as an independent pre-
dictor of mortality among PD patients
in a long-term, population-based study
presented by Elin B. Forsaa, Stavanger
University Hospital, Stavanger, Norway.
This observation came from a commu-
nity-based sample of 230 PD patients
with a mean duration of disease of 8.6
years at baseline who were followed
prospectively from 1993 to 2005. A
total of 211 patients (92%) died during

apeutic doses to produce blood levels of
0.2 to 0.4 mEq/L. The patients also
received riluzole 50 mg twice daily dur-
ing the study. Although the study was
designed to last 15 months, an interim
analysis prompted the safety committee
to stop the trial because 68.4% of partic-
ipants (117/171) had died or withdrawn.
The reasons for study discontinuation
were death or tracheostomy, serious
adverse events, or patient-perceived
lack of efficacy of lithium. A total of 37%
of the patients who withdrew did so due
to adverse events or lack of efficacy—a
rate 2 times higher than in previously
reported studies. Adverse events were
particularly common in patients who
had FVCs ≤80% at the time of enroll-
ment. At the time the study was
stopped, the groups receiving therapeu-
tic and subtherapeutic lithium doses had
similar rates of overall adverse events
and serious adverse events. The 2
groups also exhibited no significant dif-
ferences in the monthly decrease in
scores on the ALSFRS-R or the compos-
ite primary endpoint of survival, tra-
cheostomy, or ≥2 previously defined
adverse events.   ■
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