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Welcome to the Network Robert M. Post, M.D.

We wish to welcome physicians, researchhe first Network study will be a compari-
ers, patients and their families, and interestastn of two antidepressants with different
readers to the Stanley Foundation Bipolanechanisms of action: bupropion (Wellbutrin)
Network and the first issue of the Bipolaand sertraline (Zoloft). These antidepressants
Network News (BNN). The Network de-will be assessed as adjuvant treatment to
veloped out of increasing recognition that bimood stabilizers for efficacy not only in acute
polar illness was receiving inadequate ralepressive phases but in long-term preven-
search attention, and is made possible by thien of depressive episodes as well.
determination of the Theodore and Vada
Stanley Foundation to address this need. Thae Network will function on a number of
mission of the Network is to advance scierdifferent levels of methodological rigor. In
tific understanding of the causes and treatis “pyramidal”’ fashion, the top level will
ments of bipolar iliness, with the goal of eseonsist of relatively small, double-blind stud-
tablishing optimal long-term treatment straties conducted at academic research centers
egies. using comprehensive rating measures and
controlled randomiza-
The Network creates an alliance of expetion procedures. At
researchers and clinicians working in closthe mid-level of the ‘The mission of the
association with the National Alliance for thepyramid, much larger Nétwork is to
Mentally 1l (NAMI) and the National De- numbers of partici- advance Sc.'em'f'c
. ; . L . understanding of the
pressive and Manic-Depressive Associatigpants will be enrolled ., ces and
(NDMDA). There are currently researchin open (not blind) {eatments of
ers at five sites (four in the U.S. and one irandomized clinical pipolar iliness....”
Europe) participating in the Network. Thdrials. At the base
goal is to utilize randomized clinical trials withof the pyramid, con-
large numbers of consumers in academic asdmers in everyday treatment settings will
clinical practice settings to assess the acytarticipate in randomized, open clinical trials
and long-term effectiveness of different treattilizing a minimum of structured rating ma-
ments for bipolar iliness. terials. We hope that a large group of pa-
tients and physicians will participate in the Net-
While lithium carbonate is a wonder drug fowork, and look forward to establishing a truly
many who suffer from bipolar illness, it is in-collaborative effort.
creasingly recognized that numerous people
require augmentation of lithium with othefThis newsletter will serve as a vehicle for
agents or are inadequately responsive to providing information on activity and progress
intolerant of this medication. The mood stain the Network, as a link between physicians
bilizing anticonvulsants carbamazepine anahd patient participants, and as a means of
valproate can play an important role as altesharing research news and treatment find-
natives or adjuncts to lithium, but questionggs. We hope that readers will participate in
regarding dosage and optimal combinatiotihe Network and in the BNN by sharing ex-
strategies remain to be answered. Furth@eriences. We look forward to becoming a
there is a great deal of research to be domdrant, collaborative network of patients,
on the effectiveness of the various antiddamilies and physicians dedicated to the goal
pressants in bipolar illness so that brealkf improved understanding and treatment of
through depressive phases can be treatagolar illness. Welcome, again, to this excit-
successfully with a minimum risk for switch-ing and promising endeavor.
ing into mania.
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Life Charting: A Portable Psychiatric History = Gabriele S. Leverich, M.S.W.

A fundamental principle of the Stanley Founddife charting is illustrated in the life chart on page
tion Bipolar Network is patient participation in3. We are much indebted to Marina Geracoulis,
the illness assessment and treatment decisilwhose experience directed us to a previously
process. Those who volunteer to become panmdescribed phenomenon now known as lithium
of the Network will be invited to participate indiscontinuation-induced refractoriness.
the systematic charting and monitoring of their
own retrospective (historical) and prospectivAfter the rapid onset of her iliness with five se-
(current and ongoing) course of illness utilizingere, incapacitating depressions each lasting two
the NIMH Life Chart Method (LCM). to three months and followed by milder and
briefer hypomanias, Ms. Geracoulis initiated
Careful monitoring and record keeping are paleng-term treatment, experiencing seven years
ticularly important for people with bipolar illness.of complete remission with renewed enjoyment
There can be great variability in frequency, dwf her life, family, and rewarding productivity.
ration, and severity of manic and depressive ef@he considered lithium a “miracle drug.” How-
sodes, not only from person to person but algewer, with the support of her physician she slowly
in the course of one person'’s iliness over timé&apered the dosage of
The life chart provides a means of recordingger lithium thinking
and tracking episodes, medications, severity tiat ongoing treat-
mood (both manic and depressive), hospitalizezent was no longer
tions, and concurrence of significant life eventsiecessary. Unfortu-
With daily entries, a graphic representation afately, she suffered a
the course of illness and response to treatmesgvere relapse 1%
is built. It can be easily shared with treatmertears later (the re-
providers or family members and becomeslapse rate for people
continuous and permanent record. with bipolar disorder
is 90% in the first 18
Crucial aspects of each person’s course of illronths after stopping
ness emerge in the construction of a life charhedication |[Suppes et al., 1994rch. Gen.
These may include: 1) prior responses to tred@@sych8: 8]). Despite restarting lithium
ment, including partial responses and possibl@mediately at the previously effective dose, and
development of tolerance to some medicationisigher, she did not re-respond to lithium and re-
2) cycle acceleration independent of treatmentained treatment refractory to a variety of other
or associated with some antidepressant mediedication combinations for the next five years.
cations; 3) periods of noncompliance or drug
discontinuation that are associated with relapgds. Geracoulis, who came to NIMH for a se-
and 4) vulnerability to episode recurrence in thees of experimental drug trials, gave us permis-
presence of psychosocial stressors. The lig&n to use her life chart as a teaching and re-
chart thus helps clarify responses to and choicgsarch tool for patients and clinicians. She has
of psychotherapies and drug treatments in vaglso been active in telling other patients and
ous phases of the illness. members of advocacy groups not to discontinue
effective long-term treatment of their illness
The life charting process can also help identifyithout serious consideration with their physi-
new and not yet studied aspects of the illnesgan of all the dangers, including discontinua-
A particularly poignant example of the value ofion-induced refractoriness.

(Continued on page 4)

“Careful
monitoring and
record keeping
are particularly
important for
people with
bipolar iliness...”
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LITHIUM DISCONTINUATION-INDUCED REFRACTORINESS
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This life chart clarifies how graphic depiction of a course of illness and response to treatment can uncover a new
phenomenon of considerable clinical importance. This life chart suggests that if this patient had continued her treat-
ment with lithium, she would have stayed well. Discontinuing an effective medication can thus potentially add anothe
liability to the already high risk of recurrence following the discontinuation of lithium, namely the possibility of failure to
re-respond, as illustrated in this figure. Together these observations point to the importance of staying on long-tern
effective medications for bipolar illness even when there have been no problems for many many years!
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Research Note
Current
Findings

A promising but
not definitive
marker for
vulnerability to
manic depressive
illness has been
found on
FRTomosome 6.
However,
researchers
reporting their
findings at the
1994 meeting of
the American

Life Charting, cont. from page 2

In light of Ms. Geracoulis’ experience, all Within the Stanley Foundation Bipolar Net-
NIMH life charts were re-reviewed and itwork, the LCM will be utilized as an impor-
was determined that a group (14%) of  tant measure of outcome in the various re-
people who had become unresponsive to search protocols. We will continue in this
lithium shared this mode of lithium discon- newsletter to publish information and find-
tinuation-induced refractoriness. In other ings derived from life charts as part of our
words, discontinuation of effective lithium effort to promote a collaborative and produc-
therapy can result, for a small subgroup otive dialogue between patients, researchers
patients, in recurrence of a pattern of cy- and clinicians.
cling which may become unresponsive to
subsequent re-initiation of lithium and/or  |f you are interested in more information on
other medications. We published our initialife charting and its use in recurrent affective
observations as a brief rep . disorder, contact:

149:1727-1729) to alert
physicians to the possibility of this phenome&abriele S. Leverich, M.S.W.
enon, which has since been observed by Biological Psychiatry Branch
other clinicians. National Institute of Mental Health

Building 10, Room 3N212

We believe that the construction of a retro- 10 Center Drive MSC 1272
spective (historical) life chart and continued Bethesda, MD 20892-1272
prospective (current and ongoing) charting of
the illness are of value for everyone involved=ax: (301) 402-0052
The life chart represents a portable psychiat-
ric history and enhances the partnership be-
tween patient, family and clinician.

College of
Neuropsychopharm
cology caution tha
itis likely to be
many years befor
the biochemical
defect coded by
this area of
chromosome 18 is
identified, and notdg
that the current
state of knowledg¢
is not sufficient to
provide a
diagnostic test.

AROUND THE NETWORK

In future issues of the Bipolar Network News we will spotlight activities of interest at the varipus
research centers participating in the Network’s clinical trials. To date, the principal investiggtors
and field centers include:

Robert M. Post, M.D., Kirk Denicoff, M.D.,
& Gabriele S. Leverich, M.S.W.

Biological Psychiatry Branch, NIMH
Bethesda, Maryland

John Rush, M.D. & Patricia Suppes, M.D., Ph.p.
Southwestern Medical Center at Dallas
Dallas, Texas

Lori Altshuler, M.D.
West LA VA Medical Center
Los Angeles, California

Willem Nolen, M.D.
H.C. Rumke Group
Utrecht, The Netherlands

Paul Keck, M.D. & Susan McElroy, M.D.
University of Cincinnati

College of Medicine

Cincinnati, Ohio

Coordinating Director of the Network:
Keith Kramlinger, M.D.

Mayo Clinic

Rochester, Minnesota



http://www.ncbi.nlm.nih.gov/htbin-post/Entrez/query?uid=1443252&form=6&db=m&Dopt=b
http://www.ncbi.nlm.nih.gov/htbin-post/Entrez/query?uid=1443252&form=6&db=m&Dopt=b
http://www.ncbi.nlm.nih.gov/htbin-post/Entrez/query?uid=8016089&form=6&db=m&Dopt=b
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An important goal of the Network is to  Himmelhoch concludes by recommending tha
encourage the exchange of information “...although lithium salts remain the principal

among clinicians concerning important agents for the management of manic-depres-
issues in the diagnosis and treatment of sive illness, they cannot be used in a heavy-
bipolar disorder. TheClinical Update handed, mechanical fashion. Moreover,
will provide a forum in which this ex- lithium therapy must often be supplemented

change can take place. We will use this by polypharmacological interventions consist

vehicle for reporting important research ing of permutations and combinations of

findings and articles of interest from the antikindling agents, monoamine oxidase inhib

literature. The BNN invites clinicians to tors, serotonin reuptake inhibitors, neuroleptic

share clinical experiences, and researchbenzodiazepines, and/or calcium chann

findings. blockers if optimal management of manic-de
pressive illness is to be achieved.”

1O

Recognizing Lithium Failure H o
Although over half of those people with bipo{Editor’'s note: Himmelhoch’s arguments

lar disorder who are on lithium therapy relapggoint to the usefulness of utilizing the life I ;
while on the drug, this “failure” is often notchart method for tracking an individual’'s

recognized, and alternative or adjunctive therdiness over time. All the subtle or dramatic H °

pies are often overlooked, according teesponses to lithium and other medication:s
Jonathan M. Himmelhoch, MD (“On the fail-as well as the entire range of dramatic an
ure to recognize lithium failure,” 199Bsych. subtle side effects, are made visible for co
Annals24:241-249). sideration and evaluation by consumer an
physician, thus enhancing the likelihood @
Himmelhoch contends that part of the promptimum treatment choices being made|
lem is the mistaken notion that lithium is solely
an antimanic agent. Infact, it functions in th€alcium Channel Blockers
system in numerous ways, and has potent aka article by[Pazzaglia et al. ("Preliminfry
tidepressant effects both as a monotherapy dswhtrolled trial of nimodipine in ultra-rapid ¢y-
as an antidepressant augmenting agefsting affective dysregulation,” 199Bsych Res
Himmelhoch notes that lithium’s effects cal9:257-272) reports the successful use of th
be very subtle and may vary depending on tlealcium channel blocker nimodipine (Nimotop
current affective state of the patient. Thu# a small number of subjects at the NIMH
strict adherence to traditionally accepted theraith rapid and ultra-rapid cycling bipolar ill-
peutic serum levels may overlook the varyingess. In several instances, participants in
clinical effects of lithium and often results inproved on active drug, relapsed on placeb
levels that are too high or are subtly toxic. (Thend improved again when the drug was rein:
author notes numerous side effects such stituted. (A double-blind methodology was
weight gain, thirst, sluggishness, and decreaseskd.) In an extension of the original study
sex drive which are often tolerated unnecesne-third of 26 otherwise refractory partici-
sarily as they might be alleviated by loweringants improved when treated with nimodipin
the dose of lithium.) In other words, the wid@alone or in combination with the mood stabiliz
range of mood states of the patient (manimg drug carbamazepine (Tegretol). The au+
hypomanic, mixed, depressed, agitated, etthlors note that much work still needs to bge
as well as the more subtle side effects musdbne to more accurately define the populatiar
be recognized and the effects of pharmacuoiost likely to respond to nimodipine. Respond-
logical treatment monitored in light of thesers to nimodipine, which is very expensive,
variations so that appropriate and optimal tredgiled to respond to another calcium channe
ment decisions can be made. blocker verapamil (Calan), but were well main
tained on the calcium channel blocker isradipin
(DynacCirc).
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http://www.ncbi.nlm.nih.gov/htbin-post/Entrez/query?uid=8177920&form=6&db=m&Dopt=b
http://www.ncbi.nlm.nih.gov/htbin-post/Entrez/query?uid=8177920&form=6&db=m&Dopt=b
http://www.ncbi.nlm.nih.gov/htbin-post/Entrez/query?uid=8177920&form=6&db=m&Dopt=b
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terms interchangeably. The SFBN will focus on “patients” in an effort to continue to

rather than patients, the Stanley Foundation Bipolar Network will continue to use the
medicalize and destigmatize bipolar illness.

*Note that while NAMI publications typically refer to afflicted individuals as consumers

We hope that this newsletter will serve as Bhe HELPLINE is staffed by volunteers
vehicle for the exchange of information, ideasyho are themselves consumers or family
and concerns among consumers and their famiembers of people suffering from severe
lies, and clinician investigators. To that endnental iliness.

we plan to use this section of the BNN to pro-

vide a format for sharing views on researcinother resource is the National Depregsive
treatment, resources, experiences, ideas, @l Manic-Depressive Associatjon, a
other areas of concern to readers. Thmtional education and advocacy organiza-
Network’s success depends very much on tiien made up of patients, family members,
interactions and collaboration of its particiand mental health professionals. You may
pants, and we hope to reflect a sense of sharedch NDMDA at:

investment and effort. Anyone may write or

fax the BNN at the address or fax number 1-800-82-NDMDA

listed on page 2. Thanks to everyone involved (1-800-826-3632)

and concerned.

Readers who would like information about lo-
cal support groups, government programs,
medications, or brochures on mental illness
should call theHELPLINE of thel

Alliance for the Mentally il at: The BNN staff expresses its gratitude to Susan W.
Post whose contribution of time, ideas, and
1-800-950-NAMI editorial suggestions has resulted in the creation
(1-800-950-6264) and evolution of this publication.
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