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Preface

Bipnlar dsorder 5 one of the most complex and debilitating psychialnc conciilons known
iD humankmnd. Affeciing apprxamaieiy 1—F% of the giobai popuiaiion, it s chaacensed
=y extreme oscilations in mood, energy, and cognition hat profoundly disnpt the: Ives of
hose affected and Ther families. Despile centurnies of cinical obsenation and decades of
imense reseath, the precse pathopinysiclogqy of bipalar disorder remans an open
quesiion, a esianeni D ihe siaggerng compiexay Of e human Dran and genome.

This book was conceived from a desse to bridge the ever-widening gap belween
dnical psychiatry and moleular genslics. In our expenence a5 dnicians and
reseachers assoiated with NeuroPsyBi T (RTSGD NeumPsychopenetic Bipotar Turkiye)
amd the Research and Trealment Socicly of Genelic Disorders (RTSGD), we have
observed that while emarkable progress has boeen made in understandng e gendalic
archiiechue of hipolar dsorder, much of this inowdedoe remains sioed wilthin specialiaed
journals and inaccessie ta clnicians, trainees, and researchers m adacent helds.

Chr approach in this volume 5 deliberalely pedagogical | We begin with the dnical
ioundations — the hsloncal evolution of e bipolar concept, the modem diagnostic
ariteria, the rich phenomendlogy of manic and depressive episodes, and the nuanced
sub-phenolypic featunes that make each patient's presentation unique. YWe believe that a
i grounding in cinical redity is essenlial before venhring mo e molecular reaim, for
it = the cinical phenoiype hat wimately defines the tamget of genalic investigation.

Hom this cinical base, we bulld upwanrd through the newrohicipgy of bipolar disomier
— exammning the neummanalomical arcuits, newmolansmitter systems, neumendocrine
a¥es neuninagng mdings, dmadian bidogy, and the rapilly expanding field of
neuminflammation. Each of these domains provides oilical dues about the biclogical
subsirates that genalic vanants must ulimately nfluence._

¥We then lum to e genalic and molecular Biology of bipolar disorder. Beginning with
he foundational evidence friom family, twin, and adoption shidies, we trace the evolution
of genetic approaches fram nkage analysis through the genbme-wite associaion siudy
({GWAS) era and o the current landscape of whole-exome and whole-genome
seqencing. We examne n detai the candidate genes that have ememed fram decades

of mwestigaion, the common and e vaiant archiliechres, and the ncoreasngly
imporiant mles of epigendatics and gene-ermyronment mierachons.

in the final sechon, we atterngst what we consder the most mportant and dhallenging
sk lﬂE[ﬁlIlglEEEdlﬂ:ﬂﬂtEMﬂfEﬂHﬂ:ElﬂtﬂﬂdﬁHﬂmm:hm
models. We propose hwpothelical framewnrks that ink speciic gendalic vaa@mnis o
newmohiclngical paliways and, ultmately, to cinical phenolypes_ These wpotheses. ame
offered not as definiive condusons but as stariing pomnts for fuiure mestigation, and we
ity experct that many will be refined, evised, or replaced as he ield advances.

Thmoughaout his book, we have sived to present the cument Berature fairly and
accuraiely, acknowledping areas of consenss and controversy with equal honesty. Each

13



chapier concludes with key leaming points designed to consoidate the readers
understanding and faciitate review.

We hope this volume serves 25 a wseful companion for psychiatrisis, genelicsls,
newmoscientists, ainees, and all whoe seek 0 understand the biclogical andabions of
bipolar disorder. The joumey from bedside 1o bench and back again = long and windng,
but & is 3 jpumey that holds the promise of iransionmng the ves of milons.

NeuoPsyBiT Research Group Manch 06
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CHAPTER 1

Historical Perspectives and the Evolution of the
Bipolar Concept

1.1 Andent Descriptions of Mania and Melancholia

The recagnition that exireme siates of elaiion and pmiound sadness rearesent dstinet
yed relaled condibions exierwds back to the earliest writen records of medical thought
Ancient Greek physicians, mos nolably Hppoacrakes (¢ 4602 /T BCE), described mania
and melancholia as two fundamental dsiurbances of iBemperament  Hippierales
attributed these states to mbalances in the our omors — specihcally, an excess of
yellow bile producing mania and an excess of black bie {melas kholé) produdng
melancholia. While these humoral theaones have long snce been superseded . the ciinical
ohsendations undertying hem were emarahbly astute.

Arctaes of Cappadooa, wiiting in the fast cemury CE, 1s wadely aediled as he irst
piny=can o explicity ink mania amnd melancholia a5 manifesialions of 3 single dsease
process. In his ealise "On the Caames and Signs of Chionic Diseases ™ Aretacus
obhserved Ihat melanchola could iansiom o mania and that both condions shaed a
comman underiyving efidlogy. This insght, revolutionary for its time, would not be fully
elaboraied upon or neaaly two malennia

The Roman physicdan Galen (1.29-216 CE) further refined humaral theory and
distinqushed several sublypes of melancholia, nochdng foms aEsociaied wilh kear,
despondency, and misanthrapy. Thoughout the medieval penod, however, these
ohsendtions were amely subsumed o elgos and supematural explanations of
mental dshrbance, with condiions we woulkd now recognize as bipolar disorder atibuted
D demonic possesson, maal [Jing, or dnne punishmeni

The Renassance and early modermn penod saw 4 gradual relum o naheraksic
explanations of mental liness. Robert Burion’s monumental waork "The Anaioermy of
Metancholy™ {1621) prosded an entydlopedic account of depressive siaies. though it did
not clearly dsinguish melancholia as a phase within a cydica {iness. Theophie Bonet,
in the sevemeenth cenury, made an mpordant conlbution by nking mania and
melancholia under the term “manicoqmelancalicus,” recognizing ther allernation within
he same patient.

1.2 The Hineteenth Century: Falkret, Badlarger, and the Birth of Cecular
Insanity

The madem concepltaiation of bipolar disorder as a disinct nosolngical entity began o
aysialiire n midnneieenth cenhry France. In 1851, eanPieme Faret desaibed a
olie drculame” (rcular msanity], a condition characierized by the requiar alemation of
mania and melanchola with inlervenng penods of loddily. Falels coninbution was

gli
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About NeuroPsyBiT

NeoPsyBIT (RTSGD NewoPsychogenelic Hipolar Tarkive) 15 8 reseach niliatnee
dedicated o advancing the understanding of the genelic and newrohlciogical foundaiions
of bipotar dsorder. Operating n collaboration with the Research and Treaiment Socety
of Genelic Disorders (RTSGD), NeuroPsyBIT niegqaies cinical psychiatry, molecular
genalics, and neurosoence o develop integraine models of bipolar disorder
pathopinysiolngy and to transiale genatic ndings nio meroved dnical praciice.

For more information, visik newropsyial.org
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