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llIERAPEUTlC DRUG MONITORING rrDM) AND POPULATION
PHARMACOKlNrnCS (PPK)

F Beng15son. P. HO,I.pd, A. Uden, C. NORlin,J. Walinder. Dep"rtm<m olelillical
I'haNfIIJcolog" Lund UniwrsityHosplral. Lund. Swtden.

lbymolepti< SSRJ. F-nuYOQ/lline (introduced in Sweden in June 1990),
P-paroxetine (June 1991) and C"",iUllopnm (+ desmethylciL; Ocl. 1992) .....
subJeCted10po511narketin, 'lU"Vemance byintrod.c in, serumRP·HPLC(UV -d.. eeL)
1Aa!y<ica1 mclhodsdetc<nliAin.lhcF(from OeL 1992). P(NQv. 1992). andC (April
1993) COl routineusein IO<lthem S",eden (pop. 3milll. Specifically designed TOM·
rcqUCSItorms wen: used10ICqui", ldequ3Ie clinical dolL SlnItirlC3lion of thedolO
In>de us perform trldJuonaJ aatistia as well as PPK mode1hng on IhlS large and
nallnliaic cliniclll pease-tv cohon. By June 1994 the collection of such dolO
amouoled 10 363 <Fl. TIS (P) and 778 (C) TOM-anoJyses. EligIble clata wei<

subjeCled 10 NONMEMR PPK<alcuUllOllS and as an .a"",p1e the p:II"OICUIlC

esumale.< from IWOtimePO"" (0eL 1993; 129TDM·analYKS/115 po"en.. and June
1994; 333mM·anaI~ pluenu) displayed; tl1m1112 10 bedependent onsea
and CQ-,nedlCO'ion; 11/2. males 28 h yo.female< 36 h. Vd "''' dependenlon sea:
malc.s28\ L ¥s . females 406 L. Oral t1eannce (CIo)"'.. deperdent on SC' , .ge
andc.medicalion::
P'atiall.g. (y ......) 20 40 60 80
CIo.. monOl!lc~y(l. per h); Males 38 32 26 19

Females 29 24 20 IS
PPK calculalio.. fOl F and C will be discussed in delail ,n the pr<senlllion.
Ceyeloping c~nic&l 1riaU TOM-routines fOl lhe SSRhserved sevtnll imporUnt
~ F"....~y.lhe physicians ""'"' assisted inoptimizinllhclr dosinl S"""lies
far each individualpauent 1ll the complex true d inicalsel1ing wherethese drugsare
used. Secondly, u e<empUrlCd, tile PPK mode1hng fOl P unravelled c1ean:u,
abbenlions i. kinetic: C...wa in agreement .. ilh the IC01tt tepOCU round in the
U......... We..bmillhat ~cUnically "'levant posunarI<cttn.SW'YeUlance IlIllCgy
has the pola\lla\ 10.,.at1y improve drul safety in psychiatricpractice.
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SUPERIOR TEMPORAL GYRUS VOLUME (STGV) IN SCHIZOPHRENICS

G 8ersarll'. A lannuteill'•C Sllveslnml
, P Cipriano', C lucca' , F Ponhcn~ . G F GUilkh), C

OIBIa5I'.G Trasullem'. P Pinchen'

I III Psycl"olr lC Clime , J I Netd'oJogtCQI C" mc. J J M,J'col Cllmc. AlR/.TC UrtJl. " La
SapJ~nza " Umve"suy. Ro",~

Sincepreced~nl Sfudl&~s u.owtd anassoclahonbtlwee:n auditory hallucin.lions In &ChllOphrenll
and some pleholo&.c areas In left temporal lobe (I). we measured STaV 10 examme thiS
hypotheSIS
Wederl"ed by MRI measurements of the AnretlOr STGV In IS nght-handed men(meanage
21 S±7.5 SO) with a OSM·III·R diagnoSIS of Sch'UJPh,eni. (und,fTe",nl,aled, N~6, par.nold,
N-S. disorganized. N-2 . catllonlC, N=2) and In IS·age-and·$tx-matched healthycontrols
Anterior SGTV was measured In three conStCUltve coronal 4-mm-slll:es (two ~ere Ihe
amygdala WI.$ vrslblc, plus the nex.antenor sltCt)
SOTV In the rwo hemi spheres was almoll the same SIU In controls, while In tM sc h izophren iCS
we round a 2oet'. miucuon M1 the left Side . As. compared With controls , patltnts showed
slgnrflcantRducltons m thf left antcrlor SGTV (In the fight sick:by 9"t'. and In the left SIdeby
14-4) and • positive conelillon between percent dlrrerence In left SGTV and SAPS-IUdl'ory
hallucinations score (PO< 0 OS)
The results suggest thll a reductionor the left STGV In schizophreniCsubjects appears stron&1y
correlated with Kvencyof auditoryhallucJnluor'lS
Our findln&"fen With prt v,ous MRI. SPECT (2) and PET (] ) studies ,hilt report a volumeInc
and func:ltonIl reducttOn of the left STG In schizophrenIC paltents wlths severe auditory
ha11uclnatloos

(I) Barta P E , Pearlson G D , ct II Auditory hallucmallons and smallersupenortemporalgyral
volume 18 schlwphrtnla AmencanJoumal ofPs)'chlltry 1990,147 1457·1462
(2) McGUire P K , Shah G M, Murray R M Increased blood now m Broca's area dUring
auditoryhalluc:tnahOns In schlzophrcnla Lancet 1993,342 70)·706
(3) Cleghorn J M , f ranco S , et af Toward a brain map of auditory hallucmatlons American
JournalofP,yth'ilry 1992.149 1062-1069

This sludy w., supported by CNR granl (MRI ·P, oJecl ye.rs I99 S.\997)
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CORPUS CALlOSUM AREA ICCA) IN SCHIWPHRENIC PATIENTS

G. Bersam' , A lannutethl• C. SlIvestnml, P. Clprlanol• C Zuceal• F ~ontlen2. G F Gualdl'.
C. Dl8 Ias,3. 0 Traslmem) . P Pancheri l

I III Psychlauic Clune, 1 J Neurological Clune, ) I Medical Chnlc, MRI~TC Unit. "LA
Sapienza" Univcnlry , Rome

Since some cbscr~ations tn schlzophrenic subjcct! suggesta sexual ditmortism ir.CCA, where
"schilOphNnlt women K(ount for mo1to(the Ylnance "(1), lim ofw stud)' was Co venfy
whether there.,.. some d,lT<nn<es m MRI CCA measur<ments beIw.." male Ind,y,dual>
d'sconIanl for ,dllzophmlla_ Moreover, 10 enmlllt !he hypolhcslS sugge.tlll& an associatIOn
between hallUCinations and • dlSnlptes Inlcmcmlsphenc communtUtlOO In Khizophrenla (2),
we mvestigated possiblecorrelatesbetweenCCA andSAPS-Itallucinallon >corn
We used MRJ techntqucs to derive CCA measerernerusm IS men (mean age - 28 2:t:S .. SO)
meeting OSM-IIIRdIagnosisof schizophreniaand on II .ge-.I\d.scx....tehed healthycontrol>
Wt measured by a 4·mm-shce m,dst"nal sectIOn bra,n area (BA), CCA and CCA 10 BA "'10
(CCBR).
Schiz:Dphrentc patients: l!l.dcontroJsshowed by the ANOVA analysjs a hDmoleneous BA. CCA
and CCBR value
In the sch,zophr<niea CCBR con-el.ted .t a po,itive SUllSlic.lly ,ignificonl I.vel (p < 005)
With SAPS·to..l·hallue.ination and SAPS..udllory-hallucination scores
The results conflnn previous sNdies (3), ,ndtCllting the ecsteece of K'lual dllmortism, In some
brlilft areas, ,n schizopbr'enl•. In addlt iQn, our finding of an increase in me seYfrity of
haUucmations related to the siu or CCA support the intriguing hypothesis hnking an
umntcgratlOR o( the hemisphere, pot~ntlJUy independent tt10ugtLts w,th the h.lIuclRetOf}'
symptoms In schi.tophretlil.

(I ) N....llah H.A. AndrCl>tl1 N.C . Coffman lA. Olsen SC ., Dunn VD , Ehrhardt l,
Chipman S A controlled Magne1K' Resonance (magln&Sltldyof corpus ~.lIosum dudncss in
schl~nia BIOlogical P'Y'hlatry 1986,21 274-2g2
(2) Oo<yR.. Sd\lzophreni•• disc... of ,nterhem~pherlC procnsesa' forebra'n and brainSlem
levels' BehaVlOU..1B..m Research 1919,34 1-)3
(3) Cowell P E.• KOSI,anovsky 0 J , Our R C, Turctsky B I, Ou, R E Sex dIfferences ,n
Neuroanatomicaland Clinical Correl.tlons ., Seh'zoph'tn .. AmerICan Journal of Psychiatry
1996.IS3799·805
ThIS studywassupponed by CNR granl(MRI·Proj<Cl I99S-I997)
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A FOLLOW UP STUDY OF THE TREATMENT OF FRAGILE
X SYNDROME

H. Bleiweiss, A. Goldemberg. M. Staszauer. Centro de Psiquiatria
Genelica, Av. Sama Fl 9JJ, 2nd Ftoor. BueTWs Aires. Argen/lIIa .

A follow up study of the lrealmenl of Fl1lgile X patients: To show
positive results in patients with fragile X syndrome.after several years
of control • all patients to be included in our study underwent
different tre. lments without positive results. In this w.y the palient
controlled himself. Everyone had done a chromosom sludy. a
psychiatric interview and I lopographic brain tomography when
needed. We made an a~menl with the patients' family saying thaI
the patienl will receive a tnal trealmenl for 4 months with a monlhly
evaluation. Expectative. were that clinical changes muSl be clear
enough SO that everybody could see them. Ltthium,halopendol, folte
acid. viI. E, nicolinamide and GABA were given - 90% improved. In
general mere was an improvement in learning capacities in 67%.
anention and hiperlcinesia In 61%, writing In 62%. social behavIor lR

33%. Side effects were seenin 1.2% as .Iigh~y excited or nervous.
Side effects disappear when medication was withheld for 72 Hs. and
lower doses were used. Qualily of life for both patients and family
improved.
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