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Iden t i f i ca t ion  o f  mitochondria1 m u t a t i o n  (~RNA'") & genetic 
counse l ing  in a fami l y  w i t h  MERRF syndrome 
u r n ' .  S I  park'. h l l  ~ a ' .  C\hf Kim'. IS Kim' 
hlednal Cener~cs'. Neurology', Ajou Unlv Sch of hled. Suwon. Korea 

LIERRF IMvwInnu,. Ep~lcpsv Bagged _Red Etberl syndrome IS onr of wdl  
characlrr~zed mlrchhondnal encephak~myopsrhy with maternal Inhenlance due LO 

a herrroplasm~~ A- lo-G w ~ n l  muLltlon at bp KW In mtUNA. In thr. gem 

cdrng for IRNA"'. In majontv of c a r s  1~80'0l At pre-nr. no effmuve 
rreatnunt 8s avalable for thls progresswe dlubllng newomusculrr dnseaw w ~ t h  
~dcnufirauon of nutochondnal mutarlon. therefore the develrmenr of effecuvz 
geneuc counseling IS \.er). much In n ~ d  for the pt and fam~ly wtrh the 
mutattun Yer rhe nature of heteroplasmy of mrrochondnal muuuon m ~ k r  rhr 
genetlc coun%l~ng llmlted value u.~th df f~cul ty  In pred~ct~ng cl~rucal phmotyp. 
u e  ~ndenuhed m l  mutauon of tRN.4 '"' In a 31 y o  single femalr w~ th  
c l~n~cal  Dx. of hlERFF syndrome and In her 4 other fam~ly members . a 3 y o  

mamrd slster w ~ t h  mlld myoclonus u.~thour epllepsy who want5 ro s u n  fam~lg 
a 34 y o unefftited sl\cer who IS swk~ng geneuc counseltng for her t\vo normal 
chlldren hl~rhcchondrdl murrrt~on was determ~ned by RFLP of PCR DNA 
produrt w ~ l h  m~smatchd pnmer fo l l<w~ng Ndr I re\mctlun enz\,me d~geltlon of 

l;en,,m~c 1)U.A from I'B Thc mur;arvrn load IRdrlo of mutant DNPLnl DNA1 
uax bund LO be v.,n.ible In r h ~  f . ~ m ~ l l  . Fi)'" In rhc proband. Woo ~n mlldli 
af fectd \tarcr and ' U ' o  In unafhrltd i l \ lvr  w ~ t h  Wo. In a 7 v o her daughrcr 
and W.. ~n a 10 ) o hrr son Ihcrcfure nc, p,sltlvr relat~c>nsh~p brtwcm 
muwtlon Ih1sd In PI1 and c l~n~cal  phen8trvw ua5 found nor muwrlon load In the. 
mothrr ~ n d  phenutvw of nffspnng can he p r t d ~ i k d  In rh~s fam~lv The pcnnlr 
counwl~ny f,,r prc.n.lt.tl and pre\\niptmnallr DS m a  offcr c>nl\ Inmlrtd V.IIUV 
fc~r th,. fam~l\. 
Eunh,.r crud\. tnclu,l~rlf muurlnn 1 h t . d  tn mu\rlv hlrtp-v alabnc u l lh  pr.~-[ml!\a 
follc,a. up sludy of rtlc f jmllv n i ,n pro\,~dr ;~dd~r~<,nal IJ,itn a.h~ch <.an t*. 

~nfc~rnm.~tlvv In gcnrllc cc~unu.lln): 

Mlcrogasma m the Genet~c Clmlc 
B G Kousseff. Unlverslty o f  South Flor~da 

M~crogacma IS a rare developmental anomaly of the gasuomtestmal bact that wcws 
d m g  organogenesls(5* to 9* week o f  gestat~on) I t  could be a rolltary malformation 
or part o f  mult~ple anomal~es(syndrom~c mlcmgasma) Renafally abscnc/ m y  stomach 
bubble IS the sonographlc slgn &ween January 2. 1982 and Apnl IS. 1999 through 
the Unlverslty o f  South Flonda Genenc clmlcs there were ten probands wlth 
suspecfed/confumed mlcrogasma They were part o f  the 35414 proban&slfam~lres 
evaluated Four were wen through the ped~alnc genetlc clmlc A l l  had mrcrogasma 
with assoc~ated anomalies JC a M~XICM one-year4d boy had a wtlb enenslve pamal 
albm~sm. mlxed bilateral hcanng loss, blepharophunosa. abnormal nasolacnmal ducts. 
ASD, pulmonlc stenosls, pectus cannatum, asymmemc bnchydaclyly, mlld mental 
relardallon and 46. XY karyotype JH was a newborn Caucaslan gul  w ~ t h  
polyhydramn~os. mmutcnnc growth relardat~on. TE fistula, tcmlogy o f  Fallot. part~al 
sltus-mvenus. xcond and thud toe syndacryly and 46. XX karyotype CC was a 
premature newborn Caucasian gul w ~ t h  polyhydramnlos. TE fistula, spleen w ~ l h  
cxuaneous lobe. GE reflux that rquued Nlssen fundopllcatlon. pcctus cannatum and 
left mgumal hcrn~a D W  was a newborn Caucaslan boy w ~ t h  left cleft Ilp and palate. 
GE reflux. emodactyly mcludmg lobster foot. failure lo thnve, shon stanrrc and 46. 
X Y  karyotype A l l  requlred hequmt small feedmgs and D W  had surgery to create a 
larger stomach 

PS. LM, MM. RC. SS and CS wcre seen through the prenatal clm~dfetal board 
regatry On largctcd sonogrdms lhclr fetuses d ~ d  not show a "stomach bubble" The 
male fetus o f  PS had Tnsomy 21 wlth smglc umblllcal artery and polyhydramn~os. a 
st~llbuth took place(PS developed class A l  d~abetcs mellltus dunng the gestation) L M  
had a stillborn g ~ r l  w ~ t h  anencephaly. sacral splna blfida and cleft Ilp Autopsies o f  the 
st~llborns were decllned The 46.XX fetus o f  M M  showed also slnglc wnblllcal artery 
and polyhydramn~os The fetuses o f  RC. SS and CS dld not show other abnormal~t~es 
but all fa~led to return to the cllnlc 

Comp-g l h c x  ped~atrldgenet~c and prenatal patlentr 11 IS obv~ous that posmatal 
genctlc evaluat~ons are a must whenever mlcrogacula IS suspected Without them "no 
stomach bubble" may or may no1 represent mlcrogasma The same applles to the 
sullborns w~thoucautopsles The "absent bubble" IS a sonograph~c lmpresslon whlch 
requlres confumatlon Othemlsc overd~agnos~s o f  mlcrogasma IS takmg place 

Cllnlcal and Molecular Studies In  a large unique famil? wi lh L imbCi rd lc  
hluscular D>strophy and Pa e l  Disersc of Bone. V E ~ l m o n ~ s '  M J Kovachl. A 
~ ~ l ~ ~ ' ,  s 1 . ~ ~ 1 ~ .  R Wascone?, K ~ a v ~ s ' .  R Khardor12.and D ~ e i b e r  ' 

of Genet~cs and Metabol~sm. Dcparlmcnl of Ped~atr~cs. ' ~ e ~ a r t m c n t  of 
Internal Medlclne. 'Depanmcnt o f  Neurology. Southern llllnois Univenlty-School of 
hled~c~ne. Sprlnglic.ld. '1.ab of  S o l ~ r l ~ c a l  Genet~cs. Rochefeller Unlversit).. New 
Yor l  

A larse (.entral l l l lno~s fdm~l) wllh L~mb-G~rdlc Muscular Dystrophy (LGMD) and 
Paset d;se~se of hone (PDB) lncludes 9 affected lnd~v~duals ( 6  M.  3 F)  ranging in ages 
h o k  33, 10 64 \ O n w  of the dlsorder IS earl?. at a mean age o f  35 y wlth bone paln 
~n the hlb,. sho"lders and back. wcahnes, and alroph! of the hlp and shoulder girdle 
muscles. and absent or reduced deeptendon reflexes Laborator? lnvestlgatlon In the 
afrected lndlv~duals lnd~cales elevated alhallne phosphaLase (mean 455, range 93-1508 
(normal 30.130 mgidl). and CPK levels (mean 273, range 60-1 I45 (20-222 mgidl) 
H~rh-resoluuon Lano tye  dad not lden l~h  a m~crodeleuon s)ndrome. Muwle b~opsles 
on j ~nd~\~dua ls  revealed non-spec~fic m)opath! with racuolar m)opathy onl) seen In 
the oldest male Affected lndlv~duals d ~ e  prematurel) horn progressive muscle 
ueahness. cardlom)opathy and cardlac fallure In the fon~es to slxtles 

I.GMD encompasses a geneucall) and clln~call! dlverre group o f  d~sorders 
1umr)-r\ro gcnetlc lac1 uerc c~cluded In th~s  famll) b) Ilnhage anal)sls performed 
In 9 affecleds. 13 unafTecteds and I spouse w ~ t h  4 aulosomal domlnanl and 8 
autosomal recessl\e LGhlD locl. the Edstrom m?opath! and ALS loc~ .  2 Pagct 
d1,ease lac1 and 6 card~om)opdthy locl. thus supponlng our h)pothes~s !hat th~s  famll! 
dl,pla).s a $enet~call) dlst~nct dlsorder 1.1nha:e anal!s~s o f  haplotype data generared 
b? hlarshlirld genor!plnp Center u~l l  be presented 

Rerlew of the lltcrature re\cals three slmllar assoc~~t~ons of  neuromuscular and 
P~ger d~seasc C'dughe) el al (19571 descr~bcd a fam~l? sufTerlng from d)stroph~a 
m!otonlca and lam~ l~a l  PDB. Tucher el al (1982) adent~tied a fanlll! u ~ l h  auloromal 
dominant am!otroph~c ldteral scleros~s and PDB. and McRrlde et al I 1966) found an 
d\\oc~al~on o f  PIX3 and a llmh g~rdle t)pe o f  muscular d!stroph? In four of SI\ 

b~hllng, 1 arl\ dcm~\e from card~om?opalh! uas not a fealure In these tam~llcr Paprt 
d~\cr,c I, hn~l-n In cduw ht:h oulpu~ c.ird~ac iallure and ma? lhercforc be 
rt,ntr~hul~ng tu !he earl! dcm~se IT untreated lreal~ncnt 01 I'azct d~seare 1s vcp 
\urre,\lul ~ 1 1 1 1  h~\pho\phr?ndle$ A Irc~lmcnt protocol u ~ t h  rlscdrondte. coeur)me 0 
2nd Jnl~o\~ddnl \  I\ 111 progre\\ to evalualc the etiect$ on P~gel .  muscular d?srroph! 
JnJ ~~rd l< ,n l )op~ lh !  Idenll l ir~lton of the \PCCIIIC gene ~l lu la l~on.  h ~ u e \ e r .  ma! 
pcrnint Inslre \pcclIic Ircdlniml protocol\ 

A nnr cue of hepuc gl)cogen s ) n k  defic~ency bochcrmcal findtugs and 
companson m t h  ~ p o r ~ e d  carr A M  Labemcl. G Muhel l ' .  G Van & W c m '  and 
M ~ ~ n b e r t '  'H6p~~al  hnlc-Juscrne. Monveal w. Canada, '~epanement & 
Numuoa Facultk & MCdeclne & I ' U ~ \ e r u I t  de Montreal. Qutbs, Canada 

Hepauc gl)cogeo n m k  h f i c l e m  (GSLM) 1s an autosoma1 rccessr\t Lsorder 
hra &bed In  1%) FlAeen carr ~n u\m M c r c n t  farmbes h e  bec. r e p o d  
Mutauons m GYSZ, the gene d n g  for lner  glycogen syntlwre. WR found I n  the 
four farmlla stud& We repon a new crau of  GSLM rn a female paucnt born to 
health) nonansangw- French Canahan parents She was ~ f c m d  for a fam$ 
hstory o f  h ~ p r l ~ p & m m  at 7 )ears of age I n  adhuon to m m a d  plasma wal 
cboleaeml and tngl!an& I e e l r  workup rncalcd h n g  hypoglyarma and 
ktonuna Her only complunt was monung headaches GmaZh and&vclopmcnt 
were normal Phjslcal cxam ~ n c l h n g  ncumlo@cal c u m  was normal Cercbnl MRI 
and EEG were normal Bnwhermcal findmgs comacnt wlh the dugmrrs tlvluQd 
m n g  h)poglvanua L;ctonenua and h!poakn~nerma. and poapnadul 
hyperlactarrma and elnated plasma branched c h n  m n o  a a d  levels Llvcr hopq 
c o d ~ m e d  rcduad glvcogen nnlhas ambit) Rauo o f  actwe to rnacuve form o f  
glycogen synlhase was normal. suggest~ng rcduad cnzymc qnlbcsls rather cbul 
nnlhesrs of an m w \ c  pmceln Lou  bcpauc glvmgcn onucnt and rmld l o  modcrate 
l~ver  sWtosls w r e  p m L  Plan. free canuuoe comntrWons dccrcared &nng 
f m g  UNC occnf~cd canuune loe ls  r c m n c d  unchanged I n  convdn to other 
cases. we tuicc obrrvcd an l n c m  In  Mood g l u m  lcvcls after adnuruslrabon o f  
glucagon following 15 and 18 houn of fasung respect~vcl? (from 2 2 to 3.4 and 2.7 to 
4.0 mmoVL respectl\cl\ ) Since hcr hepuc glvwgcn content was nduccd tlus mght  
c o r n  fmm gluconmgcnes~s Al I3 \cam of age our m e n 1  sclU has lWng 
h w g l ) a r m a  although to a lesrr  &gnx Her grouth and rn~ellfchlal b ~ l o p m e n t  
retnatn normal From our pahenl's clrtuc31 course and a rwew o f  the htcnture. wc 
dram the following conclus~ons ( I ) non rpecfic Nmptoms after m m g h t  fartlng 
wen: the prcrnung complrnt In  6/16. 3 uses wcrc brought to mectcal attcncron 
befause oflncldental findngs farnll\ b n o n  Id to the dtagnos~s I n  7 ca%x (2) 
h n g  hwgl \cemta (16116) and reduced Iner @\cogen content (W8) arc constant 
fealura 0 )  other frqucnt blochcmlcal findngs lncludc h)pcrlacLlterma with f&ng 
(13116) and fasllng h\pcrkelonerma (9116) and h\poalamnerma (U16) (4) gluwgon 
mponw aflcr f d n g  IS usuallt ab rn tO l6 )  but u n  be o b s c n d  (36). ( 5 )  Iner  
aeatos~s was obrncd In  518 cares (6) growth and doelopmenl are uuall! n o d  
( IU16and I V l 6  rcspxtncl \ )  
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