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MIOTONICNA DISTROFIJA TIP I SA POSEBNIM OSVRTOM NA KLINICKI ZNACAJ U
TRUDNOCI

Vesna Marti¢-Popovié, Marina Nikoli¢
VOJNOMEDICINSKA AKADEMIJA- KLINIKA ZA NEUROLOGIJU, BEOGRAD

Sazetak: Miotonicna distrofija tipa I (MD1) je kompleksna, sporoprogresivna multisistemska bolest koja,
pored skeletnih miSica, zahvata i oci, srce, endoKkrini, reproduktivni i centralni nervni sistem. Bolest se
nasleduje autosomno dominantno i karakteriSe je fenomen geneticke anticipacije. Pacijentkinja starosti 34
godine hospitalizovana je radi ispitivanja progresivne miSi¢ne slabosti i hipotrofije misica. Neuroloski
pregled i elektrodiagnosticka ispitivanja ukazali su na tipicne znake MDI1, Sto je potvrdeno DNK
analizom.Pacijentkinja ima istoriju spontanih pobacaja i prenatalnih komplikacija, koje su najverovatnije
nastale kao posledica prethodno nedijagnostikovane MD1. Prisustvo MD1 u trudnoé¢i moZze dovesti do
ozbiljnih komplikacija.Genetsko savetovanje i primena metoda asistirane reprodukcije od klju¢nog su
znacaja za minimiziranje rizika prenosa bolesti na potomstvo.

Klju¢ne reci: Miotoni¢na distrofija tipa I; DMPK gen; miSi¢na slabost; miotonija; multisistemske
komplikacije; reproduktivno zdravlje i trudnoca; genetsko savetovanje; preimplantaciona genetska

dijagnostika

UvoD

Miotoni¢na distrofija tip I je sporo
progresivna multisistemska bolest koja, pored
misi¢a, najceSce zahvata i oci, srce, endokrini i
centralni nervni sistem. Ova bolest se javlja sa
incidencijom od 5 do 20 obolelih na 100.000. [1]
Nasleduje se autozomno dominantno i nastaje
usled ekspanzije trinukleotidnih CTG ponovaka
u genu koji kodira serin-treonin protein kinazu
na hromozomu 19. Broj CTG ponovaka je u
korelaciji sa klinickom slikom. Broj ovih
ponovaka se u svakoj narednoj generaciji
povecava, zbog Cega je klinicka slika sve teza, a
vreme ispoljavanja ranije - fenomen poznat kao
geneticka anticipacija.

Usled povecanog broja CTG ponovaka u
DMPK genu, transkripcijom nastaje mutirana,
toksi¢na RNK koja se nagomilava u jedru i utice
na obradu razlic¢itih primarnih prepisa RNK, sto
se smatra osnovnim mehanizmom za nastanak
ove bolesti. Remeti se splajsing pre-iRNK velikog
broja gena koji kodiraju hlorne kanale, insulinski
receptor, tau protein, beta-amiloid, NMDA
receptor, rianodinski receptor, amfifizin, kao i
miSi¢ni i sréani troponin [2,3].

MD1 u odnosu na vreme ispoljavanja
simptoma mozemo podeliti na najmanje Cetiri
podtipa: kongenitalnu formu, juvenilnu, adultnu
i MD1 kasnog pocetka [2]. MD1 sa pocetkom u
detinjstvu i adolescenciji Cesto je zanemarena

zbog minimalnih misiénih problema [4].
Pacijenti sa poCetkom bolesti u detinjstvu Cesto
razvijaju miSi¢nu slabost tek u starijoj Zivotnoj
dobi [5].

Klinicka slika MD1 najcesce
podrazumeva distalnu misi¢nu slabost i atrofiju,
aktivnu i perkusijonu miotoniju, ptozu,
rinolaliju, kao i miopatski izraz lica. MD1 se
moze dijagnostikovati na osnovu navedene
klinicke slike, postojanja miotoni¢nog obrasca na
EMNG-u, EKG-a (AV blok), poviSenih vrednosti
kreatin kinaze, hipogamaglobulinemije i pojave
katarakte u ranoj zivotnoj dobi [6]. Dijagnoza se
potvrduje DNK analizom [1].

Trudno¢a kod Zena sa MD1 zahteva
poseban medicinski nadzor zbog povecanog
rizika od komplikacija, ukljucujué¢i srcane
poremecaje, respiratorne probleme, slabost
miSica i komplikacije u toku porodaja. U
literaturi je opisano da ove trudnice Cesto imaju
poviSen rizik od spontanih  pobacaja,
prevremenog porodaja, visokog stepena
morbiditeta i mortaliteta, kao i potrebu za
pazljivim planskim medicinskim tretmanom i
multidisciplinarnim pra¢enjem kako bi se
osigurali najbolji ishodi za majku i dete [7,8,9].

Za sada ne postoji terapija koja moze da
promeni tok bolesti, i ona ostaje iskljucivo
simptomatska [6]. Znacaj postavljanja dijagnoze
i u kasnijoj zivotnoj dobi jeste u planiranju
fizikalne terapije, sprecavanju i lecenju

Adresa autora: Vesna Marti¢-Popovi¢, VOINOMEDICINSKA AKADEMIJA- KLINIKA ZA

NEUROLOGIU, BEOGRAD

www.tmg.org.rs E-mail: marinanikolicma@gmail.com

Rad primljen: 06.11.2025. Rad prihvacen: 07.03.2026.. Elektronska verzija objavljena: 22.04.2026.



TIOVIOK
‘MEDIC°AL

Vol.51 (2026) No.1 G;AAZETTE

Case report

MYOTONIC DYSTROPHY TYPE I; WITH A SPECIAL FOCUS ON CLINICAL SIGNIFICANCE
IN PREGNANCY

Vesna Marti¢-Popovicé, Marina Nikoli¢
CLINIC FOR NEUROLOGY- MILITARY MEDICAL ACADEMY

Abstract: Myotonic dystrophy type [ (MD1) is a complex, slowly progressive multisystem disorder affecting
not only muscles but also the eyes, heart, endocrine, reproductive, and central nervous systems. The disease
is inherited in an autosomal dominant manner and is characterized by the phenomenon of genetic
anticipation. A 34-year-old female patient was hospitalized for evaluation of progressive muscle weakness
and hypotrophy. Neurological examination and electrodiagnostic testing revealed typical signs of MD1,
confirmed by DNA analysis. The patient has a history of spontaneous miscarriages and prenatal
complications, likely resulting from undiagnosed MD1. MD1 during pregnancy can lead to serious
complications. Genetic counseling and assisted reproduction options are key to minimizing the risk of disease
transmission..

Keywords: Myotonic dystrophy type [; DMPK gene; muscle weakness; myotonia; multisystem complications;
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INTRODUCTION

Myotonic dystrophy type I is a slowly progressive
multisystem disorder that, in addition to skeletal
muscles, most commonly affects the eyes, heart,
endocrine system, and central nervous system.
The disease has an incidence of 5 to 20 affected
individuals per 100,000 population [1]. It is
inherited in an autosomal dominant manner and
is caused by an expansion of CTG trinucleotide
repeats in the gene encoding serine-threonine
protein kinase on chromosome 19. The number of
CTG repeats correlates with the clinical severity.
These repeats tend to increase in successive
generations, leading to more severe clinical
manifestations and an earlier onset of
symptoms—a phenomenon known as genetic
anticipation.

Due to the increased number of CTG repeats in the
DMPK gene, transcription results in mutant toxic
RNA that accumulates in the nucleus and
interferes with the processing of various primary
RNA transcripts, which is considered the key
pathogenic mechanism of the disease. This leads
to disrupted pre-mRNA splicing of multiple genes
encoding chloride channels, insulin receptor, tau
protein, beta-amyloid, NMDA receptor, ryanodine

receptor, amphiphysin, as well as skeletal and
cardiac troponins [2,3].

Based on the age of symptom onset, MD1 can be
divided into at least four subtypes: congenital,
juvenile, adult-onset, and late-onset MD1 [2].
Childhood- and adolescent-onset forms are often
underdiagnosed due to minimal muscular
symptoms [4], and patients frequently develop
significant muscle weakness only later in life [5].

The clinical presentation of MD1 typically includes
distal muscle weakness and atrophy, active and
percussion myotonia, ptosis, dysarthria
(rhinolalia), and a characteristic myopathic facial
appearance. MD1 can be suspected based on the
clinical picture, the presence of a myotonic pattern
on electromyoneurography  (EMNG), ECG
abnormalities (e.g., AV block), elevated creatine
kinase levels, hypogammaglobulinemia, and early-
onset cataracts [6]. The diagnosis is confirmed by
DNA analysis [1].

Pregnancy in women with MD1 requires special
medical supervision due to an increased risk of
complications, including cardiac arrhythmias,
respiratory impairment, worsening muscle
weakness, and obstetric complications during
delivery. The literature reports an increased risk
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komplikacija bolesti kao i genetskog savetovanja
i prenatalne dijagnostike u slucaju planiranja
porodice [10].

PRIKAZ SLUCAJA

Pacijentkinja V.D. u starosnoj dobi 34
godina, po prvi put hospitalizovana u Klinici za
neurologiju nakon pregleda u centru hitne
pomodi gde se javila zbog osecaja “ukocenosti i
oduzetosti” leve noge, kao i bolova koji se
spustaju niz istu nogu.

Pacijentkinja navodi da je od 14-15
godine zivota primetila topljenje i slabost leve
potkolenice, bez smetnji pri hodu i tr€anju.
Povremeno ima podrhtavanje miSi¢éa leve
potkolenice. Od detinjstva ima izmenjen govor.
Pre hospitalizacije uradena magnetna rezonanca
lumbo-sakralnog dela ki¢me gde je opisan
bulging i parcijalna ruptura anulusa fibrosusa
intravertebralnog diskusa nivoa L4-L5 u levo sa
manjom kompresijom radiksa L5 levo.

U li¢noj anamnezi negira druge bolesti
od znacaja. Imala dve trudnoce, prva se zavrsila
spontanim pobacajem u cetvrtom mesecu
trudnoce, druga prevremenim porodajem u 7.
mesecu, mrtvorodeno dete. U porodi¢noj
anamnezi daje podatak da otac leCen od
karcinoma debelog creva, ima diabetes mellitus
tip II; majka redovno uzima terapiju za
hipertenziju i hipotireozu, operisala kataraktu u
61. godini. Bratu u 31. godini zivota
dijagnostikovan diabetes mellitus, od tada na
insulinskoj terapiji.

Pri neuroloskom pregledu opservira se
facies hypomimica uz prisutnu slabost m.
frontalis i m. orbicularis oculi. Nazalan govor bez
jasne potencijacije zamaranjem pri testu
brojanja. Jezik medioponiran, bez hipotrofija i
fascikulacija, blaza perkutorna miotonija jezika.
Slabost antefleksije vrata lakSeg stepena.
Hipotrofija m. sternocleidomastoideusa —
Jabudov vrat‘. Gornji ekstremiteti uredne
trofike uz ocuvanu grubu motornu snagu
proksimalnih i distalnih miSiénih grupa, izuzev
lakse slabosti abdukcije prstiju Saka i palmarne
fleksije Saka. Prisutan fenomen perkutorne
miotonije na tenaru. Refleksi na gornjim
ekstremitetima ugaSeni izuzev desnog refleksa
tricepsa. Na donjim ekstremitetima hipotrofija
cele leve potkolenice i donje tre¢ine natkolenice
leve noge. Lak3a slabost fleksije leve natkolenice
i ekstenzije leve potkolenice, kao i dorzalne
fleksije levog stopala. Oslabljen desni patelarni
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refleks, levi se izaziva. Izostaje plantarni
odgovor obostrano.

Na EMG pregledu dobijeno je obilje
tako i u levoj ruci u proksimalnim i distalnim
partijama svih ispitivanih ekstremiteta; nalaz je
tipican za miotoni¢ne poremecaje [11,12]. AMP
uglavnom miopatskog karaktera, umereno do
teze redukovanog uzorka. ENeG pregledom
dobijeno je produzeno trajanje M odgovora oba
n. peroneusa s tim da je desni n. peroneus
snizene amplitude. Ostali motorni nervi urednog
izgleda. U vedini motornih nerava zabelezen lak
pad motorne brzine provodenja
nesignifikantnog  karaktera. F-odgovor se
oteZano izaziva na levom n. peroneusu.
Senzitivna sprovodljivost je uredna na nogama.
Nalaz bi u celini iSao u prilog miotonic¢ne
miopatije.

U laboratorijskim pretragama povisene
vrednosti CK (311 U/L). Izmerene vrednosti
antitela na acetilholinske receptore u fizioloskim
granicama. Konsultovan specijalista
endokrinologije. Uraden hormonski status
pacijentkinje koji je bio u granicama referentnih
vrednosti uz diskretno niZe vrednosti TSH
(0.275 mlIU/L) i dehidroepiandrosterona (1.02
umol/L). Uraden ultrazvuk Stitaste Zlezde i
abdomena, nalazi opisani kao uredni. Pregledana
od strane ginekologa, bez znakova ginekoloSkog
oboljenja. Na oftalmoloSkom pregledu
pacijentkinja se zali na slabiji vid na daljinu. OCT
pregled ukazao na postojanje epiretinalne
membrane na levom oku. Pacijentkinja na
kardioloskoj konsultaciji negirala anginozne
smetnje i krize svesti. Na EKG zapisima bez
poremecaja ritma i promena u QRS, ST/T
segmentu; QTc 442 ms (grani¢na vrednost) [13].

Pacijentkinja po otpustu upuéena na
genetska ispitivanja na miotoni¢nu distrofiju tip
I i II. Testiranjem potvrdena dijagnoza
miotonicne distrofije tip I.

DISKUSIJA

Pacijentkinja je svoje tegobe primetila
jo$ u detinjstvu, u vidu diskretne slabosti i
hipotrofije leve potkolenice. S obzirom na to da
nije imala smetnje pri hodu, nije se javljala
neurologu. Tek u 34. godini Zivota, nakon pojave
izraZenijih tegoba u vidu bola i izmenjenog
osecaja u levoj nozi, obraca se lekaru.

Pre pregleda specijaliste uradena je
magnetna rezonanca lumbalnog dela ki¢menog
stuba, gde je opisana blaga kompresija L5
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of spontaneous abortion, preterm birth, and
higher maternal and neonatal morbidity and
mortality, emphasizing the need for -careful
planned medical management and
multidisciplinary follow-up to ensure optimal
outcomes for both mother and child [7-9].

Currently, there is no disease-modifying therapy,
and treatment remains strictly symptomatic [6].
Nevertheless, establishing the diagnosis—even
later in life—is important for planning physical
therapy, preventing and managing complications,
and enabling genetic counseling and prenatal
diagnosis in families planning offspring [10].

CASE REPORT

Patient V.D, a 34-year-old woman, was
hospitalized for the first time at the Neurology
Clinic after being evaluated in the emergency
department due to a sensation of “stiffness and
weakness” in the left leg, accompanied by pain
radiating along the same limb.

The patient reports that since the age of 14-15
she has noticed muscle wasting and weakness of
the left calf, without gait or running difficulties.
She occasionally experiences muscle twitching in
the same region. Since childhood, she has had
speech abnormalities. Prior to hospitalization,
lumbar spine MRI was performed, showing
bulging and partial rupture of the annulus fibrosus
of the intervertebral disc at L4-L5 on the left, with
mild compression of the left L5 nerve root.

Her personal medical history is otherwise
unremarkable. She had two pregnancies: the first
ended in spontaneous abortion in the fourth
month of gestation, and the second resulted in
preterm delivery in the seventh month with
stillbirth.

Family history reveals that the father was treated
for colorectal carcinoma and has type 2 diabetes
mellitus. The mother is on regular treatment for
hypertension and hypothyroidism and underwent
cataract surgery at the age of 61. Her brother was
diagnosed with diabetes mellitus at the age of 31
and has been on insulin therapy since.

Neurological examination revealed hypomimic
facies with weakness of the frontal and orbicularis
oculi muscles. Speech was nasal without clear

fatigability on counting test. The tongue was
midline without atrophy or fasciculations, with
mild percussion myotonia of the tongue present.
Mild weakness of neck flexion was noted. There
was atrophy of the sternocleidomastoid muscle,
giving a “swan-neck” appearance.

The upper extremities showed normal muscle
bulk and preserved strength in both proximal and
distal muscle groups, except for mild weakness of
finger abduction and palmar flexion. Percussion
myotonia was present in the thenar region. Upper
limb reflexes were absent, except for the right
triceps reflex.

In the lower extremities, there was marked
atrophy of the entire left calf and the distal third of
the left thigh. Mild weakness of left thigh flexion,
left leg extension, and left foot dorsiflexion was
observed. The right patellar reflex was decreased,
while the left was present. Plantar responses were
absent bilaterally.

Electromyography (EMG) revealed abundant
myotonic discharges in both lower limb muscles
and in the left upper limb, involving both proximal
and distal muscle groups. The findings were
typical for a myotonic disorder [11,12]. Motor unit
potentials were predominantly myopathic,
moderately to severely reduced in pattern.

Nerve conduction studies (NCS) showed
prolonged duration of M responses in both
peroneal nerves, with reduced amplitude on the
right side. Other motor nerves were within normal
limits. A mild, non-significant reduction in motor
conduction velocity was observed in most motor
nerves. F-wave responses were difficult to obtain
in the left peroneal nerve. Sensory nerve
conduction was normal in the lower limbs. Overall
findings were consistent with a myotonic
myopathy.

Laboratory findings showed elevated creatine
kinase (CK) levels (311 U/L). Anti-acetylcholine
receptor antibodies were within normal limits.
Endocrinology  consultation was  obtained.
Hormonal analysis was within reference ranges,
except for slightly decreased TSH (0.275 mIU/L)
and dehydroepiandrosterone (DHEA) (1.02
pumol/L). Thyroid and abdominal ultrasound
examinations were unremarkable. Gynecological
examination revealed no pathological findings.
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radiksa. Zbog nejasne korelacije nalaza
magnetne rezonance sa aktuelnom klinickom
slikom, neurohirurg upucuje pacijentkinju na
pregled kod neurologa, koji predlaze
hospitalizaciju i dalje ispitivanje.

Sumnja na miotoni¢nu distrofiju
postavljena je ve¢ nakon neuroloSkog pregleda.
Prisutan je tipiCan ,miopatski“ izraz lica,
slabudov vrat“, distalna slabost i hipotrofija, uz
diskretne miotoni¢ne fenomene.

Miotonija  predstavlja odloZenu i
usporenu relaksaciju prethodno kontrahovanih
miSica i moZe se uocCiti pri neuroloSkom
pregledu kao aktivna i perkusiona miotonija.
Kod pacijentkinje je, nakon perkusije ceki¢em
miSi¢a tenara, registrovan diskretan miotoni¢ni
fenomen koji se iscrpljuje.

Prisustvo miotonije znacajno suZava
diferencijalnu dijagnozu na manji broj oboljenja.
Pored miotoni¢ne distrofije tipa I i II, miotonija
se javlja i kod nedistroficnih miotonija,
ukljuCujuéi myotonia congenita, paramyotonia
congenita, Na-kanal miotoniju, kao i kod
periodi¢nih paraliza (hipokalemijske i
hiperkalemijske), Andersen-Tawil syndrome,
kao i kod retkih oboljenja kao $to su Schwartz-
Jampel syndrome i Brody disease.”U porodi¢noj
anamnezi nismo imali jasan podatak o
hereditetu. Postoji istorija endokrinoloskih
oboljenja, majka ima hipotireozu, brat Se¢ernu
bolest, kao i pojava rane katarakte koju je majka
operisala u 61. godini Zivota. Heterozigoti sa
malim brojem ekspanzija (50-100 CTG
ponovaka) mogu biti asimptomatski ili sa
blagom Kklinickom slikom,5 S$to objasnjava zasto
je porodicna istorija Cesto nejasna iako se DM1
nasleduje autosomno dominantno.1

EMG nalaz i uocavanje miotoni¢nih
potencijala su klju¢ni u postavljanju dijagnoze
miotoni¢nih poremecaja [11,12]. Mitoni¢ni
potencijali su spontana praznjenja sa porastom i
opadanjem amplitude i frekvence, lako uocljivi
na EMG.12 Kod pacijenata sa MD1 miotonic¢ni
potencijali se najceS¢e beleZze u distalnoj
muskulaturi [12]. Senzorni odgovori su obi¢no
uredni, dok je amplituda motornog odgovora
Cesto sniZena, Sto je najverovatnije posledica
propadanja miSi¢a i aksonskog oStecenja nerva
[12]. Nalaz pacijentkinje u potpunosti je
uskladen sa ovom klinickom i
elektrodiagnostickom slikom [11,12].

Klinicka prezentacija MD1 je raznolika i
moZe varirati od asimptomatske forme (samo
miotonija na EMG) do ozbiljne slabosti i
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invaliditeta, ukljucujué¢i zahvatanje drugih
sistema. DM1 cesto prate poremecaji sréanog
ritma, neplodnost, Kkatarakta i insulinska
rezistencija [8]. U toku hospitalizacije
konsultovani su specijalisti razlicitih oblasti radi
utvrdivanja eventualnog zahvatanja drugih
sistema.

Veliki broj oftalmoloskih poremecaja
moZe se javiti kod pacijenata sa DM1. Pored
pojave rane Kkatarakte, moZe se javiti ptoza,
lagoftalmus, ucestali konjuktivitisi, epiretinalna
membrana, retko blefarospazam [13].
Pacijentkinja se Zali na slabiji vid na daljinu
unazad duzi period, ali ne koriguje vid
naocarima. Pri ispitivanju oStrine vida prisutan
je astigmatizam. OCT pregled ukazao je na
postojanje epiretinalne membrane na levom
oku; oftalmolog je predlozio kontrolni pregled i
OCT za 6 meseci. U jednoj studiji na 30
pacijenata sa MD1, 56.7% pacijenata imalo je
epiretinalnu membranu na barem jednom
oku.13 Epiretinalna membrana je komplikacija
koja se hirurski resava, ali je potreban rutinski
OCT kod pacijenata sa dijagnostikovanom MD1
koji prijavljuju oslabljen vid [13].

U toku hospitalizacije konsultovan je i
kardiolog iako pacijentkinja negira prolazne
gubitke svesti, palpitacije, pritisak ili bolove u
grudima — simptome koji se najcesce srec¢u kod
MD1 [14]. Najulestalije EKG promene kod
pacijenata sa MD1 su sinus bradikardija i niska
amplituda P talasa, AV blok [ stepena i
produzenje QTc intervala [15]. Patoloski nalaz
UZ srca kod pacijenata sa lakSom Kklinickom
slikom MD1 je oko 14%, a dva glavna oblika EHO
promena su dilataciona i hipertroficna
kardiomiopatija [14]. Na wuradenim EKG
zapisima pacijentkinje bez poremecaja ritma i
promena ST/T segmenta; QTc je 442 ms, Sto se
po nekim autorima smatra granicnom vrednosti
[10]. Kardiolog je predlozio dalje pracenje i
kontrolu sa uradenim UZ srca.

Najce$¢i endokrini poremecaji u MD1 su
insulinska rezistencija i gonadalna disfunkcija,
dok se u literaturi opisuje i zahvaéenost
tireoidne i paratireoidne Zzlezde, hipofize i
nadbubreznih Zlezda.8 Analiziran hormonski
status pacijentkinje bio je u granicama
referentnih  vrednosti uz diskretno niZe
vrednosti TSH i DHEA. Uraden ultrazvuk Stitaste
zlezde i abdomena, nalazi uredni. Konsultovan
specijalista endokrinologije koji nije indikovao
dalje dopunske ispitivanja.
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Ophthalmologic evaluation revealed reduced
distance vision. Optical coherence tomography
(OCT) demonstrated an epiretinal membrane in
the left eye.

Cardiological evaluation revealed no anginal
symptoms or syncopal episodes. ECG showed no
rhythm disturbances or ST/T changes; QTc was
442 ms (borderline value) [13].

After discharge, the patient was referred for
genetic testing for myotonic dystrophy types [ and
II. Genetic analysis confirmed the diagnosis of
myotonic dystrophy type I.

DISCUSSION

The patient first noticed symptoms in childhood,
in the form of mild weakness and hypotrophy of
the left calf. Since there were no gait disturbances,
she did not seek neurological evaluation. Only at
the age of 34, after the appearance of more
pronounced symptoms including pain and altered
sensation in the left leg, she consulted a physician.

Before specialist evaluation, MRI of the lumbar
spine showed mild compression of the L5 nerve
root. Due to unclear correlation between MRI
findings and the clinical picture, the patient was
referred by a neurosurgeon to a neurologist, who
recommended hospitalization and further
evaluation.

Suspicion of myotonic dystrophy was already
raised after neurological examination. The patient
presented a typical myopathic facial appearance,
“swan neck,” distal weakness and atrophy, along
with subtle myotonic phenomena.

Myotonia refers to delayed and prolonged
relaxation of a previously contracted muscle and
can be observed clinically as active or percussion
myotonia. In this patient, a mild myotonic
response was recorded after percussion of the
thenar muscles, which fatigued quickly.

The presence of myotonia significantly narrows
the differential diagnosis to a limited group of
disorders. Besides myotonic dystrophy type I and
II, myotonia may also occur in nondystrophic
myotonias, including myotonia  congenita,
paramyotonia  congenita, sodium channel

myotonia, periodic paralyses (hypokalemic and
hyperkalemic), Andersen-Tawil syndrome, as well
as rare disorders such as Schwartz-Jampel
syndrome and Brody disease.

No clear hereditary pattern was identified in the
family history. However, there is a history of
endocrine disorders: maternal hypothyroidism,
brother with diabetes mellitus, and early cataract
surgery in the mother at age 61. Heterozygous
carriers with a small number of expansions (50-
100 CTG repeats) may be asymptomatic or have
mild clinical manifestations, which explains why
family history is often unclear despite autosomal
dominant inheritance of DM1.

EMG findings and the presence of myotonic
discharges are key in establishing the diagnosis of
myotonic disorders [11,12]. Myotonic discharges
are spontaneous potentials with waxing and
waning amplitude and frequency, easily identified
on EMG. In DM1, they are most commonly
recorded in distal muscles. Sensory responses are
typically normal, while motor amplitudes are
often reduced, likely due to muscle degeneration
and axonal involvement. The patient’s findings are
fully consistent with this clinical and
electrophysiological pattern.

The clinical presentation of DM1 is highly variable,
ranging from asymptomatic forms (myotonia only
on EMG) to severe weakness and disability,
including multisystem involvement. DM1 is
frequently associated with cardiac rhythm
disturbances, infertility, cataracts, and insulin
resistance.

During hospitalization, specialists from multiple
fields were consulted to assess systemic
involvement.

A wide range of ophthalmological abnormalities
may occur in DM1. In addition to early cataract,
patients may develop ptosis, lagophthalmos,
recurrent conjunctivitis, epiretinal membrane, and
rarely blepharospasm. The patient reported long-
standing reduced distance vision and did not use
corrective lenses. Visual acuity testing revealed
astigmatism. OCT showed an epiretinal membrane
in the left eye, and follow-up OCT was
recommended in 6 months. In a study of 30 DM1
patients, 56.7% had an epiretinal membrane in at
least one eye. Epiretinal membrane is surgically
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REPRODUKTIVNO ZDRAVLJE I TRUDNOCA

Klinicki zna¢aj DM1 u kontekstu
reproduktivnog zdravlja je vrlo vazan, s obzirom
na Cesto prisutne komplikacije tokom trudnoce i
mogucnost prenosa bolesti na potomstvo. U
slucaju nase pacijentkinje, V.D., koja je imala dve
trudnoée — prvi zavrSen spontanim pobacajem
u Cetvrtom mesecu i drugi prevremen u 7.

mesecu sa mrtvorodenim detetom — postoji
jasna istorija reproduktivnih komplikacija koje
mogu biti povezane sa tada

nedijagnostikovanom DM1 [8,16].

Zene sa DM1 ¢esto imaju probleme
tokom trudno¢e zbog povecanog rizika od
komplikacija: ektopi¢ne trudnoée, hidramnion,
placenta previa, spontani pobacaji i prevremeni
porodaji [16,17].

Osobine nasledivanja DM1 su
autosomno dominantne — i Zene i muskarci
mogu preneti gene na potomstvo. Heterozigoti
mogu biti asimptomatski ili imati blage
manifestacije, ali imaju znacajan rizik od
prenosa bolesti. Kod muskaraca sa DM1 cesto
dolazi do progresivne testikularne atrofije,
oligospermije ili azoospermije, a kod Zena su
opisane hormonalne disfunkcije i veéi rizik od
neplodnosti kod 15-20% bolesnica [8].

Zene sa DM1 su izloZene vi$estrukim
rizicima tokom trudnoce, ukljucujuéi povecanu
opasnost od spontanih pobacaja, prevremenih
porodaja, ektopic¢nih trudnoca i visokog stepena
morbiditeta ili mortaliteta novorodencadi. Pored
toga, mogudi su hidramnion, abnormalan poloZzaj
placente i potreba za carskim rezom u oko 10%
slucajeva. Ove komplikacije su ¢esto povezane sa
patoloskim promenama u funkciji miSi¢a i
kardiovaskularnom sistemu, Sto zahteva
kontinuirano multidisciplinarno pracenje
[16,17,18].

U slucaju nase pacijentkinje, koja je ve¢
imala komplikovanu reproduktivnu istoriju, ove
promene su narocito znacajne i ukazuju na
povecan rizik od ponovnih komplikacija ukoliko
odluci da zatrudni ponovo.

GENETICKO SAVETOVANJE I OPCIJE

ASISTIRANE REPRODUKCIJE

Za pacijentkinje sa miotonicnom
distrofijom tipa I (MD1) postoje razlicite opcije
za planiranje trudno¢e i smanjenje rizika
prenosa bolesti na potomstvo. Genetsko
savetovanje je od Kkljunog znacaja kako bi
pacijentkinja razumela mehanizam nasledivanja
i dostupne reproduktivne opcije.

www.tmg.org.rs

Najefikasnija metoda za prevenciju
prenosa MD1 na potomstvo jeste in vitro
fertilizacija  (IVF) sa  preimplantacionom
genetskom  dijagnostikom  (PGD). Ovom
metodom se analizira prisustvo CTG ekspanzije
u embrionima, a u matericu se transferiSu samo
genetski neaficirani embrioni [17,19]. U slucaju
visokog rizika ili neefikasnosti pokusaja,
razmatra se upotreba donorskih jajnih ¢elija
kako bi se izbegao prenos DM1. Nakon zaceca,
prenatalne procedure poput CVS (chorionic
villus sampling) ili amniocenteze omogucavaju
direktnu detekciju CTG ekspanzija u fetusnom
genomu [17].

TERAPIJSKE MOGUCNOSTI I PRACENJE

Za sada nema leka koji menja tok
bolesti; leCenje je simptomatsko i
podrzavajuce.6 Kontinuirano pracenje
kardiovaskularnog i endokrinog statusa tokom
trudno¢e i van nje je neophodno [8,20].
Preimplantaciona dijagnostika i prenatalno
testiranje su dostupne opcije za smanjenje rizika
prenosa bolesti [17].

ZAKLJUCAK

Klini¢ki znacaj DM1 posebno je izrazen
u reproduktivnom periodu i trudno¢i zbog rizika
od komplikacija i prenosa bolesti na potomstvo.
Planiranje porodice kod osoba sa DM1 zahteva
detaljno genetsko savetovanje i
multidisciplinarni pristup, ukljucujuci
prenatalnu dijagnostiku i opcije asistirane
reprodukcije. Kontinuirano medicinsko pracenje
tokom trudnoce, sa posebnim akcentom na
kardioloSko i  endokrinoloS8ko  pracenje,
neophodno je za smanjenje rizika i osiguranje
sigurnosti majke i deteta. Kao Sto je wvel
napomenuto za sada ne postoji terapija koja
moZe da promeni tok bolesti [6], i ona ostaje
isklju¢ivo simptomatska. Istrazivanja u pravcu
genske terapije i molekularnih intervencija
predstavljaju vaZan pravac za buduénost. U toku
su brojne studije potencijalne kauzalne terapije
za DM I. Genske terapije CRISPRi metodom i ASO
terapija daju nov obecajavajuc¢i terapeutski
pristup za leCenje DM tip [ [15,21].
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treatable, but routine OCT monitoring is
recommended in DM1 patients with visual
complaints.

Cardiology consultation was also performed
despite the absence of syncope, palpitations, chest
pressure, or pain—symptoms commonly
associated with DM1. The most frequent ECG
abnormalities in DM1 include sinus bradycardia,
low P-wave amplitude, first-degree AV block, and
prolonged QTc interval. Echocardiographic
abnormalities are present in about 14% of mildly
affected patients, with dilated and hypertrophic
cardiomyopathy being the two main forms. The
patient's ECG showed no rhythm or ST/T
abnormalities; QTc was 442 ms, considered
borderline by some authors. Cardiology
recommended further follow-up and
echocardiographic evaluation.

The most common endocrine disorders in DM1
include insulin resistance and gonadal
dysfunction, with additional involvement of the
thyroid, parathyroid glands, pituitary, and adrenal
glands described in the literature. The patient’s
hormonal status was within reference ranges,
with slightly reduced TSH and DHEA. Thyroid and
abdominal ultrasound findings were normal
Endocrinology consultation did not indicate
further diagnostic work-up.

REPRODUCTIVE HEALTH AND PREGNANCY

The clinical significance of DM1 in reproductive
health is substantial due to frequent pregnancy
complications and the risk of transmission to
offspring. In this patient, V.D.,, who had two
pregnancies—one ending in  spontaneous
miscarriage at four months and the second in
preterm delivery at seven months with stillbirth—
there is a clear history of reproductive
complications that may be related to previously
undiagnosed DM1.

Women with DM1 are at increased risk of
complications during pregnancy, including ectopic
pregnancy, polyhydramnios, placenta previa,
spontaneous miscarriage, and preterm delivery.

DM1 is inherited in an autosomal dominant
manner—both men and women can transmit the
disease to offspring. Heterozygotes may be
asymptomatic or mildly affected but still have a

significant risk of transmission. In men with DM1,
progressive testicular atrophy, oligospermia, or
azoospermia may occur, while in women
hormonal dysfunction and infertility have been
reported in 15-20% of patients.

Women with DM1 are exposed to multiple
pregnancy risks, including increased rates of
spontaneous abortion, preterm birth, ectopic
pregnancy, and high neonatal morbidity and
mortality. Additional complications include
polyhydramnios, abnormal placental positioning,
and the need for cesarean section in about 10% of
cases. These complications are often associated
with pathological changes in muscle and
cardiovascular function, requiring continuous
multidisciplinary monitoring.

In this patient, who already has a complicated
reproductive  history, these findings are
particularly important and indicate an increased
risk of further complications should she become
pregnant again..

GENETIC COUNSELING AND
REPRODUCTION OPTIONS

ASSISTED

For patients with myotonic dystrophy type I
(MD1), various options are available for
pregnancy planning and reducing the risk of
disease transmission to offspring. Genetic
counseling is of crucial importance to help the
patient understand the mechanism of inheritance
and available reproductive options.

The most effective method for preventing
transmission of MD1 to offspring is in vitro
fertilization (IVF) with preimplantation genetic
diagnosis (PGD). This method allows analysis of
CTG repeat expansion in embryos, and only
genetically unaffected embryos are transferred
into the uterus [17,19]. In cases of high risk or
failure of attempts, the use of donor oocytes may
be considered to avoid transmission of MD1. After
conception, prenatal procedures such as chorionic
villus sampling (CVS) or amniocentesis enable
direct detection of CTG expansions in the fetal
genome [17].

THERAPEUTIC OPTIONS AND FOLLOW-UP
Currently, there is no cure that modifies the

course of the disease; treatment remains
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symptomatic and supportive [6]. Continuous
monitoring of cardiovascular and endocrine status
during pregnancy and outside of it is essential
[8,20]. Preimplantation genetic diagnosis and
prenatal testing are available options for reducing
the risk of disease transmission [17].

CONCLUSION

The clinical significance of DM1 is particularly
pronounced during the reproductive period and
pregnancy due to the risk of complications and
disease transmission to offspring. Family planning
in individuals with DM1 requires comprehensive
genetic counseling and a multidisciplinary
approach, including prenatal diagnostics and
assisted reproduction options. Continuous
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