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11 aylik erkek hasta

* Sikayeti: Sag gozde sislik



HIKAYE

* Dogdugundan beri sag gézlinde belli belirsiz sislik olan hastanin bu
sisligi 4,5 aylik olduktan sonra belirgin hale gelmeye baslamis.

e 5 aydir sislik daha da buylimius ve gozunl kapatacak hale gelmeye
baslamis.

 Eslik eden kizariklik, akinti vb ek sikayeti olmamis.



* Farkli zamanlarda cesitli hastanelerdeki ayri 4 g6z doktoru tarafindan
muayene edilen hastaya gdz kapaginda dusuklik, astigmat, gozde
kayma oldugu sdylenmis, takip edilmis.



OZGECMIS

« PRENATAL: Ozellik yok

* NATAL: 40 GH da C/S ile 3650 gr olarak dogmus.
* POSTNATAL: YDYBU vyatis 6ykusi yok

 Sarihk oykasu yok

* Bilinen ek hastalik yok, alerji yok



SOYGECMIS

* Anne:27 yas, sag saghkl

* Baba:30 yas, Multipl Skleroz
* Anne baba arasinda akrabalik yok.
* 1. cocuk: hastamiz



Fizik Muayene

* Genel durumu iyi, aktif hareketli bebek
» Sag Ust goz kapaginda yumusak dokuda sislik, proptozis, ekzoftalmus



Fizik Muayene

* Genel durumu iyi, aktif hareketli bebek
» Sag Ust goz kapaginda yumusak dokuda sislik, proptozis, ekzoftalmus

« Solunum sesleri dogal ral ronkus yok, her iki hemitoraks
o solunuma esit katihyor,

o Batin rahat, defans-rebaund yok, HSM yok,

o S1+, S2+ ek ses yok, uftrim yok

o NoOrolojik gelisimi yasitlari ile uyumlu



Laboratuar

3

. WBC:21520/mr3n * AKS: 89,7 mg/dL

* NEU:5790/mm 5 « KREATININ:0,25 mg/dL
* LYM:12980/mm e AST: 29,9 IU/L

« HGB:11 g/dL e ALT: 12,6 IU/L

e MCV:69,3 fL 5 e LDH: 253 U/L

e PLT:377000 /mm * Na: 137 mmol/L

e Sedimentasyon:3 mm/st * K: 5,03 mmol/L

* Periferik yayma: Agirlikii olarak lenfositler e Urik asit:2,6 mg/dL

izlendi. Normokrom normositer eritrositler mevcut,
blast yok.



e On tanilariniz nelerdir?



KLINIK SEYIR

* Hastanin gittigi gbz polikliniginde istenen orbita MR 6n raporunda:

Sag glob superiorunda ekstrakonal alanda ve kismen intrakonal alana
dogru da uzandigi disunulen, temporal kisimdan preseptal alana
uzanan net sinir demarkasyonu vermeyen heterojen T2 sinyal artisi ve
kontrast tutulumu goérilmektedir. Enfeksiyoz strecler 6ncelikle
dustnulmuastir. Ancak hastanin enfeksiyon klinigi yok ise travmatik
surecler benzer gérintm olusturabilir. Travma anamneazi de
bulunmuyor ise orbital psodotimor ve dustk olasilikla lenfoma ve
benzeri lezyonlar ayirici tanida dustndulebilir seklinde sonuclandi.




* Yapilan fizik muayenesinde tum vicutta yaygin hiperpigmente
lezyonlari oldugu goérildu.

* Norofibromatozis 6n tanisi dustinidlen hastanin dedesinde de benzer
lekelerin oldugu 6grenildi.

* Radyoloji ile gorusiulerek MR gorintilerinin tekrar incelenmesi talep
edildi.



* MR- Ek rapor: Hastanin travmasinin olmadigi bildirilmistir. Enfeksiyon
klinik ve laboratuar bulgulari yoktur bilgisi iletilmistir. Ciltte cafe au lait
bulgular bildirilmistir. Bu bulgular 1siginda yapilan yeniden
degerlendirmede sag orbita ve preseptal alandaki MR 6zelliklerinin
orbital sinir dalina ait pleksiform nérofibrom olabilecegi 6ncelikli
dustnulmustir. Kontrol inceleme 6nerilir seklinde sonuclandi.



* Hasta Norofibromatozis 6n tanisiyla cocuk néroloji poliklinigine
yonlendirildi. Kontrol MR tetkiki planlandi.

* Genetik poliklinigine yonlendirildi.
* Rutin takip plani yapildi.



Multidisciplinary Approach
to Neurofibromatosis Type 1

Gianluca Tadini
Eric Legius
Hilde Brems
Editors

@ Springer

This textbook represents a highly up-to-date resource for clinicians on the clinical
aspects of neurofibromatosis type 1 (NF1). Virtually every clinician in any field of
practice will at some time in his/her career be faced with the challenge of a patient
with NF1. Many 1n certain specialties such as paediatrics and paediatric oncology
will see many often as the first person to diagnose the condition in a given individ-
ual. For those for whom diagnosis and recommendations for management is their
“bread and butter” such as climical geneticists, this 1s a really useful handbook. As
one of the more frequent rare disorders with a birth incidence reaching the very top
end of the definition of “rare” (1 1n 2000), a comprehensive book like this one 1s a
great resource. It 1s written for clinicians by clinical and laboratory experts and
contains an up-to-date review of the new revised diagnostic criteria as well as cover-
ing the manifestations across protean organ systems. Chapters range from specific
chapters on ocular, bone and cancer manifestations to recommendations for man-
agement and surveillance. For those who want to delve further into the molecular
mechanism of the disease, there are chapters on molecular diagnostics, the genom-
ics of tumours and involvement of the RAS-MAPK pathway and genotype—pheno-
type correlations. Importantly, this book contains the rationale and process behind
the recent changes to the diagnostic criteria. For a condition that until recently had
no effective medical treatments, this book contains important up-to-date informa-
tion on treatment with MEK inhibitors. An insight into the problems with learning
and behaviour including the recently described autistic spectrum disorder within
NF1 is well covered. Overall I would strongly recommend this book for those who
have even shghtly more than a passing acquaintance with NF1.

Manchester, UK D. Gareth Evans, MD FRCP



Multidisciplinary Approach
to Neurofibromatosis Type 1

Virtually every clinician in any field of practice will at some
time in his/her career be faced with the challenge of a
patient with NF1.
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Eric Legius
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NOROFIBROMATOZIS

* Norofibromatozis yaklasik 2500-3300 dogumda bir gorulen noral
krestten kdken alan htcresel komponentlerin olusturdugu
norokutanoz bir hastaliktir.

* 17911.2 kromozomundaki NF1 geninde mutasyon sonucu olusmakta,
otozomal dominant gecis gdstermektedir.

* Tam penetrans, degisken ekspresyon

* Otozomal dominant gecis gdstermekle birlikte %50 olguda sporadik
mutasyon da bildirilmistir.



* NF-1 geni tumor stipresor gendir ve bu genin trunl olan norofibromin
GTPaz activating proteindir.

* NF1 mutasyonunda GTP hidrolizi engellenir, anormal Ras-GTP formlari
hicre icinde birikir ve kontrolsiz cogalma gerceklesir.
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Impacts of NF1L Gene Mutations and Genetic Modifiers
in Neurofibromatosis Type 1

Wei Wang™, Cheng-Jiang Wei', Mi-Wei Cui®, Yue-Hua Li, wYi-Hui Gu, Binmn
Gu, Qing-Feng Li- and [ Zhi-Chao Wang”

Department of Plastic and Reconstructive Surgery, Shamnghai Ninth People’'s Hospital, Shanmnghai Jiaoc Tong
University School of Medicine, Shamnghai, CThina




Neurofibromatosis tip 1
Tanisal kriterler (2 veya 2+)

6 veya daha fazla “café-au-lait” lekesi
(pre-pubertal d=5 mm, postpubertal d=15 mm)

2 veya daha fazla herhangi bir tip nérofibrom, veya 1
adet pleksitorm norofibrom

aksiller ve/veya inguinal cillenme
optik glioma
2 veya daha fazla Lisch noduld

osseoz lezyon, orn. sfenoid kanat displazisi, uzun
kemiklerde kortikal incelme

MNF1 tanisi olan birinci derece akraba
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Table 5.1 Major other diseases with cafe-au-lait
macules

Legius syndrome

McCune-Albright syndrome

Noonan-CFC syndrome

LEOPARD syndrome

Neurofibromatosis type 2

Ataxia-telangiectasia

REmmged chromosome disease

Mismatch-repar syndromes

Tuberous sclerosis

Turmner syndrome

Gorlin syndrome

Bloom's syndrome




Figure 1a: Patient | showing diffuse freckles, sporadic café-au-lait macules Figure 1b: Patient 2 presenting numerous neurofibromas, single giant
and neurofibromas on the back neoplasm and a few café-au-lait macules on the back



Figure 1c: Patient 3 manifesting a large number of neurofibromas and several Figure 1d: Patient 4 developing numerous neurofibromas, diffuse freckles,
café.an-lait macnles an the hack and café<an-lait macnles on the hack



At birth 1yr 2yr 4-5yr 6-7 yr 8-9yr Puberty Adulthood

CALMSs

Small CALms at major folds
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Hypochromic macules

Soft skin touch

Darker base colour of skin

Juvenile xanthogranulomas

MPNST
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At birth 1yr 2 yr 4-5yr 6-7 yr 8-9yr Puberty Adulthood

Choroidal amartomas®

Lisch nodules®
EE e

ic pathway gliomas

h

N BN B BN B S .
uBOos"

Dysplasia of long bones

Sphenoid dysplasia*

Elevated head circumference

Facies

Major vascular malformations (pulmunary artery stenasis, congenital heart defects and renal artery stenasis)

Specific neuropsychological pattern

Hypermatility, sleep disturbances, autism

Seizures
N I BN BN BN BN BN BN B
Scoliosis, hyperlordosis

N & &b & &8 & & & §» & ¢ |
Precocious puberty

Stroke

Cancer proneness (brain, mammary, blood)

Arterial hypertension

*prasent at birth but non detectable due *visible in late childhood, rarely before
to patient's compliance *Detected usually later

¥ detected only with MRI



Table 4.3 Cutaneous signs (see also Chap. 5)

' Neurofibromas Vascular
Pigmentary anomalies (80% of patients) | lesions Other skin anomalies
— Café au Lait macules '~ Sessile — Nevus — Juvenile
(CALMSs) (almost in 100% | — Pedunculated anemicus xanthogranulomas
of patients) “Button-hole” (20-509%) (10-15%)
— “smaller” CALMs at lesions (20% ) Blue-red — Itch (30%)
major folds (former — Plexiform macules — Disorders of
“freckling”) (nearly in Neurofibromas (59%) cutaneous adnexa
90%) (50%) Precocious (rare, such
— Darker color of the skin — MPNST or ectopic hypohidrosis and
compared with healthy cherry alopecia)
family members or normal angiomas — Mucosal lesions (rare,
population (50%) (5%) neurofibromas and
— Hypopigmented ovalar or Glomus plexiform
roundish spots (10-15%) tumors (3%) neurofibromas)

Soft skin touch (nearly
50% in pediatric age, less
common in adulthood)
“Herald Patch” of
plexiform neurofibromas
(10-20%)

Some cases (about 5%)
with a diffuse small
lentiginous-like pattern
involving the entire skin
intermingled with more
classical CALMs




Table 4.4 Extracutaneous signs

Ocular manifestations

Lisch Nodules (920% in adulthood but only 50% in late
childhood)

Choroidal Hamartomas (=530-70% overall, but visible at
4-5 years of age)

Optic ways gliomas (up to 10%)

Retinal vasoproliferative tumaors (hood, Paroezani) (rare)
Neovascular glaucoma (rare)

Scleral CALMSs (rare)

Decreased lacrimation (rare)

MNeurological
manifestatons

Learning disabilities and/or behavioral problems, including
social competence (50-80%) (Lehtonen)

Intellectual disability (5-7%) (pride and north)

Autism (up to 30%)

Dyslexia, dyscalculia, other language and memory disorders
(20%)

Hypermobility, motor and executive functions, including
visual-spatial performances

Sleep disturbances

Polyneuropathy (related to multiple nerve root tumors) and
related pain

Risk developing MPNST (5-7%)

Epilepsy (up to 10%)

Headache and migraine {20%)

“Unidentified bright ohjects” (UBOs) at MEI

Skeletal and structural
abnormalities

Low 25-0H vitamin D levels (up to 40%)

Increased bowe resorption

Osteopenia and osteoporosis

Drwsplasia of long bones (1-48:)

Sphenoid wing dysplasia (3-7%)

Scoliosis, hyperlordosis (10%)

Elevated head circumference (and related hypertelorism)
Reduced muscle strength

Wascular features

Acvterial hypertension

Malformations, aneurism or stenosis of medium-sized and large
arteries (aorta, renal, coronary, cerebral arteries)

Stroke

“Mova-Moya disease”

Cardiclogic involvement

Pulmonary artery stennsis
Other congenital heart defects
Intracardiac neurofi bromas (rare)

Cancer-related features

MPNST ( 10%)

{Optic pathway gliomas 5-20%)

Brain tumors, benign or malignant

Leukemias, myelodisplasias, lymphomas
Pheochromaecytoma

Rhabdomyosarcoma

Cancer proneness (increased risk especially for mammary
cancer )

Endocrine pattern

Precocious puberty (primary or more frequently related to
chiazsmal tumors) (2-5%)
Vitamin 25-0OH deficiency




Fig.5.13 “Herald patch”
of plexiform neurofibroma




Fig.5.21 Anemic nevus
at birth




Fig.5.19 Anemic nevus




Fig.5.22 Juvenile
xanthogranuloma (JXG)




Fig.5.24 Hypopig- Fig.5.26 Cherry
mented spots angiomas




Fig. 7.2 Radiographs of tibial dysplasia showing anterolateral bowing with thickened cortex and
narrowing of the medullary canal at the apex of the curve (a. b). Bracing of lower leg 1s used in an
attempt to protect the dysplastic bone from fracture and progression to pseudarthrosis (¢)




Fig. 7.3 Spine CT
demonstrating NF1-related
dystrophic scoliosis




