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Yakinma ve oyku

» 19 aylik kiz hasta

» Y{ruyememe




Ozgecmis

®»Dogum oncesi: Takipsiz
®»Dogum : Miad /CS 3000 gram dogmus.
»Dogum sonrasi: Ozellik yok

»Beslenme: ilk 1 ay anne sutu almig, sonrasinda mama.6
aylikken ek gida baslanmis. Demir ve D vitamini duzenli
kullanmamis.

= Blylume-gelisme
»Basini dik tutma: 2. ay
» Desteksiz oturma: 6. ay
»Yirume: yok
»Konusma: 2-3 kelimelik cimle kuruyor

» Asilar: Saglk ocagi asilari yaptirmis



Soy-gecmis

» Anne: 35 yas
» Baba: 38 yas
» 1. kardes: 8 yas
» 2 kardes: 6 yas

» 3. kardes: 2.5 yas

» Aijlede bilinen kronik hastalik oyklsu yok

» Akraba evliligi: 1. derece kuzen c¢ocuklari.




Antropometri

» Bas Cevresi: 46 cm( -1,01 SDS)
» Boy: 72.5 cm (-3,14 SDS)

» Kilo: 8450 gr (-2.05 SDS)

= BMI: 16,2 (0,02 SDS)




Fizik Baki

»Geneldurum: lyi
®» Cilt: Turgor, tonus dogal.

»Bas boyun: Sac ve sacli deri dogal. Boyunda kitle yok. On frontel 2x1 cm acik.
Frontal bosing, Kaput kuadratumu mevcut.

» Gozler: Isik refleksibilateral mevcut. Pupiller izokorik. Goz kurelerin her yone
hareketi dogal.

» Kulak-burun-bogaz: Bilateral kulak zarlari dogal. Burun tikanikhigi, akintisi yok.
Orofarenks ve tonsiller dogal

Kardiyovaskiiler: S1,S2 dogal. S3 yok. Ufiriim yok.

» Solunum sistemi: Her iki hemitoraks solunuma esit katiliyor. Rasitik rozary mevcut.
Pektus ekskavatumu var. Harrison olugu mevcut. Ral yok. Ronkus yok.

» Gastrointestinal sistem: Batin normal bombelikte. Barsak sesleridogal. Palpasyonla
defans, rebound yok. Hepatomegali ve splenomegali yok. Traube alani acgik.

» Genitouriner sistem: Haricen kiz. Anomali yok.

= Noromuskuler sistem: Biling acik. Koopere, oryante, cevreyle ilgili. Ense sertligi,
kernig, brudzunski negatif. Babinski, klonus negatif. Kranial sinir muayeneleri dogal.

» Fkstremiteler: El bileklerinde genisleme, on kolda sekil bozuklugu.



Laboratuvar

» Hemogram:Normal
» Kalsiyum - 8,4 mg/dL (8,5-10 mg/dl)
» Kreatin kinaz: 23 U/L

Fosfor (P) - 3,09 mg/dL (3,8-6,5mg/dl) > AST28 U/L

» ALP (Alkalen Fosfataz) - 2001 U/L
> ALT: 22 U/L
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PATOLOJIK BULGULAR

= YUrumede gecikme » Hipokalsemi
®» Orantisizboy kisahgl » Hipofosfatemi
» Kaput kuadratum » ALP yUksekligi

» Kemik grafilerinde
mineralizasyon kusuru

= Harrison olugu




= ON TANI ?

» KESIN TANI ICIN HANGI INCELEMELERI
ISTEYELIM?




Diagnostic Algorithm for Rickets

NG  <—— | Alkaline Phosphatase Low | —* YES

P |

s : Consider
Low'normal sPi Low sPi ; Consider
Elevated PTH —‘ Normal PTH || M¥Pophosphatemic ‘H!_pﬂﬁhus_phatasia
|| 25(CH)D Calcium deficiency l
Normalhigh? C¥Fz7B1 defect Elevated plasma Check TFTS,
FLF level * | Growth hormoene,
NO | o,
[ 25{OH)D Mutritional D deficiency
Low? ™ | cYP2R1 defect l“EE
CYP344 defect
Analyze ALPL gene
| [1,25(0H),D Calcium deficiency
High? VDR defect

FIGURE 2 | A diagnostic slgorithm for evaluation of a child with radiclogical or clnical features of nckets. Ses texd for complete description of biochemical and cinical
faatures of esch form of rickets. PLF, Pyridoxal 5'-phosphate, the metabolically active form of witamin BE; aP, serum phosphones: TFTa. thyroid function tests; PLP
pyridoxal 5 phoaphate (wiamin BE); ALPL, the gene for tissue non-apecific alkaline phoaphatass.
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» Parathormon - 752,1 pg/mL (12-88 pg/ml)
» 25-Hidroksi Vitamin D - 73,6 ng/mL (N)




Diagnostic Algorithm for Rickets
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1,25-Dinhidroksi Vitamin D ->210.0
pg/mL 11
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TRP: %90 (N)




Diagnostic Algorithm for Rickets

NO <+ | Alkaline Phosphatase Low | —* YES
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25(0H)D
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|| 1,25(0H),D
High?

: Consider .
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Calcium deficiency l
CYF27B1 defect Elevated plasma Check TFTS,
FLP level NO * | Growth harmone,
elc,
Mutntional D deficiency YES
CYP2ZRT defect
CYP3A4 defect
l:ﬁ.ﬂﬂl'gl’ZB ALPL dene

Calcium deficiency amm
VDR defect

FIIURE 2 | A dagnostc sigorithm for ewaluation of a child with radiclogical or cinlcal features of nckets. Ses text for complete descnption of bicchemical and clnical
features of esch form of rickets. PLP, Pyridoxal 5'-phosphate, the metabolically active form of vitamin BE; sP, serum phosphonus: TFTa, thyroid function tests; PLE
pymidosal 5 phosphate (vtamin BE); ALPL, the gene for tisswe non-speciic alkaline phosphatass.

1,25-Dihidroksi Vitamin D - >210.0
pg/mL 1

VITAMIN D BAGIMLI RIKETS TIP 2
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Diagnosis and Management of
Vitamin D Dependent Rickets
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RIKETS (Rasitizm)

» Rikets, buylyen organizmanin hastaligidir. Kemigin
buyume plaginda mineralizasyon bozuklugu
nedeniyle olusur.

= \/itamin D eksikligine bagli rasitizm veya osteomalazi

» -Rasitizm; plaklar henuz acikken osteoid dokunun
yetersiz mineralizasyonu

» -Osteomalazi; plaklar kapandiktan sonra gorulen
yetersiz mineralizasyon




Rasitizmde Klinik Bulgular
(Kemiklere ait)

Kranitabes (3 aydan sonra)

Frontal siskinlik (bossing)

Fontanel kapanmasinda gecikme

Kaput quadratum

El bilek kemiklerinde genisleme

Rasitik rosary (kostakondral genisleme, Harrison olugu)
iskelet deformiteleri: O veya X seklinde bacaklar

Kifoz

Dar pelvis

Fibroz kistik osteitis=Brown timaor (sekonder hiperparatroidizm)
Enamel hipoplazisi, dis ¢ikarmada gecikme ve ¢gurime
Boy kisaligi

llerlemis olgularda kiriklar



Rasitizmde Klinik Bulgular
(Kemik disi)

Semptomatik hipokalsemi, konvulsiyon (en fazla 0-6 aylik
bebeklerde)

Hipotoni
Kardiyomyopati-kalp yetersizligi

Myelofibrozis: pansitopeni, makrositik anemi,
hepatosplenomegali

Intrauterin ve dogum sonrasi buyime geriligi

Solunum sistemi hastaliklari (rasitik pnomopati)



Radyolojik bulgular

= Buyume plagi bolgesinde genisleme;
» Metafizyel sinirda duzensizlik,
» [ircalasma ve canaklasma

» Kemik kiriklari

» Genel/osteopeni
» Rasitik pnomopati




Rikets: Siniflandirma

» Kalsiyopenik rikets

®» Agizdan kalsiyum aliminda yetersizlik: Olduk¢a nadir. Afrika
ulkelerinde

» Kalsiyum emiliminde yetersizlik
» D vitamini yetersizligi (Nutrisyonel rikets)-En sik
» D vitamini metabolizmasindaki bozukluklar
» 1 Hidroksilaz enzim defekti (Vitamin D Bagimh Tip 1)

» 1,25 Dihidroksi Vitamin D reseptor direnci (Vitamin D
Bagimli Tip 2)

» \/itamin D metabolitlerinin artmis inaktivasyonu (Vitamin D
Bagimli Tip 3)

» Kronik KC hastaligi, Anti konvulzan kullanimi
» Kronik bobrek yetmezigi
= Diger
» Kolestasiz
» Barsak anomalileri
» Fosfopenik rikets
» Hipofosfatemik rikets: Renal P geri emiliminde defekte bagli




Vitamin D Bagimli Rikets

TABLE 1 | Vitamin D-dependent rnickets.

Type 25(0HID  1,25(0H),D PTH Inheritance Gene defect (OMIM)

VDODR1A WA D I AR CYP27B1 (264700
VODRIE D D I AR C¥P2R1 200081)
VDDR2A WA M I AR VDR (277440}
VODR2E WA M I AR Urkniown (G007T85)
VDDRS O ] I Al CYP3A4 (124010)
VOOR, wlamin O-depenoent fcksis, N, nommal | noessed, D, oeoeased) FTH,

[Oara o ROrmone.




Vitamin D-bagimli Rikets, Tip 1

-OR
-Renal 1 a-hidroksilazgen mut. (1,25-D sentezlenmiyor.)

-Klasik rikets bulgular

Tedavi:farmakolojik dozlarda kolekalsiferol yada fizyolojik
dozda kalsitriol ve ek olarak kalsiyum tedavisi uygulanir




Vitamin D-bagiml Rikets, Tip 2

-OR
-Vit D reseptdrunu kodlayan gen mut. (VDR geni)
-1,25-D 1

-Agir formlannda alopesi %50 vakada(tedaviye koti yanit
ve kotu prognozia iliskili)

Tedavi:yuksek doz kalsitriol ve elementer kalsiyum




Vitamin D-dependent rickets type 2: Alopecia
responding to 1,25 hydroxy Vitamin D

]?}].tl‘ll R I:narnc'!R r, Roopa M Bellad, Abstract

Veena H Herekar

Departrment of Pediatrics, Jawaharial
MNehru Medical College, Belagavi,
Karnataka, India

Vitamin D-dependent type two rickets (VDDRIT) is a rare autosomal recessive disorder
caused by mutation in the vitamin D receptor gene, leading to end-organ resistance to
1,25(OH), vitamin Dz. It presents with refractory rickets and growth retardation presenting
in the first year of life. It is frequently associated with alopecia totalis. Due to target organ
resistance, its response to wvitamin D is poor. The recommended treatment is giving
supraphysiological dose of 1,25(OH)_ vitarmin D3 and a high dose of oral or intravenous

Address for correspondence: calcium. The response of alopecia to treatment is generally poor. We present a 3-year-old

Dr. Prithi R Inamdar,

A4/2 , Jawaharlal Nehru Medical

College (JNMC) Quarters. Nehru Nagar.

Belagavi - 590 010, Karnataka. India.
-mail: shenovereetid@rediffmail.com

male child with VDDRII whose alopecia and rickets partially responded to 1,25(0H),
witamin 3.

Key words: Alopecia, end-organ resistance, vitamin D, 1,25(OH )2 vitamin D3




Vitamin D-bagimli Rikefts, Tip 3

®» D vitaminimetabolitlerinin artmis inaktivasyonundan
kaynaklanir.

» KlinikTIP 1A ya benzer.




Klinik izlem

D Vitamin bagimlirikets tip 2 tanistkonan hastaya;

= 30 ng/kég/gon kalsitriol ve 70 mg/kg/gin kalsiyum
baslanal.

» 1.5 ay sonra yapilan kontrolUnde hastanin yOrumeye
basladig gozlendi.

» Takibinde Ca ve P dUzeylerinormale ddndu
= PTHve ALP dUzeylerinde gerileme gozlend..

» Boy SDS’sinin; -3,14 SDS den -2,50 SDS'ye yukseldigi
gozlendi.

» Spotidrarincelemelerinde hiperkalsiur saptanmadi.

» Vitamin D bagimlirikets fip 2 agisindan gonderilen genetik
sonucu bekleniyor.
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