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Porfiri nedire

» Hem olusmasiicin gerekli 8 enzimden birinin genetik defekti veya edinsel
bir kimyasala maruziyet sonucu Hem olusamayip artan Porfirin dncullerinin
cesitli organlarda birikerek olusturdugu 8 hastaliktan olusan bir grup
hastaligign adidrr.

» Hem molekUlunUn %80 i Eritroid hUcrede, %20 si karaciger hicresinde
gerceklesir.Bunlarnn genetik mutasyonunda sirasiyla Eritropoetik
Porfiri, Hepatik Porfiri gelisir.

» Eritropoetik porfiriler daha cok bebek ve cocukluk cagda karsimiza cikar.
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SEKIL 1: Hemn biosentez yolak-ilgili porfiriler.




AKUT HEPATIK PORFIR]

vV v . v. v Vv

AKUT HEPATIK PORFIRI TIPLERI :

EN SIK GORULEN :Akut intermittan Porfiri(AIP)

Herediter koproporfiri(HCP)

Varigat Porfiri(VP)

En az gorulen Aminolevulinik Asid Dehidrataz Porfiri(ALADP)




Haem Biosynthesis Pathway, Defective Enzymes, and Related Porphyrial. =~
The Rate-l.imiﬁngStep for the Pathway is the Formation of ALA, Catalysed by ALAS12 /£

Haem Synthesis Pathway with Intermediaries Acute Hepatic Porphyria Photocutaneous Porphyria
@

Aminolasvulinic acid [ALA)

XLDPP
[¥-inked dominant protoporphyria)
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[ALAD-deficiency porphyria)
Porphobilinogen (PBG)
AP

|
(acute intermitient porphyria)

Hydroxymethylbilane (HMB)

CEP

(congenital enythropoietic porphyria)
Uroparphyrincgen {URQ 1)
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(porphyria cutanea tarda)

Coproparphyrinegen (COPRO )
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Protoporphyrinegen (PROTO'gen 1X)
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Protoporphyrin (PPLX)
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1. Bissell DM et al. N Engl J Med. 2017,377:862-872. 2. Bissell DM, Wang B. J Clin Tranaf Hepafol. 2015;3:17-26.




AKUT INTERMITANT PORFIRI

» SEMPTOMLARI:

Karin agrisi
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Solunum depresyonu






OZEL
DUZEN LABORATUVARLARI
TIBBI LABORATUVAR TETKIK SONUC RAPORU
Laboratuvar Ruhsat Numarasi: 426-MRK/Y-5

DUZEN

MERVE 6ZTURK

1 13.02.1993 (29) / Kadin
12901512
15088285

SAFFA AHMADZADA

30.08.2022 10:00
28.08.2022 15:10
30.08.2022 10:49
06.09.2022 16:30

TI88I BIYOKIMYA
NUMUNE TURU: IDRAR

TETKIiK ADI SONUC BIRIM REFERANS ARALIK ONCEKi SONUC
KREATININ, idrar? 188.1 ma/dL 20.0 320.0
SI 16.63 mmol/L 1.77 28.29
PORFOBILINOJEN, idrar 1.05 ma/L 0.00 2.00
SI 4.64 pmol/L 0.00 8.84
AMINOLEVULINIK ASIT, idrar 4711t mall 0.00 4.50
SI 35.92 pmol/L 0.00 34.32
AMINOLEVULINIK ASIT, idr, Kr.Oranih 2.50 mg/g krea 0.00 4.50

Idrar aminolevulinik asit dizeyi, mesieki kursun maruziyetinin takibinde de kullanilr.

Referans aralik mesleki maruzivet bulunmayan normal popdlasyon icin aecerfidir.

Mesleki kursun maruziyeti varlidinda "Gegici izin verilen maksimum konsantrasyon” 5 mg/q kreatinindir.
(Kaynak: RR Lauwerys. Industriel Chemical Exposure. Guidelines for Biological Monitoring)

PORFIRINLER, idrar
Idrar porfirinlerinde gorilen dedisiklikier nonspesifik olarak degerlendiriimistir.

UROPORFIRIN I, 111, idrar 11.90 pa/L 0.00
SI 9.91 nmol/L 0.00

KOPROPORFIRIN I, idrar 25.50 ua/l
SI 21.24 nmol/L

KOPROPORFIRIN 111, idrar 0.70 ua/L
SI 0.58 nmol/L

KOPROPORFIRIN I, 111, idrarh 26.20 ua/L 0.00
SI 17.16 nmol/L 0.00

HEPTAKARBOKSIPORFIRIN, idrar 0.60 ua/L 0.00
| 0.47 nmol/L 0.00

HEGZAKARBOKSIPORFIRIN, idrar 2.10 uq/L 0.00
Sl 1.55 nmol/L 0.00

PENTAKARBOKSIPORFIRIiN, idrar 6.09 ua/L 0.00
SI 4.24 nmol/L 0.00

36.00
29.99

168.0
110.04




ALA kaynakli Norotoksisite

Inhibition of peripheral Decrease in Na+/K+ pump Oxygen free radical
myelin formation’ function, leading fo axonal formation causing
depolarisafion® oxidative stress?

ING' NeK-ATPaze o=

Axonal dysfunction



AHP ile iliskili karin agrnisini diger daha yaygin

Gl kosullarindan ayirt etmek
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AHP Ayirici Tanl
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*Kanin agnsi; subakut baslangic -> agir
Bulanti/kusma; anoreksi; kabizlik;
Tasikardi; yuksek tansiyon
Yorgunluk; gugsuzluk
Muskuloskeletal adri
Anksiyete; bas agrisi; depresyon
Destekleyici bulgular

-Koyu kirmizi-mor idrar

-Kadin, 15-45 yas

-Rekrren ataklar; saptanamamis etiyoloji
-Paorfirinojenik tetikler

-Hiponatremi; aciklanamayan fransaminit
-Benzer atakli aile éykisl

-Nobet gegcmisi

Akut hepatik porfiri (AHP)
sUpheli *klinik vaka

v

Porfiri digl
nedenleri
degerlendir

v
-Semptomlari **guvenli
ilaclarla tedavi et

-Zararli porfirinojenik
ilaglarin kullanimina son ver

v

Destek tedavisi - IV hidrasyon & kalori alimi %10
dekstroz/normal salin (hiponatremi durumunda %3 NS)

'

v

STAT random idrar
PBG/kreatinin

'

*Agri
-Opiatlar; asetaminofen
Bulanti’/kusma
-Ondansetron; prometazin; proklorperazin
Tasikardi; yiuksek tansiyon
-Beta-blokerler; ACE inhibitdrleri; ARB ajanlari
Anksiyete; insomni
-Lorazepam; temazepam
Nobetler

-Levetirasetam; lamotriiin; gabapentin

Evde bakim Agir semptom/norolojik [« Dog;tl;a; mis
icin stabil manifestasyonlar i¢in i
hastaneye yatir > Hem

|

i

AHP alt tartnt belirle
-idrar porfirin dncil profili

-Plasma velveya fekal porfirin profili (HCP ve VP igin)

»| Genetik

Figur 2. AHP atagi supheli belirti ve semptomlu hastalara yonelik tani ve mudahale algoritmasi.
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< STAT idrar
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AKUT INTERMITTAN PORFIRILI HASTANIN
GUNESTE IDRAR RENGI

.



ERLICH AYRACI ILE AIP IDRARI

Tedavi oncesi Tedavi sonrasi



AKUT INTERMITANT
PORFIRI+KARACIGER YETMEZLIGI










KUTANOZ PORFIRILER

» PORFIRI KUTANEA TARDA
» UROD enzimi dogustan veya edinsel eksikligi

» Hererediter-Familyal

» Edinsel:- Porfiria Tursica



PORFIRIA TURSICA

Suid-Afrikaanse Tydskrif vir Geneeskunde : South African Medical Journal

Kaapstad, 24 Junie 1961 Deel 35 No 25 Volume 35 Cape Town, 24 June 1961

THE TURKISH EPIDEMIC OF PORPHYRIA
GEeOFrFrey Dean, M.D., M.R.C.P.

Senior Physician, Provincial Hospital, Port Elizabeth

In 1955 Dr. Cihad Cam, who is the Director of the skin
clinic in Diyarbakir in Eastern Turkey, found that he was
seeing a large number of children with sores and blisters
on the face and on the back of their hands. These children
bhad dark pigmented skins and great hairiness of their faces.
The urine of the children was reddish-brown in colour and
when Dr. Cam examined the urine in ultraviolet light,
using a Wood's filter, it gave a brilliant red fluorescence.
He realized these children had porpbyria. He had not seen
children with porphyria before 1955, but in that year and in
each subsequent year he saw many hundreds of affected
children®-* (Fig. 1).

This epidemic aroused great interest and concern in Turkey.
Children were admitted for further study under the care of
Dr. Joseph Wray to the Hacettepe Children’s Hospital in
Ankara and also to a hospital in Istanbul. Prof. Cecil Watson
of Minneapolis, renowned for his porphyria research, sent
one of his outstanding research assistants to assist in the
biochemical investigation of the children, and Dr. Rudi
Schmid, an American expert on porphyria, visited Turkey and
made a report on the epidemic.®
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RESIM 1: 1955 Son posta ve Cumhuriyet gazatesi porfiri kutanea tarda habereri (Basin Milzesi argivinden Saadet Allay vasitasryfa aknmrgtir).



» Heksaklorabenzenin UROD enzimini defekte ugratmasi
sonucu edinsel gelisen tek porfiri cesididir.



ERITROPOETIK PROTOPORFIRIA

» Eritrosit icindeki Hem olusumunun genetik olarak Ferroselataz enzimi eksikliQi
nedeniyle olusan genetik porfiri cesididir.

» Protoporfirinojen IX birimi oluyor. — kuvvetle fototoksik madde




KAYNAKLAR

» Porfiri 2022 —e-kitap-TUrkiye Klinikleri Ozel konular,GUlbUz GUler Sezgin,
» Richard Hift, South Africa Porphria Center

» www.turkiyeporfiridernegi.org-Porfiri govenli ilaglar
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