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ZEHIRLENDIK....

& e %q Mt * Tarihinilk caglarindan beri insan yagamini ve
5 }F"f@ s insanlik tarihini derinden etkilemis olan
);ﬂ«g ;;3 fr; zehirlenmeler, saglk boyutunun yani sira
’“g’;ﬂffv el toplumu derinden etkileyen sosyo-kulturel
boyutuyla da dikkat cekmektedir.




ZEHIRLENDIK...

* insanoglunun yeryiziinde var oldugu
glinden beri, zehirler cadi kazanlarinda
kaynatilmis, idamlara, 6z kiyimlara,
entrika ve politika cinayetlerine araci
olmustur.




ZEHIRLENMEYE

DEVAM
EDIYORUZ!

* Modern cagda, zehirlenme nedenleri ve
etkenleri degisse de hala hem insan sagligini
tehdit etmeye hem de sosyal bir problem
olmaya devam etmektedir.




ZEHIRLENMEYE DEVAM EDIYORUZ!

e Zehirlenmeler, tim dinyada oldugu
gibi Ulkemizde de yaralanmalardan
sonra ikinci sirada mortalite ve
morbidite nedenidir.




EN ZEHIR...

ABD’de zehirlenme etkenleri arasinda ilk
siralar;

* Analjezikler,

* Temizlik malzemeleri,
e Kozmetikler,

e Sedatif hipnotikler.







EN ZEHIR...

Turkiye'de....

* Beseriilaclar,

 Tarim ilaclari ve bocek oldurdacdler,

* Evici kimyasal temizlik malzemeleri,

 Zehirli gazlar.



YENI ZEHIR???




« Tum maddele

zehirdir. llaci
zehirden ayira
dozudur.»




GEUSTROM! DIVETLE EZBER BOZAN PROF, KARATAY, SAGLILI YASAMIN SIRLARINI ANLATT
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Prof. Dr. Canan Karatay: Nefes alan
kisinin kanser riski artaiyor

BESLENME Gzerine hazairladig: kitaplan ve adiyla anilan diyeti ile taninan
Prof. Dr. Canan Karatay, r bir karbondiok nolekiiliini kalori
oldugunu vurgulayarak gporda kalinmadikca nefes alinmamas: gerektigi
yoniinde uyanlarda bulundu.
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KIMYA
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YENI ZEHIRLER'
URETIYOR

& Yeni nesil zehir: Skunk
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* Bircok zehirlenme olgusunda
yalnizca destek tedavi gerekmesine
ragmen, hekim antidot kullanim
gerekliligini, yarar ve zararlarini
belirlemelidir.




>

YENI ANTIDOT??:




- NEDIR?

Zehri etkisizlestiren,

Zehrin etkisini onleyen,

Zehrin etkisini ortadan kaldirma 6zelligi olan madde,
«panzehir»

Zehrin etkisini tersine ceviren, zehirsizlestiren,




DAHA TIBBI...

» Zehirin toksikokinetik ve toksikodinamigini
degistirebilen, kullanimi gtivenli, zehirlenen
kiside dikkate deger etkileri olan madde

Kimvyasal antagonistler
Fizyolojik antagonistler

Farmakolojik
antagonistler

Metabolizma duzeyindeki
antagonistler

AnNtiporte




HAYALLER...

* Hayal kurmak gizeldir...
e Klinik zorunluluklarindan ayri olarak
toplumsal ve duygusal beklenti




GERCEKLER

 Yetim ilac (Orphan drug) statlisiindedirler,
* Uretim maliyetleri yuksek,

* Imalat ve ruhsatlandirilmasi belirli Glkelerde
gerceklestirilen,

 Normal bir ila¢ olarak Gretilmesi ve
ruhsatlandirilmasi zorunlulugu olmayan,

* |htiyaca bagl olarak, Gretimi gerceklestiren Glkeden
ithal edilen



GERCEKUSTU...

* Ozellikle antidotlarin mekanizmalarinin, potansiyel yarar
ve risklerinin klinisyenler tarafindan bilinmesi hastalarin
yonetiminde édnemli bir yere sahiptir.

* En bilinen antidotlar icin bile risk/yarar analizleri diistik
kalitede ve az sayida randomize klinik calismaya dayanir.



COOOOK ESKI
ANTIDOTLAR. .

Her zamanki gibi Yunan mitolojisi... «Tanrica Panacea»
e «Tiryak otu»

Q ;
i o st s * Tek boynuzlu atin boynuzu \ 3 '

anfifarmakon veya antidot kelimelerinden olusmak-
tadwr. Aleksifarmika zaman i¢inde giderek. kustiivii “ ‘

kullanarak kusmay: indiikleme gibi tedavi yontemlert ° G ey| k k a | b|

1¢in kullanilmaya basland: [3]. Milattan 6nce 5. yiiz-

yildan itibaren adsorban bir ajan olan rerra sigillata . .

veya kutsal mihiirli toprak evrensel antidot olarak i L| mni (;a muru

kabul edildi Bu ajan sadece Yunan Adalarmdan

. . .e ee \J e
ve tim zehirlerin wstesinden gelinmesinde etkin ol- E rmenl k u t u g u

dugu dastniliyordu. Tarth boyunca evrensel
antidotlar olarak taraftar toplayan bircok diger ajan
varolmustur: bezoar taslan (intestinal taslar). fosil
taslar1 ve efsanevi tek boynuzlar.

Current Opinion in Pediatrics 2007, 19:199-200




GUNCEL ANTIDOTLAR

Proposed list of specific antidotes in the European Community (Council of Europe., 1990)%

Autidote

Indication/toxic agent

Acetyvilcysteine

Aoyl nitrite

Antivenins and antitoxins

Adropine

Ben=zylpenicillin

Calciuim gluconate

Calcium disodium edetate

Dantrolens

Deferoxamine

IDiaFepam

Dicobalt edetate

Digoxin-specific (Fab) antibody fragments
Dimercaprol { BaAL )
A-imethylaminophenal

iphenhydramine

Ethanol

Eryvbenzatropine (ethyvbenztropine)
Flumazenil

Folinic acid

Glucagon

Hydroxocobal amin

MMethionine

A-Methyilpyrazole

Methylthioninium chloride (methyvlens blue )
MN-Acetyvipenicillamine

MNaloxone

MNMeostigmine

COximes

Oy oen

-Penicillamine

Pentetic acid (IDTEPA): diethylene-triamine pentaacetic acid
Phentolamine

Physostigimine

Phytomenadione

Potassium ferric hexacyanoferrate (Prussian blue)
FPrenalterol

Protamine sulfate

Pyridoxine ( Witamin Ba)

Silibinin

Sodiuwm nitrite

Sodium thiosulfate

Succimer (DM SA) DMimercaptosuccinic acid
Toloniunm chloride (toluidine blue)

Tricentine (riecthylene tetramine

Llnithiol (DRMEPS) 2.5 -dimerc "L].‘_Il':."l I ~propanesul fonic acid

FParacetamol: carbon tetrachloride
Chyanide

Cholinergic sy ndrome

Aomanitotoxins

Hydrogen Aluoride: fluorides: oxalates
Lead

Mlalignant hyperthermia: malignant neuroleptic syndrome
Iron: alumianium

Seirzures: chloroguine

Chyanide

Digoxin: digitoxin: digitalis glycosides
Arsenic: gold: inorganic mercury
Cyanide

Drug-induced dystonias

Methanol: ethvlene zlycol
Drrug-induced dystonias
Benzodiarepines

Folic acid antagonists

Beta-blockers

Cyanide

Paracetamaol

Methanol: ethvlene glyocol
Methasmoglobinasmia

Mlercury (organic and elemental )
Orpiates

MNeuromuscular block (curare typel: peripheral anticholinergic poisoning

Cyrganophosphates

Carbon monoxide: cyanide: hydrogzen sulfide
Copper:; gold: lead: mercury {(elemental y; zinc
Plutonium: actinides

Adpha-adrenergic poisomning

Central anticholinergic syndrome from atropine and derivatives

Coumarin and indanedione anticoagulants
Thalliuvm

Beta-blockers

Heparin

Isoniazid: crimidine: gyvromitrin: hydrazines
Aamanitotoxins

Cyanide

Cyanide

Lead: mercury {(inorganic and organic ). arsenic
Methacimoglobinacsmia

Copper

Mercury (methyl- and inorcanic): lead




usal Zehir
DERIEINE!
Merkezi
Antidot

Listesi

Sira

10

11

12

13

14

15

ANTIDOT ETKEN
MADDE

4-metil pirazol
(Fomepizol sulfat)

Botulismus
Polivalan Antiserum
(A-B-E)

Calcium Ededate
sodyum
Di cobalt EDTA

Digoksin Immiin
Fab
Dimercaprol
DMPS
D-penisilamin
Etil Alkol

Hydroxocobalamin

Metilen Mavisi

Physostigmine

Pralidoksim

Silibirnin

Succimer
(DMSA)

ANTIDOTUN ADI

FOMEPIZOL

BOTULISMUS
ANTITOKSIN

CALCIUM EDEDATE
DE SODIUM % 5

KELOCYAMOR % 1,5

DIGIFAB

B.ALL.

DiMavaL

METACAPTASE

ETIL ALKOL
% 10

CYAMO KIT
25g

METILEMN mavisl
%1

ANTICHOLIUM

CONTRATHION

LEGALON-SIL

SUCCICAPTAL

AMBALAJ
TiPi

5 amp / kutu

250 ml sise
10 amp /
kutu

6 amp /
kutu

1 vial / kutu

12 amp /
kutu

20 cap /
kutu

100 cap /
kutu

500 ml sise

2 vial / kutu

1 flakon

5 amp / kutu

10 flakon/
kutu

4 flakon /
kutu

15 cap /
kutu

BIRIM DEGERI

100 mg / 20 mil

Tip A 750 IU/ml
Tip B 500 IU/ml

Tip E 50 IU/ml

500 mg / 10 ml

300 mg / 20 mil

40 mg / wial

200 mg / 2 mil

100 mg kapsul

150 mg kapsiil

500 ml sise

2,5 gr vial

20 ml / flakon

2mg /5 ml

200 mg / flakon

350 mg / flakon

200 mg /
kapsiil

ENDIKASYOMNU

Etilen glikol ve
Methanol zehirlenmeleri

Botulismus vakalan
icin Antitoksin

Kursun zehirlenmeleri

Siyanir zehirlenmeleri

Digoksin zehirlenmeleri

Agwr metal selatori

Agir metal selatort (Hg)

Agwr metal selatoria (Pb, Cu)

Etilen glikol ve
Methanol zehirlenmeleri

Siyanir zehirlenmeleri

Methemoglobinemi
yapan zehirlenmeler

Antikolinerjik zehirlenmeler

Organik fosfor zehirlenmeleri

Mantar zehirlenmeleri

Agwr metal selatorl (Hg)




RSHM’de bulunan Antidotlar

Pralidoksim

Botulismus Antitoksini

BAL (Dimercaprol)
Succimer

Kelocyanor (Dikobalt EDTA)

“Ayrica diger antidotlarin bazilarinin temini, bir boliminin
de ruhsatlandirilmasi konusu lla¢ ve Eczacilik Genel
Mudurltigid’ne yazilmistir. Konu hentiz yazisma
asamasindadir.”




YENI BIR ZEHIR

e Varfarin = Yeni nesil
antikoagulanlar (YOAK)

* Dabigatran eteksilat
(Pradaxa), rivaroksaban
(Xarelto), apiksaban (Eliquis)

* YOAK—> yeni sorunlar, yeni
antidotlar




Sugammadex

 NMB’lerin entikisini antagonize eder.
e 2008 den beri hayatimizda
* Modifiye gammasiprodekstrin

* Plazmada vekuronyum ile kompleks
olusturarak néromuskuler bileskede nikotinik
reseptorlere baglanmak suretiyle
noromuskuler etkiyi geri cevirir.




YENI ANTIDOT:IDARUCIZUMAB

 Dabigatran spesifik
antidotu

* Monoklonal antikor

* Fab fragmani

2015 yilinda FDA onayi




YENI ANTIDOT:
ANDEXANET ALFA

 Rekombinant bir protein

* Oral veya enjektabl faktor Xa inhibitorlerinin (rivorasaban,
apiksaban, edoksaban) etkisini enzimatik olarak tersine

cevirme
* FDA onayi Agustos 2016




Aripazine (PER977, ciraparantag)

e D-arjinin komponenti kucuk sentetik molekdil.

e Eski (LMWH) ve yeni antikoagilanlara karsi
etkinligi oldugu distinilmekte

* FDA onayi yok

 ANTIDOTE]

~JICET-




Sci Trans| Med. 2016 Dec 7,8(368).368ra173.

Five-coordinate H64Q neuroglobin as a ligand-trap antidote for carbon monoxide poisoning.

Azarov|', Wang L', Rose JJ'+, Xu Q', Huang XN', Belanger A%, Wang Y?, Guo L?, Liu C3, Ucer KB®, McTiernan CE'?, O'Donnell CP'-2, Shiva §'45,
Tejero J'2, Kim-Shapiro DB*®, Gladwin MT"-2.

Author information

Abstract

Carbon monoxide (CO) is a leading cause of poisoning deaths worldwide, with no available antidotal therapy. We introduce a potential
treatment paradigm for CO poisoning, based on near-irreversible binding of CO by an engineered human neuroglobin (Ngb). Ngb is a
six-coordinate hemoprotein, with the heme iron coordinated by two histidine residues. We mutated the distal histidine to glutamine
(H64Q) and substituted three surface cysteines with less reactive amino acids to form a five-coordinate heme protein (Ngb-H64Q-
CCC). This molecule exhibited an unusually high affinity for gaseous ligands, with a Pzq (partial pressure of O, at which hemoglobin is
half-saturated) value for oxygen of 0.015 mmHg. Ngb-H64Q-CCC bound CO about 500 times more strongly than did hemoglobin.
Incubation of Ngb-H64Q-CCC with 100% CO-saturated hemoglobin, either cell-free or encapsulated in human red blood cells,
reduced the half-life of carboxyhemoglobin to 0.11 and 0.41 min, respectively, from 2200 min when the hemoglobin or red blood cells
were exposed only to air. Infusion of Ngb-H64Q-CCC to CO-poisoned mice enhanced CO removal from red blood cells, restored heart
rate and blood pressure, increased survival, and was followed by rapid renal elimination of CO-bound Ngb-H64Q-CCC. Heme-based
scavenger molecules with very high CO binding affinity, such as our mutant five-coordinate Ngb, are potential antidotes for CO
poisoning by virtue of their ability to bind and eliminate CO.

Copyright© 2016, American Association for the Advancement of Science.

PMID: 27928027 PMCID: PMC5206801 [Available on 2017-06-07] DOI: 10.1126/scitransimed.aah6571




GP to be sentenced over wife's insulin murder

Published: 12:17 pm, Friday, 5 May 2017

A Sydney GP is due to be sentenced for murdering his second wife with a lethal dose of
insulin.

Brian Kenneth Crickitt, then 63, was found guilty in December of murdering Christine
Crickitt late on New Year's Eve or early on New Year's Day in 2010.

A post-mortem examination could not determine the cause of her death, but the Crown
contended he injected her in the buttock with a lethal dose of fast-acting insulin.

The prosecutor said Crickitt had become fed up with his marriage and besotted with his

new lover, Linda Livermore.

In her victim impact statement, the murdered woman's daughter Tracey Wiggins said her
stepfather had gone into callous detail about the dissection of her mother's brain as

family members grieved.

'The deception and the betrayal (by her stepfather) is incredibly debilitating, she said.

Justice Clifton Hoeben is due to sentence Crickitt in the NSW Supreme Court on Friday.

AAP
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Insilin

* Miyokardiyal hticrelere glikoz ve laktat alimini arttirir

* Myokard fonksiyonlarini oksijen ihtiyacini
degistirmeden arttirir

» Sarkoplazmik retikulumda Ca-ATPaz aktivitesini
arttirir

* Sitoplazmik Ca konsantrasyonunu artirir

* Mitokondri ve sarkolemmeya kalsiyum girisini arttirir




High-dose
Insulin
Euglycaemic
Therapy (HIET)

Yiukleme dozu 0.5 - 1 U/kg bolus
regller insulin ve 25 gr Dx (kan

sekeri 400 mg/dl gecemyecek
sekilde)

* Infiizyon dozu 0.5 - 1 U/kg/sa
regller ins ve 0.5 g/kg/sa Dx

* Yakin kan sekeri ve potasyum
takibi yapilmal




NE DEGISMEDI?

Zehirlenmelerin ilk adresi acil
servis hekimleri olmaya devam
edecektir.




TESEKKURLER




