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Proposed list of specific antidotes in the European Community {Council of Europe, 1990}

Antidote

Indication/toxic agent

Acetylcysteine

Amyl nitrite

Antivenins and antitoxins

Atropine

Benzylpenicillin

Calcium gluconate

Calcium disodium edetate

Dantrolene

Deferoxamine

Diazepam

Dicobalt edetate

Digoxin-specific (Fab) antibody fragments
Dimercaprol (BAL)
4-Dimethylaminophenol

Diphenhydramine

Ethanol

Etybenzatropine (ethybenztropine)
Flumazenil

Folinic acid

Glucagon

Hydroxocobalamin

Methionine

4-Methylpyrazole

Methylthioninium chloride (methylene blue)
N-Acetylpenicillamine

Naloxone

Neostigmine

Ontimes

Oxygen

p-Penicillamine

Pentetic acid (DTPA); diethylene-triamine pentaacetic acid
Phentolamine

Physostigmine

Phytomenadione

Potassium ferric hexacyanoferrate (Prussian blue)
Prenalteral

Protamine sulfate

Pyridoxine (Vitamin B6)

Silibinin

Sodium nitrite

Sodium thiosulfate

Succimer (DMSA) Dimercaptosuccinic acid
Tolonium chloride (toluidine blue)

Trientine (triethylene tetramine)
Unithiol (DMPS) 2.3-dimercapto-1-propanesulfonic acid

Paracetamol; carbon tetrachloride
Cyanide

Cholinergic syndrome

Amanitotoxins

Hydrogen fluoride: fluorides; oxalates

Lead

Malignant hyperthermia; malignant neuroleptic syndrome
Iron: aluminium

Seizures; chloroquine

Cyanide

Digoxin: digitoxin: digitalis glycosides

Arsenic; gold: inorganic mercury

Cyanide

Drug-induced dystonias

Methanol: ethylene glycol

Drug-induced dystonias

Benzodiazepines

Faolic acid antagonists

Beta-blockers

Cyanide

Paracetamol

Methanol: ethylene glycol

Methaemoglobinaemia

Mercury (organic and elemental)

Opiates

Neuromuscular block (curare type):. peripheral anticholinergic poisoning
Organophosphates

Carbon monoxide; cyanide; hydrogen sulfide

Copper: gold: lead: mercury (elemental); zinc

Plutonium; actinides

Alpha-adrenergic poisoning

Central anticholinergic syndrome from atropine and derivatives
Coumarin and indanedione anticoagulants

Thallium

Beta-blockers

Heparin

Isoniazid; crimidine: gyromitrin: hydrazines
Amanitotoxins

Cyanide

Cyanide

Lead: mercury {inorganic and organic), arsenic
Methaemoglobinaemia

Copper
Mercury (methyl- and inorganic): lead




Yazih tarih oncesinden bu yana
evrensel antidot araniyor

Nicander of Colophon
(Ahmetbeyli, Izmir)
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Yunanlilar evrensel antidotu aleksifarmika veya

hirden sakinmak anlanundak: aleksifarmakos ve
antifarmakon veya antidot kelimelerinden olusmak-
tadwr. Aleksifarmika zaman icinde giderek. kustiiyii

icin kullanilmaya baslandi [3]. Milattan dnce 5. yiiz-
yildan itibaren adsorban bur ajan olan ferra sigillata
veya kutsal miihtirlii toprak evrensel antidot olarak
kabul edildi. Bu ajan sadece Yunan Adalanndan

ve tiim zehlirlerin iistesinden gelinmesinde etkin ol-
dugu disiniliyordu. Tarth boyunca evrensel
anfidotlar olarak taraftar toplayan bircok diger ajan
varolmustur: bezoar taslarn (intestinal taslar). fosil

Current Opinion in Pediatrics 2007, 19:199-200




Antidot...




Tarihte zehirlenmeler kazara / bilincli (?)

Zehirlenmelere karsi kullanilan ilk yontem
“kusturma’

1800’lere kadar genellikle bitkisel kaynakl
(daha az hayvansal ve mineral katki)

Ortodoks doktorlarin humoral tedaviyi kesfinden
sonra cesitlendi (hayvan kani, zehirleri, boynuzu, vb)



Tarihce

* “Unicorn’s corn”
» “Bone of a stag’s heart”
» “Limni toprag1”,
* “Ermeni kiutugu”
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Sonralarn ..

“Panzehir” (antidot)
L. antidotum, Gr. antidoton ve modern tip

“Bir zehiri etkisiz hale getirmek (kimyasal antidot)
ya da fizyolojik etkileriyle savasmak

(fizyolojik antidot) icin tedavide kullanilan
madde.”



Yetim ila¢ (Orphan drug) statiistindedirler
Uretim maliyetleri yiiksek,

Imalat ve ruhsatlandirilmasi belirli tilkelerde
gerceklestirilen,

Normal bir ilac olarak tiretilmesi ve ruhsatlandirilmasi
zorunlulugu olmayan,

Hclﬁyaca bagl olarak, iiretimi gerceklestiren iilkeden ithal
edilen,

ILACLARDIR...



s [PCS INTOX Databank

Antidot " IPCS INCHEM

¢ [PC5 Poisons Information Monographs
¢ [PC5 Treatment Guides

¢ IPC5/BEuropean Commission Evaluation of Antidote Series (IPCS
INCHEM. 2006)

. . . Antidotes for poisoning by cyanide

mtldOtlar hakklnda bllgller, Antidotes for poisoning by paracetamol

Maloxone, flumazenil and dantrolenes as antidotes

uluslararasi iy
Organizasyonlar taraflndan Pralidox ime (in preparation

Ohidoxime (in preparation)
yamnlanlr: ¢ [PC5 Guidelines forthe Prevention of Toxic Exposunzs
# [PCS International Chemical Safety Cards (IC5Cs)
¢ [PC5 Environmental Health Criteria Monographs (EHCs)
o CCOOHS CHEMINFO Database
o WHOFAC Information Documents
¢ UK Poison Information Docoments (UK PIDs)

¢ [nternational Agency for Research on Cancer monographs (IARC)

Awvailable online at www.sciencedirect.com

ScienceDirect ml“:"mm

Toxicology 233 (2007 13-19

www.elsevier.com! locate/toxicol

The dilemma of approving antidotes

Christian Steffen *

Clinical Trials Unit, Federal Institate for Drugs and Medical Devices, Kurt-Georg-Kiesinger-Allee 3, 53175 Bonn, Germany

Beceived 13 November 2006; received in revised form 22 Movember 2006; accepted 24 November 2006
Available online | December 2006




Antidot Referans Bilgi Kaynaklar:

The International Programme

on Chemical Safety (IPCS)

*» WHO (World Health Organisation)
» UNEP (United Nations Environment Programme)

» ILO (International Labour Organisation)




Antidot Referans Bilgi Kaynaklar
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The International Programme
on Chemical Safety (IPCS)

IPCS Home

Chemicals
assessment

Methods for
chemicals
assessment

Chemicals in food

Poisons
information,
prevention and
management

Chemical
incidents and
emergencies

Capacity building

English

el
(&)
WHO UNEP

Publications | About IPCS | Events

International Programme on Chemical Safety > Poisoning Prevention and
Management

Poisons centres

What is a poisons centre?

A poisons centre is a specialized unit that advises on, or assists with, the
prevention, diagnosis and management of poisoning. The structure and
function of poisons centres varies around the world. At a minimum a
poisons centre is an information service. Some poisons centres may also
include a toxicology laboratory and/or a clinical treatment unit.

What does a poisons centre do?

A poisons centre provides an emergency poisons information service. It
may also provide an analytical toxicology service and a clinical service.
In addition the poisons centre may play an important role in developing
contingency plans for, and responding to, chemical disasters, and may be
invalved in monitoring the adverse effects of drugs, and in handling
problems of substance abuse. It may alzo be involved in research,
education and training.

Poisons Information Service

The poisons information service is concerned with the risk assessment,
diagnosis, management and prevention of exposure to any substance, by
amy route, in patients of any age, and arising fram any circumstance, be
it accidental, intentional, occupational etc. In addition the poisons centre
can provide general information about substances, their properties and
toxcicity.

Francais

Pyccrmia Espaniol

YELLOWTOX

World directory of
poizons centres

Read a day in the life
of a Poisons
Information Centre
pharmacist

Full text

RELATED WEEB SITES

IPCS INCHEM

IFCS Forum V
E=zential tools for
chemical safety
Full text




INTERNATIONAL PROGRAMME
ON CHEMICAL SAFETY

GUIDELINES ON
THE PREVENTION OF
TOXIC EXPOSURES

Education and public
awareness activities

'J. J I]_O
Mot UNEP A
Pahiishad by the World Health Orgasization in collaboration wiih

thie United Nations Enviroament Programms and
the International Labour Organization
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An Agency of the European

EUROPEAN MEDICINES AGENCY E
K

SCIENCE MEDICINES HEALTH

Text size: |alla A Site-wide search

Home Find medicine Regulatory Special topics Document library News & events Partners & networks About us Quick links i

.. =
Search for medicines ‘ About the Agency Find information fc
Search our database of medicines - including The European Medicines Agency
Human medicines, Veterinary medicines and . i= a decentralised body of the Patients and
Herbal medicines. ' European Union, located in carers

“\ London.

Quick search »
{ _ p | Find out more about what we do HeaﬂhCE'il'E
Or go to the Medicines section for more professmnals

options to help you find what you need.

Animal health

) _ professionals
Latest news ! Patient safety ! Veterinary alerts Public Consultations
N N N N P Business
09/09/2010 Ewropean Medicines Agency holds international workshop on clinical trials in
the context of global medicines development Mol
edia

Participants from around the world emphasise the need for cooperation to ensure a

i . rofessionals
robust global framework for clinical trials ... ¥ Read more P

08/09/2010 CHMP meets to discuss Avandia and Pandemrix

The Committee for Medicinal Products for Human Use (CHMP) met on Wednesday & 2015 Roadmap g

September to discuss the ongoing benefit-risk review of the rosiglitazone-containing
1 T !




Proposed list of specific antidotes in the European Community {Council of Europe, 1990}

Antidote

Indication/toxic agent

Acetylcysteine

Amyl nitrite

Antivenins and antitoxins

Atropine

Benzylpenicillin

Calcium gluconate

Calcium disodium edetate

Dantrolene

Deferoxamine

Diazepam

Dicobalt edetate

Digoxin-specific (Fab) antibody fragments
Dimercaprol (BAL)
4-Dimethylaminophenol

Diphenhydramine

Ethanol

Etybenzatropine (ethybenztropine)
Flumazenil

Folinic acid

Glucagon

Hydroxocobalamin

Methionine

4-Methylpyrazole

Methylthioninium chloride (methylene blue)
N-Acetylpenicillamine

Naloxone

Neostigmine

Ontimes

Oxygen

p-Penicillamine

Pentetic acid (DTPA); diethylene-triamine pentaacetic acid
Phentolamine

Physostigmine

Phytomenadione

Potassium ferric hexacyanoferrate (Prussian blue)
Prenalteral

Protamine sulfate

Pyridoxine (Vitamin B6)

Silibinin

Sodium nitrite

Sodium thiosulfate

Succimer (DMSA) Dimercaptosuccinic acid
Tolonium chloride (toluidine blue)

Trientine (triethylene tetramine)
Unithiol (DMPS) 2.3-dimercapto-1-propanesulfonic acid

Paracetamol; carbon tetrachloride
Cyanide

Cholinergic syndrome

Amanitotoxins

Hydrogen fluoride: fluorides; oxalates

Lead

Malignant hyperthermia; malignant neuroleptic syndrome
Iron: aluminium

Seizures; chloroquine

Cyanide

Digoxin: digitoxin: digitalis glycosides

Arsenic; gold: inorganic mercury

Cyanide

Drug-induced dystonias

Methanol: ethylene glycol

Drug-induced dystonias

Benzodiazepines

Faolic acid antagonists

Beta-blockers

Cyanide

Paracetamol

Methanol: ethylene glycol

Methaemoglobinaemia

Mercury (organic and elemental)

Opiates

Neuromuscular block (curare type):. peripheral anticholinergic poisoning
Organophosphates

Carbon monoxide; cyanide; hydrogen sulfide

Copper: gold: lead: mercury (elemental); zinc

Plutonium; actinides

Alpha-adrenergic poisoning

Central anticholinergic syndrome from atropine and derivatives
Coumarin and indanedione anticoagulants

Thallium

Beta-blockers

Heparin

Isoniazid; crimidine: gyromitrin: hydrazines
Amanitotoxins

Cyanide

Cyanide

Lead: mercury {inorganic and organic), arsenic
Methaemoglobinaemia

Copper
Mercury (methyl- and inorganic): lead




Stirekli kullanima gereksinim olmamasi ve buna
bagl raf omiirlerinin tiikkenmesi nedeniyle
finansman destegi gereklidir.

Yeni antidot tiretimi icin finansal destek
olmadigindan; durumlar: yetim ilac (Orphan drug)
pozisyonundadir ve ayni yasal avantajlara
sahiptirler.



Nadir gorulen ciddi, hayat1 tehdit edici veya kronik
yetisizlige neden olabilecek hastaliklara kars:
tiretilirler (Genel yaklasim ~5/10.000 Kisi).

[1k tanimlama..
US Orphan Drug 1983

Japonya 1993
Avustralya 1998



Akut zehirlenmelerde antidot uygulamasi icin
aydinlatilmis onam alinmaz ! (?)

Yasal diizenleme yoktur (!).

Antidot olarak kullanilacak maddenin etkinligi
bilimsel olarak kanitlanmis olmalidir.



Klinik ve antidot sorgulama

THOMSOMN
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MICROMEDEX
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INTRODUCING MICROMEDEX' 2.0
NOT SEARCHING. FINDING.

ALL MNEW

TRUSTED EVIDENCE
SHAPLE 3EARCH
SPEEDY ANSWERS
READY SOQURCE
B0 MOBILE

HELPFLUL TOOL3

CLICKTO
SIGN UP FOR

|'want drug Information to beeasy to ﬁr.t1

Simply type any term, phrase, or question into
the search box that's available on every page.
learn more-

POISINDEX NOW AVAILAELE ON MICROMEDEX 2. 0!

Powerful, Trusted, Smart. That's the Micromedsx refied on by more than 3,500 U5 hospitsls and m B3
countries worlkdwde

Simple, Speedy, Painless. That's the All New Micromedsx 2.0
Thomson Reutsrs Micromedee T 2.0 delivers smart search functionaliny and 3 streamilined design to help
you find the evidence-based drsg information and cinical answers you expect from Micromedex,

MICROMEDE X REDEFINED

Sign up for an onfine web seminar to lesm more sbout Micromeds:x 2.0

Listen to Tina Moen, Vice President of Knowledge Development at Thomson Reuters Micromedex talk

abowt the Value of Moromedex Z 2 1o ghamacsts




Antidotlar tireten firmalar diinyada sinmirh sayida,
Uretim kapasiteleri y1llik planlamayla sinirh,

Belirlenmis miktarin, belli merkezlerde stoklanmas
olmasi gereKkli.

Sorumlu olan kurum 2001 yi1lindan bu yana
RSHM Baskanhgr Zehir Damisma Merkezi
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:‘ | Bl .,I-’ \ Pestisit Zehirlenmeleri

':-.I | Pestisitlerle zehirlenmeler genellikle kazaen olmaktadir. Genellikle de bu tir zehirlenmeler.

\&), /5 gerek ilaglama yaparken koruyucu dnlemlerin alinmamasi gerekse pestisitlerin kolay

BN x’;&“ i Gl & .
) .:,t.'--';-ﬁ?f’ ulagilabilir yerlerde biralilmas) sonucunda, dzellikle cocuklar bagta olmak Gzere, insanlann

S=HREZ- yanhslikla bu ilaglarla temas etmeleriyle olmaktadir. (Devami.. )
: 114 UZEM Hakkinda | Halka Yonelik Bilgiler | Saghk Cahganlanna Yonelik Bilgiler | Kozmetik Bildirimier: Site igi hizh arama....

Anasayfa

“Hicbir Lezzet Olecek Kadar Giizel Degildir”

Sikca Sorulan Sorular
iletigim

Detayh Arama

YEMEYIN

Kullanic Adi
Sifre
Beni Hatirla [7]
[ Girig ap |
Sifrenizi miunuttunuz? -
@ Internet | Korurmah Mod: Kapal = %100




& T.C. SAGLIK BAKANLIGI

BiRINCi BASAMAGA YONELIK

ZEHIRLENMELER
TANI ve TEDAVI
REHBERLERI
2007,

Ulusal £ehir Merkezi (UZEAL)
Refik Savdam Hifzissihha Merkezi Baskanh@
(24 saat)
Tel: 114
{htep::/www.rshm.saglik.gov.tr/nzem)

Tirkiye'de Zehirlenme Olzularma 1lizkin
Damizmanhk Hizmet: Veren Kuruomlar

Diokuz Eylal Universitesi Tip Fakiiltesi
Nag ve Zehir Damsma Merkezi
(24 =aat)
Tel: 0-232-4123930
(http:web.deu edu tv/zdm)

-~ ~
-
- S

-

" Uludag Zehir Damsma Merkezi ™
(24 saat)
\ Tel: 0-224-4428293 )

~
~
~

Hacettepe [ag T.'EE-Eh:r Bilzi Merkezi
(FIZBIM)

EﬂE:ﬂﬂ—l ?:30!

{hﬂp:."."wnw.ﬁzmaha:;eﬁmaedun.’hizbh]ﬂhﬁbimshml}




TC. SAGLIK BAKANLIG!  BIRINCI BASAMAGA YONELIK TANI VE TEDAVi REHBEE

ZEHIRLENME TEDAVISINDE KULLANILAN

ILACLAR ve OZGUL ANTIDOTLAR - 2007

BIRINCI BASAMAGA YONELIK TANI VE TEDAVI REHBERI

ICINDEKILER

SAYFANO
ATROPIN oo, 108
BAL-British anti-Lewisite (DIMEREAPROL).......coooooeceoeeeeeeeeeeceeeeeene. 201
BENZODIAZEPINLER. ... oooooooooeeoeeeee oo 203
BOTULINUM ANTITORSIND ..o 203
DEFEROKSAMIN (DESFERRIOKSAMING ..o, 206
DIFENHIDEAMIN ..o eeeseseeeseeeeemesenesennnes. 20T
DIGOKSIN OZGUL ANTIKORLART. ... 208
DIKOBALT EDETAT ..oooooo oo eeseeeeeeeeseesenne. 210
DMSA (Dimerkaptosilsinge ASif) ..o 211
DOPAMIN e 212
ETANOL oo eeseeeeeeeeeeesenns. 214
FENITOIN ..o eeseeeeeeeeseesenns. 216

FIZOSTIGMIN ve NEOSTIGMIN .. ... 218
27
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Ev Kimyasallanyla Olan Zehirlenmeler

Ev kimyasallarnina bagh zehirlenmeler, kimyasallann kazara alinmasi veya drinlerin yanhs
kullanilmalan sonucu meydana gelebilmektedir. Bu tir zehirlenmeler, dzellikle de cocuklarda
garilmektedir. Aynca, insanlar canlanna kastetmek maksadiyla da ev kimyasallann
kullanarak zehirlenebilmektedirler. (Devami...

114 UZEM Hakkinda | Halka Yonelik Bilgiler | Saghk Cahsanlanna Yonelik Bilgiler | Kozmetik Bildirimleri Site igi izl arama. ..

Anasayfa » Sadlik Cahganlanna Ydnelik Bilgiler

[ AnaMens | Sagllk Calisanlarina Yonelik Bilgiler

Anazayfa Zehirlenmeler Tam ve Tedavi Rehberleri 10318
Sikca Sorulan Sorular
= L 2 Akrep Sokrmasi 5244
= iletigim
_E, et e 3 Alkol Zehirlenmeleri 4753
E Site Harftas| 4 Hidrokarbon Zehirlenmeleri 4028
E 5 Batimllk Yapici Madde Zehirlenmeleri 27492
E 6 Spesifik Toksik Sendromu dmavan Akut Zehirlenme Yakalannda Temel Yaklasimiar 391
% 7 llag Disi Baz Maddelerle Olusan Zehirlenmelerde ilk Yaklagim Onerileri 415
http://uzem.rshm.gov.tr/saglik-calisanlarina-yonelik-bilgiler.htm| & Internet | Korumali Mod: Kapah #, 36100
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Maorolojik Sisteme Etkilen
Akut_

« Biling bulanikliklan, gergilik ,

« Duygulanim bozukluklan

o Duyu bozukluklar

« Bas donmesi ataklan

« (Cocuklarda kan sekeri dismesi

o Cocuklarda kas tonusun da bozukluk

BAGIMLILIK

AKUT TEDAVI
Normal (L2 ideadalse false MicrosoftinternetExplorerd
-~ LS
I'4 \
Ve Mideykamasi /
« “OvmelakirefirtcTavisi
Glucose
Thiamine
Maloxane
Hemodializ

METANOL ZEHIRLENMESI (sahte raki, markasiz kolonya, antifriz, ispirto)

4 I




1. Pralidoksim

Ulkemizde yaygin olarak kullanilan tarim ilaclarindan organofosforlu insektisitler ve 6zel
kosullarda karbamatli insektisitlerle meydana gelen zehirlenmelerde kullanilmaktadir.

2. Botulismus Antitoksini
3. BAL (Dimercaprol)

Kursun, antimon, bizmut, arsenik, altin, krom, bakir, nikel, ¢cinko ve civa gibi metallerle
meydana gelen zehirlenmelerde

4. Succimer
Civa, kadmiyum, kursun zehirlenmelerinde,

5. Kelocyanor (Dikobalt EDTA)

Siyaniir zehirlenmesinde;

“Ayrica diger antidotlarin bazilarinin temini, bir bolumunun
de ruhsatlandirilmas: konusu Ilac ve Eczacihk Genel
Midirligi'ne yazilmistir. Konu hentiz yazisma
asamasindadir.”



e | - - -hir Arastirmalarn Modirligi
I -
e-mail : zehir@rshm.gov.tr
Yoo
RSHM Bilim Kurulu RSHM Kod UBE Kod Sahg{wah
Haberler / Duyurular
Iletisim -Tel Rehberi 131.100 ANTIDOT
Kiitiphane-Yaymlar 131.103 15.03.01.12.02.13.01 | Botulismus Polivalan Antiserumu (Tip &. B ve E) 9.770,00
Halkla Iliskiler- Bilgi Edinme 131.105 15.03.01.12.02.14.01 | Calcium Edtate De Sodium 450,00
Yenidodan Tarama 131.106 | 15.03.01.12.02.15.01 | Dicobalt EDTA {Kelocyanor) (6 Amp/kutu) 445,00
131107 15.03.01.12.02.16.01 | Digifab (Digoxin Immune Fab) 40 mg vial 1.450,00
Oimercaprol { BAL) (British Anti-Lewisite ) 12
B Kamu Hizmet Standartiar: 131.112 15.03.01.12.02.17.01 s 380.00
131.115 | 15.03.01.12.02.18.01 |PMPS (Dimercaptopropane-1-sulfonate) 629.00
. Misyonumuz I[Dlmaual_] 5 ampykutu
131.116 | 15.03.01.12.02.18.02 |DMPS (Dimercaptopropane-1-sulfonate) 325,00
- Vizyonumuz {Dimaval) 20 capfkutu
4 131.118 | 15.03.01.12.02.26.01 E’;‘Eﬂuiﬁ"mer':a”t':'s'-":':'”": acid) Succimer 15 487.00
Degerlerimiz e
131.121 | 15.03.01.12.02.19.02 E&fﬁ”'“"am'” (Metacaptase) 300mg/100 cap. 353.00
131.122 | 15.03.01.12.02.19.01 E;ff”'“"a”“” (Metacaptase) 150ma/100 cap. 60,00
rpT # T
lmRh LA EH"'E' o 131,124 | 15.03.01.12.02.20.01 | Etil Alkol (%10) 500cc sise 16,00
Refik Saydam 131327 15.03.01.12.02.21.01 | Fomepizol { 4-methypyrazole ) (5 Amp/Kutu=) 3.029,00
Hifzissihha Merkezi
Baskanhdi 131.130 15.03.01.12.02.23.01 Metilen Mawisi (10 mL) %1 2,90
131:133 15.03.01.12.02.22.01 | Physostigmin salicylat {5 Amp) 231,00
131.136 15.03.01.12.02.24.01 | 2- P&M (200 mg 10 Amp)Pralidoksime tuzlan 76,33
131.159 15.03.01.12.02.12.01 Silibinin (£ Vialik kit) 2.430,00
Cemal Giirse| Cad. No: 18 131347 | 150500105 | 2Yaner Anbuet Kikj (Ami nirit. Sodyum Rt 3.228,00
Tel : (0312) 458 20 00 Sodyum thiosiilfat) (hir hastalil kit)
Faks: (0312) 458 24 08
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Popiuler/Gilincel Antidotlar-1

VR
""""""" Primary Indication
Antidote by Substance Dose and Administration
High dose insulin Severe calcium channel e Bolus of Regular Insulin 1U/
euglycemic therapy (HIE) blocker poisoning kg followed by infusion at

0.5-1.0 Ukag/h. Give 25 gm
(50 cc of D50W) initially and
monitor glucose frequently
to prevent hypoglycemia.
Monitor serum potassium
and replace as needed to
avoid hypokalemia.

The proposed mechanism by which HIET reverses hemodynamic collapse is
through direct metabolic effects on myocardial cells.52 It is hypothesized that in
a state of shock, myocytes switch from the utilization of free fatty acids to glucose
in order to meet metabolic demands. CCBs induce a state of hypoinsulinemia, pre-
venting the uptake of glucose by myocvtes and causing a loss of inotropy. decreased
peripheral vascular resistance, and shock.®® High doses of insulin might therefore be
able to reverse these metabolic derangements.

*Emerg Med Clin North Am. 2010 Feb;28(1):149-61, ix.
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HIGH-DOSE INSULIN EUGLYCEMIC THERAPY FOR THE TREATMENT OF CALCIUM
CHANNEL BLOCKER OVERDOSE

It should not be overlooked, however, that there are many published case reports
demonstrating the failure of HIET to reverse CCB-induced hemodynamic collapse.
Some of these reports have in common the late initiation of HIET, after the develop-
ment of severe symptoms, '®~'® and may indicate that HIET should be considered early
in severe CCB toxicity rather than as a therapy of "“last resort.”
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Primary Indication

Antidote by Substance Dose and Administration
Intravenous lipid emulsion  Lipophillic cardiotoxicagents e 1.5 mU/kg of 20% intralipid as
(Intralipid) an initial bolus followed by
0.25 mU/kg/min for 30-60

min.

e Depending upon response,
bolus could be repeated 1-2
times and infusion rate
increased.

Several mechanisms of action have been suggested. One theory is that ILE acts as

a “lipid sink,” expanding the lipid compartment within the intravascular space, and
sequestering lipid-soluble drugs from the tissues. The success of ILE in the treatment
of poisoning by lipid-soluble drugs such as bupivacaine, propranolol, and verapamil
supports this theory _Another explanation suggests that its efficacy is related to meta-
bolic effects in the myocardium, specifically its ability to enhance fatty acid intracel-
lular transport in myocardial cells.™




Populer/Guncel Antidotlar-3

Methanol ~ CH, OH Ethylene Glycol CH, OH - CH, OH
*ADH * ADH
Formaldehyde HCHO Glyoxalate CH,OH - CHO

AldDH AldDH
Metabolic v
Voo s Gyooale  CH,OH-CO0 ———> hoaoot®
Formate HCOO™ —, Biindness
\ Coma + seizures
Folate Coma ¥ Renal failure

Med Clin M Am B9 (2005) 13791397

New Developments in Antidotes
Nicole L. Ries, PharmD™*,
Richard C. Dart, MD, PhD*"

“Racky Mowmian Poisan and Dz Conter. Denver Health, Dawer, OO, US4
SUniversity of Codorpds Heolth Seivncey Center, Denver, 0, U854
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Fomepizole and ethanol are two effective antidotes for the treatment of
cthylene glycol (EG) and methanol poisoning [9]. Both fomepizole and
cthanol are inhibitors of the alcohol dehydrogenase (ADH) enzyme;
fomepizole is a more potent ADH inhibitor than ethanol [10.11]. In
addition, fomepizole is eliminated more slowly than ethanol, has more
predictable pharmacokinetics, 1s easier to administer. and requires less
laboratory monitoring [12.13].

Open Access Emergency Medicine Dove

3 REVIEW
Treatment of patients with ethylene glycol

or methanol poisoning: focus on fomepizole

Open Access Emergency Medicine 2010:2

Thix articks wan pablhed in the lllewing Deve Proa pumal

Cpeen Moo Emengency Medaine
; 24 Auges 3010 ;
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Fomepizole 1s available in 1.5 mL wvials containing 1 g/mL [16].
Intravenous (I'V) administration is the recommended route, but fomepizole
may be administered orally if IV access cannot be obtained [17]. Fomepizole
1s administered as an IV loading dr.}qr: of 15 mgfkg diluted n at lea'at 100 mL
of normal saline. or 59 TOS¢ - - The
maintenance dose is 10 meg/kg IV every 12 hours for four doses.
Administration beyond the initial five doses (48 hours) should be given at
15 mg/kg IV every 12 hours [16]. The recommended increase in the
maintenance dose after the initial five doses is due to the autoinduction of
fomepizole metabolism [18 21]. Fomepizole as monotherapy for EG or
methanol intoxication should be given until the patient is asymptomatic,
and the EG or methanol serum concentration is below 20 mg/dL [16].

Dosage and available formulations
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