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Zehirlenmelerde Kanita
Dayal1 T1bbi Bakim




Zehirlenmelerde Kanita Dayal1
T1bbi Bakim

« ‘Kanita dayali’ kavram1

» Toksikolojide kanita dayali
uygulamalar

» Zehirlenmelerde yaygin olarak
uygulanan fakat hentiz kanita dayali
olmayan yaklasimlar

Kanita Dayal1 Tip... yeni degil

. Galileo Galilei (1564-1642)

Bilimde, bir kisinin temel distinmesi bin
kisinin otoritesinden daha degerlidir.




Otoriteye dayal1

» Tedaviler:
— Bireysel klinik
deneyimlere bagl:
— Tamamen pato-
fizyolojiye dayal1
— ‘Herkesin bildiklerine’
bagl1

Kanita dayali1

Mumkinse tedaviler:

— tarafs1z tekrarlanabilir
arastirmalara bagli

— Patofiziyoloji bilgisi
gerekli fakat yeterli degil

— Arastirma projeleri
kanitin siniflandiril-
masina gore yorumlanir

Tedavi kararlari konusunda
‘Inan1yorum Ki’ yeterli degil

e 20 y1ldir post-menopozal estrojen




Tedavi kararlari konusunda
‘inani1yorum ki’ yeterli degil

o 20 y1ldir post-menopozal estrojen

» GoOzlemsel, hayvan calismalari, temel
laboratuvar calismalar1 yeterli degildir

* Bu tip calismalar, hipotezleri
olusturmak icin faydalidur.

Tedavi kararlari konusunda
‘Inan1yorum Ki’ yeterli degil

» Rasgele kontrolll ¢alismalar !




‘Kanzita dayali’ kavramai

Kategori Kanait tipi Aciklama

« A 1A homojen RKC’larin derleme

1B  dar guvenilirlik aral1g1 olan RKC’lar

1C  ©nce-sonra : timu-hi¢
homojen kohort ¢al: smalarindan derleme
bir kohort ya da dusuk kalitesi olan RKC
‘sonlanim’ ¢alismalari
olgu-kontrol ¢calismalarindan derleme
bir olgu-kontrol calismas1

olgu sunumlari
calismaya dayali olmayan ‘eksper’ szl
abstraktlar

Zehirlenmelerde kanit...
bol bol C ve D sinif onerileri

the text. If the concentration of the product is not known, it should be assumed to be a
concentrated (>20%) product (Grade C).

. A witnessed “taste or lick” only in a child, or an adult who unintentionally drinks and then
expectorates all of a concentrated product without swallowing, does not need referral (Grade C).

. Referral is not needed if it has been more than 24 hours since a potentially toxic unintentional
exposure, the patient has been asymptomatic, and no aleohol was co-ingested (Grade D).

. Gastrointestinal decontamination in the out-of-hospital setting with ipecac syrup, gastric lavage,
or activated charcoal is not recommended. Transportation to an emergency department should
not be delayed for any decontamination procedures (Grade D).

. Patients meeting referral criteria should be evaluated at a hospital emergency department rather
than a elinic. A facility that can quickly obtain an ethylene glycol serum concentration and has
alcohol or fomepizole therapy available is preferred. This referral should be guided by local
poison center procedures and community resources (Grade D).




Zehirlenmelerde arastirmalarin
zorluklari

» Bir ‘Zehirlenme Skalas1’ yok
— Binlerce madde var
— her madde i¢in ayr1 bir skala olusturmak
pratik degil
— Ne odlcaldr:
olum? Ventilatére bagli gunler? Karaciger

markerleri? Acil servis veya hastanede
kal1s siuresi? Kan basinci?

Zehirlenmelerde arastirmalarin
zorluklari

e Hasta onam1 nasil, ne zaman
alinacak?




Toksikolojide kanitin 6nemi

« Ilaca bagli yan etkileri - 6lum
— Vioxx...

» Fabrika etrafinda bir hastalik ortaya
¢ikmis - atiklarina bagli mi1 degil mi?

o Cocugun 0Ozirli olmas: ilaca bagl
miydi1?

| LUL Home Healwn 10pics A=L

'\'l'l']{lgq;]

Recommendations and Reports
January 14, 2005 / 54(RR1);1-24

Case Definitions for Chemical Poisoning

Mercury (Organic)

Clindeal Deseriy

Man asouss ot rypical oun v might also sesult Patel, MD

Laboratery Criteria for Diagnanis

. A case in whoch whole blood mevrry bevels (=10 paiL) (20,58) are detected, 5y determined by 3
commercial laboratory. Unine mesre ¢ e

Or,

Envirosmentsd. Detecuion of mercury i enviroansend ssmgles, 3 desrmined by NIOSH or FDA

et o predonua smest of elmes]
or a 100% certamty of the stiology of the




Toksikolojide ‘kanita dayali1’
uygulama alanlari

Thresholds in Toxic Responses to
Chemicals and Radiation and Their Use in
Risk Assessment and Regulation:

-
-

Prepared By:«
Richard J. Bull, Ph.D.«
MoBull Consulting=

Droperidolun piyasadan ¢ekilmesi:
kanita dayal1 bir eylem degildi

Droperidol and the Black Box Warning

To the Editor:

We have read withinterestthe article by Kao etal' and the
commentary by Meyer? (April 2003; articles #110and #111)
regarding droperidol. As frequentusers of droperidolin
ouremergencydepartment, we alsowere curious about
the datathat promptedtheissuance of a black boxwarn-
ing onthe productbythe US Food and Drug Administration
(FDA). Afterindependently conducting aninstitutional
review board-exempted review of data obtained from the
FDAthrough2requests underthe Freedom of Information
Act,wereachedthe same conclusions aboutthe poor




Toksikolojide kanitin 6nemi

» “X maddeye bagli Y sonuclar1 oldu”
— Kaynak
— Maruz kalma (temas var miyd1? ne kadar?)
— Kisiye gecen doz (maruz kalmadan c¢ok farkl1)
— Bulgu veya hastali1k nedir?

Toksikolojide KDT’1n
sorularinda olmasi gereken
bilgiler

o Etkiler
— Akut? Subkronik? Kronik?
— Lokal? Sistemik?
— Reversibl? Irreversibl?
— Kesin tan1? Yalniz semptom veya bulgu?

» Maruz kalma yollar1
— Hava? Su? Toprak? Gi1da? Tek madde?
karisim?
— Sure
— Sureyen? Arada sirada?
— Maruz kalma surekli ayn1 seviyede?




Toksikolojide KDT’1n
sorularinda olmasi gereken
bilgiler

Doz

— Akut? Kronik?

— Dozaj hiz1

— Dozaj siresi

— Degisen? Ayni?

— Olgme: Konulan? Emilen? Hedef organa gecen?
* Diger

— Insan? Hayvan?

— In vitro? In vivo?

— Deneysel? Gozlemsel?

‘Literatdr ...."ye destekliyor’

Ozet makalesi: otoriterler .... diyor

— Otorite ne kadar konusmac1 olarak
gOzikiyorsa sozleri o kadar ‘agir

Olumlu arastirma sonuclar:
Eksperlerin uzlasma kararlar:

= eksperlere gore t1bbi bakim
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Fakat ‘literattr destekliyor’
sistemi yetersiz kaldi

» Sistematik bir sekilde literaturt incelemek

 Sigorta firmalar1 ‘uzlasma kararlarindan’
stphe

» Hekimler, mevcut olan arastirma
sonuclarini uygulamiyordu

Kanada’daki ila¢ firmalarinin
‘eksper’ kitabi

Salty broth for salicylate poisoning?
Adequacy of overdose management
advice in the 2001 Compendinm

of Pharmaceuticals and Specialties

Jeffrey R. Brubacher, Roy Purssell, Debra A. Kent

Abstract

Background: The Compendium of Pharmaceuticals and Specialties (CPS) is a col-
lection of monographs written by pharmaceutical companies and published by
the Canadian Pharmacists Association. The CPS is widely available and is con-
sulted frequently by Canadian physicians. We examined overdose management
advice contained in the CPS to see whether it reflects current standards.

Methods: We restricted our review to 10 classes of medication for which an over-
dose is frequently fatal: acetaminophen, B-blockers, calcium-channel blockers,
digoxin, lithium, opioids, salicylates, tricyclic antidepressants, theophylline and




Ilac¢ firmalarinin ‘eksper’ kitabz

Table 2: Ratings of the monographs in terms of warning against
contraindicated interventions for overdose management

Rating;* no. (and %) of monographs

Drug (no. of monographs) Excellent  Good Fair Poor

Acetaminophen (22) 0 14 1
ASA (12) 2 4
B-Blockers (19) 0
Calcium-channel

blockers (13)
Digoxin (1)
Lithium (5)
Opioids (32)
Tricyclic antidepressants (6)

Theophylline
taminophylline) (7)
Valproic acid (2) 0

Tatal 212) 51 (43) 9(8)

Avukatlara yonelik
toksikoloji kilavuzu

Reference Guide on Toxicology

BERNARD D. GOLDSTEIN AND MARY SUE HENIFIN

Bermard D. Goldstein, M.D., is Director, Environmental & Ocaupational Health Sciences Institute,
New Jersey, and Chairman, Department of Environmental & Conmmunity Medicine, UMD,
Wood Johnson Medical Scheol, Piscataway, New Jersey.

Mary Sue Henifin, J.D., M.P.H., is a partner with Buchanan Ingersoll, P.C., Princeton, New,
Adjunct Professor of Public Health Law, Department of Environmental & Connmunity Medicine,
Robert Wood Johnson Medical School, Piscataway, New Jersey.

CONTENTS

L. Introduction, 403
A. Toxicology and the Law, 404
B. Purpose of the Reference Guide on Toxicology, 404
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Uzlasma

» Uzlasma, ‘bu konu halledilmistir,
tartismayalim’ deyip bir yontem

» Konsensus ve bilim arasinda hi¢ bir
iliskisi yok.

» Bilimde tekrarlanabilecek sonuclar
Oonemlidir

Dioksin diabete neden olur mu?

« Ilk rapor: calismalarin yarisindan
fazla ‘pozitif’ veya ‘hafif pozitif’

Table 6 Dioxin and diabetes: example of an evidence-based result analysis
Reference Exposure Total Subjects with Association Oulcome
subjects diabetes shown? measure
1 High 55 11 + GTT
2 High 200 %] Glucose
3 High 134 + Glucose
4 High 158 10 Diabetes
5 Medium 989 146 + Diabetes, GTT
6 High 281 26 + Diabetes, glucose
7 High 132 + Mortality
8 High 33 + Mortality
9 High 89 = Mortality
10 Low 1197 169 + Diabetes, GTT
11 Low-mod 69 + Insulin, GTT

Son rapor: yakindan bakildiginda hig

bir ‘pozitif’ cali sma ¢ok iyi degildi
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Ilagla ilgili arastirma baslanmadan 6nce
yapilmasi gereken literatir taramasi

e Guidelines olusturulmasinda kullanilan

kurallar

JHU SOM IRB GUIDELINES FOR DETERMINING AN ADEQUATE
AND COMPREHENSIVE LITERATURE SEARCH OF DRUG
SAFETY FOR USE BY INVESTIGATOR AND INSTITUTIONAL.
REVIEW BOARDS~

q

-+ An-adequate -and comprehensive literature search for-drug- safety -shall be defined-as one
that produces  sufficient information for the investigator and - the Investigational - Review-Board -
(IRB) to determine if the drug is sufficiently safe for use in the subjects of the study

- q

-+  The adequacy and comprehensiveness of the literature search for drug safety will vary
considerably - depending-on the status of the drug. -The adequacy -and comprehensiveness
spectrum- extends - from the simplest (for-a-marketed - drug-used in a-manner approved by the FDA)-
to the most complex - (for-a drug that is not approved by the FDA. for any condition). - The latter-
situation places the entire responsibility for adequacy and comprehensiveness on the investigator
and-the IRB. -9

Tarama yontemi net belirlenmeli

LITERATURE SEARCH LOG, SUMMARY, AND BIBLIOGRAPHY =
q
LITERATURE SEARCH LOG~

q
For each source searched include the following - information:
q

Date Search Conducted:7

Name of Database:

Host:

Latest update available:

Years Searched:7

Please attach a printout - of your search strategy (do NOT re-type your search terms on this form —

print-off the original - strategy -and - attach-it to-this form).=

14



Taibbi literatiri taramak

Table 1: POCT for Drugs and Ethanol Literature Search — November 15 2003
Databases Searched:

Medline 1966 — November 2003+

Embase7

Cochrane Database~

El

Search Criteria®

(Point-of Care Testing OR ‘Near Patient Testing OR) 7

AND (Drugs OR Opiate* OR Cocaine OR Cannabis OR Ethanol ORAlcohol OR:
Benzodiazepine* OR Amphetamine* OR MDA OR MDMA OR Ecstasy OR Drugs of
Abuse OR Substance Abuse)

Abstracts —+ =151 papersv

Systematic Review - =100 papers+

Citations in final recommendation — = 8 1papers7

Konferanslarda sunulan
raporlarin bircogu
yayinlanmiyor

?‘;-There-is-considerable-evidence-lo-suggesl-lhat-a-significanl-proponion-of-reporls-of-lrials-
published in conference abstracts do not reach full publication (see Scherer RW, Langenberg P.-
Full-publication -of results -initially presented in abstracts [Cochrane Methodology Review]. - In: The
Cochrane: Library, - Issue-3,-2001. - Oxford: Update - Software. ¥




Tani - Tedavi Kilavuzlari
“Clinical Guidelines™...
kanita dayali sonuclarla yapilir

Soruyu belirlemek

Soru ile ilgili makalelerin toplanmas1
— Tarama tam yapilmali
— Hakemli dergilerden

Degerlendirilip kaliteye gore siralanmasi

Kanita dayali...

Evidence Based Point of Care Testing for Drugs and Ethanol=
El
q
Submitted on behalf of the committee by
Drlan D. Watsonv

: Ian D Watson, PhD, FRCPath. University Hospital Aintree, Liverpool, UK+
‘Bertholf, PhD, DABCC, FACB, University of Florida, Jacksonville, FL, USA4
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Etilen glikol alimz... ve dneriler

Poison | Recommend | Recommend Recommend | Observe at home | Referral (toxic) Toxic serum
Center | ipecac? gastric charcoal? dose dose ethylene glycol
lavage? (mg/dL)
1 No If <1 hr after No Accidental taste 2 ce/kg or mouthful 25
ingestion or <mouthful
2 If estimated Estimated serum 20
serum level <20 level =20 mg/dL
mg/dL
3 Yes, if <20 If<1hr 20
minutes from
ingestion
4 20
5 If <1 hr Adult <mouthful | Adult: >mouthful of 20
of “50% diluted” | >50% solution.
product -All children
6 If<2 hr No Treat =0.2 cc/kg 20
100%
7 For large “wron-clad lick or | -Adult: 15 cc of
ingestion if taste,” <0.5 mL 100% solution or
ED =30 total one mouthful
tnutes -Child: 3-5 cc or
away. D
=>“taste’
8 Nasogastric “Consider” | Estimated peak Estimated peak 25

Zehrin emilmesini azaltmak

» Mide lavaj1
— 38 F orogastrik boru
— Trendelenburg
—1-2 litre s1v1

17



Zehrin emilmesini azaltmak

» Mide lavaj1
— 38 F orogastrik boru
— Trendelenburg
—1-2 litre s1v1

Zehrin emilmesini azaltmak

— Merigian et al...

18



Prospective Evaluation of Gastric
Emptying in the Self-Poisoned Patient

Merigian et al.

« A.K. ile absorbe ediliyorsa...
— A.K. ve destekleyici bakim
* AK. ile absorbe edilmiyorsa

— Alimdan sonra 60 dk icinde gelmisse
lavaj ve destekleyici bakim

* [tim barsak lavaji]

Parasetamol

Zehirlenmis hasta, sunlar harig: mantar
Ag1r metaller
Demir

Semptom MAO inhibit.

Metanol
skalasi Etilen glikol

Asemptomatik Semptomatik

Tek / \Cift gin Tel‘</ \Qifthn

fzlem Aktif kémiir Mide lavaji, A tif kémiir
Aktif kdmur
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Prospective Evaluation of Gastric
Emptying in the Self-Poisoned Patient

Merigian et al.

BLE 6. Most Common Complications in Admitted Symptomatic Patients (Prevalence for Admitted Cases)

Aspiration Pulmonary
Pneumonia Hypotension Dysrhythmias Edema Seizures

GE + AC 8 (8.5%)" 9 (9.6%) 13 (13.8%) 11 (11.7%) 9 (9.6%)
(n = 163)
(No. adm = 94)

AC 0 (0.0%)" 5 (4.5%) 12 (10.7%) 9 (8.0%) 4 (3.6%)
(n = 194)
(No. adm = 112)

Management of Acutely Poisoned Patients
Without Gastric Emptying

Odd-numbered days — Even-numbered days —
Gastric emptying Mo gastric emptying
Patient alert, cooperative

gﬁnnxan 18+ mom.b .purind. 592 acute oral drug averdose Nﬂqlts wiare stud.

i fashion the
efficacy of gastric mplﬂngm«ﬁm in altering clinical outcome. Fatients
presenting on eversnumbened do ys Hadd 110 gustric ummdngmdm per:
f;m’dhmicﬁswmr:h af i b i Fatten

dys whio z!sr;yrup pecde or menme 15 Win

mﬁ‘ wuf:} i u,rg: did n i ude::?

it er management. Syrup ipecac did not significantly
e T S O w of pecac, Ora actvad
led 1o a moe sur.ld:g;ory clinical outcome (< ) nly i performed wit, d charcoal charcoal only
in one hour of Gasirie g thee ED for initial
treatment of drig overdose are ot of benefit unliss gastric lavage
is performed within one hour of ingestion in obtunded pattents. [Kulig K, Patient oblunded, convulsing, intubated,

uncooperalive

30-40 F orogastrik tup (hortum) / \

. Gastric lavage, Activated charcoal by
1ve?2,3ve4no’lugruplar | nasogastrc. fube without

o e lavage.
arasinda fark gérulmemistir.
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Effect of Physostigmine and Gastric Lavage in
a Datura Stramonium-Induced Anticholinergic
Poisoning Epidemic

PHILIP SALEN, MD, RICHARD SHIH, MD, PAUL SIERZENSKI, A

This study examines the impact of the administration of physostigmine and epines for the treat
of nasogasttic evacuation of Jimsonweed seeds on intensive-care unit delirium.* The obje
(ICU) use and the length of stay in the hospital after Jimsonweed poisoning. effect of physostig
Clinical data for this nelmspectlve study were galhened from neoords 01 epines alone on inte
consecutive patients treated for !

November 1997. Descriptive st necessﬂated admlssmn of 13 patients to the ICU. The administration of

et ere used ioanalyze M physostigmine did not reduce admissions to the ICU (P = 0.54) or reduce

whom presented with an anticho [ength of stay in the hospital (P = 0.45) compared with the use of benzodi-
azepines alone. Nasogastric lavage was performed in 14 (82%) and seeds
were recovered in 8 (57%) of those lavaged. The successful removal of
Jimsonweed seeds did not decrease ICU use rates (P = 0.68) or shorten
length of stay in the hospital compared with not recovering seeds (P = 0.85).
The use of physostigmine and the successful nasogastric lavage of Jim-
sonweed seeds did not result in decreased intensive-care use or shorter
length of stay in the hospital for Jinsonweed-induced anticholinergic tox-
icity. (Am J Emerg Med 2003;21:316-317. © 2003 Elsevier Inc. All rights
reserved.)

Gastrik lavajin yeri

« Olumcul miktar (?)
* Alimdan hemen sonra (?)

* Maddenin %10’u alinirsa (?)
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Gatrik lavaj: 2004

Position Paper: Gastric Lavage#

American Academy of Clinical Toxicology™
European Association of Poisons Centres and Clinical Toxicologists™"

ABSTRACT

Gastric lavage should not be employed routinely, if ever, in the management of
poisoned patients. In experimental studies, the amount of marker removed by gastric
lavage was highly variable and diminished with time. The results of clinical outcome
studies in overdose patients are weighed heavily on the side of showing a lack of
beneficial effect. Serious risks of the procedure include hypoxia, dysrhythmias,

Zehrin atilimini artirmak

» Forse diurez
e Asit / alkali diurez

. rdarda aktif komur

Multiple Doses of Activated Charcoal:
Time for Reappraisal?

Multiple-dose ch | therapy has b a popular treatment for many  Mion Tenenbein,
cggsq-s. It is generally perceived as a simple, inexpensive, effective, and  Winnipeg, Manitaba,
ocedure that decrease bidity and mortality by enhancing drug

excretion. However, increased drug cl has been shown definitively  From the Departme
for only a few drugs, and improved outcome has not been d. d il se mﬂ
conclusively for any overdose. Recently, there have been several reports of E:bnr:l s
complications due to this intervention. The role of this Eharmauulagfc cu- ' i
riosity in the management of the acutely poisoned patient requires reas- -anada

: epenbein M. tiple doses of activated charcoal: Time for
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Aktif komdadr: verilip yutulmamas
Activated charcoal: the untold

Stor}E?S hasta, 47 hasta alimindan <1 saat;

Richard M. Lynch, Robert Robertson
Bunlardan yaln1z 3 hasta tim AK yutmus

Introduction. To identify the prevalence and appropriateness of prescribing activated
charcoal in the management of acute poisoning and to document patient compliance with
treatment. Methods. A prospective study was conducted, between October 1998 and
September 1999, on patients attending our accident and emergency department, with a
history of overdose. Overdoses were classified as potentially toxic or non-toxic according to
the history and/or information received from the National Poisons Information Service.
Results. Two hundred and seventy five patients presented following overdose; 17% within
one hour, 102 were prescribed charcoal (37.1%) but of these, 40 (39%) refused it, and of the
62 patients (61%) who accepted charcoal only 15 (24.2%) took all that was prescribed.
Patients were 5.4 times more likely to take charcoal if they had taken a potentially toxic
overdose. Of those who presented within one hour and were judged to have taken a
potentially toxic overdose, only three patients took the full-prescribed amount. Conclusion.
We report a substantially greater proportion of patients (39%) refusing charcoal than
previously reported (9.9%). The widespread availability of TOXBASE should help redress this
discrepancy.

© 2003 Elsevier Science Ltd. All rights reserved.

Aktif komdar ile ilgili
yalniz iki klinik calisma var. Cogu...

e Hayvanlarda... Gonullt insanlarda...
— Daha fazla, daha hizl1 atilim

— Ama gercek hastalarda morbidite —
mortalite konusunda bir degisiklik var m1?

» A.K.Un baglayamadiklari: metaller,
lityum, demir, asitler, alkaliler, alkoller




Gonullt, 3 gm parasetamol, 3 saat

sonra oral superaktif komur

TABLE 1. Acetaminophen (APAP) Level Results (means + SD [95% confidence interval])

APAP Level Weight-Corrected APAP Level Weight- and Dose-Corrected
(ng/mL) (ng/mL x kg) APAP Level (ug/mL per mg/kg)
No. ) ®) ©
Qverall 4-hour levels
SAC 22 10.8 + 4.6 (8.9-12.7) 797 + 303 (671-924) 0.30 + 0.10 (0.25-0.34)
Controls 24 18.5 * 8.2 (15.3-21.8) 1096 + 447 (917-1275) 0.39 + 0.13 (0.34-0.44)
P value =<.001 .012 .01
Overall 7-hour levels
SAC 22 1.7 = 1.8 (1.0-2.5) 130 + 125 (78-183) 0.05 + 0.04 (0.03-0.07)
Controls 24 6.1 + 4.8 4.2-8.1) 362 + 286 (248-477) 0.13 + 0.09 (0.09-0.16)
P value <.001 .001 .001

Tek doz aktif komdr...

Single-Dose Oral Activated Charcoal in the Treatment of the
Self-Poisoned Patient: A Prospective, Randomized, Controlled

Trial

Kevin S. Merigian 1*; Kari E. Blaho 2

2002

Oral activated charcoal (OAC) is a universally accepted treatment of the overdose patient. Although the benefits of OAC have been
suggested, there are no conclusive clinical data indicating that OAC affects outcome in overdose patients. This study was a prospective,
randomized, controlled trial to determine the effects of OAC treatment in the self-poisoned adult patient. Adult patients presenting to
the emergency department (ED) with a history of oral overdose were assigned to treatment with OAC (50 g) or supportive care only on
an even-odd day protocol. Patients did not undergo gastric evacuation procedures in the ED. The outcome measures were clinical
deterioration, length of stay in the ED or hospital, and complication rate. Over a 24-month period, 1479 patients were entered into the
study. There were no significant differences in outcome parameters between the OAC treatment group and controls when comparing
the length of intubation time, length of hospital stay, and the complication rates associated with the overdose. There was a higher
incidence of vomiting and longer length of ED stay associated with OAC treatment. The results of this study indicated that oral drug
overdose patients do not require gastric evacuation or charcoal administration. OAC provided no additional benefit to supportive care
alone, was associated with a higher incidence of vomiting and a longer length of ED stay, and did not improve clinical outcome.
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A randomized clinical trial of activated charcoal for
the routine management of oral drug overdose

G.M. COOPER', D.G. LE COUTEUR?, D. RICHARDSON? and N.A. BUCKLEY*

From the 1Pn":arrm‘ic‘\/, University of Canberra, Bruce, 2Centre for Education and Research

on Ageing and ANZAC Research Institute, University of Sydney, Concord Repatriation General
Hospital, Concord, and Departments of * Emergency Medicine and *Clinical Pharmacology
and Toxicology, Canberra Clinical School, The Canberra Hospital, Canberra, Australia

Received 23 November 2004 and in revised form 23 June 2005

Summary

Background: Activated charcoal (AC) is commonly
used for the routine management of oral drug
overdose.

Aim: To determine whether the routine use of
activated charcoal has an effect on patient
outcomes.

Design: Randomized controlled unblinded trial.
Methods: We recruited all adult patients presenting
with an oral overdose at The Canberra Hospital,
excluding only transfers, late presenters, those

excluded from the trial. Only seven were
excluded due to the severity of their ingestion.
The most common substances ingested were
benzodiazepines, paracetamol and selective
serotonin  reuptake  inhibitor  antidepressants.
More than 80% of patients presented within 4h
following ingestion. There were no differences
between AC and no decontamination in terms of
length of stay (AC 6.75h, IQR 4-14 vs. controls
5.5h, IQR 3-12; p=0.11) or secondary outcomes

Randomised (n=327)

Received charcoal (n=163)
*Refused charcoal (n=3)

A 4

Analysed (n=166)

No Gastrointestinal Decontamination (GID)
(n=160)
*Received charcoal (n=1)

Analysed (n=161)

Most common drugs ingested

Benzodiazepines
Paracetamol
SSRIs
Antipsychotics
Tricyclic
antidepressants
Anticonvulsants
Maore than one
drug ingested

(37%)
(29%)
(16%)
(10%)
(7%)

(3%)
(35%)
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Primer sonlanimlar:

kal1is stresi ve GKS

Table 2 Primary outcome of length of stay (LOH, hours): overall and in subgroups according to time to presentation and
Glasgow Coma Score (GCS)

Subgroup No gastrointestinal decontamination Charcoal p (Mann Whitney)
Overall 5.5 (3.0-12.0) 6.8 (4.0-14.0) 0.11

Unknown ingestion time (n=29) 5.0 (3.0-9.0) 7.014.0-24.0) 0.24

=2h post ingestion (n=189) 5.0 (3.0-9.8) 6.0 (4.0-12.0) 0.33

2—4 h post ingestion (n=57) 8.0 (3.0-16.0 6.0(4.0-16.5) 0.50

=>4 h post ingestion (n=52) 7.5 (3.3- 14.0) 9.5 {4.5-18.5) 0.36

GCS 15 (n=234) 5.0(3.0-11.5) 5.8 (4.0-12.0) 0.09

GCS <15 (n=93) 9.0 (5.0-28.0) 12.0 {(4.5-36.0) 0.52

Aktif kdbmur: 2004

Abundant in vitro binding studies, in vivo mortality
studies, volunteer studies, and comparison studies of
overdose patients have demonstrated the capacity of AC
to adsorb numerous toxic compounds and decrease their
systemic absorption [2,3,5,6]. However, controlled stud-
ies showing clear clinical benefits from the administration
of AC to poisoned patients remain sparse [7-9]. weight. Char-
coal does not bind to metals (eg, iron and lithium) or to al-
cohols or caustics/corrosives.
Conclusion: Charcoal should not automatically be ad-
ministered to every patient presenting with an overdose.

The benefits (decreased systemic delivery of the drug) must

be weighed carefully against the risks (aspiration of vomitus

and charcoal).
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TUm barsak lavaji: 2004

Position Paper: Whole Bowel Irrigation”

American Academy of Clinical Toxicology*
European Association of Poison Centres and Clinical Toxicologists**

ABSTRACT

Whole bowel irrigation (WBI) should not be used routinely in the management of

the poisoned patient. Although some volunteer studies have shown substantial
decreases in the bioavailability of ingested drugs, no controlled clinical trials have
been performed and there is no conclusive evidence that WBI improves the outcome
of the poisoned patient. Based on volunteer studies, WBI should be considered for
potentially toxic ingestions of sustained-release or enteric-coated drugs particularly for
those patients presenting greater than two hours after drug ingestion. WBI should be

CO zehirlenmesinden sonra,
gec noropsikiyatrik sorunlar

Study objective: Carbon monoxide (CO) poisoning is a major clinical problem. The risk of morbidity and the mos
effective treatment have not been clearly established. We measured the incidence of delayed neurologic seque
in a group of patients acutely poisoned with CO and tested the null hypothesis that the incidence would not be
by treatment with hyperbaric oxygen (HBO).

Design: We d ized study in patients with mild to moderate CO poisoning who pre
within 6 hours. Pntlenta had no hlatnry of loss of consciousness or cardiac instability.

Interventions: The incidence of DNS was ed b groups d with bi pressure 100% oxyge
(2.8 ATA for 30 minutes followed by 2.0 ATA oxygen for 90 minutes). DNS were defined as development of ne
symptoms after oxygen treatment plus deterioration on one or more subtests of a standardized neuropsycho
screening battery.

Results: In 7 of 30 patients (23%), DNS developed after treatment with ambient-pressure oxygen, whereas no
developed in 30 patients after HBO treatment ( P <.05). DNS occurred 6+1 (meantSE) days after poisoning a
persisted 4118 days. At follow-up 4 weeks after poisoning, patients who had been treated with ambient press;
oxygen and had not sustained DNS exhibited a worse mean score on one subtest, Trail Making, compared with t
treated with HBO and with a control group matched according to age and aducatlnn level. There were no differ|
scores between the control group and the hyperbaric oxygen group.

Conclusion: DNS after CO poisoning cannot be predicted on the basis of a patient's clinical history or CO level.
treatment decreased the incidence of DNS after CO poisoning.
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Hiperbarik oksijen ile daha az...

Study objective: Carbon monoxide (CO) poisoning is a major clinical problem. The risk of morbidity and the mos|
effective treatment have not been clearly established. We measured the incidence of delayed neurologic seque
in a group of patients acutely poisoned with CO and tested the null hypothesis that the incidence would not be
by treatment with hyperbaric oxygen (HBO).

Design: We ed a p ive, domized study in patients with mild to moderate CO poisoning who prg
within 6 hours. Patients had no history of loss of consciousness or cardiac instability.

Interventions: The incidence of DNS was compared between groups treated with ambient pressure 100% oxyge
(2.8 ATA for 30 minutes followed by 2.0 ATA oxygen for 90 minutes). DNS were defined as development of ne
symptoms after oxygen treatment plus deterioration on one or more subtests of a standardized neuropsychol
screening battery.

Results: In 7 of 30 patients (23%), DNS developed after treatment with ambient-pressure oxygen, whereas no
developed in 30 patients after HBO treatment ( P <.05). DNS occurred 6+1 (meantSE) days after poisoning a
persisted 4148 days. At follow-up 4 weeks after poisoning, patients who had been treated with ambient press
oxygen and had not sustained DNS exhibited a worse mean score on one subtest, Trail Making, compared with 4
treated with HBO and with a control group matched according to age and education level. There were no differ|
scores between the control group and the hyperbaric oxygen group.

Conclusion: DNS after CO poisoning cannot be predicted on the basis of a patient's clinical history or CO level.
treatment decreased the incidence of DNS after CO poisoning.

CO kan duzeyi ve semptomlar:

maruz kalma suresine

T im, three -
Rel the of amblent ear-  were faced with 21 CO poisoning cases (without
bon yde (CO) level, symp poisoning  expired CO tester to objective exposure). The ambi
and the carboxyhaemoglobin lovel CO measured by the firemen in the three incri
nated rooms in relation with the symptoms was
F. Van Trimpont to allow the triage of the victims in the neighbou
hospitals in order to decide possible transfers to
SMUR Mans-Borinage, Emergency Ward, CHU Ambroise hyperbaric chamber, Results: The patients might
Pare, Boulevard Kewredy 20 7000 Mons, Belgiim divided in three groups:

Group 1 (n=8) Group 2 (n=8)

PRM Measures 1135 360

Length of stay (min) 30 (locker 1) 30 (locker 2)

Symptoms Headache, dizziness, Dizziness, nausea
nausea

HBCO (%) levels of 249 10.6

different victims . 5.7
88




CO ve normobarik oksijen
tedavisi
» Geriye dontk, 1 yilda 4 hasta belirlenmis

» 1 y1l sonra butin noropsikiyatrik test
sonuclari normal sinirlarda idi.

 HBO'’yu kullanmadan normal sonuclar elde
edilebilir

Etilen glikol alim1 (hastane dncesinde)

Is a self-harm. malicious. abuse or misuse intent suspected? ‘ YES —» refer to emergency department.

NO L

Is patient symptomatic? (¢.g.. lethargic, dizzy. vomiting) ‘ YES —» refer to emergency department.

NO

Did patient ingest a potentially toxic dose? ‘ YES —» refer to emergency departiment.

1. For “concentrated” products (>20%):
*  Child (age <6 years): more than a witnessed taste or lick?
*  Adult: one “swallow™ (10-30 mL) or more?

2. For very dilute solutions (<20%):
*  More than calenlated mL/kg toxie dose (Formula 2)?

3. An unknown amount, unknown concentration, or unable o
estimate maxinnun amount ingested?

No

Is a child’s home simation of concem (e.g.. family/caregiver seems YES —» consider referral to emergency
unreliable)? department.

NO L

29



Poison

Etilen glikol alimz... ve dneriler

Recommend

Recommend

Recommend

Observe at home

Referral (toxic)

Toxic serum

Center | ipecac? gastric charcoal? dose dose ethylene glycol
lavage? (mg/dL)
1 No If <1 hr after No Accidental taste 2 ce/kg or mouthful 25
ingestion or <mouthful
2 If estimated Estimated serum 20
serum level <20 level =20 mg/dL
mg/dL
3 Yes, if <20 If <1 hr 20
minutes from
ingestion
4 20
5 If <1 hr Adult <mouthful | Adult: >mouthful of 20
of “50% diluted” | >50% solution.
product -All children
6 If<2 hr No Treat =0.2 cc/kg 20
100%
7 For large “wron-clad lick or | -Adult: 15 cc of
ingestion if taste,” <0.5 mL 100% solution or
ED =30 total one mouthful
tnutes -Child: 3-5 cc or
away. et
>“faste’
8 Nasogastric “Consider” | Estimated peak Estimated peak 25

Metanol zehirlenmesi

Rethinking the Toxic Methanol Level

M. A. Kostie, M.D.,"”* and R. C. Dart, M.D., Ph.D."**

"Rocky Mountain Poison and Drug Center, Denver Health Authority,
Denver, Colorado, USA
2Uni\'t:rsity of Colorado Health Sciences Center, Denver,
Colorado, USA

ABSTRACT

Introduction: Treatment thresholds for methanol poisoning are based on case reports and
published opinion. Most guidelines recommend treatment for a methanol level > 20mg/dL in
a nonacidotic patient. No supportive data have been offered nor has the time of the exposure
been addressed. For instance, no distinction has been drawn between a methanol level drawn
Lhr vs. 24hr from ingestion. We analyzed all published cases of methanol poisoning to
determine the applicability of the 20mg/dL threshold in a nonacidotic patient, specifically
those arriving early for care (within 6hr) with a peak or near-peak blood methanol
concentration. Methods: Using predefined search criteria, a systematic review of the world
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Metanol zehirlenmesi:
6 saat icinde gelen, asidozu olan

Data from 16 patients who presented within 6 hr of ingestion and became acidotic.”

Blood methanol, Serum HCOa4,
mg/dL Time, hr” Arterial pH mEq/L Outcome

10
20
23
31

7.25 14.5 Full recovery
7.40 20 Full recovery
7.42 20 Full recovery
7.37 21 Full recovery
7.34 17 Full recovery
7.36 21 Full recovery
7.36 14 Full recovery
7.36 13 Full recovery
7.24 13 Full recovery
7.26 14 Optic neuropathy
7.41 10 Full recovery
6.9 5 Alive

7.09 14 Full recovery
7.28 12 Alive, VI
6.99 12. Dead

7.32 21 Alive, VI
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B2 BB = —
L
[=

1
5
5
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5
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Metanol zehirlenmesi:
6 saat icinde gelen, asidozu olmayan

Data from 6 patients who presented within 6 hr of ingestion and did not become acidotic.”

Blood methanol, Serum HCO,,
mg/dL Time, hr® Arterial pH mEq/L Outcome

No effect
No effect
No effect

35 1 7.43
37 35 7.44
2 7.39

4.5 7.42 No effect

4 7.39 No effect
1.5 7.38 Myoglobinuric renal
(Pagpa =38) failure, recovered

30 ND No effect
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Metanol zehirlenmesi

Erken basvuran hastalar icin kd tedavi

yok

Kimi bireyler 2-5 saat sonra hasta olur

Su anda bircok kisi gereksiz tedavi
goruyor (standart sinir >20-25 mg/dL

kabul edilirse)

Prospektif calisma: semptomsuz, erken
basvuran, distk metanol diizeyi olan

FOMEPIZOLE FOR THE TREATMENT OF METHANOL POISONING

JEFFREY BRENT, M.D., PH.D., KENNETH MCMARTIN, PH.D., ScoTT PHiLLIPS, M.D., CYNTHIA AARON, M.D.,
AND KEN KuLig, M.D., FOR THE METHYLPYRAZOLE FOR TOXIC ALCOHOLS STUDY GROUP*

ABSTRACT

Backgronwnd Methanol poisoning may result in
metabolic acidosis, blindness, and death. The inhibi-
tion of alcohol dehydrogenase is fundamental to the
treatment of methanol poisoning. We performed a
multicenter study to evaluate fomepizole, an inhibi-
tor of alcohol dehydrogenase, in the treatment of pa-
tients with methanol poisoning.

Methods We administered intravenous fomepizole
to 11 consecutive patients who presented with meth-
anol poisoning at a participating center. Serial clini-
cal and laboratory studies, including measurements
of plasma formic acid and fomepizole, were per-
formed. The outcomes measured were the preserva-
tion of visual acuity, the resolution of metabolic aci-

an attempt to inhibit methanol metabolism 256 There
are problems with the therapeurtic use of ethanol. In-
travenous preparations are often not available, and the
pharmacokinetic characteristics of ethanol are erratic,
making it difficult to maintain adequate plasma con-
centrations.”® Thus, plasma ethanol must be measured
often and appropriate dose adjustments made. Fur-
thermore, patients treated with ethanol need to be
closely monitored because they are intoxicated and
at risk for liver injury and hypoglycemia. In fact, there

has never been a prospective study of the efficacy of

cthanol in the treatment of methanol poisoning; all
the clinical data are from case reports and retrospec-
tive case series.

OH Alcohol

dehydrogenase dFt:)hr‘:Larlt;j;eh:adsee
Y4

C C
SN H N
H H

H gy

Methanol Formaldehyde

Inhibition by
fomepizole

C CO, + H,0
7N
H OH

Formic acid
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Metanol zehirlenmesinde fomepizol

DEMOGRAFHIC AND CLINICAL CHARACTERISTICS OF 11 PATIENTS WiTH METHANOL POISONING.*

MenTaL STaTus Tive o ArteriaL  PLasma PLasma Puasma  InmaL Visuad
AT PRESENTATION  TREATMENT pH MeTtHanoL  Formic Acip  ETHamoL Acurryt

hr mg/dl mmol/liter magfdl

Awake 12.7 75.3 ND 151.2 20/100
Comatose Unknown 66.49 20.6 104.3 FCt
Somnolenr A8.8 NI 10.7 &
Comatose =24, 129.0 21.0 198.9 u

Awake 3.5 374 5.33 67.8 20/20

Lerhargic X al2.l 9.89 891 FO§

Awake 3.3 an7 0.48 ND 2020

Awake 3.5 E 23.0 0.04 ND 20/20

Awake 3. 300.0 NI 1.9 20720, 20/25
Comarose Unknown 71.3 277 ND u
Comatose Unknown 484.0 43.1 ND u

Metanol zehirlenmesi

Hemo-
DIALYSIS

QuTtcome

Recovered
Recovered
Recovered
Recovered
Recovered
Recovered
Recovered
Recovered
Recovered
Died
Died

* Birgok klinik protokolde kalsiyum folinat

(Leucovorin) yer aliyor
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Metanol zehirlenmesi

« Kalsiyum folinat (Leucovorin)
Onerisinin ‘kaniti’:

» 1980 y1linda, maymun c¢alismas1
e Sodyum folat ile...

Organophosphorous Poisoning : an Evidence Based
Approach

Dr Surjit Singh

MJAFI 2004; 60 : 2-4

Key Words : Organophosphorous poeisoning; Randomized controlled trial

A;:ute organophosphorous poisoning (OPP) occurs of these patients involves washing of skin a
ollowing dermal, respiratory or oral exposure [1]. of vomiting or gastric lavage to remove OP!
Organophosphorous compounds (OPCs) can be and stomach, administration of activatg
classified into low volatile compounds eg. chlopyriphos, atropine, glycopyrrolate, oximes and §
dimethoate, dichlorvos, methyl parathion etc. used for compounds in addition to ventilatory suppo
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Sodium bicarbonate : Animal studies suggest that

increasing pH with sodium bicarbonate may reduce
O rg an OfOSfat MMM mortality rate and this effect is independent of acidosis
[25,26]. At present, a few uncontrolled studies are
available [5] to show its benefit but no RCTs are
available.

» Arastirma cok,
o failure [22]. Two RCTs are available from Vellore
I'asgele kO ntrOI I u (India) [17-19], suggesting that oximes do not benefit]

and with 12 gm over 3 days increase the risk of death,
Qal 15 ma yo k intermediate syndrome and requirement of ventilation.
However, the studies have been criticized for
randomization bias and inadequate dose. Itis suggested
that 2-PAM infusion should be given till patient recovers

[11]. In India, as suicide is still an offence and gastric
lavage 1s being done routinely, for medico-legal reasons
to collect gastric sample and for therapeutic reasons, it
will be better to carry out RCTs to see whether it
benefits the patients.

Organofosfatlar ve pralidoksim
(Cochrane review 2005)

* 2 RKC, toplam 182 hasta
» Metodoloji zay:1f

— Baseline nitelikleri ayn1 degildi

— Kullanilan doz az

— Maruz kalma - tedavi baslama sliresi uzun
— Farkl1 organofosfat maddeler

» Plasebo ile pralidoksim arasinda fark yok
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Flumazenil: tedavi mi? zehir mi?

Flumazenil—Treatment or Toxin

Donna L. Seger, M.D.”

Vanderbilt University Medical Center, Nashville, Tennessee, USA

ABSTRACT

Flumazenil is frequently administered to the poisoned patient. Seizures may be
precipitated and resedation may occur in patients who awakened following flumazenil
administration. Seizures may increase morbidity and mortality of the overdose.
Benefit: Risk ratio of administering flumazenil should be determined in each overdose
patient. Indications for flumazenil are limited.

Yeni tedaviler...

Aminophylline Reversal of Antihypertensive Agent Toxicity

ond J Roberge MD, MPH, FAAEM, ACMT, M Laurie Rossetti DO, and James M Rosett
Department of Emergency Medicine and the Internal Medicine Residency Program.
St Francis Medical Center, 400 45% Street, Pittsburgh, PA 15202

ypotension occurred following a combined beti blocker | lol) tensin ¢ g enzyme inhibitor (auinapi
ke Inhibitor (fuvoxamine) overdose. In another instance hearl block nrld hyputcn&lon was noled in association with
 Interaction. Crystalloid infusion was ineflfective In both cases, bul toxicity was rapidly reversed with aminophylline 4
recognized inatropic and chronotropic properties make it a patentially valuable therapeutic agent in the treatment of i

i J Presenting ED vital signs were heart rate 64
e to adverse drug interaction related to concomi-  sure 80/50, temperature 36,8 C (oral), respirati
ore than one antihypertensive medication, may oxygen saturation 86% (ambient oxygen). The|
difficult to treat. Therapeutic interventions vary, conversant, though mildly somnolent, and the ph
the agent(s) ingested, but include cystalloid in- nation was remarkable only for morbid obesity
ac chronotropes and inotropes. (eg atropine, cal- mm), slug-glshly\-rea:ﬂlve pupils. Hemag r
) 5 amrinone and ches r

&g catecholamines), pace- trocardiogram demonstrated a normal
ortic balloon counterpulsation devices normal cardiac intervals ]
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Yeni tedaviler...

Zehirlenmelerde kanita dayali
t1bbi bakim

 Bircok konuda yeterince ‘kanit’ yok
— Turkiye'de gastrik lavaj
— Aktif komdar
— Flumazenil
— Pralidoksim
— fomepizol

— Yeni tedaviler
* Antihipertansif ajan zehirlenmesi
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Zehirlenmelerde kanita dayali
t1bbi bakim

 Bircok konuda yeterince ‘kanit’ yok

« Kaniti bulmak icin sistematik literattr
taramas1

» Arastirilmasi1 gereken konu ¢ok

Kanita dayal1 tedavilerli
uygulamak istiyorsak,
Ilk dnce bizim kanita dayali
arastirma projeleri
yapmamaiz gerekli.
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Kursun
zehirlenmesi!
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Kursun
zehirlenmesi...

250 adet mermi

yutmus!
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