Agrili hastada
farmakoloji tedavi:
NSAIDs




Var olan veya olasi1 doku
hasarina eslik eden bu hasar ile
tanimlanabilen,hosa gitmeyen
duyusal ve emosyonel deneyim
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AGRI TEDAVISI AMACLARI

Hastanin fonsiyonel durumunu korumak
Yasam kalitesini arttirmak

Minimal yan etki

Psikolojik iyilesme
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SISTEMIK FARMAKOLOJIK TEDAVI
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NON-SELEKTIF NSAIDs

Salisilatlar- aspirin

Propriyonik asit deriveleri- ibuprofen, ketoprofen,
naproksen

Anthralinic asit deriveleri- mefenamik asit

Aril asetik asit deriveleri-diklofenac, aseklofenac
Oksikam deriveleri-piroksikam, tenoksikam
Pirol deriveleri- ketorolac

Indol deriveleri-indometazin

Pirazolon deriveleri- fenilbutazon



COX-2 SELEKTIF NSAIDs

* Meloksikam
* Nimesulid
* Nabumeton
* Celecoxib
» Etoricoxib
* Parecoxib



ANTI-ENF. ETKINLIGI DUSUK NSAIDs

* Paresetamol
* Metamizol
* Propifenazon

* Nefopam



Mechanism of Action of NSAIDs

Non-specific Dwvins

NSAIDs «
COX-2 NSAIDs \

Gl Mucosa Platelet

Vane R, Botong RM _ Jnflamm Res 1935.44(1)1.10




Endothelial
Platelet cell

clooxygenase

Cyclooxygenase

, PG,
+++platelet aggregation | inhibits platelet aggregation
+++platelet shape change inhibits platelet secretion
+++platelet yranule release - ++vasodilation

++svasoconstriction



In Vitro Selectivity: COX-2/COX-1 Ratio

lumiracoxib [T
etoricoxib [N
rofecoxib [T

valdecoxib NN > 50-fold COX-2 selective 1
etodolac
nimesulide I
diclofenac 5- 50-fold COX-2
celecoxib B0 selective
meloxicam I 1

fenoprofen < 5.fold COX-2
Ml ibuprofen a0 ctive
3 tolmetin
W naproxen

Il aspirin
W indomethacin
 ketoprofen

N flurbiprofen
N ketorolac
-3 -2 1 0 1 2 3
lnm:slngly COX-2 Selective Increasingly COX-1 Selective

Range of COX Selectivity for COX-1 and COX-2
(10 ICen COX-2/COX-1)



Ne zaman NSAIDs?

Hafif agr Orta siddette agr
-nsai/asetominofen -nsai +/-
asetominofen

KE YOKSA
NSAI ILE
BASLA

Siddetli agr

-nsai+asetominofen+

Orta-siddetli agr
-nsai+asetominofen

opioid? Non-farmakolojik
tedavi?




Esit analjezik dozlamlar

Asetominofen 650

Aspirin 650

Choline saliclate 870

ibuprofen 200-400

Indometazin 25

Ketoprofen 25 (650mg aspirinden daha etkin)
Naproksen sodyum 275

Mefanamik asit 50-100

Etodolak 100

Sulindak 150-200

Mg saliklat 1000
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* Eklem agrilarilarinda siddetli agr1 === NSAI ile
basla

* NSAl+asetominofen === etki I
* NSAID’leri kendi icinde kombinleme === Y E I




Akut agri

Asetominofen/NSAID ilk tercih
Hafif/orta siddetteki agrilarda tek basina yeterli

Dis agrisi, bag agrisi, travma/cerrahi, dismenore de
tek basina oldukca etkili

Siddetli agrida ketorolac disiin
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Kronik agri

Kas-iskelet sistemi agrilarinda ilk tercih asetominofen
disin

Asetominofen etkisiz kaldiginda NSAID
NSAID+asetominofen

NSAID+asetominofen+opioid

Non-opioid+opioid === etkinlik I Y.E.l
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* Gunlik max. doz 4g

Hepatotoksisite!
* Tekralandikca hepatotoksisite riski I
* Tek bir doz ile fulminan hepatit riski!!!!

* Amerika'da yapilmis 662 akut kc yetmezligi hastasinin
tizerinde yapilmis prospektif bir calismada %42 sinin
asetominofen toksisitesi oldugu goralmis

® 1990-2002 arasi organ tx merkezinden alinan datalarda kc
tx hastalarinin %49- asetominofen toksisitesi



altta yatan kc hastalig
+alinan hepatotoksik ilag YUKSEK RISK
malnutrisyon

kronik alkol kullanimi o

FDA mm) >-3icki/giin alkol kull. =) risk'

AGS (American geriatrics society)

kronik alkol kullanimi == relatif
kontraendikasyon
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Renal etkisi?- Nsaid lere gore cok daha az.
Renal yetmezlik var ise Nsaid lere tercih edilir.

Hematolojik etkieri?

Varfarin etkisini INR' doz bagimh

asetominofen

TxA2 + TxB2 (ancak min. etki)

Gastrointestinal etkileri?
soomg/gun kronik kullanimi gastrik mukozay1 1
Nsaid lere gore etkisi cok daha az
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NSAIDs

Gastrointestinal yan etkiler!

* En sik yan etkisi

* Gastritten GI kanama, GI perforasyona kadar
ilerleyebilen siddette

* Doz ve kullanim siiresi bagimli

* Non-selektif Nsaid lerin kronik kullaniminda %15-30
GI dlser.

» Cox-2 selektif nsai lerin GI yan etkisi cok daha az

* QOral aliminda lokal irritasyon var ama esas
mekanizma PG sentez inhibisyonu



Cell Membrane Phospholipids

1PLA2

Arachadonic Acid
Prostanoids Prostanoids Leukot{ienes
/ / \ l \. LTA,
T;XAZ PGE:, P.Glz P(\S'z l \LTC4,

PGk LTB, LTD,,
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Risk Faktorleri
Onceden var olan Gl iilser (en 6nemli risk faktorii!)
65 ustu yas
Kardiyovaskiiler hastalik olmasi
Siddetli romatoid artrit varligi
Steroid kullanimi
Antikoagiilan/antiagregan tedavi almak
H. Pilori enfeksiyonu
Sigara kullanmak

Asiri alkol kullanimai (risk boyutu net degil)



GI risk faktoru olanlarda analjezik secimi
Cox-2 selektif bir ajan (kvs risk faktorlerini arastir)

Non-selektif nsai+ gastroprotektif ajan (Hz2 res.
blokerleri, misoprostol, ppi)

Hafif-orta siddette agri- asetominofen diisiin
Siddetli agri+ GI ciddi risk- opioid distn?

*COX—z SELEKTIF NSAILERIN DE GI YAN
ETKISI!



- Kardiyovaskiiler yan etkileri

arasldonlk asit -

TxA2 PGE2 PGIz PGIz PGE2

Hem selektif hem non-selektif nsai ler icin de PGI
azalmasi epitel hiicre azalmasi ve sonucunda
ateroskleroz, HT yatkinlik
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Modifiye edilemez |k

* Erkek cinsiyet

risk faktorleri S Carel il

: . - « Aterosklerotik damar hastaligi(ASKH,periferik arter hast)
Modlﬁye edilebilir Valvuler kapak hast, kardiyomyopati

risk faktarleri « HT, DM, AF, obezite, sigara kull, dislipidemi, fiziksel

inaktivite, post-menopozal hormon terapisi

Potansiyel olarak
* Metabolik sendrom, OSAS, migren

* Oks kullanimi, alkol/madde bagimlilig

modifiye edilebilir
risk faktorleri
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Cardiovascular Effects of Nonsteroidal Anti-inflammatory Drugs
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Abstract Nonsteroidal anti-inflammatory drugs (NSAIDs)
include aspirin, other traditional NSAIDs, and coxibs.
Evidence obtained duning the past 10 years has focused atten-
tion on the cardiovascular hazard associated with coxibs and
some traditional NSAIDs. The large randomized trials of
pmlongud coxib truatmcnl added 1mportantly to mformation

TA.a L cmtidawmtala N - F\ RS RPN . PR M.

relief of chronic pain and inflammation associated with oste-
oarthritis (OA) and rheumatoid arthritis (RA) [1]. The NSAID
family includes aspirin, other traditional NSAIDs (INSAIDs)
developed to mimic aspirin’s pharmacological effects, and a
relatively newer class—the coxibs—developed to reduce the
gastromtcsllml (GI) t(muty of tNgAle [7] NSAIDs share a
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KVS risk faktorleri olan hastada Nsaid se¢cimi?

Naproksen distintilebilinir
Cox-2 selektif nsaid en son tercih

KVS+GI risk faktorleri olan hastada Nsai sec¢imi?
Naproksen+plavix(aspirin olmamali) disiik doz?

Diistik doz cox-2 selektif nsai+ diistik doz aspirin+
ppi ¢

* Opioid distin!
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Hematolojik yan etkileri

Aspirin geri dontsumsuz sekilde trombositler
tzerinde inhibisyon yapar

Diger Nsaid lerin de trombositler tizerinde etkisi
vardir ancak geri dontsumludir.

Ibuprofen trombositlerin tizerindeki aspirinin
baglanma yerine baglandigi icin aspirinin etkisini
azaltir. Aspirinden 3o0dk-2saat once alinmali ya da
8saat sonrasinda

Diger Nsaidlerin de cox-1 inhibisyonu var ancak
aspirin gibi geri dontisimstiz olmadigi icin
kardiyoprotektif etki yok. Yine de kanama zamanini
uzatabilirler



>
Renal yan etkileri

COX-2--- henle, makula densa, afferent arteriol de PG
sentezini saglar. Ditiretik etki gosterir

COX-1--- glomerul ve afferent arteriolde PG sentezini
saglar. Renal homeostazise yardimci olur

COX inhibisyonu ile 6dem, HT, hiperkalemi gorilebilir.

Yeterli volum saglaniyorsa bobrekteki PG lerin
etkileri minimaldir.
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Nsaid iligkili renal yan etki olasilig1 genel
populasyonda- %i-5

Risk faktorleri
erkek cinsiyet
Komorbid hastaliklar: HT, DM

Yeterli volum saglanamamasi
KKY

KBY __ KONTRAENDIKE
SIROZ
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Hepatotoksik yan etkileri
1/100000 den daha az
Siroz varsa uzak durulabilir

Diflofenac, rofecoxib transaminazlar: biraz
yukseltebilir

Kognitif fonksiyonlara olan etkileri
Bas donmesi, sersemlik hali, dikkat azalmasi

Duygu durum degisiklikleri



Alerjik yan etkileri
Kendileri arasinda ¢apraz reaksiyon gozlenebilinir

COX-2 selektif Nsai lerde daha az alerjik reaksiyonlar
gozlemlenmis

Astim, kronik trtiker oykiisu olanlarda dikkatli
kullanilmalz

* celecoxib ve valdecoxib preparatlarinda sulfon
bilesigi bulundugu icin sulfonamid alerjisi olanlarda
dikkat



Ozel durumlarda kullanim 4%

GEBELIKTE KULLANIM
FDA-- non-selektif nsaid  ™=tegori B i
cox-2 selektif nsaid  ===@ategori C > % (
Fetusa gecerler
ibuprofen- duktal kapanma, oligohidroamnioz
indometazin- duktal konstriksiyon

aspirin- duktus arteriosusun erken kapanmasi, gastrosizis, son
trimesterda kanama riski artisi, plasenta dekolmani

PG sentez inhibisyonundan dolay1 kontraksiyonlar
arttirabilirler

Acetominofen giivenle kullanilabilinir. Yeni doganda
wheezing?



o
EMZIRME DONEMINDE KULLANIM

Stite gecebilir. Ciddi yan etki gortilmemis
Yeni dogan bebekte sarilik riski artis1?

Kisa yar1 omirla olan nsaileri secmek mantikli
Asetominofen, ibuprofen tercih edilebilinir
topikal kullanim?

PEDIATRIK KULLANIM

En giivenli analjezikler asetominofen, ibuprofen

indometazin, ketorolac, naproxen de pediatrik
kullanim icin onay alinmis



Anti kanserojen etkileri
NSAI

Y

COX-2 ==§f§=> hiicre cogalmasi, antiapoptotik

etki

Ozellikle kolon kanseri tizerine olumlu etkisi
gorulmis.
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PERSONALIZED MEDICINE IN COLORECTAL CANCER (D CUNNINGHAM AND EC SMYTH, SECTION
EDITORS)

Aspirin and Colorectal Cancer Prevention
and Treatment: Is It for Evervone?

Christopher Coyle' - Fay Hden Cafferty ' - Ruth Elimbeth Langley !
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Chemoprevention of colorectal neoplasia
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Abstract

Background: Colorectal cancer is a common and often fatal malignancy. Currently.
the modifications that alter discase outcome include carly symptom recognition,
population screening as well as improved surgical and adjuvant treatments. Preven-
tative strategics have been limited with little evidence that lifestyle changes signifi-
cantly alter risk. There i1s however a growing awareness of a potential role for
chemoprevention in some patient groups. This study aimed to review the literature
associated with chemoprevention in colorectal cancer.

Methods: An clectronic literature search of MEDLINE and Embase databases was
performed on PubMed for studies detailing the use of chemoprevention agents in colon
and rectal cancer. The search was limited to clinical trials on adult humans (> 16 years
of age) published in English since 1990.

Results: The strongest evidence is for non-steroidal anti-inflammatory drugs slowing
polyp progression, notably patients with familial adenomatous
polyposis and hereditary nonpolyposis colorectal cancer, respectively. There is also
increasing evidence that continuing use of low-dose aspirin reduces long-term inci-
dence of colorectal I:anccrs. Cyclooxygenase 2 inhibitors also have a potential role but
cardiac toxicity currently limits their use. Folic acid, statins, antioxidants, calcium and
S-aminosalicylic acid lack evidence to support their use at present.

Conclusions: Currently, there is not enough evidence to support the implementation
of a chemopreventative agent for general use. However. there appears to be a role for
aspirin in sclected subgroups.
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Review Article

Non-steroidal anti-inflammatory drug use and risk of endometrial
cancer: A systematic review and meta-analysis of observational studies

® CrosshMark
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HIGCHLIGHTS

* Regular aspirin or NA-NSAID use was assodated with a reduced risk of endometrial cancer.
= The reducion in endometrial cancer risk was consistent, albeit small
* The reducion in endometrial cancer risk inareased with frequency of NSAID use

ARTICLE INFO

Astidle history:

Receved 30 Ocmber 2015
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Aceped 12 December 2015

Avai able online 14 December 2015
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ABSTRACT

Objeaive Non-steroidal anti-inflammatory drug (NSAID) use has been linked to a redudcion in the risk of
several ancer types. For endometrial cancer, however, results have been inconsistent. To summarize the
available evide nce on the risk of endometrial cance r associated with use of aspinin or non-aspinn (NA-) NSAIDs
we performed a systematic review and meta-analysis of obse rvational studies

Mehods. We conducted a bibliographic database search in PubMed, Embase and Cocdhwane Library. Relative
risk estimates were extracied from eligible case-control and cohort studies and pooled using a random effects
model

Resulrs Six case-control and seven cohort studies were found e ligible for ourmeta-analysis We observed risk
reductions in endometrial cancer associated with reguar use of aspirin (@se—control: 11%, cohort: 8%) and
NA-NSAIDs (case-control: 9%, cohort: 6X), compared to non-use. However, the pooled risk ratios were not
statistically significant. Higher risk reductions were seen with high frequency of notably aspinin use (case-
control: 37%, cohort: 20%). jihe inverse association between regular aspinn use and endometrial cancer risk
was strongest among women with a body mass index above 30 (case-control: 44%, cohort: 20%).

Conclusions. Regular use of aspirin or NA-NSAIDs was assodated with a marginally reduced risk




Kognitif fonksiyonlara olan etkileri

» Alzheimer hastaligini azaltabilir?



Non-selective NSAIDs improve the amyloid-3-mediated suppression of @Cmm
memory and synaptic plasticity
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ABSTRACT

Alzheimer's disease (AD) is characterized by the formation of amyloid beta (AB) plaques in the brain
Dysfunctional excitatory synaptic transmission and neuronal plasticity are generally accepted as primary events
in the development of AD. There is evidence to suggest that both COX-1 expression and COX-2 expression are
changed in the brain of AD patients. However, the impact of COX-dependent mechanisms on synaptic dysfunc-
tion underlying the memory deficit is not fully elucidated. In the present study effects of non-selective NSAIDs
(aspirinand sodium salicylate) on associated memeory impairment aswell as A3-mediated suppression of synap-
tic plasticity in the hippocampus were examined. Af31-42 (5 pg/ul) and ibotenic acid (5 pg/ul) were injected
bilaterally into the dorsal hippocampus of rats and the spatial memory and long term potentiation (LTP) were
assessed by water maze performance and in vivo field potential recording, respectively. Field excitatory post
synaptic potentials (fEPSP) were recorded from stratum radiatum of area CA1 following Schaffer collateral
stimulation. Behavioral study revealed that both sub-chronic high dose of sodium salicylate (SS) and chronic
low dose of aspirin improved the spatial memory impairment of A3 treated rats, however the effects of SS
were lower than those of aspirin. Animals treated with SS and aspirin showed a significant decrease in escape
latency (SS: F(1, 24) = 1585, p< 001, aspirin: F(1,22) = 2524, p <0.001, ANOVA). Furthermore, in probe
test, animals treated with aspirin (p < 0.05) but not SS (p > 0.05) spent more time (one-way ANOVA) in target
quadrant zone. Both applied drugs restored the suppression of fEPSP slope LTP that was induced by A treatment
(unpaired t-test, p < 0.001). Aspirin showed a preventative effect also against AB-induced changes in LTP and
memory task when applied before A administration. Since aspirin and SS improved synaptic dysfunction, we
can suggest that COX-dependent mechanisms may play a role in synaptic dysfunction in an experimental
model of AD.

© 2015 Elsevier Inc All nights reserved.



Non-Steroidal Anti-Inflammatory Drugs as a Treatment
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Abstract

Inrrodwcrion Alzheimer’s disecase (AD) is the cause of
more than two-thirds of all dementia cases. Although there
5 no effective treatment against this disorder, its associa-
ton with neurcinflammation suggests that non-steroidal
anti-inflammatory drugs (NSAIDs) might represent a
potential therapeutic option.

Hectronic supplementary material The online version of $his
amticle (doi: 10.1007/40266 0 15 0239 .z) comxins supp lementary
material winch is available 0 aunthorized users.
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Objecrive  The objective of this study was to evaluate the
efficacy of NSAIDs in the treatment of AD using a meta-
analysis approach.

Merhods MEDLINE, Web of Science, Science Direct
and the Cochrane Library were used to search all the ran-
domized controlled trials that have evaluated the efficacy
of NSAIDs as a veatment for AD (up to | Ocwber 2014).
The overall effect of NSAIDs versus placebo was deter-
mined using a random effects model meta-analysis where
we compared changes (Le., mean differences pre- vs. post-
treatment) between the two conditions in test scores
indicative of ocognition, disease severity, and related
ouKoOmes.

Reswirs Seven studies were finally included in the meta-
analysis. Diclofenac/misoprostol, nimesulide, naproxen,
rofecox ib, ibuprofen, indomethacin, tarenflurbil, and cele-
coxib were the NSAIDs used in these reporns. The results
of the AD Assessment Scale—cognitive subscale (ADAS—
cog), the Clinical Dementia Rating Scale sum-of-boxes
(CDR-SOB), and the Mini-Mental Swmte Examination
(MMSE) showed no statstical or clinical significance of
NSAIDs treatment compared with placebo, ie., mean dif-
ferences of —024 (95 9% Confdence Interval (CI) —1 0410
057: P= 052), —0.07 (95 % CI —0.7t0 0.56: P = 0.82),

ficld, thc cwda\oc available does not suppornt the use of
NSAIDs for AD treatment.



Kas-iskelet sistemine olan etkileri

* Heterotopik ossifikasyon tedavisinde ve
onlenmesinde kullaniliyor
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ABSTRACT

Non-steroidal anti-inflammatory drugs (NSAIDs) can act by modulating the behavior of osteoblasts, induding
their proliferation, differentiation, adhesion, and migration, but not all NSAIDs have these effects. Our objective
was toupdate the information on this issue in a review of the literature in order to offer guidance on the prescrip-
tion of the appropriate NSAID(s) to patients requiring bone tissue repair.

To review current knowledge of this issue by searching for all relevant publications since 2001 in the MEDLINE,
EMBASE and Cochrane Library databases, we used the following descriptors: bone tissue, osteoblast, NSAIDs,
Anti-inflammatory drugs.

Published studies show that most NSAIDs have an adverse effecton osteoblast growth by cell cyde arrest and ap-
optosis induction. The effect on differentiation varies according to the drug, dose, and treatment time. Osteoblast
adhes ion is mcreased and mlgranon decreased by some NSNDs sud\ as indomethacin and diclofenac. The anti-
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Abstract

Purpose This study investigated whether etoncoxib (COX-II
blocker) has a superior efficacy of preventing heterotopic os-
sification (HO) after total hip arthroplasty (THA) compared to
diclofenac (non-selective NSAID).

Methods One hundred patients were included (50 in each
group) in this single centre, prospective, double-blinded, ran-
domized, controlled trial. Etoricoxib (90 mg) was adminis-
tered once and diclofenac (75 mg) twice per day for a periop-
erative peniod of nine days. The incdence of HO was evalu-
ated on radiographs of the pdvis six months after surgery.

>4 Sebastian Winkler
sehatinwinkler@email de

Results Eighty nine of 100 (89 %) patients could be analysed.
The overall HO incdence was 37.8 %. There was no signifi-
cant difference between both study groups. Twelve patients
(27.3 %) of the DIC group and 13 patients (28.9 %) of the
ETO group showed Brooker grade | ossifications. Five pa-
tients (11.4 %) of the DIC and four patients of the ETO
(8.9 %) group showed grade 11 HO formations. No class 111
or IV HO formations occured in both groups. Ad hoc analysis
detected a negative comelation between HO incidence and

for oral HO prophylaxis after pnmary cementless THA when

given fornine peri-operative days to ensure a full recovery and
high patient satisfaction.




Perioperatif Nsaid kullanimi

* Perioperatif multimodal analjezi yaklasimi
* En sik kullanilan agr tedavisi rejimi
Non-opioid

Opioid Y'V E.
— Agri

L.okal anestezik >
kontrolu

Anti konvulzan




Post operatif yogun analjezik tedavisi dogru mu?

18 metaanaliz, 8 randomize kontrolli ¢calismayi ele
alan bir derlemede post-operatif agresif agri
tedavisinin komplikasyonu arttirdig1 gorulmis.

Varilan son nokta post-operatif agr1 tedavisinde amac
hastanin rehabilitasyon programlarina uyumunu
saglayacak kadar analjezi.
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Ketorolac

Siddetli agr1 icin cok iyi bir ajan

3omg x 4 gunlik onerilen doz.

Yaglilarda dozun gomg/g a diistirilmesi onerilir.
[buprofen

400-8oomg x 4 gunlik onerilen dozu

Y.E. Leri diger nsaid lere benzer
Parecoxib

4omg parecoxib=3omg ketorolac
COX-2 selektif
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. _Perfalgan
Asetominofen E
Giinlik 4g a kadar cikilabilinir y— N

Hafif bas donmesi, mide bulantisi yapabilir .
1000mg asetominofen=3omg ketorolac
Infiizyon yerinde agr (suda coziintirliik az, ph:3.5)
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Akut asiri do

ASETOMINOFEN
Hafif transaminaz ylikselmesinden fulminan hepatik

nekroza
sebeb ola

kadar degisen seviyelerde hepatotoksisiteye

bilir

Plazma d

tizeyleri 3oomcg/ml-4saat , 45mcg/ml-15saat

altindaki degerlerin karaciger rejenerasyonu ile
diizelecegi ongorilir

Karin agrisi, mide bulantisi, kusma, kcft yuksekligi ilk
belirtiler iken hepatik ensefalopati, koagiilopati kott
prognoz kriterleridir.

[lk 4 saat gastrik lavaj, aktif komiir denenebilinir.
Sonrasinda N-asetil sistein
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ASPIRIN VE DIGER SALISILATLAR

Kronik fazla doz kullanimda-bas agrisi, sersemlik
hali, kulaklarda zonklama

Akut kullanimda 150-300mg/kg orta siddette toksisite
3oomg/kg 1n uzerinde dozlar siddetli toksisiteye
neden olurlar.

Letarji, kusma-aspirasyon, hipoventilasyon, tasikardi

Beraberinde opioid alimi varsa bulgular
maskelenebilir!!!

Specifik antidotu yok! Aktif kullanim1 denenebilinir
erken donemde tespit edilmisse.

Idrar alkalilestirmek. NaHCO3+KCL infiizyonu.



DIGER NSAID LER
o Toksisiteleri nadir
* Karin agrisi, mide bulantisi, kusma

* (Cok asir1 dozlarda metabolik asidoza neden

olabilirler. Hipotansiyon, hipotermi ile birlikte
seyredebilir

* Destek tedavisi




