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Caso clinico



Antecedentes personales

® Vardn 45 arfios
® Fumador activo DA 30,
® Consumo enol 20gr/dia

® Ex-consumidor cocaina inhalada 22-24 a,
tratamiento deshabituacion, consumo
esporadico.



Antecedentes personales
® VIH:;

O Diagnostico1993: estudio condilomas
perianales.

O No I0.
O TARV 1997-2010, reinicio Jul/11 (ATP).
O Oct/12: CD4 775, CV 16970
® Hepatopatia cronica
O VHC, IFN-PEG + RBV 2003 con RV
O VHB.



Antecedentes personales

® Rasgos desadaptativos personalidad:

O Tentativa autolitica Oct/12: ingreso hospitalario.

® Trastorno por dependencia:
O Cocaina

O Hipnosedantes (BDZ)

® Medicacion habitual:

O Atripla (efavirenz + emtricitabina + tenofovir)

O Fluoxetina 40mg/24h



Enfermedad actual

® Tembilor y diaforesis 6 h evolucién tras
alta hospitalaria por GEA

® Desde entonces consumo de 4 dosis de
metoclopramida + medicacion habitual

® No consumo de toxicos durante el
ultimo mes



Exploracion fisica
FR 24, FC 140, Sat O2 100%, TA 158/100,
T2 36,5°C
C y O, diaforético. Normocoloreado
AC: RsCsRs, no soplos
AR: MVC sin ruidos sobreanadidos

ABD blando, depresible, no masas ni
megalias, no doloroso, peristaltismo
presente, no peritonismo



Laboratorio

EQUILIBRIO A-B

pH 7.403
nCO2 33
pnO2 /5.0
Bicarbonato 21.1

Glc | 117 |BRB| 0.8
Cr |1,31]| CK 262
Na | 140 |PCR| 0.28
K | 4,1 [Leuc| 14200
AST | 35 N 10800
ALT | 45 |HTO| 51%
GGT| 24 | Hb 17
FA | 169 | Plag | 250000




Electrocardiograma




Evolucion

® 10h: reconsulta por temblor:
O Toéxicos en orina: cocaina +
O Orientacioén: sindrome abstinencia

O Diazepam 15mg, alta hospitalaria
® 5 dias: visita H. D. Infecciones:

O Mejoria clinica

O Consumo puntual cocaina 23/01

O Ha dejado fluoxetina



Diagnostico diferencial

® Sindrome serotoninérgico
® Intoxicacion cocaina
® Sindrome abstinencia cocaina

® Otros



Sd. Serotoninergico

® 1 actividad 5-HT en SN:

O latrogénico
O Interacciones farmacoldgicas
O Intento autolitico

® Espectro clinico: leve — grave:

O No suspension tto,tdosis
O Agregacion F pro-serotoninérgico
® Infradiagnosticado:

O Sintomas inespecificos
O Baja sospecha diagndstica (85% no DxD)

Mackay FJ. Et al. Antidepressants and the serotonin syndrome in general practice. Br J Gen Pract, 1999.



Epidemiologia

® Incidencia 1 paralelamente al uso de F
serotoninérgicos

® En 2004:

® 48.204 exposiciones ISRs
® 8.187 sintomas
® 103 muertes
® Asociacion otros F
® 14-16% sobredosificaciones ISRSs

Watson WA. Et al. 2004 Annual report of the A. A. of poison Control Centers Toxic Exposure Surveillance System, AJE 2005
Isbister GK. Et al. Relative toxicity of SSRIs in overdose. J Toxicol Clin Toxicol, 2004.



Fisiopatologia
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Edward W. et al. The serotonin syndrome. NEJM, 2005..

5-HT: decarboxilacion +
hidroxilacion L-Trp

Regulacion: mecanismos de
recaptacion + feedback +
metabolismo enzimatico

R: 5-HT1-5HT>
(postsinapticos 5-HT1a y 5-
HT2a)

SNC: nucleos rafe: atencion,
comportamiento,
termorregulacion,
nocicepcion, tono motor

SNP: tono vascular,
motilidad Gl



Anamnesis

Drugs assodabed with the serobonin syndrome

™~ piprun-reuptziee inhbfors serraline. fluocetine, fluvoxamine,
pamxetine, and cialopram

Antidepressant drugs trazodane, nefazodone. buspirone, domipramine,
arnd verlafamne

\Monoamine axdase inhibitors: phenelzine, moclobemide, dorgiline,
arnd isscarbosazid
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Artimigraime drsgs: sumatriptan
Haratric medicatsons: sibutramane
Argiblotics: linezalide {2 meroamine cxidase inhibitor) and rtonavir d 1 1 A
[through inhibition of otochrome 2450 enzyme isoform 544) OS|f|CaC|On y
Crwer-the-counter cough and cold remedies: dextromethorphan .
Drugs of abuse: methyplenedicwymethamphetamine (MORMA or “ecstasy”),
Iysergec add diethylarmide (LSD), S=methowpdiisopropyhryptamine [“foouy frecuenCIa"
methany™ ), Syrian rue [contains harmine and harmaline, both
monaarune oidase inhibibors)

et ' t5 and herbsa! products: trepkophan, H T ® = Z gt .
ISt Jobi's wort), Panax ginseng tginsengl Intencion autolitica:

Creher: Ighiom

Drug interactions associaied with severe serotonin syndrome IngeSta IntenCIOnaI >

Loloft, Prozac, Sarafem, Luvor, Paxld, Celexa, Desyrel, Serzone, Buspar, Anaf L
ranil, Effexor, Mardil, Manenx, Marplan, Depakote, Cemerol Duagesic, d d
Sublimaze, Ultram, Taksin, Lofran, Eytrl, Reglan, Imitrex, Mendia, Bedux tOXICI a q ue
fondimin, Zyvow, Mo, Farnate, Tafranil, Remeron

Shenclz.ne and mepenzine exposicion accidental

rarylcypromine and imipramine

fhenelzine and s=lective serobonin:reuptake inhibitors
farooeline anc buspirone

Linezodide and citalopram

Wodobemice and selectve serctonin-reupiaks imnibitors
ramadaol venlafaine, and mirtazaoine

Edward W. et al. The serotonin syndrome. NEJM, 2005..



Clinica

Altered Clorus
menty! slatus (sustaired)

T
-

Cloeus Missoular
(induacilde) Frpperionicty

Hyperthermia

Life-
threatening
toxicity

Sintomatologia: leve a grave
dependiendo del grado de
actividad serotoninergica

Instauracion sintomas: 60% en
oh tras inicio F o
sobredosificacion

Estado mental

Ansiedad

Delirium

Inquietud

Desorientacion

Hiperactividad NM
(MMII)

Temblor

Rigidez muscular

Mioclonus

Hiperreflexia

Babinski bilateral

Periférico

Diaforesis

Taquicardia

Hipertermia

HTA

Vomitos

Diarrea

Midriasis




Laboratorio

® No test que confirme el Dx
® Casos graves (hipertermia mal tratada):
® Acidosis metabdlica
® Rabdomiolisis (CK)
®* IRA
® CID

Edward W. et al. The serotonin syndrome. NEJM, 2005..



Algoritmo diagnostico
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Dunckey EJ. Et al. The Hunter serotonin Toxicity Criteria. QJM 2003.



Diagnostico diferencial

SINDROME
NEUROLEPTICO
MALIGNO

SINDROME
SEROTONINERGICO

Desarrollo en semanas

Desarrollo en horas

Hipertermia

Hipertermia

Alteracion nivel
conciencia

Alteracion nivel
conclencia

Menor agitacion-
hiperactividad

Mayor agitacion-
hiperactividad

Mayor rigidez articular

Menor rigidez articular

Bradicinesia,
hiporreflexia

Hiperreflexia, temblor




Diagnostico diferencial

Toxidrome Mental status Pupils Vital signs Other manifestations Examples of toxic agents
Sympathomimetic | Hyperalert, agitation, Mydriasis | Hyperthermia, Diaphoresis, tremars, hyperreflexia, seizures Cocaine, amphetamines, ephedrine, pseudoephedrine,
hallucinations, tachycardia, phenylpropanaolamine, theophylline, caffeine
paranoia hypertension, widened
pulse pressure,
tachypnea, hyperpnea
Anticholinergic Hyperyigilance, Mydriasis | Hyperthermia, Dry flushed skin, dry mucous membranes, Antihistamines, tricyclic antidepressants,
agitation, tachycardia, decreased bowel sounds, urinary retention, cyclobenzaprine, orphenadrine, antiparkinson agents,
hallucinations, delirium hypertension, tachypnea | myoclonus, choreoathetosis, picking behaviar, | antispasmodics, phenothiazines, atropine, scopolaming,
with mumbling speech, seizures (rare) belladonna alkaloids (eq, Jimson Weed)
coma
Hallucnogenic | Halluoinations, Mydriasis | Hyperthermia, Nystagmus Phencyclidine, LSD, mescaline, psilocybin, designer
perceptual distortions, | (usually) | tachycardia, amphetamines (eg, MDMA, MDEA)
depersonalization, hypertension, tachypnea
synesthesia, agitation
Opioid CNS depression, coma | Miosis | Hypothermia, | Hyporeflexia, pulmonary edema, needle marks | Opiates (eg, heroin, morphine, methadone, oxycodaone,
bradycardia, hypotension, hydromarphone), diphenowxylate
apnea, bradypnes
Cedative- CNS depression, Minsis Hypaothermia, Hypaoreflexia Benzodiazepines, barbiturates, carisoprodol,
hypnotic canfusion, stupar, (usually) | bradycardia, hypotension, meprobamate, glutethimide, alcohals, zolpidem
coma apnea, bradypnea
Chaolinergic Confusion, coma Miosis Bradycardia, Salivation, unnary and fecal incontinence, Organophosphate and carbamate insecticides, nerve
hypertension diarrhea, emesis, diapharesis, lacnimation, GI agents, nicotine, pilocarpine, physostigmine,
orhypotension, cramps, branchoconstriction, muscle edrophonium, bethanechol, urecholine
tachypnea or bradypnea | fasciculations and weakness, seizures
Serotonin Confusion, agitation, Mydriasis | Hyperthermia, Tremor, myoclonus, hyperreflexia, conus, MAOIs alone or with: 55RIs, meperiding,
syndrome coma tachycardia, diapharesis, flushing, trismus, ngidity, diarrthea | dextromethorphan, TCAs, L-tryptophan

hypertension, tachypnea




Tratamiento

Tratamiento de soporte
Obijetivo primario: ¥ rigidez muscular

Uso agresivo BDZ (grave: valorar
blogueo NM + IOT) + tto precoz
hipertermia

Tiempo: < 24h tras finalizar F (F vida
media larga, interacciones, metabolitos
activos)

Edward W. et al. The serotonin syndrome. NEJM, 2005..



Tratamiento

® Descrita eficacia ciproheptadina en
casos aislados (8-16mg)

® Descrito uso anecdoético de otros F
(metisergida, clorpromazina,
propanolal...)

BASE TTO=TTO HIPERTERMIA + BDZ

Edward W. et al. The serotonin syndrome. NEJM, 2005..



Conclusiones

Pensamos que es un Sd .serotoninérgico por:

® Cuadro clinco: mioclonias, rigidez,
hiperreflexia, midriasis, diaforesis, diarrea...

® Relacion temporal con combinacién de
fluoxetina y metoclopramida



