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CAS CLINIC

)

» Dona de 38 anys, 170 cm i 75 kg.

 Originaria de Polonia.

» Acut a UCIES per presentar des de fa 1
mes dificultat per a la marxa que ha
augmentat en els darrers 2-3 dies, precedit

per quadre catarral de vies respiratories
altes amb febre de 38°.



» Trombosi venosa successiva a un part, amb
edema residual.

e Sense alergies medicamentoses conegudes. |
No habit tabaquic.



>

EXPLORACIOFISICA

o Conscient 1 orientada. Normohidratada.
TA: 100/40. FC: 100 X'. FR: 26 rpm. Sat
02(0.21): 100. T2 37.3.

e Funcio respiratoria i cardiaca correctes,
hemodinamicament estable.

« NRL: Disminucio de la forca EEI |
arreflexia.

« ABD: Tou i depressible, no doloras,
peristaltisme conservat.



EXPL. COMBRLEMENTAR JES.

« ANALITICA: Na 125.7 mEq/l, K 3.54
mEq/l, Cl 95.2 mEg/l, Hb 9.8 g/dl.

» PUNCIO LUMBAR: T prot, cel/camp N

SDRE. GUILLAIN-BARRE



SDRE. GUILEAIN BARRE

Grup de malalties autoinmunes en que es
produeix degeneracio axonal i desmielinitzacio

progressiva.
Incidencia annual: 1- 3 per 100.000.
Antecedent infeccios : CMV, C. jejuni, EB, ...

Clinica: Debilitat muscular (— VM), parestessies,
arreflexia, alteracions SNA.

Tractament especific:
— Immunoglobulina ev (400 mg/kg/dia durant 5 dies)

- Plasmaferesi



SURE. GUIL EAIN BARRE

Diagnostic Criteria for Typical Guillain-Barré Syndrome

Features required for diagnosis

Progressive weakness in both arms and legs
Areflaxia

Features strongly supporting diagnosis
Progression of symptoms over days, up 1o four waeks Ceacription
Relative symmmetry of symptoms Healthy

Mild sensory syrmptoms or signs Minor symptomsa or signe, abls to run
Cranial nerva involvemant, especially bilateral weakness of facial Abls to walk Sm independsrly

M cles Able to walk Smowith a walker or support
Recovery beginning two to four weeks after prograssion ceases
Bad- or chairtound

Autcnomic dysfunction
Absence of fever at onset Requiring assisted ventilation

High concentration of protain in cerebrospinal fluid, with fewer Diath
than 10 cells per cubic millimatar

Typical electrodiagnostic features

Features excluding diagnosis

Diagnasis of botulism, mvasthenia, policrmyvelitis, or toxic neurcpathy
Abnormal porphyrin metabolism

Recent diphtharia

Puraly sensory syndrome, without weakness




PLA TERAPEUTIC |
« Ingrés a UCI per-a monitoritzacio.
e |G (30g/24 hev)durant 4 dies.

PLA DIAGNOSTIE ~UCL, DIA 1

« EMG: Neuropatia sensitiva-motora axonal aguda"

« Es proposa estudiar diagnostic diferencial de
neuropaties periferiques.

« ANALITICA: Hipoalbuminémia i anémia Fe




yCLINIC = UCI; DIA3

f)

CUR

 La pacient presenta un episodi agut de dolor
abdominal + insuficiencia respiratoria que
requereix intubacio orotraqueal i ventil-lacio
mecanica., -

« Davant la ineficacia del tractament inicial amb
immunoglobulina (evolucio del quadre
neurologic) i les dades analitiques i cliniques
actuals es sospita d’un possible atac de
PORFIRIA HEPATICA AGUDA.



PORFEIRIES
» Grup d’ alteracions genetiques en que es produeix

una deficiencia en algun dels enzims implicats a la
ruta biosintetica del grup hemo.

 Herencia autossomica dominant.

* Incidencia: 5 casos per 100 000. Majoria de
pacients assiptomatics durant tota la vida.



Porphyria

Enzyme Defect

Primary Symptom

Erythropoietic Class

Congenital erythropoietic
porphyria, CEP

Uroporphyrinogen 111
cosynthase

Photosensitivity

Erythropoietic protoporphyria,
EPP

Ferrochelatase

Photosensitivity

Hepatic Class

ALA dehydratase deficiency
porphyria, ADP

ALA dehydratase

Neurovisceral

Acute intermittent porphyria, AIP

PBG deaminase

Neurovisceral

Hereditary coproporphyria, HCP

Coproporphyrinogen
oxidase

Neurovisceral, some
photosensitivity

Variegate porphyria, VP

Protoporphyrinogen
oxidase

Neurovisceral, some
photosensitivity

Porphyria cutanea tarda, PCT

Uroporphyrinogen
decarboxylase

Photosensitivity

Hepatoerythropoietic porphyria,
HEP

Uroporphyrinogen
decarboxylase

Photosensitivity, some
neurovisceral










HAEM SYNTHESIS
NEGATIVE FEED-BACK

NEGATIVE HED.SACK.
\/@/
i
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PORPHYRIA RESULTS rmom
AN ENIYME DEFIEIEHE"I" '

ERYTHROPOQIETIC
PROTOPORPHYRIA

VARIEGATE PORPHYRIA

ACUTE INTERMITTENT
PORPHYRIA

HEREDITARY
COPROPORPHYRIA

CONGENITAL PORPHYRIA — PORPHYRIA CUTAMEA TARDA









® Clin ica Symptoms and Signs
— Hiponatremia gt

Abdominal pain

Yomiting
Constipation
Criarrhea

Neurologic
Pain in extremities, back, chest, nack,
or head

Paresis

Respiratory paralysis
Meantal symptoms

Convulsions

Cardiovascular

Tachycardia
Systemic arterial hypertension

Estimated

Incidence, %



Clinical suspicion of acute perphyria

¥

Rapid test for PRG
{sermi=quantitative, spot urine)

\r
Acute porphyria (AIP, HCP, or VP confirmed
[

v ‘

Measure PEG, ALA, and hyring
peasure PEG and ALA [ MPH“W y Specific treatment

(same sample) Plesmia and fecal porphyrins
Erythrocyte PRG deaminase
(see text for interpretation)

¥ ¥

AlP confirmed: VP confirmed:
Determine PEG Determine PPO
deaminase mutation mutation

¥
Differentiate causes of

ALA dehydratase
deficiency (see test)

¥
ALA dehydratase Lead peisening,
porphyria confirmed: hereditary tyrasinemia type |,
Begin specific treatment or other disarder confirmed

F

Dretermine ALA
dehydratase mutation













HAEM ARGIMATE :

MODE OF ACTION

\/ ©
ALA-SYNTHETASE
_5 Al'loluﬂuluuh: Acid

S

Vo

URO Ill COSYNTHETASE oy U
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5 Aminolaevulinic Acid

Porphobilinogen




CALORIC

DEPRIVATION HAEM
UTILISATION

glycine

acetyl CoA | 11
succinyl CoA t

10

PC

pyruvate == oxaloacetate

!
{
¥

(gluco- \ ETHANOL /
neogenesis)
\* J

FiG. 4. in nom-erythroid tissues haem synthesis iz regulated by the amount of substrate introduced into the path-
way. A deorease m the amount of unengaged haem within the cell accekrates haem synthesis through denhi-
bition of ALAS activity, increasing the amounts of substrate mtroduced into the pathway -3, At a given
rate of ALAS-1 mmduction the flux through the pathway depends on the availahlity of substrate for the
enzyme. Thizs may be a functon of the current energy charge of the cell, generation of sucanyl CoA being
mhibited under conditions of energy abundance and accelerated n caloric restriction - @@. (For references,
see text.)




ALAS-T activity may be regulated by the
energy charge of the cell through control of
suceinvi-Cod

The availability of succinly CoA depends on
its rate of generation in the TCA cycle (Fig. 4).
As pointed out [28), the mmpact on ALA
formation of haem-drain (Fig. 4 (&) secondarily
to high utilization of the compound &), and
followed by strong induction of ALAS &), may
he restricted (8 under conditions where the
TCA cycle is closed for oxaloacetate, i.e. at a
high energy charge of the cell. On the other
hand, under caloric deprivation, e.g. in fasting
for weight reduction or for other reasons, the
decrease n acetyl CoA level of the cell & will
shunt oxaloacetate into the TCA cvcle 1
through induction of the enzyme pyruvate
decarboxylase {3, im which case the full
potential of the current ALAS induction may
the fulfilled 2.




PLA TERAPEUTIC H

 Fluidoterapia amb sér+um glucosat al 10%
(500 ml cada 12h durant 4 dies, 100 mg/dia)

CURS CLINIC SUCI :DIA 4

 Pacient hipotensa, hipovolemica i anurica.
* Acidosi lactica + insuficiencia respiratoria severa.
» Pronostic molt desfavorable.

 Els familiars informen d’enolisme cronic.

e 32gospita diagnostica: SHOSHIN BERI-BERI

)




GLUcosA | 130 | 107 | |
SR EEN I - descarta sindrome de
ABOMINA |26 [ 25 | |
T Enutricio.
ool | e © Els valors de P, Mg 1 K

ST R oS troben dins I’intérval
CLORUR 89 91 95.9 - 98 - 111 mEq/I
e —— Tt durant -

733 7.13 6.06 IR GCOER-RUI015 (735-7.45| |
PCO2 12 14 24
HCO3 6.3 47 54
EXC BASE |-19.6 -24.5 -26.5
PO2 222 185 100
SAT 02 99 92
LACTAT
I

1Y)

ORINA
VOLUM 24H




DEFICIENCIADE TIAMINA

* “Dry beri beri” — Simptomes neurologics..
Sindrome de Wernike - Korsakof.

« “Wet beri beri” — Quadre cardiovascular.
Sho-shin beri beri — Fulminant.



sMNucleic acids

D-Ribose-5-phosphate

GLYCOLYSIS
(in the cytosol) < Glucose-6-phosphate < r.*f.:f.:_';'.f.‘.‘.':.‘._‘.'.'_:_'.-'.'.L':'{,
-“-—‘-—-‘_-lil:l Rk

Accumulation of * 'fﬂ-ﬂz_\‘ﬂ!ﬂ'i- steraid:
pyruvate, cansing sFarty acids & aminogeids
=Merotransnifiers o

e

lactie aciclaosis
*Gilutathione

Curer mitochondrial menhrane
Inner mitechondrial menhrane enmm—m— hab L L EEEE PR

Lack of
melin
Causing

neuropathy

Acerycholine

a,
L T s R EERREE Ill:::

P

" CITRICACID Glutamate
Snecinl-CoA Alpha-Ketoplutarate
CYCLE ' foRlutarat ﬁ’:“mﬁ

(in the mitochondria) -

\ Alpha-Ketoglutarate Dehydrogenase
[Thiamine & Mg

LY
—t imi




PLA TERAPEUWTIC IH

« Tiamina ev: Bolus 250 mg+ — 100 mg/8h

« Cimetidina ev: 300 mg/12h (s compassiu, en espera
d'arginat d’hemina, Normosang®) -

CURS.CLINIC —UCI, DIA 7
* Recuperacio hemodinamica i de I'equilibri acid - "
base que permet retirada de fcs vasoactius (NA)

« Deterior de la funcié renal amb necrosi tubular
aguda que requereix hemadialisi.




DIES UCI

5é

8e

ALTA UCI

VALORS REF.

GLUCOSA

83

75 - 115

mg/dl

P. TOTALS

7.3

6.5

7.2

6.4 - 8.3

g/dl

ALBUMINA

2.5

2.3

3.4

3.8-5.1

g/dl

UREA

43 60

CREATININA

82

1.3 ] 2.36 2.68

70
2.3

76

10 - 50

mg/dl

1.17

0.5-1.2

mg/dl

SODI

POTASSI

CLORUR

125 130.3 133.4

5.0 4.8 5.1
89 91

3.9

95.9 95.7

135
3.1
94

141

136 - 145

mEqg/|

4.2

3.5-51

mEq/I

100

98 - 111

mEq/I

GASO ART

PH

PCO2

HCOS3

EXC BASE

PO2

SAT O2

7.33 7.13 6.96
12 14 24
6.3 4.7 54

-19.6 -24.5 -26.5
222 185 100
100 99 92

7.53

7.50

7.35 - 7.45

28

33

32 -42

23.4

25.7

20 - 24

0.7

2.5

-3.3-1.2

223

178

75 - 100

100

100

95 - 100

LACTAT

6.4

9.2

0.5-2.2

LDH

5610

150 - 450

ORINA

VOLUM 24H

600 - 2000

ALA

0.1-5

PBG

0.1-2




>

CURS CLINIG—-ALTA UCH

» Recuperacio de la diuresi | normalitzacio de la
funcio renal que permet suspensio HD.

 Millora progressiva dels parametres analitics i de
la funcio respiratoria, extubacid sense incidencies

e Estat actual conscient i orientada, clinicament
estable, Persisteix tetraparessia i sensibilitat
reduida a les extremitats. Es decideix alta al
Servei de Neurologia i programa de rehabilitacio.

« EMG: Progressio dels signes de degeneracio
axonal i alteracions neurografiques.



INFORME D'ALTA = M. INFENSIVA

 Els resultats analitics tant en sang com a orina
han descartat de moment, el diagnostic de crisi de
porfiria aguda intermitent.. -

» Davant la bona resposta clinica a I’administracio
de tiamina i el coneixement a posteriori de I'habit
enolic cronic de la pacient amb baixa ingesta
alimentaria els darrerrs 2 mesos, el quadre
suggereix el diagnostic de shoshin beri beri



» ]

D
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