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PRURIDO

Neurofisiologia do Prurido
Classificacdo
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Neurofisiologia do Prurido
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Intensity Theory

fraca activacao das fibras nervosas nociceptivas

von Frey M. Zur physiologie des juckreizes. Arch Neerl Physiol; 1922; 7: 142-5

Pruritogen

Free nerve endings

Unmyelinated C-nerve fibres

Doisal hom of spinal cord

Contralateral spinothalamic tract

Posterolateral ventral thalamic nucle

Samatosensory cortex
(post-central cingulate gyrus)



Gate Control Theory

Melzack R, Wall PD. Pain mechanisms: a new theary. Science 1965; 150 (699): 971-9




Pattern Theory

O prurido foi assumido como sendo produzido por padrées
espaciais e temporais unicos de potenciais de acao

Melzack R, Wall PD. Brain 1962; 85: 331-56
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Specificity Theory

Comprovados neuronios aferentes primarios especificos para histamina na pele

humana Schmelz M et al. ] Neurosci 1997; 17 (20): 8003-8

i1 Thalamus
I_ | Hypothalamus
M| somatic SEnsory cortex

Spinothalamic
projections




Itch stimuli Itch sensation

®

k-Opioids

w-Opioids/ ||
| anaesthetics ©

NDi

Pain sensation

Pain stimuli

Spinal cord

Kermer, A. ; Pathogenesis and treatment of Pruritus in Cholestasis. Drugs 2008; 68 (15): 2163-2182

Factores PSICOLOGICOS também influenciam o prurido na auséncia de doenca psiquidtrica...

.. com distracao, o prurido pode ser esquecido

... com treino, pode ser suprimido




Skin : DRG Dorsal horn of spinal cord

:
Itch § GRP-
agents : = Nppb = GRP recepto
Prima ry ; Seconda ry Tertia ry
prurireceptor : pruriceptor pruriceptor 5

Mishra, 5. ; The cells and circuitry for itch responses in mice, Science 2013 Moy 24; 340 (6135), 968-971
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IDIOPATICO

Eczema
- Xerose
SECUNDARIO - - Psoriase
Pruritoceptivo | uricaria
Escabiose
Pediculose
Neuropatico Neurogénico
EM Colestase
AVC DRC
Tabes dorsalis Policitemia vera
Meralgia parestésica Linfomas
Herpes zoster DM
Tumores cerebrais RAMs

Psicogenico

Greaves, M. ; Itch in systemic disease: therapeutic options. Dermatologic therapy vol18, 2005, 323-327



Prurido Cutdneo ‘pruriceptivo’

Natureza da Infectio -

Transmissdo
Controla de Infecio [R——

= mAl LR
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Prurido Senil

B 2, Merosis: Basic Prir phes of Managensst




Caso Clinico

Homem, 30A, queixa-se de prurido difuso e intenso.
Reporta que a sua namorada tem o mesmo tipo de prurido.

O exame fisico da pele revelou lesoes interdigitais, com pequenas papulas, vesiculas e
escoriacoes das maos. Revelou tambem nodulos duros na genitalia.

Qual a abordagem?




> firens urbanas

= INYENnD

Sarcoptes scabel hominis
5 a 15 parasitas femens

3-5 semanas
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tratamento o contactos profongados

. Escabiose Norueguesa

co-haobitantes e contactos sexuais

Diagnastico Definitiva
o » Lovogem da roupo 0 60°C e
Vlﬁllﬂllzﬂcaﬂ direta: - - .
e secogem d mdguing
VOIS

fragmentos

Histéria clinica
- prurido intenso & generalizade 0 = Insecticidos

- piora & noite
- Isolomento materinis 48-72h

BGidpsia

Exome fisico

- tineis' em regifes preferenciais
- interdigitais
- face flexora dos punhos
* cotovelos

Ehomucdom 1 ; Sesbien. W Er | Wrd 7008: T4: 191827

- nodules
- axilag
- genitalia

Chucstom 0 Scobies. WErg | Mt 20052 354 174827



Natureza da Infecao

Adult Gravid Scabies Mite
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Transmissao
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Diagnostico
Diagnastico Definitivo

Visualizacao direta:

Historia clinica - parasita
*+ OVOS
- prurido intenso e generalizado - fragmentos

- piora a noite

- Biopsia
Exame fisico :

- 'tlneis' em regides preferenciais
- interdigitais
- face flexora dos punhos
- cotovelos

- nodulos

Figure 4. Adult Sarcoptes scabiei in Its Burrow (Arrow)

« dXl IaS at the Upper Part of an Acanthotic Epidermis (Hema-

- genitalia

toxylin and Eosin].

La gale croateuse (norvégienne)
a Dakar (Sénégal)

Chosidow, O. ; Scabies. N Eng | Med 2006; 354: 1718-27




Figure 4. Adult Sarcoptes scabiei in Its Burrow (Arrow)
at the Upper Part of an Acanthotic Epidermis (Hema-
toxylin and Eosin).

La gale croateuse (norvégienne)
a Dakar (Sénégal)

Bassirou Ndiaye, Michel Develoux, Mame Tierno Dieng




Table 2. Current Treatments for Scabies.*

FDA
for Treatment

Generic Drug Name
Topical treatmenty

Permethrinf,
——

Benzyl benzoateq
A

Allethrin

Crotamiton

Precipitated sulfur

Oral treatment

Ivermectin®#

of Scabies Dose Major Side Effects or Contraindications

59 Cream, rinsed off
after 8-14 hr

Itching and stinging on application;
may be used in infants and nursing
mothers

Seizures, muscle spasms, aplastic anemia;
not for use in infants or pregnant or
breast-feeding women

1% Lotion or cream,
rinsed off after
8hr

1096 or 25% Lotion,
rinsed off after 24 hr
(several other regi-
mens possible)

0.6% Aerosol, rinsed
off after 12 hr

10% Cream applied lo
the nodules for 24 hr,
rinsed off, and then
reapplied for an ad-
ditional 24 hr

Burning and stinging when applied to exco-
riated skin, pruritic cutaneous xerosis,
or eczematous lesions post-treatment

Should be B| Not for use in patients with asthma

None

3-6% Lotion or 5%,
10%, or 40% in
petrolatum applied
for 24 hr and then
reapplied every
24 hr for the next
2 days (with a bath
taken between
each application)

No Single dose of 200 ug/kg
of body weight (com-
mercially available as
3-mg tablets); 2nd
dose recommended
14 days later

Excess risk of death for elderly patients
not confirmed

Chosidow, O. ; Scabies. N Eng | Med 2006; 354: 1718-27

Comments

First-line topical therapy in the United States; a sec-
ond administration 1 wk after the first often rou-
tinely prescribed; treatment failure potentially at-
tributable to incorrect application or a failure to
treat all contacts

Second- or third-line topical therapy; available by pre-
scription in the United States and some parts of
Europe

Not currently available in the United States; approved
in Europe

Not currently available in the United States; approved
in Europe

Not very effective; often used on scabies nodules in
children

Often used in children under 2 mo of age and preg-
nant and breast-feeding women; limited data to
support efficacy and safety

Approved in France, the Netherlands, and Mexico;
cost may vary widely and could be a limitation for
use; post-marketing surveillance of various age
groups (e.g., children and the elderly) and large
populations needed




Controlo de Infecao

tratamento a contactos prolongados
AEscabiose Norueguesa

co-habitantes e contactos sexuais

- Lavagem da roupa a 60°C e
secagem a maquina

« Insecticidas

« |solamento materiais 48-72h

Chosidow;, O. ; Scabies. N Eng ] Med 2006; 354: 1718-27




Caso Clinico

Homem, 30A, queixa-se de prurido difuso e intenso.
Reporta que a sua namorada tem o mesmo tipo de prurido.

O exame fisico da pele revelou lesoes interdigitais, com pequenas papulas, vesiculas e
escoriacoes das maos. Revelou tambem nodulos duros na genitalia.

Qual a abordagem?




Prurido Senll

>50% dos idosos apresentam xerose

Figure. The Epidermal Water Barrier

Epidermal water barrier

STRATUM CORNEUM (5C)emmm
Corneocytes == E
. 5G-SC intterface A e v i) - i.amellafbod'r -~
contents e e

Box 2. Xerosis: Basic Principles of Management

1. Restrict soap to axilla, groin, scalp, and soles.
2. Perform less frequent (less than once per day) bathing with warm,
not hot, bath or shower water.

STRATUM GRAN
Granular cells ==

3. Avoid topical alcohol (astringents) and high-concentration lactic
acid (>5%).

4. Apply petrolatum or petrolatum-containing moisturizer (cream or
ointment, not lotion) immediately after bathing.

Lamellar body

\ 3 = (containing lipids

STRATUM SPINOSUM “uy
Spinous cells & %

P2 TN

- a . - :
" ..
 ds
¥ 1
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STRATUM BASALE &0 I
Basalcells - § |

DERMIS

Berger, T. et al.; Pruritus in the Older Patient. JAMA. 2013; 310(22): 2443-2450




Prurido Neuropatico

Nevralgia pos-herpética

: : : Tumores SNC
Prurido Braquio-radial

VC

Notalgia parestética
Esclerose Mdltipla

Quiralgia parestetica
D. Creutzfeldt-Jakob
Queldides

Queimaduras
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entra
Multiple sclerosis
Spinal tumors
Phantom itch
ipheral neuropathic itch

Notalgia paresthetica

igeminal trophic syndrome

75-150mg 3x/d

Carbamazepine, gabapentin
Lidocaine patch, EMLA cream, gabapentin
Regional and intrathecal nerve blocks

Gabapentin, pregablin, carbamazepine, IV anesthetics,
topical capsaicin
Gabapentin, pregablin, carbamazepine, topical
capsaicin topical 1% menthol
Gabapentin, botulism toxin A, EMLA cream, paravertebral nerve blocks,
phenytoin, cervical epidural steroid injection, topical capsaicin
Carbamazepine, gabapentin, pregablin

400-600mg 3x/d

Yosipovitch, G.; Neuropathic and Psychogenic itch; Dermatologic Therapy, vol. 21, 2008, 32-41



Prurido Psicogenico

Depressao

Ansiedade

Perturbacoes somatoformes

Mania

Psicoses

Abusos de substancias

Delirio de parasitose
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Psychogenic itch
Depression SSNRIs, SSRIs, TCAs, doxepin, psychotherapy

Obsessive compulsive disorders SSNRIs, SSRIs, TCAs, behavioral therapy
Delusions of parasitosis Antipsychotics, e.g., pimozide, risperidone, olanzapine, quetiapine

5-20 mg 15mg

Yosipovitch, G.; Neuropathic and Psychogenic itch; Dermatologic Therapy, vol. 21, 2008, 32-41



Prurido SiStémiCO 'neurogeénico’

Etiologia Fisiopatologia

Cancro

Colestase -
Histarmire release from basophils
Eosincphiliz
Imemime reaction

Uremia
iy sk
tlast cell prolifenar

m
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- Obstrucao hepato-biliar
- DRC

- Doenca tiroideia

- Cancro

- Opiodides

- RAMs

- HIV




Cancro
Colestase

Histamine release from basophils

- palmas e plantas :En(:iz(:\ih:gjction
- producdo hepatica de opioides

Prurido localizado:
Uremia - Préstata - prurido escrotal
: « SNC - prurido narinas
E;t"oi'f:,’;s - Cervix - prurido vulvar

Mast cell proliferation » CCR - prurido perianal
Increased skin vitamin A

Secondary hyperparathyroidsm

Altered balance between mu- and kappa-opioid receptors ce d
Increased release of substance P ODIOI es
Increased skin divalent ions (Ca’*, Mg”*, PO’ ")

opidide oral

HIV

- PGE2
- Hipereosinofilia
- Neuropatia periferica
Twycross, R.; Itch: scratching more than the surface; Q ] Med 2003; 86:7-26

opiodide raquidiano



Itch stimuli Itch sensation

®

k-Opioids

w-Opioids/ ||
| anaesthetics ©

NDi

Pain sensation

Pain stimuli

Spinal cord

Kermer, A. ; Pathogenesis and treatment of Pruritus in Cholestasis. Drugs 2008; 68 (15): 2163-2182

Factores PSICOLOGICOS também influenciam o prurido na auséncia de doenca psiquidtrica...

.. com distracao, o prurido pode ser esquecido

... com treino, pode ser suprimido




History
Periodicity
day or night
intermittent or continuous
Nature
burning
pricking
insects crawling
Location
scapula/subscapula (notalgia paraesthetica)
palms of hand and soles of feet (cholestasis)
Provoking factors
activity/exercise
cold
sunlight
water
Medications
opioids
hypersensitivity reactions
Atopic history
subclinical eczema
Travel history
parasitic infections

Examination

Dry skin?

Scabies?

Icteric conjunctivate?
Loss of weight?
Mental status?

Twycross, R.; Itch: scratching more than the surface; Q | Med 2003; 96:7-26
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Laboratory

Full blood count and if anaemic:
plasma iron
total iron binding capacity (transferrin)
plasma ferritin concentration

Sedimentation Rate (ESR)

Plasma creatinine

Biochemical liver tests
total and direct bilirubin
alkaline phosphatase
gamma-glutamyl transpeptidase
aspartate and alanine transferases
fasting total plasma bile acids

Thyroid function (T4, TSH)

Plasma glucose (fasting)

Faecal analysis for parasitic ova

Other investigations

Chest radiograph

Abdominal ultrasound (2lymphoma)
Skin biopsy

Twycross, R.; Itch: scratching more than the surface; Q ] Med 2003; 96:7-26



Prurido em Medicina Interna

Caso Clinico e Abordagem ao Prurido [EESEEEE

Anti-histaminicos

Sindromes Clinicas Medicina Alternativa e Complementar

Colestase D. Hematologicas

Ve “ P .
= (Y
- n

et S B

Tumores Solidos
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Abordagem ao Prurido




Colestase

Malwexons
17 5-250mg 0.,
il

Stenning of
comman bile duci

Varperima, £ ek scricheng more: fhon e sssfoe: | Med 20000 DB 7-26.

Uremia

St titate:
misasping
7.4 3mg o

Subpinte
mlireiens
S0-100mg 0d.”

ubed dsee textl; contra-indicated in patients necding opicids for

ek o an ihe ks Q| Wed 2003 96726

D. Hematoldgicas

Substinte
TiReapne
7.3=15mg o0

Radiotherapy dir
chematherapy
if applicable

Figure 4. Treatment ladeder n Hodpgkin's lymphoma. prednisalane 30-60 mg o.d. or dexamethasone 4-8 m
oud. ally. "Recommendation hased on case reparts; © allemali 2-receptor antagonists probably equally eff

Tareres, R Bt sosthing mose than the =icfere; (| Med 2005, 51

Tumores Solidos

Substitate
miriazapine
7.5 15mg on”

Step 1
Figure 5. Treatment ladder for paraneoplastic itch. “Recommendation based on case reports.

Faryrums, 2 e scruching mase than sbe s G| M 2005




Colestase

Substitute or add
colestyramine
4g x 2 0.d.-b.d.*
Substiture - Step 4
rifampicin
75mg 0.d.—150mg b.d.
Naltrexone Step 3
12.5-250mg o0.d.*
or 1 7-a alkyl
androgen”

Step 2

Stenting of
common bile duct

Step 1

Flgurez Treatment ladder for itch in cholestasis. “Contra-indicated in patients needing opioids for pain relief.
Pe.g. methyltestosterone 25 mg sublingual o.d. (not available in UK), danazol 200 mg o.d.-t.d.s. “Not of benefit in
complete large duct biliary obstruction.

Twycross, R,; Itch: scratching more than the surface; Q | Med 2003; 96:7-26




Substitute
mirlazapine
7.5-15mg o.n.”
Substitute Step 4
thalidomide
100m§ on.

Step 3

Substiture
naltrexone
50-100mg o.d.”

Step 2

vvB
phototherapy
Step |

Figure 3. Treatment ladder for itch in uraemia. “Benefit disputed (see text); contra-indicated in patients needing opioids for
pain relief. "Recommendation based on case reports.

Twycross, R.; ltch: scratching more than the surface; Q ) Med 2003; 96:7-26




D. Hematologicas

Substiture
mirtazapine
7.5-15mg o.n.”
Substitute
cimetidine
800mg/24h"™

Corticosteroid®

Radiotherapy &/or
chemotherapy
if applicable

Step 1

Figure 4. Treatment ladder for itch in Hodgkin’s lymphoma. “e.g. prednisolone 30-60 mg o.d. or dexamethasone 4-8 mg
o.d. initially. "Recommendation based on case reports;  alternative H2-receptor antagonists probably equally effective.

Twycross, R.; ltch: scratching more than the surface; Q ] Med 2003; 96:7-26



Tumores Solidos

Substitwee
thahdomde
100mg o.n.*

Step 4
Combine
paroxetine and
minazapine’
Step 3

gr—

Substitute
minazapine
7.5-15mg o.n.*

Step 2

Step |

Figure 5. Treatment ladder for paraneoplastic itch. “Recommendation based on case reports.

Twycross, R.; ltch: scratching more than the surface; Q J Med 2003; 96:7-26




Prurido Idiopatico

- incidencia de malignidade aos 5 anos -

able I11. Hazard ratio of incident malignancy and

Incident
No. of malignancy,
observations  HR (95% CI)
Incident systemic malignancy:
total = 1729
Unadjusted model 40,324 1.10 (0.99-1.23)
Incident systemic malignancy:
total = 851
Original model* 18,365 1.14 (0.98-1.33)
Parsimonious model 18,365 1.15(0.99-1.34)
(sex, age, smoking)

« Five-year risk of diagnosis of
hematologic or bile duct malignancy is
elevated in these patients, without an
increased risk of other malignancies.

Table 1V. Hazard ratio of hematologic malignancy
and bile duct carcinoma

No. of Incident

Characteristics observations R (95% CI)

Hematologic malignancy:
total = 174

Unadjusted hematologic 40,324 1.99 (1.46-272)
malignancy model

Adjusted hematologic 40,324 2.02 (1.48-2.75)
malignancy model
(age and sex)

DHE CILIC g dl.

Unadjusted bile duct 40324 3.67 (1.53-8.83)
carcinoma model

Adjusted bile duct carcinoma 40,324 3.73 (1.55-8.97)
meodel (including age)

» Screening practices should be limited to
evaluation for bile duct and hematologic

malignancies.

Fett, N.; Five-year malignancy incidence in patients with chronic pruritus: A population-based cohort study aimed at
limiting unnecessary screening practices; ] Am Acad Dermatol 2014
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Medicina Alternativa e Complementar

"Intractable itch deserves the same degree of attention as pain”

Acupuntura

Ventosaterapia

Soaked black tea bags, Sangre de
drago
v

S _
Vitamin B12, " g \ ‘

Camonmilla,

St. John's wort Crem " Massage by parents ' E:
’ o e
b ‘ ' \

Probiotics during pregnancy for
prevention

Mecanismos:
- Reducdo activacado basofilica
« Modulacdo cerebral {insula, putamen)
« Modulacdo NTs e hormonas
- B-endorfina
- ACTH
- somatostatina

Pfab, F.; Complementary integrative approach for treating pruritus; Dermatologic Therapy vol. 26, 2013; 149-156
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‘ Soaked black tea bags, Sangre de
drago
I Subst P

>
T itamin B12, .’

Camonnilla, ’
St. John's wort Creme Massage by parents

Acupuncture " Climate Therapy

Zemaphyte ' Education and consultation of nutrition specialist

’ Probiotics during pregnancy for
prevention

Pfab, F.; Complementary integrative approach for treating pruritus; Dermatologic Therapy vol. 26, 2013; 149-156
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