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ALLERGIA E INTOLLERANZE Al FARMACI
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Sommario

* Quale é la reale prevalenza dell’allergia alimentare in eta pediatrica?

* Qual’é la prevalenza delle allergie a farmaci? Quando sospettarla? Come comportarsi?

* Quali sono le conseguenze dei comportamenti cautelativi/astensionistici?






Ma insommal
A qualcosa deve
essere allergico!

stipsi,
4 E diarrea,
b o vomito,
dolori add

disappetenza,
scarsa crescita,

prurito,

tosse,

strofulo e qualunque altro tipo di
manifestazione cutanea,

orfora
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L’allergia a farmaci e vaccini

€ ancor meno frequente dell’allergia
alimentare e non andrebbe
sopravvalutata...



Advers Drug Reaction

OMS

“tutte le conseguenze non terapeutiche di un
farmaco, ad eccezione dei fallimenti
terapeutici, degli avvelenamenti intenzionali
o accidentali, degli errori di somministrazione
e dell’abuso”.
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REAZIONI AVVERSE A FARMACI

reazioni idiosincrasiche
5%

75%
Effetti collaterali

01
o2
@3

BSACI guidelines for the managment of drug allergy
Clin. Exp. Allergy 2009; 39-43-61
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Although antibiotic ADRs are commonly reported, immunologically
mediated hypersensitivity is uncommon and true IgE-mediated

antibiotic allergy is verified in only a small minority.

JAN 2019
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REAZIONE MANIFESTAZIONE CLINICA

orticaria/angiedema, broncospasmo, anafilassi

Il TIPO anemia emolitica
Il TIPO malattia da siero
IV TIPO rush cutanei a insorgenza ritardata

(morbilliformi, scarlattiniformi, Steven Johnson,
eczemi da contatto)

secondo Gell e Coombs.



THE LANCET

Mechanism Presentation Chronology or Antibiotic Diagnosis Genetic (HLA) Treatment Antibiotic
onset examples association* recommendations
Mon-lgE-mediated™
Flushing, itching, Direct mast-cell Cutaneous Minutesto<1h Vancomycin or History and physical Antihistamines Slow infusion or

urticaria, and
angio-oedema;
occasionally
presents like
anaphylaxis

stimulation or
basophil activation;
MRGPRX2
implicated for
certain direct
mast-cell
degranulators®

Antibody-mediated
IgE-mediated (type | HSR)

Urticaria,
angio-oedema,
bronchospasm,
and
anaphylaxis

Mast-cell and
basophil
degranulation via
IgE-crosslinking
bound to the
high-affinity IgE
receptor (FceR1)*

lgG-mediated (type Il HSR)

Cytopenias

Antigen-antibody
interactions; IgG
and complement-
mediated
phagocytosis or
cytotoxicity

symptoms (most
common), then
respiratory
symptoms (eq,
wheezing), then
cardiovascular
symptoms (eg,
hypotension)

Itching, palmar
erythema, rhinitis,
wheezing, urticaria,
angio-oedema, or
anaphylaxis

Haemolytic
anaemia,
thrombocytopenia,
orvasculitis

Serum sickness or serum sickness-like reaction (type Ill HSR)

Serum
sickness

High antibody
titres and
circulating
immune-
complexes; lgM or
lgG and
complementt

Fever, rash, or
arthralgia;
uncommeon in
adults

(typically during
infusion)

<1 htypical, but

can be considered

within 6 h of

exposure

Often <72 h, but
canbeuvpto
15 days

Days to weeks

(typically
1-3 weeks)

fluoroguinolones

Penicillins or
cephalosporins

Penicillins,
cephalosporins,
sulphonamides,
dapsone, or
rifampicin

Penicillin,
amoxicillin, cefaclor,
or trimethoprim-
sulfamethoxazole

exam; serum tryptase
within30 minto 1.5 h
after reaction usually
normal; drug
challenge typically
negative with lower
dose (dose-dependent
reaction)

History, physical
exam, elevated serum
tryptase (measured
within 30 minto 1.5h
after reaction), skin
testing, and drug
challenge

History, physical
exam, targeted
laboratory evaluation,
and biopsy as
indicated

History, physical
exam, and laboratory
evaluation including
differential blood
count, sedimentation
rate, C-reactive
protein, total
complement, C3, C4,
wrinalysis to assess for
proteinuria, and skin
biopsy

alone typically
suffice; epinephrine
for those meeting
anaphylaxis criteria;
adjunctive treatment
with corticosteroids
and inhaled beta
agonists as needed

Antihistamines;
epinephrine for
those meeting
anaphylaxis criteria;
adjunctive treatment
with corticosteroids
and inhaled beta

agonists as needed

Corticosteroids, other
immunosuppressants
or
immunomodulators

Antihistamines and
corticosteroids
(systemic for severe
cases only)

premedicationwith
antihistamines or
corticosteroids; use
fewer associated
drugs with similar
mast-cell effects
(eg, opioids)

Desensitisation
protocol for
implicated drug(s);
caution with use of
drugs in the same
class and and
structurally related
drugs which are
potentially
cross-reactive

Avoidance of
implicated drug(s);
caution with use of
same class and and
structurally related
drugswhich are
potentially
cross-reactive

Avoidance of
implicated drug(s);
caution with use of
same class and and
structurally related
drugswhich are
potentially
cross-reactive

(Table continues on next page)
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THE LANCET

Mechanism Presentation Chronology or Antibiotic Diagnosis Genetic (HLA) Treatment Antibiotic
onset examples association* recommendations
(Continued from previous page)
Cell-mediated
Primary single organ disease
Acute (D4ormonogyte  Rash, acutekidney 3 daysto 4weeks  Semi-synthetic History, physical Antihistamines, Avoidance of
interstitial immune injuryto  injury, white cell anti-staphylococcal ~ exam, laboratory, topical orsystemic  implicated drug(s) and
nephritist the renal casts in urinary penicillins urinalysis, and renal corticosteroids, and  drugs in the same class
tubulointerstitium  sediment, (eq, nafcillin and biopsy (severe cases) mycophenolate advisable; limited data
peripheral blood oxacillin) mofetil or to support or negate
eosinophilia, or fluoroquinolones, cyclophosphamide  cross-reactivity within
eosinophiluria or rifampicin (for renal failure not ~ same family
responsive to (eq, cephalosporins
systemic often tolerated with
corticosteroids) semi-synthetic
penicillin acute
interstitial nephritis)
Drug-induced  CD4thenCD8 Transaminitis From 5days to Amoxicillin- History, physical HLA-B*57:01  Corticosteroids (after Avoidance of
liver injury T-cell activation (cholestatic or 12 weeks (typically  davulanate, exam, laboratory,§ (flucloxacillin})  toxic orviral etiology  implicated drug((s),
and FasL; TNF mixed picture); more than flucloxacillin, and liver biopsy HLA-A*02:01;  excluded); drugs in same class,
alpha and perforin  hepatitis is the 4 weeks) rifampicin, (severe cases) HLA- antihistaminesand  and structurally
to hepatocyte cell  main presentation, co-trimoxazole, DRB1*15:01;  topical related drugs which
death but some cases are nevirapine, HLA- corticosteroids are potentially
accompanied by efavirenz, DQB1*06:02  (ifconcurrent rash)  cross-reactive
rash, fever, or nitrofurantoin, ¥ or (amoxicillin-
eosinophilia minocyclines clavulanate)
HLA-
DRB1701:01
and 01:02
(nevirapine)
Isolated cutaneous diseasel
Maculopapular - Eosinophilic Morbilliform rash,  Days to weeks Ameoxicillin or History, physical exam, Antihistamines, Repeat exposure to
rash inflammation oftenwith (typically insecond  sulphonamide laboratory evaluation topical implicated drug(s)
(CD4andTh2)via  peripheral blood week of therapy) antibiotics (eosinophilia, no corticosteroids, or may not result in same
IL-4,IL-5,1L-13,0r  eosinophilia organ involvement), systemic reaction, espedially
eotaxin (type Vb and biopsy (severe corticosteroids aftera period of
HSR) cases only) with (severecasesonly)  unexposed time;
eosinophilic infiltrate cross-reactivity is less
inthe dermis or defined; data exists on
variable non-specific atreat-through
picture approach for patients
requiring therapy who
develop this hyper-
sensitivity reaction
with monitoring for
signs of SCAR
Fixed drug Activated Erythematous or Days to weeks Sulphonamide History, physical exam, Antihistamines, Avoidance of
eruption|| intraepidermal oedematous (within minuteson  antibiotics or biopsywith basal cell topical implicated drug(s)
CD8Tcellsrelease  plaquesofaround  re-challenge) vancomycin degeneration, corticosteroids, or advisable
IFN gamma and shape with gray or pigmentary systemic
cytotoxicgranules  dusky center at incontinence, dermal corticosteroids
same sites (often melanophages, patch (severe cases only)
lip, tongue, face, or testing (topical
genitalia) with provocation), and
each exposure; drug challenge
bumning and pain (systemic
atinvolved sites provocation)
Contact Monogytic Erythema and Days to weeks Bacitracin or History, physical Treatmentsimilarto  Avoidance of
dermatitisor  inflammation oedemawith ampicillin™* exam, biopsy (mixed that for atopic implicated drug(s)
egema*™ (Thiand IFN vesicles or bullae”™ superficial dermatitis (mild advisable
gamma) perivascular cleansers, emollients,

inflammation), patch
testing, and drug
challenge

topical
corticosteroids, and
antihistamines) or
systemic
corticosteroids
(severe cases only)

(Table continues on next page)



https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwj8z9v31q7hAhWvl-AKHTFiBLAQjRx6BAgBEAU&url=http://susanjaffe.org/category/the-lancet/page/4/&psig=AOvVaw2hZadwLb1k0muXYoMrSMjO&ust=1554200691907276

THE LANCET

Mechanism Pr 1 hi logy or Antibi Di Genetic(HLA) Treatment Antibiotic
onset examples association* recommendations
(Continued from previous page)
Systemic or multisystem disease***
Drug reaction (D4 (IL-4, IL-5, Fever, rash, 2-6weeks Vancomycin, History, physical HLA-B*13:01  Immediate removal  Avoidance of
eosinoph IL-13) and CD8 peripheral blood rifamycin, exam, laboratory (dapsonein  ofdrug; implicated drug(s),
and systemic  Tcellsimplicated  eosinophilia, sulphonamide (assessment of southeast antihistamines or drugs in the same
symptoms (release of TNF lymphadenopathy, antibiotics, absolute eosinophil  Asians); corticosteroids class, and structurally
syndrome alpha and IFN or organ dapsone, or all countand organ HLA-B*35:05 (severe casesonly) related drugs which
gamma); primary  involvement (often B-lactam involvement), biopsy, (nevirapine in are potentially
dermal liver or kidney) antibiotics clinical scoring southeast cross-reactive
lymphocytic RegiSCAR, 1 causality  Asians);
infiltrate assessment HLA-B*53:01
Naranjo, ## and patch  (raltegravir in
testing (may identify ~ African
culprit) ancestry)
Abacavir D8 T cells; Fever, malaise, From days to Abacavir (noother  History, physical HLA-B*57:01  Immediate removal  Avoidance of abacavir
hyper- non-cavalent gastrointestinal or  3weeks (typically ~ drugstodate cause exam, and patchtest  (screeningis  of drug only
sensitivity binding to floorof  respiratory 1week) identical (to confirm culprit) guideline-
syndrome antigen blinding symptoms; rash is syndrome) based therapy
deftwith altered mild to moderate, in developed
peptide repertoire  present in70% of world)
of endogenous patients, and
peptides bound to  occurslate
HLA-B*57:01
Stevens- (D8 gytotoxic Rash with 4daysto4weeks  Sulphonamide History (blistering HLA-C"04:01 Immediate removal  Avoidance of
Johnson T cells via perforin,  desquamation, (for many antimicrobials, rash with skin (nevirapinein ofdrug; aggressive  implicated drug(s),
syndromeand  granulysin, mucosal lesions antimicrobials neviraping, sloughing), physical ~ Africans) supportive care in drugs in the same
toxicepidermal granzyme B, or FasL  (mouth, eyes, shorter latencyis ~ antimycobacterials, ~ exam (Nikolsky and intensive care unitor  class, and structurally
necrolysis (keratinocyte genitals)with typical) macrolides, or Ashoe-Hansen signs), burn unit setting; related drugs which
death, mucositis, or fever quinolones skin biopsy with pulse corticosteroids, are potentially
type Ve HSR) §JS: <10% keratinocyte necrosis etanercept, or cross-reactive
BSA 5JS-TEN (from partial to full cyclosporine
overlap: 10-30% thickness) of the
BSATEN: epidermis, and clinical
>30% BSA scoring (SCORETEN, §§
ALDEN, 11
Maranjo$)
Acute Teellsviall-8and  Acute pustular <48 h (typically ‘Aminopenicillins, History, physical Immediate removal  Avoidance of
generalised granulocyte- eruption within 24 h);longer  clindamycin, other  exam, fever, of drug, topical implicated drug(s),
exanthe- macrophage characterised by latency for B-lactams, laboratory evaluation corticosteroids, or drugs in the same
matous colony-stimulating  widespread pristinamycinand ~ fluoroquinalones,  showing neutrophilic systemic class, and structurally
pustulosis factor (neutrophilic non-follicular hydroxychloroguine  sulphonamides, leukocytosis with corticosteroids related drugs which
inflammation, sterile pustules pristinamycin, mild eosinophilia; (severe cases and are potentially
type IVd HSR) with fever, facial terbinafine, or skin biopsy widespread cross-reactive; drugs
oedema, or hydroxychloroquine  (subcorneal pustules involvement) reintroduced may be
neutrophilia; (anti-malarial) or intraepidermal guided by patch
25% of patients pustules filled with testing
have oral neutrophils), and
involvement patch testing (to help

identify culprit)

BSA=bady surface area. C3=complement C3. C4=complement C4. FasL=Fas ligand (CD95). HSR=hypersensitivity reaction. IFN=interferon. IL=interlevkin. MRGPRX2=MAS-related G-protein coupled receptor member

X2. SCAR=severe cutaneous adverse reaction. 5)S=Stevens-Jehnson syndrome. TEN=toxic epidermal necrolysis. Th=T-helper cell. TNF=tumour necrasis factor. *Pr
reactions. tSerum sickness reaction largely relates ta interactions of large molecules (non-human protein) with antibodies and immune complex

toid

iy called p g

Serum sicki

aranapiy
like reaction, associated with cefaclor and

likely other small molecule antibiotics, does nat involve immune complexes, so C2 and C4 are normal and nephritis is not observed. The drugs assodiated with serum sickness-like reaction from drug or reactive

metabolites have an alternative, potentially directly toxic or T-cell-mediated mechanism. tAutoimmune drug-induced hepatitis. §Most autoimmune hepatitis is type 1 (96%). Drug-induced autoimmune hepatitis is
often associated with antineutrophil antibody, anti-liver-kidney microsomal antibody, and anti-smooth muscle antibody (>1:80); however, these will often only be present acutely and not after drug withdrawal or
dinical resolution. Drug-induced autoimmune hepatitis patients also have a polyclonal gammopathy, making IgG levels a useful laboratory evaluationwith IgG > 1.5 times the upper limit of normal. 9IAll phenotypes
present with itching and rash. ||Generalised bullous fixed drug eruption can be severe and associated with systemic features. *=Can occasionally be more extensive (symmetrical drug-related intertriginous and flexural
exanthem, formerly termed baboon syndrome), presentingwith sharply demarcated erythema of buttock and inner thighs (in aV-shape). 11From the European Registry of Severe Cutaneous Adverse Reactions to
Drugs and Collection of Biological Samples group. An adverse drug reaction probability scale that can be used for any adverse drug reaction to assess causality. §5A score for severity of illness for toxic epidermal
necrolysis. 41An algarithm for assessment of drug causality in Stevens-Johnson syndrome and toxic epidermal necrolysis.

Table: Hypersensitivity reactions and clinical phenotypes
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Farmaci in causa: epidemiologia

Antibiotici:

FANS:

Anticonvulsivanti, anestetici, altri...

_<

— macrolidi

betalattamici —

~——

L altro

COX 2 inibitori

— COX 1 inibitori

COX 3 inibitori

~——

penicilline

cefalosporine



Percezione di Allergia

TREND
ALLERGIE

TREND
PERCEZIONE
Dl
ESSERE ALLERGICI
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> 10.000 bambini

Per i genitori: 7,8% di ipersensibili ai farmaci
Per i medici allergologi: 1,16% di ipersensibili ai farmaci (il 14% degli screenati dai

genitori)

Dopo work-up diagnostico:

0,11 % di ipersensibili ai farmaci (6% degli screenati dai
medici allergologi)

Pediatr Allergy Immunol. 2013 Mar



http://www.ncbi.nlm.nih.gov/pubmed/23373964

Casistica UOS Allergologia Pediatrica Universita di Messina (2015-18)

| 6% di positivi I

2 positivi 9 positivi

M Betalattamici (69 pz.)

116 pazienti sottoposti a work-up : ™ Macrolidi (17 pz.)
 FANS o Paracetamolo (23 pz.)

M Anestetici (4 pz.)



Work-up diagnostico

e Storia clinica

* Test di pro zione

Diagnosi AA secondo EAACI Guidelines 2014
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Anamnesi

da choosing wisely (cose da fare) - SIAIP

eHa mai avuto altre reazioni avverse a antibiotici?

eEra mai stato somministrato lI'antibiotico incriminato o uno simile?

eDa quante dosi era iniziato il trattamento?

eQuando era stata somministrata 'ultima dose prima del riscontro della reazione?
eQuale e stata la via di somministrazione dell’antibiotico?

eQuali sono state le manifestazioni cliniche?

ePer quale motivo ha assunto l'antibiotico? Come stava il paziente?

e|n quanto tempo e con quale eventuale trattamento si sono risolte?

e|n seguito sono stati assunti ulteriori farmaci?

= SIAIP

I\~





https://www.google.it/imgres?imgurl=https://image.shutterstock.com/z/stock-vector-man-has-epilepsy-attack-cartoon-vector-372500209.jpg&imgrefurl=https://www.shutterstock.com/th/image-vector/man-has-epilepsy-attack-cartoon-vector-372500209?src=Igrrvj5atrOIkTQ6fnyGTA-1-35&docid=xQf0r6O3pdY2yM&tbnid=g4Tql9mndD_FiM:&vet=1&w=1500&h=1600&bih=570&biw=1280&ved=2ahUKEwir4vLsra3ZAhWDZlAKHc0uAIUQxiAoAXoECAAQEw&iact=c&ictx=1






https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjc_N-dsK3ZAhVPZVAKHaW2DKEQjRx6BAgAEAY&url=http://www.crecerfeliz.es/Ninos/Salud/Tipos-de-tos-infantil&psig=AOvVaw3Beyri2XrvBEVFoPa5XkKo&ust=1518971568006187
https://www.google.it/imgres?imgurl=http://en.syktbarn.no/sites/default/files/imagecache/videoimage/media/thumbs/oppkast_1.jpg&imgrefurl=http://en.syktbarn.no/topic/gastroenteritis&docid=l9Z5cQBpx2wooM&tbnid=YCQvNmp3TetpjM:&vet=1&w=540&h=405&bih=570&biw=1280&ved=2ahUKEwiP_LDWsK3ZAhVQK1AKHYGQCZ8QxiAoAXoECAAQEw&iact=c&ictx=1

Fig. 1. Reazione cutanea in paziente affetto da mo-
nonucleosi infettiva in erronea terapia con amoxicilli-
na + acido clavulanico.

Rivista di Immunologia e Allergologia Pediatrica

0506/2012 » 32-42
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Da Medico & Bambino Gennaio 2008





http://grafica.magica.forumfree.it/?t=73599301

Fattori di rischio per allergia ai farmaci

LEGATI AL FARMACO:
Capacita immunogena
Durata e frequenza

Via di somministrazione

LEGATI Al PAZIENTE:

Eta/sesso
Concomitanti patologie
Atopia?



Scheda AIFA

SCHEDA UNICA DI SEGNALAZIONE DI SOSPETTA REAZIONE AVVERSA [ADR)
{05 compilars 3 cura dei medicl o degif s opersion sanian e da imviare &l Responsahie df famacovigianzs delis sinudirs sanias d appanenenzs )

il il il

. DEZCRIZIONE DELLA REATIONE ED EVENTUALE DIAGNDSF 5= I Sepnalstene & on medcn [7- GRANITA' DELLA REAZIONE-

[ OEPEDALEZAZIONE O FROLUNGAMENTD OSFED.

FAX 092521918 — 0922407273 giuseppe.bellavia@aspag.it

D AU S8 DE TN 14 s sl rmme i i mia

12 LOTTO,

1A - 14, DURATA DELLUSG: DAL AL
12 LOTTO,

14 VA 5. DURATA DELLUSO: DAL AL
12 LTS, -

1A 14, DURATA DELLUSG: DAL AL

* Nl caso of vaccind anche i

A RARMAER B RTATA AR

o direttamente online sul sito www.vigifarmaco.it

seguendo la procedura guidata.

2. UE0 COMCOMBITANTE DI ALTRI PRODOTTI A BAE DI PIANTE OFFICINALL OMEDPATICI, INTEGRATOR! ALIMENTARI, ECC. [Speaicae]

3 CONDIZIOHI COMCOBITANTI FREDEPONENT] (52 I lIMaco s050afo & un Vaooing Mportare fanannes e eventual vacsin! somminisat nafie 4 setimans:

precedert! alls Somminisraione)
TRFOTRAZION] SULLA SECRALAZIONE

ba GUALIFICA DEL 2EGNALATORE BE. DATI DEL 3E6MAL ATORE
b MEDOCO [ MEDHCIMA GENERALE |0 PERIAT A D LIBERA SCELTA. NOME E COGNOME

o A WDIREED
b speciauieta o R IreL € Fax Lu.u
. DATA DI COMPILAZIONE 7. FIRMA DEL 8 EGHALATORE
b conicE azL [PB. FIRMA DEL REZPOMEABILE DI FARMACOVIGILANZA



http://www.vigifarmaco.it/

Farmaco alternativo: quale?

| scelta

Il scelta



https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjMq6LIuYTNAhXFQBoKHUM1AVUQjRwIBw&url=https://www.wellme.it/salute-news/1625-handwashing-day-lavarsi-le-mani&bvm=bv.123325700,d.d2s&psig=AFQjCNH8vKid3i10IkGQVcIy0fAWqoXCeA&ust=1464788773185622

Consdedse digamneata presyizione idhiatmeasidbLseeltacelta

efficacimsernettithatezico

epresunta inefficacia del precedente trattamento.

ol _ somi_eﬂmg athnestico se sospetta RAF _
evolonta di compiacere la famiglia nella richiesta di un farmaco meno scomodo per n. dosi e

via di somministrazione miforendoidaleletkistentglia

*presunta pregressa reazione avversa a farmaco.
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CONSIDERAZIONI CONCLUSIVE

Le reazioni avverse ai farmaci in pediatria sono fortemente sovrastimate

Il paracetamolo (e I'ibuprofene) sono i piu sicuri tra gli antipiretici /analgesici

Le cross-reazioni tra gli antibiotici betalattamici non sono frequenti

Le allergie ai macrolidi sono molto rare e ancor meno le cross-reazioni

'amoxi (o I'amoxiclav) costituiscono le molecole di | scelta nelle infezioni respiratorie
La via orale € |a piu sicura (la via intramuscolare non offre reali vantaggi farmacologici)
Evitare i cocktail di farmaci e tendere a preferire i farmaci piu conosciuti (prima scelta)

Se in base a quanto ci siamo detti non siete tranquilli, piu che proscrivere definitivamente
il farmaco, pensate a un successivo TPO in ambiente protetto



GRAZIE
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