On-line Registry as a Tool for
Describing Drug Hypersensitivities

Edgardo Jares M.D.
President-elect Slaai
President Fundacién LIBRA




Epidemiology

» The true incidence of drug hypersensitivity
(HDR) is not known.

- Studies that addressed HDR per se relied heavily
on a clinical history:
= temporal relationship
= clinical features for the diagnosis.
= Few studies with allergy evaluation

Thong B et al, Br J Clin Pharmacol. 2011



Concerns with epidemiological data in
Drug Allergy

- HDR occur in diverse settings

- Treated by lay persons or various medical
professionals

- Recognized, diagnosed and reported differently
amongst countries

- It’s difficult to get valid and comparable data on
risk factors, elicitors and treatment details.

« Information is best collected in disease-specific
registries



de Alergia, Asma e Inmunologia

Registries in Allergology

» Valuable tools

- Potential to transform the way chronic diseases are
approached

» Chronic disease registry: could improve its
management in practice?
s Well-constructed, validated registry: powerful data
» Transform the ways in which we think about and

practice medicine

« We developed a series of electronic database
registries, using validated instruments when
available

COLLEEN Y et al. How to interpret surveys in medical research: A practical approach Cleveland Clinic Journal of
Medicine 2013;
80(7):423-425, 430-432, 434-435



Latin American CSU Registry.

Maximiliano Gomez MD

| Registro de Urticaria Cronica Espontanea

a) Criterios de inclusion:

* Pacientes de ambos sexos y de cualquier edad con

* Diagnostico de certeza de la UCI: PRESENTACION CLINICA DE URTICARIA CON O SIN ANGIOEDEMA DE MAS DE 6
SEMANAS DE DURACION, INDEPENDIENTE DE SUS CAUSAS O DESENCADENANTES Y TRATAMIENTO PREVIO
(EAACI | GALEN guidelines, Allergy 2009; 64:1417)

* Antecedente de control parcial y / o temporal de los sintomas con antihistaminicos, y

* Co-morbilidad bajo control

b) Criterios de exclusidn:
* Cambios en el estado o el tratamiento de enfermedades asociadas que podrian tener influencia en la afeccidn
* Desencadenantes identificados tras iniciacidn efectiva del tratamiento, con remision de los sintomas al evitarlos

Informe a su paciente sobre este registro andnimo, y consignelo en su historia clinica

Nombre del Médico®

Pais*

Edad del paciente”
en afios



242 -Latin American Chronic Urticaria Registry (CUR)

Gomez RM, Jares EJ, Baena-Cagnani CE, Ivancevich JC, Cepeda A, de Zubiria E, Sisul JC, Lavrut J, Diaz MC, Tinoco I, and
Slaai* CUR Study Group (Mofin Maciel BM, Ratti Sissa H, Slulitell P, Fischer A, Spinelli S, Rodriguez O, Ramirez Aragén D, Rojo
MI).

*§’9§ieda‘g L,Etinoamericana de Alergll;gl, Asmadtgylnmqnolggia § Laai)

Backgroun ronic spontaneous urticaria is acterize wheals and flares [asting over 6 weeks, with or without angioedema, presenting a wide spectrum of severity.
Registries are valuable tools to gain insight about features of CSU in the region. Here we report on selected results collected up to 10 jan 2014 in this registry, the first ever
CUR to our knowledge.

Objective: to provide a tool where characteristics of CSU’s patients can be identified and analyzed.

Methods: the authors developed an electronic database registry on line, including: demographic data, CSU time elapsed, identification of triggers and severity of symptoms
(based on UAS?7), quality of life aspects reported by patient(based on CU-HRQoL), and all laboratory measurements available and clinical evaluations performed. The criteria
f%gg&??st‘s inclussion-were-deseribed-on-Po241

Demographics and Lab results N: 79 UAS7 evaluation on Itching
Median age (range) 21.2y (3-63) )
Female 62%
Lenght of urticaria (range) 14.8m (1.5-200) Severe
IgE median level (range) IU/ml 237.5 (6-1400) )
Moderate 32
1gG + to Mycoplasma 15% | I [
- - - 10 o
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Conclusions: this is the first ever registry on chronic spontaneous urticaria, including the most relevant aspects of these patients, in order to understand their clinical
features and search for the best approach on diagnosis and management in future, as well as guidelines knowledge and implementation.
Three out of 4 patients had no identified exacerbating factor, with same proportion of patient having seriously affected their Quality of Life. A revision on the efficacy of
antiH1 (doses and generation) in this particular condition is mandatory since most of patients had partial or no control of symptoms at all.

(Fundaci6én Ayre (Salta, Argentina) y Fundaciéon LIBRA (Buenos Aires, Argentina)



Latin American Allergic Conjunctivitis Registry:
Susana De Barayazarra MD

\ Registro Latinoamericano de Conjuntivitis Alérgical

La conjuntiviti= alergica es la inflamacion de la conjuntiva ocular, caracterizado principalmente por sintomas comao: picor,
lagrimeo, inyeccion conjuntival, edema quemaosis y fotofobia. Puede ser estacional o perenne.

El objetivo de este Registro es establecer la prevalencia de Conjuntivitis Alérgica en Latinoamérica y valorar su impacto en las
actividades cotidianas de los pacientes, debido a la importancia en los aspectos sociales, economicos, y su alteracion en la
calidad de vida.

Se recabaran datos de filiacion de cada paciente y Cuestionario de Impacto de la Alergia Ocular en Pacientes (Juniper).

Pais*

Nombre del médico®

ks

Iniciales del paciente

edad”
en afos



Social networks and bronchial
asthma. wan Cherrez-Ojeda

‘ UAR EL USO DE REDES SOCIALES ENTRE PACIENTES CON ASMA ‘

Estimado paciente

Estamos conduciendo este estudio para investigar el uso de mensajes de texto, redes sociales (por g: facebook) y correo
electronico, entre las persona con ASMA. Dependiendo de los resultados, podremos decidir el uso de uno o mas de estos
métodos para mejorar el cuidado de nuestros pacientes con ASMA. Por favor ayudenos a completar este breve cuestionario.
Toda la informacion que usted nos facilite permanecera confidencial y andnima. Su participacion es completamente voluntaria
y esto no afectara sus cuidados medicos en ninguna manera. Por favor entregar el cuestionario completo al entrevistador.

(Gracias.

Por favor responder las siguientes preguntas, si no prefiere contestar una pregunta en particular, por favor dejarla en blanco.

nombre

fecha

Mes v | |Dia v | 2015 ¥ [

Tipo de Consulta
publica

privada



Astma in Elderly Patients Reglstry
Anahi Yanez MD Y 4

Asma en el Adulto Mayor en Latinoamérica

*Obligatorio

Nombre del Médico *
Pais *

Nombre o iniciales del paciente *



Yanez et al. World Allergy Organization Journal 2015,
http://www.waojournal.org/content/8/S1/A108

8(Suppl 1):A108

WA journal

WORLD ALLERGY ORGANIZATION

MEETING ABSTRACT Open Access

Clinical characteristics of asthma in the elderly

In Argentina

Anahi Yanez", Susana De Barayazarra®, Marcela Soria® Edgardo Jares®, Carlos Bueno®, Nancy Recuero®

From 3rd WAO International Scientific Conference (WISC) 2014

Rio de Janeiro, Brazil. 6-9 December 2014

Background

Few studies have focused on the characteristics of
asthma in the elderly (ALE). Our study reflects the char-
acteristics of old adults living in Buenos Aires who have
been diagnosed of asthma.

Methods

An observational descriptive study was performed at five
different health care facilities in Buenos Aires. Clinical
records during three months of 2014 were searched.
Allergists reviewed all clinical histories and elderly was
defined as older than 60 years. Clinical and laboratory
characteristics were assessed, including severity of

aeroallergens (20%) also triggered anaphylaxis. The chest
radiograph was normal in the majority of the patients
(89%). Elevated IgE and eosinophilia were only found in
4% and 30% of the patients, respectively.

Conclusions

This is a retrospective study of AIE patients in Argentina.
Better understanding of disease characteristics is needed
to improve disease management.

Authors’ details
‘_Inaer - Investigaciones En Alergia y Enfermedades Respiratorias, Argentina.
2Servicio De Alergia e Inmunologia Hospital San Roque, Argentica. “Hospital



Yanez et al. World Allergy Organization Journal 2015, 8(Suppl 1):A111
http://www.waojournal.org/content/8/S1/A111

WA journal

WORLD ALLERGY ORGANIZATION

Comorbidities of asthma in the elderly in

Argentina

Anahi Yanez", Marcela Soria?, Susana De Barayazarra®, Nancy Recuero®, Edgardo Jares”, Carlos Bueno”

From 3rd WAO International Scientific Conference (WISC) 2014

Rio de Janeiro, Brazil. 6-9 December 2014

Background

Relatively little attention has been paid to asthma in
elderly (AIE) subjects. Our goal is to describe the
comorbidities in an Argentinean old population with
asthma.

Methods

An observational descriptive study was performed at five
different health care facilities in Buenos Aires. Clinical
records during three months of 2014 were searched.
Allergists reviewed all clinical histories and elderly was
defined as older than 60 years. We evaluated the pre-
sence of comorbidities in old patients diagnosed with
asthma.

Results

Tatal 159 nationte weoarea incliidad and thair avearage age

(48%) presented chronic rhino sinusitis or allergic
rhinitis.

Conclusions

Understanding comorbidities associated with AIE may
identify at-risk patient populations, improve disease
management, and guide treatment advances.

Authors’ details

'Inaer - Investigaciones En Alergia y Enfermedades Respiratorias, Argentina.
2Hospital Zona General De Agudos Dr. Ricardo Gutierrez, Argentina. 3Servicio
De Alergia e Inmunologia Hospital San Roque, Argentina. “Private Medical
Centers SA, Argentina. “Universidad De Buenos Aires, Argentina.

Published: 8 April 2015
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Anaphylaxis in Latin America

Dirceu Sole and Juan Carlos lvancevich

 Online Latin American Survey of Anaphylaxis
(OLASA)

- Developed by Latin American Society of Allergy,
Asthma and Immunology

- 634 patients from 15 countries were registered

Anaphylaxis online survey in Latin
America
Sole D et al. Clinics, 2011 66(6):943-947




Anaphylaxis in Latin America

Clinical manifestations
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Anaphylaxis in Latin America

Others
2%

o Anaphylaxis online survey in Latin
SLaai

Sociedad Latinoamer icana America
He Hleraia, fiama e fnmunioas Sole D et al. Clinics, 2011 66(6):943-947




Others. 1.9%

Dru

S: 21.2%

Local
Anesthetics. Eggs 1.1%
0.8%

l Peanut 1.4%

Nuts Manioc 0.4% Corn 0.4%

Food: 23.3%

SLaai

Sociedad Latinoamericana
de Alernia Acema e Inmunnlonia

Insects: 14.8%

Anaphylaxis online survey in Latin
America Sole D et al. Clinics. 2011



Main Inducers in 191 children

Immunotherapy_ Latex2.1%  Exercise/cold.
5.8% 1.6%

SLaai

Sociedad Latinoamericana
de Alergia, Amaelmnlgi

Sole D et al. Anaphylaxis in Latin American children and
adolescents
Allergol Immunopathol (Madr). 2012;40(6):331---335
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Fluorescein Hypersensitivity Reactions

Alicia De Falco, Susana De Barayazarra, Edgardo Jares MD

| [PREVENCION DE REACCIONES A FLUORESCEINA |

evaluacion de riesgo: Habitual: paciente sin antecedentes de alergia, ni reacciones adversas en administracidn previa de
fluoresceina o MCRIL

Elevado: paciente con antecedentes de atopia, antecedentes de alergia a medicamentos

Antecedentes de reacciones leves a moderadas con MCRI. Antecedentes de reacciones leves a moderadas con fluoresceina
Muy elevado: antecedentes de reacciones severas con MCRI o fluoresceina

Nombre y apellido® 4 [’

Edad”
en afos

Sexo®

Solicitante



SCAR in Latin America carlos Serrano MD

RACGRAD registro

Encuesta de reacciones graves retardadas por medicamentos.

*0bligatorio

médico
Pais
Nombre o iniciales del paciente

Geénero

Fecha de Macimiento

dd/mm/aaaa

Fecga de la Reaccién

dd/mm/aaaa

Resumen de Historia Clinica (breve)



erioperative RHypersensttivity-mi-Ltatin
America Edgardo Jares MD, Juan Carlos Ivancevich

MD Registro Latinoamericano de Hipersensibilidad

Perioperatoria

DEFINICIONES PARA EL LLENADO DE ENCUESTA:

CRITERIOS DE INCLUSION

Paciente gue en la consulta con el especialista refiere reaccion sospechosa de hipersensibilidad
relacionada con una intervencion quirirgica, odentoldgica. o procedimiento diagnodstice con
utilizacidn de medicamentos anestésicos locales o generales, ya sea en atencion ambulatoria o
estando internado.

Cue la reaccion haya ecurrido dentro de los 2 afios anteriores a la consulta.

RELACION DE CAUSALIDAD

CIERTA: Relacian temporal entre la administracidn del agente y el signo o sintoma.

El sintoma o signo desaparecio al suspender el agente y reaparecid al administrarlo nuevamente.
El sintoma o signo se asocid con el farmace con anterioridad y no pudo ser explicado por la
enfermedad del paciente, enfermedades asociadas o por ofras drogas o tratamientos.
PROBAELE: Igual que la anterior pero no hubo readministracidn del farmace o nueve contacto con
el agente causal.

POSIBLE: Igual gue la anterior pero el sintoma o signo pudo explicarse por la enfermedad del
paciente, enfermedades asociadas o por otros farmacos o tratamientos concomitantes.

MO RELACIONADA O DUDOSA: Carece de reportes previos de asociacidn con el farmaco y no
cumple con los criterios anteriores para establecer una relacion de causalidad.

CONDICIONAL: La secuencia temporal es razonable y la reaccion no se explicd por el estado
clinico del paciente, pero el cuadro presentado no es conocido como efecto indeseable del agente
implicado.

CLASIFICACION DE GRAVEDAD: (Brown SG. Clinical features and severity grading of
anaphylaxis.

J Allergy Clin Immunol 2004; 114:371-6.)

Grado I: LEVE: Presencia de signos cutaneos y/o subcutaneos. (eritema generalizado, urticaria,
angioedema, edema periorbital)

Grado II: MODERADA: compromiso respiratorio, cardiovascular y/o gastrointestinal (disnea,
estridor, sibilancias, nauseas, vomitos, mareos, presincope, sudoracion, opresion precordial o
faringea, o dolor abdominal)

Grado Ill: GRAVE Presencia de reacciones que amenazan la vida: hipoxia, hipotension,
compromiso neurclagico, colapso cardiovascular, taquicardia o bradicardia, arritmias,
broncoespasmo severo, pérdida de conocimiento.

*Obligatorio

Nombre del Médico *

Pais *




Latin American Survey of
Perioperative Hypersensitivity
Reactions

 On line survey

- Spanish

- SLaal network

- Began February 2013

Jares E, Ivancevich J, et al, Perioperative Latin-American
Hypersensitivity Reactions. unpublished



Preliminary Report

42 patients, Avg Age: 41.28 ys
- 27 perioperative,13 odontological reactions,
2 occupational

o Sex:

Jares E, Ivancevich J, et al, Perioperative Latin-American
Hypersensitivity Reactions. unpublished



Latin America Perioperative
Hypersensitivity Reactions

Local
anesthetics
4%

le

Beta-

lactamics
32%

| Contrasts

Jares E, Ivancevich J, et al, Perioperative Latin-American
Hypersensitivity Reactions. unpublished



. Clinical manifestations of intra-operative
anaphylaxis in the cases evaluated

Clinical sign(s

Cutaneous, n

o 24 (88.8)
% (%)
o Rash 8 (29.6)
— - 44 Urticaria 14 (51.8)
e
3 I . Angioedema 10 (37)
| | | ltching 2 (7)
S $ &
Qe°° %&% & Respiratory, n Bronchospasm,
& &S 12 (44.4)
N & (%) dyspnoea, cough
Q‘b
Cardiovascular,
16 (59.2)

n (%)
Jares E, Ivancevich J, et al, Perioperative Latin-American
Hypersensitivity Reactions. unpublished



Poster Number:

Perianesthetic Hypersensitivity Reactions In Latin
America

Edgardo J. Jares, MD', Ricardo Cardona-Villa, MD?, Carlos E. Baena-Cagnani, MD?, Luis Felipe C. Ensina, MD*, Juan C. Ivancevich, MD?,
Alfredo Arias Cruz, MD®, Maximiliano Gémez, MD’, Mabel Noemi Cuello, MD?, Paola Toche Pinaud, MD?, Blanca Maria Morfin-Maciel, MD?,
Alicia De Falco, MD'', Adolfo Salvatierra, MD'2, Juan F. Schuhl, MD'?, Ivan Oswaldo Tinoco Moran, MD'#, Susana Barayazarra, MD'5, Andrea
Zanacchi, MD'> and Mario Sanchez-Borges, MD'6(1)C.M.P. SA, Buenos Aires, Argentina, (2)Universidad de Antiquia, Colombia, (3)Catholic University of Cordoba,
Cordoba, Argentina, (4)Universidade Federal de S&o Paulo, Brazil, (5)Division of Immunology Medical School, Universidad del Salvador, Buenos Atras Head of the Division of Allergy
and Immunology, Clinica Santa Isabel, Buenos Aires, Argentina, (6)Hospital Uni Mexico, (7)Hospital San Salta, , (8)C ios San Juan, San
Juan, Argentina, (9)Clinica Las Condes, Santiago, Chile, (10)Hospnal Mocel, Mexico City, Mexico, (11)Universidad Nacional de La Plata, La Plata, Argentina, (12)Fundair, San Luis,

Argentina, (13)British Hospital, Montevideo, Uruguay, (14)Clinica Torre Medica Para La Familia, Machala, Ecuador, (15)Nuevo Hospital San Roque, Cérdoba, Argentina, (16)Clinica El
Avila, Caracas, Venezuela

Rationale
|Agents triggering peri
[Methods|

hyp itivity i vary

g reports, and data from Latin American countries are scarce. |

A descriptive cross sectional study using an online allergy units from 11 Latin American countries were invited to participate, as well as members
of the Latin American Soclety Network. Patients wllh a suspected hypemnsmvlty reaction related to surgical, dental or diagnostic procedures using local or general anesthesia, and
occurring in the last 2 years were Caus: into certain, pi unlikely, and g to WHO-UMC Causality Categories
(1). Severity was graded as mild, moderate and severe (2) Annpnyhxls was defined as a moderate or severe reaction occurring less than 24 hours after the administration of the drug,
with urticaria and/or (U/A), and (cough, 'spnea, rhinitis, nasal ), and/or g
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JAllergy Clin Immunol. 2011;127:587-93.




Registro Latinoamericano de Reacciones a
Medicamentos

DEFINICIONES PARA EL LLENADO DE ENCUESTA: 1%) RELACION DE CAUSALIDAD

CIERTA: Relacion temporal entre la administracion del farmaco y el signo o sintoma.

El sintoma o signo desaparece al suspender el farmaco y reaparece al administrarlo nuevamente. El
sintoma o signo se ha asociado con anterioridad y no puede ser explicado por la enfermedad del
paciente, enfermedades asociadas o por otras drogas o tratamientos.

PROBABLE: Igual que la anterior pero no hubo readministracion del farmaco

POSIBLE: Igual que la anterior pero el sintoma o signo puede explicarse por la enfermadad del
paciente, enfermedadeas asociadas o por otros farmacos o tratamientos concomitantes.

NO RELACIONADA O DUDOSA; Carece de reportes previos y no cumple con los criterios
anteriores para establecer una relacion de causalidad.

COMDICIOMAL: la secuencia temporal ez razonable y la reaccidn no se explicaria por el estado
clinico del paciente, pero el cuadro presentado no es conocido como efecto indeseable del farmaco
implicado

2%) CLASIFICACION DE GRAVEDAD LETALES: Contribuyen directa o indirectamente a la muerte
del paciente.

GRAVES: La reaccion amenaza directamente la vida del paciente, puede requerir hospitalizacion.
(Ej Edema de glotis, shock anafilactico, 5 Steven Johnson)

MODERADAS: La reaccion interfiere con las actividades habituales, puede producir hospitalizacion,
0 ausencias escolares o laborales sin amenazar diractamente la vida del paciente (urticaria
generalizada, angioedema sin afectacion gldtica )

LEVES: Con signos y sintomas facilmente tolerados, no necesita antidoto, generalmente de corta
duracion, no interfieren sustancialmente en la vida normal del paciente, ni prolongan la
hospitalizacién. (urticaria leve, rash maculopapular )

*Obligatorio

Nombre del Médico *

Pais *

s

PACIENTE: * S Laa

Sociedad Latinoamericana
de Alergia, Asma e Inmunologla

CEFrYAANGET A ERICIIESTA -



Registro Latinoamericano de Reacdes a
Medicamentos

DEFINICOES PARA O PREENCHIMENTO DO REGISTRO:

1) RELACAO DE CAUSALIDADE

CERTA: Relagéo temporal entre a administragdo do farmaco e inicio dos sintomas

0 sintoma ou sinal desaparece ao suspender o farmaco e reaparece ao administra-lo novamente.
0 sintoma ou sinal ndo pode ser explicado pela doenga do paciente, doengas associadas ou por
outras drogas ou tratamentos.

PROVAVEL: Igual ao anterior mas sem haver a readministragdo do farmaco

POSSIVEL: Igual ao anterior mas o sintoma ou sinal pode ser explicado pela doenga do paciente,
doengas associadas ou por outros farmacos ou tratamentos concomitantes.

NAO RELACIONADA OU DUVIDOSA: Nio existem registros prévios e ndo cumpre com os critérios
anteriores para estabelecer uma relagéo de causalidade.

COMDICIONAL: a sequéncia temporal é razoavel e a reagio nfo se explicaria pelo estado clinico
do paciente, mas o quadro apresentado nfo é conhecido como efeito indesejavel do farmaco
implicado.

2) CLASSIFICACAO DA GRAVIDADE

LETAIS: contribuem direta ou indiretamente a morte do paciente.

GRAVES: A reagdo ameaga diretamente a vida do paciente, pode requerer hospitalizagdo (Ex.
edema de glote, chogue anafilatico, Stevens-Johnson, DRESS)

MODERADAS: A reagio interefere com as atividades habituais, pode produzir hospitalizagéo, ou
auséncias no trabalho/escola sem ameagar diretamente a vida do paciente (urticéria
generalizada, angioedema).

LEVES: Com sinais e sintomas facilemente tolerados, geralmente de curta duragdo, ndo interferem
substancialmente na vida normal do paciente, nem prorrogam a hospitalizag&o (urticaria leve, rash
maculopapular.

*0Obligatorio

Nome do médico *

Pais *



Multinational experience with hypersensitivity drug reactions in Latin
America

868 HDRs in 862 patients were included in this analysis
Clinical Presentation: Almost 70 % of the
cases presented with urticaria and/or angioedema

Annals of Allergy, Asthma
& Immunology
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Erythema multiforme, SJS and

TENS 3.3%

MPE, ME and or Eczematous
21.3%

Exanthema
M Children
Anaphylaxis 27.3%
M Adults
™ Elderly
Urticaria 45.2%

46.5%

Angioedema

E.J. Jares et al. / Ann Allergy Asthma Immunol 113 (2014)




Multinational experience with hypersensitivity drug reactions in Latin
America

Annals of /\llergy Asthma
& Immunology

Drug Groups: Certain and Probable Reactions

Acani (')
Vitamins -h 1.8%
Steroids -I 1.5%
Other cardiological drugs -l 1.5%
ACE inhibitors -l 1.4%
Contrasts _l 1.3% = Children
Local anesthetics _l 1 794 B Adults
Other neurological drugs | 1.2%
Anticonvulsants -II 3.1% ™ Elderly
Non beta-lactam antibiotics -- 10.1%
Beta-lactams -_ 13.8%
NSAIDs -msz.sto
E.J. Jares et al. / Ann Allergy Asthma Immunol 113 (2014)




Difference in Inducers by Countries

Countries with high prevalence of HDR induced by NSAIDs

Ecuador, Venezuela,
Colombia

Brazil

no
Lact

. .

E.Jares y col. unpublished

Lactam
5%




Difference in Inducers by Countries

Countries with low prevalence of HDR induced by NSAIDs

Mexico Argentina, Chile, Uruguay

E.Jares y col. No publicado




B Lactams in children

- Beta-lactams were more frequently involved in
uncertain and non-related reactions in children
compared with adults

= Possible explanation: exanthematic reactions in
children treated with b-lactams during viral infections.
» nonpruritic maculopapular rash occurs frequently during
febrile illnesses
- The immune response to an antibiotic could be altered by
a response to the viral infection

- Complement activation and release of anaphylatoxins
(C3a and Csa), resulting in an allergic-like reaction

Caubet JC et al. The role of penicillin in benign skin rashes in childhood: a prospective
study based on drug rechallenge. J Allergy Clin Immunol. 2011;127:218.

Szebeni J. Complement activation-related pseudoallergy: a new class of drug induced
acute immune toxicity. Toxicology. 2005;216:106e121.



Multinational experience with hypersensitivity drug reactions in Latin
America

Skin Prick Test: 16.7% of patients

Positives: almost 30%, (B lactams only 10%)

Most used in: B lactams (80 cases in 49 patients), NSAIDs, No B
lactams and local anesthethics

Annals of Allergy, Asthma

& Immunology

Vitamins

General anesthetics
Muscle relaxants
Neurological drugs
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EJ. Jares et al. /| Ann Allergy Asthma Immunol 113 (2014) r



Multinational experience with hypersensitivity drug reactions in Latin
America

Provocation test (410 in 304 cases, 35%) e noon
Most used NSAIDs and B lactams, no B lactams, local
anesthetics and vitamins

(ST
ACAAI i
250 "'

200

100

50

NSAIDs Beta lactams Non beta Local Vitamins
lactam anesthetics
antibiotics

B Negative M Positive m Doubtful

E.J. Jares et al. / Ann Allergy Asthma Immunol 113 (2014)




Provocation Test in HDR

« Aun et al
= Provocation test in 39% of 500 HDR
= Positivity 4.1%
» Messaad et al.
= In 1372 DPT found 241 positive test (17,6%)

Aun MV, Bisaccioni C, Garro LS, et al. Outcomes and safety of drug provocation
tests. Allergy Asthma Proc. 2011;32:301

Messaad D, Sahla H, Benahmed S, Godard P, Bousquet J, Demoly P. Drug
provocation tests in patients with a history suggesting an immediate drug
hypersensitivity reaction. Ann Intern Med. 2004;140:1001-1006.



Multinational experience with hypersensitivity drug reactions in Latin
America

Treatement: Antihistamines (68%), corticosteroids (53%). Only 22.8% of
anaphylaxis patients recieved epinephrine (40% with CV involvement)

Epinephrine % . 22.8%

Antihistamines and Steroids %
m Mild

M Moderate

Steroids % M Severe

0 20 40 60 80

~EJ. Jares et al. / Ann Allergy Asthma Immunol 113 (2014)‘




Registro Latinoamericano de Anafilaxia por

Medicamentos

Definiciones: leer antes de completar el formulario:

Anafilaxia:

1°) dos o més de los siguientes, que ocurren rapido minutos a pocas horas tras administracién de
un medicamento probable causante para ese paciente:

a) compromiso de piel y/o mucosas (ej: urticaria generalizada, prurito, eritema, edema labios,
lengua, dvula)

b) compromiso respiratorio (ej: disnea, sibilancias, estridor, caida de PFE, hipoxemia)

c) Hipotensién, o sintomas asociados de disfuncién de drganos (Ej: hipotonia, colapso, sincope,
incontinencia)

d) Sintomas gastrointestinales persistentes (ej: dolor célico abdominal, vémitos)

2°) hipotension tras medicamento al cual el paciente es alérgico, que aparece en minutos a pocas
horas

a) bebes y nifios: ta sistélica baja de acuerdo a edad, o disminucion > a 30%.

b) adultos: TA sistélica < 90 mm Hg o disminucién del basal > 30%

19) RELACION DE CAUSALIDAD

CIERTA: Relacién temporal entre la administracion del farmaco y el signo o sintoma.

El sintoma o signo desaparece al suspender el farmaco y reaparece al administrarlo nuevamente.
El sintoma o signo se ha asociado con antericridad y no puede ser explicado por la enfermedad
del paciente, enfermedades asociadas o por otras drogas o tratamientos.

PROBABLE: Igual que la anterior pero no hubo readministracién del farmaco

POSIBLE: Igual que la anterior pero el sintoma o signo puede explicarse por la enfermedad del
paciente, enfermedades asociadas o por otros farmacos o tratamientos concomitantes.

MO RELACIONADA O DUDOSA: Carece de reportes previos y no cumple con los eriterios anteriores

*Obligatorio

Nombre del Médico *

Pais *

PACIENTE: *

FECHA DE LA ENCUESTA:

FECHA DE LA REACCION: *

Edad (en afios) *

sexo *
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Drug-induced Anaphylaxis in Latin

America

- Patients presenting anaphylaxis were selected
in a descriptive cross-sectional study using
ENDA questionnaire

- Implemented in 22 allergy units from 11 Latin
American countries
- U/A+ R-GI and/or CV Symptoms
 Or 2 of the following symptoms:
s Respiratory, persistent GI or CV symptoms
- From 1005 HDR, 264 presented anaphylaxis
Jares E et al, JACI in practice 2015
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In Practice

Drug-induced Anaphylaxis in Latin
America
Striking findings

Severe reactions

(p<0.01) (p<0.05)
Jares E et al, JACI in practice 2015



- The presumption that atopic predisposition
contributes to a more severe allergic reaction to
drugs, as stated in many publications, requires
further investigation



Main Implicated Drugs

(certain and probable) )

roxTwwr e IS

AN

Contrasts }
Oncological drugs §
Allergens M
Local anesthetics M
5 m Children
Neurological drugs = Adults
Steroids M 3% = Elderly
Non beta-lactam antibiotics * [l 5%
Beta-lactams [ 14%
NSAIDs m 58%
(I) 2I0 4I0 6Io 8I0 1(;0 12Io 1;10 16;0 180 200

More than 15% of the patients had suffered
a previous DHR with the same drug Jares E et al, JACI in practice 2015
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Drug Induced Anaphylaxis in ‘_

Latin America o LE

NSAIDs selective reactivity 1/3
(Renmautdin et al: 279%)

25

20 Pyrazolone compounds: 1°
cause, similar to Brazil

) (Aun et al), different to
0 Portugal (Faria et al) and
; I Spain (Quiralte et al)

Aun MV, et al. J Allergy Clin Immunol Pract. 2014
Faria E et al, . J Investig Allergol Clin Immunol 2014
Quiralte J et al. J Investig Allergol Clin Immunol 2007
Renauldin et al, Allergy 2013

Jares E et al, JACI in practice 2015



In Practice

Treatment: 78% were treated inthe =
emergency department, and 8.7% hospitalized A ki

"
Oxigen

Intravenous Fluids

Bronchodilators
= Elderly

| Adults
Epinephrin Children
Corticosteroids

Antihistamines

I | | | | | |
10% 209% 30 % 40 % 50% 60% 70% 80% 90%

Jares E et al, JACI in practice 2015



Conclusions

- Registries are able to provide useful data

» Allow multicentric studies with low financial
assistance

- Standardized questionnaires and online report
make possible to implement this registries even
in low resources facilities



Just as an example,

we found that:

- The relationship between atopic predisposition/
asthma and drug allergy/anaphylaxis requires
further investigation

« NSAIDs are the most frequent drug allergy and
anaphylaxis inducers in Latin-America

- Epinephrine is underuse in anaphylaxis
treatment in Latin America and other regions

» Medical education of ED physicians in Latin
America should focus on this topic
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