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Com manchas no rosto, no peito e nos bracos, Ana
Luiza Carvalho, 8, sofria com coceira e dores de
cabeca.

Em busca do diagnostico, a familia correu para uma
unidade de satude de Salvador na tltima semana. Mas
foi informada de que o quadro, similar ao de 20
pessoas atendidas no mesmo dia, ainda nao tinha
resposta.

O mistério tem intrigado laboratérios da Bahia e de seis Estados do Nordeste:

o aumento no numero de pacientes com sintomas em parte parecidos aos da
dengue, mas que tém tido exames descartados para esta e outras suspeitas —
como a chikungunya, a "prima" da doenca mais famosa neste 2015.

Curta a pagina de Cotidiano no Facebook

S6 na Bahia, dados do governo do Estado apontam ao menos 3.500 casos
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Orfios da dengue: familia tenta se
recompor apés morte de pai

Com total de 222 mil casos, dengue
bate recorde no Estado de SP

Surto de dengue ja provoca prejuizo a
comerciantes e autonomos em SP
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First report of autochthonous transmission of Zika virus in Brazil

Camila Zanluca', Vanessa Campos Andrade de Melo?, Ana Luiza Pamplona Mosimann',
Glauco Igor Viana dos Santos®, Claudia Nunes Duarte dos Santos'/*, Kleber Luz’/*

'Laboratério de Virologia Molecular, Instituto Carlos Chagas, Fundagao Oswaldo Cruz, Curitiba, PR, Brasil
*Secretaria Estadual de Salde do Rio Grande do MNorte, Matal, RN, Brasil
*Instituto de Medicina Tropical, Universidade Federal do Rio Grande do Norte, MNatal, RN, Brasil

In the early 20135, several cases of patients presenting symptoms of mild fever, rash, conjunctivitis and arthral-
gia were reported in the northeastern Brazil. Although all patients lived in a dengue endemic area, molecular and
serological diagnosis for dengue resulted negative. Chikungunya virus infection was also discarded. Subsequently,
Zika virus (ZIKV) was detected by reverse transcription-polymerase chain reaction from the sera of eight patients

and the result was confirmed by DNA sequencing. Phylogenetic analysis suggests that the ZIKV identified belongs
to the Asian clade. This is the first report of ZIKV infection in Brazil.

Key words: Zika virus - “dengue-like syndrome” - Brazil
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2 Topicos

* Impacto de Zika/Dengue

— Ter os numeros reais de Zika e Dengue sao
imperativos para saude publica

e Coorte de Gestantes

— Qual o espectro da SZC em nosso estado/regiao



O IMPACTO DE ZIKA E DENGUE
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Tabela 1 — Nimero de casos provaveis e incidéncia de dengue (/100mil hab.), até a Semana Epidemiolégica 49, por regido,

Unidade da Federacao, Brasil, 2015 e 2016

Regiao/Unidade
da Federacao

Casos (n)

Incidéncia
(/100 mil hab.)

2015 2016 2015 2016
Norte 30.051 38.461 172,0 2201
Ronddnia 1.918 7.456 108.,5 az21,7
Acre 5.253 2.258 653,8 281,0
Amazonas 3.620 8.024 91,9 2037
Roraima 1.089 351 2154 69.4
Para 7.505 10.787 91,8 131,9
Amapa 3.272 1.785 426,8 232,8
Tocantins 7.394 7.800 488.0 514.8
Nordeste 313.192 323.558 553,7 572,1
Maranhao 7.756 23.602 1123 343,2
Piaui 7.584 5.159 236,7 161,0
Ceara 62.816 49.845 7054 559.8
Rio Grande do Norte 22.223 57.567 645,6 1.672,4
Paraiba 21.127 35.708 531,9 9201,2
Pernambuco 103.431 66.331 1.106.8 709.8
Alagoas 26.117 17.080 781,7 511,2
Sergipe 8.882 3.382 396,0 150,8
Bahia 53.256 64.704 350,3 425,6
Sudeste 1.024.079 855.425 1.194,3 997,6
Minas Gerais 184.003 527.022 881,7 2.525,4
Espirite Santo 31.768 40.760 808,4 1.037.,2
Rio de Janeiro 68.890 82.552 416.3 498.,8
Sao Paulo 739.418 205.091 1.665,5 462,0
Sul 50.099 73.196 171,4 250,4
Parana 44.033 64.853 394.,5 581.0
Santa Catarina 4.404 5139 64,6 75,4
Rio Grande do Sul 1.662 3.204 14,8 28,5
Centro-Oeste 220.637 197.033 1.428,8 1.275,9
Mato Grosso do Sul 27.861 42 896 1.050.9 1.618,0
Mato Grosso 19.966 19.170 611,4 587,0
Goias 163.178 117.166 2.468,4 1.772,4
Distrito Federal 9.632 17.801 3304 610,7
Brasil 1.638.058 1.487.673 801,2 727,6

Fonte: Sinan Oniine (banco 2015 atualizado em 27/0%2016; e de 2016, em 12/12/2016). Dados sujeitos a alterag3o. Populagdo estimada pelo IBGE para 2015 e 2016.
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Tabela 5 — Nimero de casos provaveis e incidéncia de febre pelo virus Zika, por regido e Unidade da Federacio, até a Semana
Epidemiolégica 49, Brasil, 2016

Regiao/Unidade da Federacao Casos (n) Incidéncia (/100 mil hab.)
Norte 12.749 73,0
Ronddnia 982 55,5
Acre 79 9.8
Amazonas 4561 115,8
Roraima 158 31,2
Para 4291 52,5
Amapa 410 53,5
Tocantins 2.268 149,7
MNordeste 75.733 133,9
Maranhao 4376 63,4
Piaui 234 7.3
Ceara 4.087 459
Rio Grande do Norte 3.950 114,8
Paraiba 4199 105,7
Pernambuco 381 41
Alagoas 6.883 206,0
Sergipe 295 13,2
Bahia 51.328 337.6
Sudeste 90.625 105,7
Minas Gerais 15.211 72,9
Espirito Santo 2321 59,1
Rio de Janeiro 67.481 4077
Sao Paulo 5.612 12,6
Sul 956 3,3
Parana 685 6,1
Santa Catarina a0 1,3
Rio Grande do Sulc 181 1.6
Centro-Oeste 31.707 205,23
Mato Grosso do Sul 1.640 61,9
Mato Grosso 21.879 670,0
Goiasc 7.837 118,6
Distrito Federal 351 12,0
Brasil 211.770 103,6

Fonte: Sinan NET (atualizado em 12/12/2016). Populagdo estimada pelo IBGE 2016. Dades sujeitos 2 alteragio.



PLANO DE CONTINGENCIA PARA A DENGUE
NO ESTADO DE SAO PAULO

y .

Plano de Contingéncia para a Dengue '

No inicio da transmissdo, todos os casos suspeitos de infeccdo por dengue devem ser
encaminhados a rede de Laboratdrios do Estado sob coordenacdo do Instituto Adolfo Lutz (1AL Central)
para confirmacdo da transmissdo. Todos os casos graves e ébitos devem ser enviados ao |IAL Central para

elucidacao do caso.

Quando o numero de casos confirmados por laboratério atingir o coeficiente de incidéncia*
determinado para os municipios de acordo com o porte populacional, o critério de diagnostico passa a

or vinculo clinico epidemiolégico (Quadro 1).
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“PROF .ALEXANDRE VRANJAC”
DIVISAO DE DENGUE, CHIKUNGUNYA E ZIKA
INSTITUTO ADOLFO LUTZ

NOTA INFORMATIVA N° 3 — ABRIL 2016

Assunto: Procedimentos a serem adotados para a vigilédncia da Febre do virus Zika
no Estado de S&o Paulo

Caso suspeito: Pacientes que apresentem exantema maculopapular pruriginoso
acompanhado de DOIS ou mais dos seguintes sinais e sintomas:

e Febre OU

e Hiperemia conjuntival sem secrecao e sem prurido OU

e Poliartralgia OU

e Edema periarticular.

Caso confirmado: caso suspeito com um dos seguintes testes positivos/reagentes
especificos para diagnostico de Zika:
¢ [|solamento viral;

e Deteccdo de RNA viral por reacdo da transcriptase reversa (RT-PCR);

Apés a confirmacdo de circulagdo autéctone, os demais casos agudos de zika devem ser
confirmados por critério clinico-epidemiolégico, exceto gestantes, manifestagdes
neurologicas e obitos.




GOVERNO DO ESTADO
SECRETARIA DE ESTADO DA SAUDE Ant
COORDENADORIA DE CONTROLE DE DQEN(}AS r m.,s
CENTRO DE VIGILANCIA EPIDEMIOLOGICA i
“PROF. ALEXANDRE VRANJAC”
CENTRAL/CIEVS-SP

NOTA INFORMATIVA
FEBRE PELO VIRUS ZIKA NO ESTADO DE SAO PAULO, MAIO 2015

Tabela 01. Comparag¢do da presenca e frequéncia dos principais sinais/sintomas ocasionados pela infec¢do pelos
virus Dengue, Chikungunya, Zika e Sarampo.

CARACTERISTICAS PRINCIPAIS DENGUE - CHIKUNGUNYA ZIKA SARAMPO
Febre +++++ ++++ - 4
Exantema maculopapular ++ ++ ++++ +++++
Hiperemia conjuntival + + | ++++ | +++++
Mialgia/Artralgia | Gt | +++++ | i | Ausente
Edema Ausente | et | +++ Ausente
Dor retrorbital +++++ + | ot Ausente
Linfadenopatia - | . | - ' -
Tosse/coriza 4 Ausente | Ausente | Ausente - 4+
Hemorragia | ++ | Ausente - Ausente | Ausente
Hepatomegalia | ++ 4 | Ausente E
Leucopenia/trombocitopenia +++ R Ausente Gt

Obs.: Considerar este quadro apenas para auxiliar no diagnéstico clinico em conjunto com as outras caracteristicas clinicas, epidemiolégicas
e laboratoriais.

Fonte: Adantado de Haltead. et al. Departamento do Servico de Saide do Estade de Yar /Micronésia



O CRITERIO CLINICO
EPIDEMIOLOGICO DURANTE UMA
EPIDEMIA



Avaliamos 100 pacientes com critério de
dengue. 45% eram dengue porem....
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Céssia Fernanda Estofolete.® ! Ana Carolina Bernardes Terzian.* ! Ricardo Parreira.’ Aida Esteves.? Lucas Hardman.?

*

Gilmar Valdir Greque.® Paula Rahal. Mauricio Lacerda Nogueira ™

 Sio José do Rio Preto School of Medicine (FAMERF), Avenida Brigadeiro Faria Lima, 5416. Vila 530 Pedro. 580 José do Rio Preto, CEFP: 13090-000, 5F, Brazil
® Global Health and Tropical Medicine (GHTM), Universidade Nova de Lisboa, Rua da Jungueira N* 100, 1349-008 Lisboa, Portugal
* 8o José do Rio Preto Regional School af Medicine Foundation (FUNFARME), Avenida Brigadeiro Faria Lima, 5416. Vila Sdo Pedro. Sio José do Rio Preto, SP, CEP:

15020-000, Brazil
d Department of Biology, Institute of Biosciences, Letfters, and Exact Sciences — 530 Paulo State University, Sdo José do Rio Freto — (IBILCE/UNESF), Rua Cristavido Colombo,

2265, CEF: 15054-000 - 530 José do Rio Preto, SF, Brazil

Todos eles estao nas estatisticas como dengue



Table 1
Signs, symptoms, and laboratory assays used to diagnose each patient’s Zika virus infection, confirmed by ZIKV ET-PCE in serum, from Januwary to Febmary 2016, in the city of
Sio José do Rio Preto.

Patient n NS51 Dengne Dengne
(age) Gender Hospitalization Amntigen test Ighd IeG Signs, Symptoms, and Selected Laboratory Results
1 (76v) Female No NP Non Reactive  Clinical: fever, myalgia, headache, diarrhea Serum: Ht 40,1%; patelets 110,000/mm’
reactive
2 (34v) Female No Non NP NP Clinical: fever, myalgia, headache, retro-orbital pain. Serum: Ht 33 .4%; patelets 156.000/mm’
reactive
3 (23v) Female No Non NP NP Clinical: fever, myalgia, headache, retro-orbital pain, arthralgia, mucosal bleeding. Sernm: Ht
reactive 37.4%; patelets 208.000/mm’
4 (41v) Male No Non NP NP Clinical: fever, myalgia, headache, chills, arthralgia. TT negative. Serum:- Ht 40 4%; patelets
reactive 211.000/mm’
5 (25v) Male No NP Non Non Clinical: fever, myalgia, diarrhea, nansea, Sernm: Ht 44 .8%; patelets 201 .000/mm’; RCP 0.95 mg/
reactive reactive dl; Cr: 0.9 mg/dl; X-ray normal
6 (43v) Female No Non NP NP Clinical: fever, myalgia, nausea. Serum: Ht 33.6%; patelets 307.000/mm’
reactive
T (49v) Female No Non NP NP Clinical: fever, myalgia, arthralgia, Serum: Ht 42 8%; patelets 145,000/mm’; RCP- 0.2 mg/dl; Cr:
reactive 1.0 mg/dl; AST 32 ULL; ALT 60 UL
8 (38v) Male No Non NP NP Clinical: fever, diarrhea. Serum: Ht 40.3%; patelets 14-3._00'0."mm3; BCP 8.94 mg/dl; Cr: 1.1 mg/dl
reactive
9 (40v) Female No Non Non Non Clinical: fever, myalgia, headache, retro-orbital pain exantema_ TT positive. Serum: Ht 31.8%;
reactive reactive reactive patelets 224,000/mm’
10 (67y) Male No Non NP NP Clinical: fever, myalgia, arthralgia_ headache, retro-orbital pain. TT negative. Sernm: Ht 45 2%;
reactive patelets l?ﬁ._ﬂﬂﬂfmml_ Comeorbidity: Hypertension.
11 (65y) Female Yes Non NP NP Clinical: fever, headache, mucosal bleeding, abdominal pain. Serum: Ht 40.8%; patelets 275,000/
reactive mml; RCP 435 mg/dl; Cr 0.8 mg/dl; X ray normal; Abdominal CT normal; Comorbidity: Colon
diverticular disease.
12(19y) Female No BReactive NP NP Clinical: fever, myalgia, arthralgia, headacheSernm: Ht 44 6%; patelets 165,000/mm’
13 (49v) Male No NP Neon Beactive  Clinical: fever, myalgia, exantema Serum:- Ht 39 6%; patelets lgﬁ,ﬂmfmmE"
reactive

*NP: not performed; TT: tourniquet test; RCP: reactive C protein; Cr: creatinin; CT: computed tomography.
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Signs, symptoms, and laboratory assays used to diagnose each patient’s Zika virus infection, confirmed by ZIKV ET-PCE in serum, from Januwary to Febmary 2016, in the city of

Sio José do Rio Preto.
Patient n NS51 Dengne Dengne
(age) Gender Hospitalization Amntigen test Ighd IeG Signs, Symptoms, and Selected Laboratory Results
1(76y) Female No NP Noa Clinical: fever, myalgia, headache, diarrhea Serum: H 40,1%Cpatelets 110.000/mm>>
reactive
2 (34v) Female No Non NP NP Clinical: fever, myalgia, headache, retro-orbital pain. Serum: Ht 33 .4%; patelets 156.000/mm’
reactive
3 (23v) Female No Non NP NP Clinical: fever, myalgia, headache, retro-orbital pain, arthralgia, mucosal bleeding. Sernm: Ht
reactive 37.4%; patelets 208.000/mm’
4 (41v) Male No Non NP NP Clinical: fever, myalgia, headache, chills, arthralgia. TT negative. Serum:- Ht 40 4%; patelets
reactive 211.000/mm’
5 (25v) Male No NP Non Non Clinical: fever, myalgia, diarrhea, nansea, Sernm: Ht 44 .8%; patelets 201 .000/mm’; RCP 0.95 mg/
reactive reactive dl; Cr: 0.9 mg/dl; X-ray normal
6 (43v) Female No Non NP NP Clinical: fever, myalgia, nausea. Serum: Ht 33.6%; patelets 307.000/mm’
reactive
T (49v) Female No Non NP NP Clinical: fever, myalgia, arthralgia, Serum: Ht 42.8RCP: 0.2 mg/dl; Cr:
reactive 1.0 mg/dl; AST 32 ULL; ALT 60 UL
8 (38v) Male No Non NP NP Clinical: fever, diarrhea. Serum: Ht 40.3%; patelets 14-3._00'0."mm3; BCP 8.94 mg/dl; Cr: 1.1 mg/dl
reactive
9 (40v) Female No Non Non Non Clinical: fever, myalgia, headache, retro-orbital pain exantema_ TT positive. Serum: Ht 31.8%;
reactive reactive reactive patelets 224,000/mm’
10 (67y) Male No Non NP NP Clinical: fever, myalgia, arthralgia_ headache, retro-orbital pain. TT negative. Sernm: Ht 45 2%;
reactive patelets l?ﬁ._ﬂﬂﬂfmml_ Comeorbidity: Hypertension.
11 (65y) Female Yes Non NP NP Clinical: fever, headache, mucosal bleeding, abdominal pain. Serum: Ht 40.8%; patelets 275,000/
reactive mml; RCP 435 mg/dl; Cr 0.8 mg/dl; X ray normal; Abdominal CT normal; Comorbidity: Colon
diverticular disease.
12(19y) Female No NP ME Clinical: fever, myalgia, arthralgia, headacheSernm: Ht 44 6%; patelets 165,000/mm’
13 (49v) Male No NP Neon Clinical: fever, myalgia, exantema. Serum: Ht 39.6%; patelets lgﬁ,ﬂmfmmE"
reactive

*NP: not performed; TT: tourniquet test; RCP: reactive C protein; Cr: creatinin; CT: computed tomography.



Table 2
Beported or observed clinical and laboratory signs and symptoms in patients with Zikea virps infection, 1962-2016.

Reported or observed clinical signs and symptoms in patients with Zika virns infection, 1962-2016

Brazil Brazil, Sio
Laboratory, (Bahia José do Rio
Uganda, acguired, Indonesia, Micronesia, Cambodia,  French Polynesia, State), Preto, Sio
1962 [18]. 1973 [19], 1977-78[20]. 2007 [5,21], SenegalTJSA 2009 [22], 2010 [23], 2013-14, [24,26], 2015 [25], Paulo State,
n=1 n=1 n=7 n=31 n=3 n=1 on=297 n=7 2016, n=13
rer 1 (100%) 1 (100%) 7 (100%%) 20 (65%) NE 1 (100%) 213 (72%) 6 (85,7%) 13
Headache 1 (1T00%%) NE MR- H-{45%) 3-{180%0} e — 3646 3 (43%) 8 (61.5%)
Malaise 1 (100%) NE 5(71%) NE 3 (100%) NE NE NE NE
Maculopapular 1 (100%) NE NE 28 (90%) 3 (100%) NE 276 (93%) 6 (83.7%) 2{15.4%)
rash
Fatigue or 1 (100%) 1 (100%) 1(14%) 15 (48%) 1(33%) NE 231 (78%) 4 (57.1%) 11 (84.6%)
myalgi
Aﬂy.h‘;igand NR NE 1(14%) 20 (65%) 3 (100%) NE 193 (65%) NE 5(38.5%)
arthralgia
Chills NR 1 (100%) 2 (29%) NE 2(67%) NE NE NE 1(7.7%)
Dizziness NR NE 5(71%) NE NE NE 2{15.4%)
Joint swelling or NR NE NE 6 (19%) 2(67%) NE 139 (46%) NE NE
edema
Stomachache NR NE 6 (86%) NE NE NE NE NE NE
Retro-orbital pain NR 1 (100%) NE 12 (39%) NE NE 47 (16%) NE 3(23%)
—Conjunctivitis NR NE 1(14%) 17 (35%) 1(33%) NE 187 (63%) NE — N
Anorexia NR NR T(57%) NE NE NE NE NR NR
Photophobia NR NE NE NE 1(33%) NE NE NE NE
Vomiting NR NE 1(14%) 3 (10%%) NE NE NE NE NE
Diarrhea NR NE 3(43%) NE NE NE NE NE 4 (30.7%)
Constipation NR NE 3(43%) NE NE NE NE NE NE
Sore throat NR NE NE NE NE 1 (100%) 68 (23%) NE NE
Cough NR NE NE NE NE 1(100%) NE NE NE
Aphthous ulcer NR NE NR NE 2(67%) NE 12 (4%) NE NE
Hypotension NR NE 2 (29%) NE NE NE NE NE NE
Hematuria NR NE 1(14%) NE NE NE NE NE NE
Prostatitis NR NE NE NE 1(33%) NE NE NE NE
Hematospermia NR NE NE NE 1(33%) NE NE NE NE
Sweating NR 1 (100%) NE NE NE NE NE NE NE
Lightheadedness NR NE NE NE 1(33%) NE NE NE NE
Abdominal pain  NR NE NR NR NR NE 83 (28%) NR 1(7.7%)
Mucosal NR NE NE NE NE NE NE NE 2{15.4%)
bleeding

MR- non renorted
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Todos sao oficialmente Zika

DENGUE EM PACIENTES SUSPEITOS
DE ZIKA



ZIKA Notified Patients

454 Samples

1

87 (19%) confirmed by gPCR

Paciente: -

Amostra:soro
Data do qPCR:14/04/2016

Amplification Plot

10

0.1 .
L __-‘/
Controle <& —°° N X i
. = 0.001 f
negativo 0.0001 |'I
{azul] 0.00001 .'I
0.000001 +—r-r— e
) & a a 10 12 14 1% 19 o &2
Cycle

Controle
positivo
(roxo)

1 0.419539 =
/ﬂ‘

Legend

A EcC Mo HE HF

Paciente (azul)
Resultado: Positivo

Ct<38.5

(LANCIOTTI et al, 2008)



Dengue in ZIKA notified patients

454 samples

1

52 (11,5%) positive by Multiplex-Nested-PCR

C1 C2 C3 C4 C5 C6 C7 C8 C9 C10

600 pb 472 pb
316 pb 222 pb
100 pb

Figura. Gel de agarose exibindo padrdes genéticos de isolados de DENV-1 (472 pb), DENV-2 (316 pb) e DENV-4
(222 pb) por M-N-PCR. Colunas: C1, padrao de peso molecular (100 pb); C2, DENV-4; C3, DENV-2; C4 a C7, DENV-
4; C8, DENV-1; C9, DENV-4; C10, controle negativo.

(BRONZONI et al, 2005)
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CHKYV in Zika notified patients ————

454 samples

1

1 positive

Paciente:- Sexo feminino

Amostra: soro
Datado qPCR:22/08/2016

Amostra
N
Controle positivo
Amplification Plot I
10 , N
11 PL= LR IR
o dlllois .
0.01 4 —\ HE v/‘;;;_;'
0.001 1 A -"»-\‘ \.__ /
0.0001 1 1
0.00001 1
0.000001 ' : v ' r . . . v ‘ v v . " v - v v :
4 A L] a 10 12 14 16 1a 2 =2 24 . 23 E e k 4 M » 33 &
Cycle
Controle negativo

(LANCIOTTI et al, 2007)
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Table 3
Clinical characteristics and laboratory assays of patients with laboratory-confirmed ZIKV
and DENV.

Sign/Simptom Confirmed ZIKV Confirmed DENV p value
(n = 96)" n(%) or (n = 67)° n(%) or
mean mean
Fever 71 (74.00 53 (79.1) 0.45
Edema/Arthralgia 74 (77.1) 47 (70.1) 0.32
Myalgia 71 (74.0) 50 (74.6) 0.92
Non-purulent 67 (69.8) 43 (64.2) 0.45
conjunctivitis
Headache 63 (65.6) 49 (73.1) 0.31
Abdominal pain 11 (11.5) 16 (23.9) 0.04
Nausea 26 (27.1) 24 (35.8) 0.23
Cough 17 (17.7) 5 (7.5) 0.06
Sore throat 15 (15.6) 10 (14.9) 0.90
Diarrhea 13 (13.5) 7 (10.4) 0.55
Vomiting 11 (11.5) 7 (10.4) 0.84
Leukopenia 4 (7.8) 10 (34.5) 0.003
Thrombocytopenia 1 (2.0) 6 (20.7) 0.01"
Hemoconcentration 1 (2.0) 1(3.4) Loo"

p value was calculated using Pearson's chi-square test (p value = 0.05 is considered
statistically significant).

* Four cases of co-dinfection (ZIKV/DENV-2) were excluded.

" Fisher's exact teste,



O Impacto de Zika/Dengue

Nos nao sabemos o impacto real

O critério clinico epidemiolégico nao € bom o
suficiente para nossa situacao

Nos nao sabemos os dados epidemiologicos
necessarios para tomada de decisoes

Para corrigir isto estudos epidemiolégicos
terao de ser realizados (caros)



Associacao de Zika com Defeltos ao nascimento

Case Reports
«Zika detected fetuses w/ abnormalities
(Oliveira Melo, Uts Ob Gyn 2016)

Zika Virus Infection in Pregnant Women
in Rio de Janeiro — Preliminary Report

*Autopsies of aborted fetuses, stillbirths
(Mlakar, NEJM, 2016, Martines, MMWR
2016)

*Hydrops fetalis and fetal demise
(Sarno, PLoS NTD, 2016)

. . ) ) Detection and sequencing of Zika virus from amniotic fluid
Epidemiological Studies of fetuses with microcephaly in Brazil: a case study
*29% adverse fetal outcomes among e oS SO ey s v s s | Association between Zika virus and microcephaly in French
pregnant women (Brasil, NEJM, 2016) b ko, s _ Polynesia, 2013-15: a retrospective study

1% risk of microcephaly after 15t trimester
Sgesle (Caliesiez, LeNeEs A0 Zika Virus Associated with Microcephaly
*OR 56 for association of Zika and

microcephaly (de Aradjo, Lancet ID, 2016)

Evidence for Causality
(Rasmussen, NEJM 2014)

RESEARCH ARTICLE

Zika Virus Infection and Stillbirths: A Case of
Hydrops Fetalis, Hydranencephaly and Fetal

Demise Zika Virus and Birth Defects — Reviewing the Evidence
for Causality

Manoel Sarno?, Gielson A. Sacramento®, Ricardo Khouri®, Mateus S. do Rosdrio’,
Federico Costa®*, Gracinda Archanjo’, Luciane A. Santos®, Nivison Nery, Jr.%,
Nikos Vasilakis®, Albertl. Ko®*#, Antonio R. P. de Almeida'?




UM ESTUDO DE COORTE EM
GESTANTES DE SP



Reported Cases (Pop.)

Prospective Study of Pregnant Women with Symptomatic Zika Exposures
during S&o José do Rio Preto Outbreak, February-June, 2016*

110 - - 30 :
Suspected (pregnant ¢) In;j;gjgts
100 - . |‘| . Confirmed (pregnant 9) *
nt___
90 - i Suspected (pop,) - 25 Pregnant women
1,674 (0.3%)
cC
0 !
g Suspected cases
2 226 (14%)
z —
g Case Confirmed Unconfirmed
2 Ascertainment [ >7%) 158 (14%)
n— —_— _—— —_— _—— —_— —_— — —_— L] — —_— — _—— -
c ' > >
w  EXposure 15t trimester 2 trimester 3¢ trimester | | Loss-to-follow-up
o - : 25 (44% 9 3 (5%
o during gestation [_5% el 24 (42%) (5
O _— — L] _— —_— —_— L] ] —_— | | —_— —_— —_— —_— _— -_—
Birth outcomes
Adverse outcomes Yes No Yes No Yes No
: i 2(40%) | | 3(60%) | | 8(32%) | | 17(68%) | | 9(38%) | | 15 (62%)
1357 9111315171921 232527 2931 33 v ! v v ! v
Epidemiological Week Viral RNA detected | 2/(100%) | | 1(33%) | | 5(63%) | | 2(12%) | | 4(44%) | | 4(27%)




Table 4. Outcomes among Newborns of Women Exposed to ZIKV during Pregnancy

Outcomes No. Cases Incidence (95% CI)*

Adverse birth outcomes 15/54 28 (17 - 41)
Exposure in 1st trimester 1/4 25 (63 - 81)
Exposure in 2nd trimester 4/26 15 (5 - 33)
Exposure in 3rd trimester 10/24 42 (23 - 62)
ZIKV detected at birth 8/18 44 (23 - 67)
ZIKV not detected at birth 7/15 47 (23-71)

ZIKV detection at birth 18/51 35 (22 - 48)
ZIKV exposure in 1st trimester 2/4 50 (9-91)
ZIKV exposure in 2nd trimester 8/26 31 (15 - 50)
ZIKV exposure in 3rd trimester 8/24 33 (14 - 52)
With adverse outcomes 8/15 53 (29-77)
Without adverse outcomes 10/39 26 (14 - 41)

ND

*Cumulative incidence shown as cases per 100 births



» Dados Clinicos :

> Altas taxas porem menos severos

» Sem microcefalia

» Achados radioldgicos leves
» Vasculopatia lenticulo estriada
» Cistos Cerebrais

» Emissbes otoacustica

alteradas(11%)
» Atrofia de retina(2%)

e Resultados laboratoriais:
> ZIKV em 35%

* Transmissao vertical pode ser >50%



BRIEF REPORT

Fetal Infection by Zika Virus in the
Third Trimester: Report of 2 Cases

Antonio Soares de Souza,'? Cristiane Moraes Dias,’ Fernanda Del Campo

Braojos Braga,” Ana Carolina Bernardes Terzian,' Céssia Fernanda Estofolete,’
Antonio Hélio Oliani,' Gustavo Henrique Oliveira,? Cinara Cassia Branddo de Mattos®
Luiz Carlos de Mattos,® Mauwricio Lacerda Nogueira,! and Denise Cristina

Mis Vaz-Oliani™*

'Department of Radiology, Faculdade de Medicing de S8o José do Rio Preto (FAMERP),
“Hospital da Crianga & Matemidade, L aboratory of Virology, Department of Infectious and
Dematological Disease, “Department of Obstetrics and Gynecology, and Smmunogenetics
Laboratory, Department of Molecular Biology, FAMERP, 580 José do Rio Preto, 580 Paulo, Brazil




Figure 1. Neonatal transfontanellar ultrasound showing multiple small subependymal/intraventricular cysts in coronal (A) and sagittal views (B), and hyperechogenicity
{mineralization) of lenticulostriate vessels in the sagittal plane at the thalamus (C), with vascular flow confirmed by color Doppler (D).




Table. Long-term viruria in Zika virus—positive pregnant women, Sao José do Rio Preto, Brazil, 2016*

Week of
gestation
of Zika Days Week of Adverse
Pt. virus until first Sample no., week of gestation/sample type and result/C, gestation newborn
no. infection collection 1 2 3 4 5 6 7 8 9 at birth outcome
1 16 2 16/S+/  17/U+[ 19/U- 22/U+/ 24/U- 27/U- 31/U- 36/U+/ 38 No
29.34 33 38.01 37.24
16/U+/
31.31
2 4 3 4/S+/ 6/U- 10/U- 12/U- 17/U- 23/U+/ 28/U+/ 32/U+/ 36/U- 39 NA
35.62 38.21 37.63 37.58
4/U+/
36.39
3 30 5 30/S+/  32/U- 34/U+/ 37/U+/ 38 No
37.33 35.79 36.42
30/U+/
25.08
4 17 4 17/S+/  18/U- 23/U- 28/U+/ 32/U+/ 34/U- 36/U+/ 39 No
33 38.06 37.82 37.03
5 27 4 29/S+/ 31/U+/ 33/U- 35/U- 36 Unilateral
37.35 36.86 abnormal OAE
6 14 1 14/S+/  14/S— 21/U- 27/U- 31/U+ 35/U+ 38 No
33.51 36.59 36.98
14/U+/  15/U+/
3275 37.72
7 14 39 20/U+/  22/U- 27/U+/ 31/U- 36/U- 39 No
38.5 34.88
8 15 6 16/S+/ 18/U- 23/U+/ 27/U- 32/U+/ 36/U+/ 39 No
37.28 36.6 32.68 36.64
16/U+/
34.56
9 17 16 18/U- 22/U+/ 27/U- 32/U+/ 38/S- 38 No
37.58 37.62
10 21 32 26/U- 28/U- 32/U- 35/U+/ 37 Subependymal
38.1 cysts
" 5 12 6/S+/ 14/U- 19/U- 23/U- 27/U+/ 31/U- 35/U- 38 No
37.85 37.71
12 19 47 25/U+/ 30/U+/ 32/U+/ 36/U- 38 No
36.87 36.81 382
25/S—
13 24 41 25/U- 27/U- 31/U+/ 36/U+/ 37 Unilateral
38.15 33.9 abnormal OAE

*C,, cycle threshold; NA, not available; OAE, otoacoustic emissions; pt., patient: S, serum; U, urine. Plus signs (+) indicate positive test results (C, <38.5)
and minus signs (—) indicate negative test results (C, >38.5 or undetermined) (6)‘ All pregnant women initially tested positive for Zika virus RNA. For
some women (patient nos. 7, 8, 9, 10, 12, 13), data from the initial samples was not available.

Terzian et al, Emerging Infectious Diseases



Mensagem das gestantes

Risco para “desfecho anormal” (28%) — Similar
ao de Brazil et al (NEJM, 2016)

Porem MUITO menos severo

Transmissao vertical confirmada
virologicamente de ate 35% ( 53% com
desfecho clinico, 26% sem desfecho clinico)

Achados clinicos e virologicos nos 3 trimestres
Viriuria de longo prazo, no limiar de deteccao.



O que sabemos de Zika apos dois
anos?

e Zika causa uma doenca leve em adultos
(sabiamos antes), porem se assemelhando a
dengue em grupos especiais.

e Zika causa dano ao SNC (potencial conhecido
nos flavivirus )

e Zika tem relacao com GBS (sabiamos antes,
porem com menos evidencias)

e Zika causa microcefalia (porem com diferentes
gravidades. Quais os cofatores?)



O que NAO sabemos de Zika apos
dois anos?

Qual o espectro real da doenca e seus impacto em
adultos e criancas?

Como Zika causa dano no SNC do feto?
Quais os fatores de risco para os casos graves?

Qual o papel de outros vetores e formas de
transmissao na epidemia?

Nos nao temos os dados epidemiologicos basicos
sobre Zika, para entender a real gravidade e risco
deste virus.
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