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IBM's Watson is better at diagnosing cancer than
human doctors
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Find the best genes that
you can give to your
child

Find your best gene You own the data

valu } lopes. o vy Lo T ) -t OO vau W PO VO e You vd o gl uce W wiih



ERISKIN BAGISIKLAMA KONGRES| 2027... J:d ener vagn

Israilli bir kimya miuhendisi olan Hossam Haick ve calisma arkadaslari tarafindan yapilan ve ACS
Nano'da yayinlanan makaleye gore; Na-Nose isimli yapay zekalt nano dizilim, 17 ayr hastaligl
tespit edebiliyor. Kimyasal bilesiklerin tespiti ve olculmesi icin deneyde, molekuler olarak
modifiye edilmis altin nanopartikullerine ve tek duvarh karbon nanotuplerinden rastgele
orulmus bir aga dayanan akilli nano dizilim kullanihyor.
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Strengthening maternal immunisation to improve the
health of mothers and infants
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“ o VACCINES
IMMUNOTHERAPEUTICS
Human Vaccines & Immunotherapeutics
=8 @uawa |SSN: 2164-5515 (Print) 2164-554X (Online) Journal homepage: http://www.tandfonline.com/loi/khvi20
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Vaccines in pregnancy: The dual benefit for
pregnant women and infants

H. Marshall, M. McMillan, R. M. Andrews, K. Macartney & K. Edwards
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Potential Benefits of Maternal Immunization (Ml)
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606K Pre-term births %‘ 3
(22%) 965K 2
(35%) [
5
w
Other
1,190K
(43%)

Global neonatal mortality?

Ml may protect infants <5-mo against
infection-related deaths

MI can have an impact on maternal
morbidity and mortality

MI may also prevent a portion of
infection-related stillbirths (10 — 50%!
of the overall stillbirths)




GEBELIKTE ASILAMA ener Cagr
dinleyici

Immunity

Protecting the Newborn and Young Infant
from Infectious Diseases:
Lessons from Immune Ontogeny

Tobias R. Kollmann,'* Beate Kampmann,? Sarkis K. Mazmanian,® Arnaud Marchant,>¢ and Ofer Levy*&*

"Division of Infectious Disease, Department of Pediatrics, University of British Columbia, Vancouver, Canada and BC Children’s Hospital
938 W 28™ Ave, A5-175, Vancouver, BC V5Z4H4

2Centre of International Child Health, Department of Paediatrics, Imperial College London, UK and MRC Unit The Gambia, West Africa
3Division of Biology and Biological Engineering, California Institute of Technology, 1200 E California Bl. (Mailcode: 156-29), Pasadena CA
91125, USA

“Department of Medicine, Division of Infectious Diseases, Precision Vaccines Program, Boston Children’s Hospital & Harvard Medical School,
Boston, MA, USA

SInstitute for Medical Immunology, Université Libre de Bruxelles, 6041 Gosselies, Belgium

6Co-senior author

*Correspondence: tkollm@mac.com (T.R.K.), ofer.levy@childrens.harvard.edu (O.L.)

http://dx.doi.org/10.1016/].immuni.2017.03.009
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Ex: Amoeba Fungr Caenorhabdifis elegans Mouse
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Ex: Conception (D1) Morula blastocyst 1st month embryo = 2nd month fetus

Cell Avtonomous Innate Immunity

Independent of other cells; Compartmentalization within cell

Nutritional Innate lmmunity

< Communicaton amongst cells: Mo cells specialized in host defense

Levkocyte-based Innate Immunity

- Cell specialized in host defense

Anftigen-specific Adaptive Immunity
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MATERNAL ANTIKORLAR @i ﬁ?ﬁi 5&%

O Gebelik immin sistemin baskilandigi bir dénem degil,
gebelige bagli kendini adapte ettigi bir sirectir.

d Hormonlar, genetik ve ¢evresel faktaorler etkili
0 Th2/Thl iliskili sitokin profil

 Treg aktivitesinde artma, Thl7 aktivitesinde
azalma

A Gebelikte anne-fetiis arasinda dinamik bir iliski var.
1 Plasenta yapisi ve fonksiyonlar: belirleyici

[ Gebelikte sitma, toksoplazma ve viral enfeksiyonlara
duyarhilik artigi mevcut
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[ Kordon kani antikor diizeyi maternal antikor diizeyi
ile iligkilidir ve yiiksek antikor diizeyleri uzun sireli

koruma ile iligkilidir.

1 Gestasyon haftasi

O Dogum zamani ile asilama arasinda gegen zaman
O Dogum aninda maternal antikor miktari

O Plasenta anomalileri, enfeksiyonlari




GEBELIKTE ASILAMA @j dnejc

Vacnavis M Matemaltetanis LU WHO recommends
2 inath WHO/UNICEF MNTE { 1 -
smal pox vaccnation study S M| infienza vaccine Effectiveness
n New Guinea program since 1989 data from UK
Matemnal pertusis tral Po smvehd\ange
tetanus tonoid Mifmtedto  NAIDGBS  Safetyandeft i FoA Rt
vaccination highmatemal conjugate  OfMIKINL v;c;meus ’MTW
kinthels  tra infienzs i
- |

1!9 1930/d0s 1250/60s 1500s 1877 150 2011-12
==

"‘ | :
N WW“ FOApohibts  Matemaipolo,  BMGF initiation zonwlu mml/ BMGF| Data
petusss  GONNeCE 00030 yomenfom  adyslow  ofMipmEt ifuens:  NVAXRSY epmnson  pubished
vacnaton  nfuensi VAR patenatnein fevervaccne  withnfuema comenng vaccne  ofMl from M)
TYRUA  PREURWONE g bk and RSV develop- programto  influenza eff
ment  Spathogens trial



GEBELIKTE ASILAMA @j dnejc

- Anne i¢in fayda Fetus icin fayda Yenidogan icin fayda

Tetanoz
Influenza
Hepatit B
Bogmaca
GBS
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Routinely Recommended Vaccines

Vaccine General Recommendation for Use in Pregnant Women

Hepatitis A May be used if benefit outweighs risk.

Hepatitis B Recommended in some circumstances.

Human Papillomavirs Not recommended.

Influenza (Inactivated) Recommended.

Influenza (LAIV) Contraindicated.

MMR Contraindicated.

MCV4 Inadequate data for specific recommendation.
PCV13 Inadequate data for specific recommendation
PPSV23 Inadequate data for specific recommendation.
Polio May be used if needed.

Should be nsed if otherwise indicated.
Should be used if otherwise indicated.
Varcella Contraindicated.

Zoster Contraindicated.
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Vaccine 31 (2013) 4274-4279

Contents lists available at Sciencelirect

VQc:cine

Vaccine

H m}[_\r [H{ journal homepage: www.elsevier.com/locate/vaccine

Research on vaccines during pregnancy: Protocol design and @Cm,,,,tk
assessment of safety***

Flor M. Munoz*, Jeanne S. Sheffield®, Richard H. Beigi<, Jennifer S. Read?,
Geeta K. Swamye, Indira Jevaji*!, Sonja A. Rasmussene, Kathryn M. Edwards",
Kimberly B. Fortner’, Shital M. Patel’, Catherine Y. Spong*, Kevin Ault,

R. Philips Heine®, Mirjana Nesin™
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Vaccine xxx (2016) xoo-xxx

=
Vaccine

Contents lists available at ScienceDirect

Vaccine

journal homepage: www.elsevier.com/locate/vaccine

Guideline for collection, analysis and presentation of safety data
in clinical trials of vaccines in pregnant women

Christine E. Jones?, Flor M. Munoz®, Hans M.L. Spiegel , Ulrich Heininger ¢, Patrick LF. Zuber®,

Kathryn M. Edwards ', Philipp Lambach®, Pieter Neels ", Katrin S. Kohl', Jane Gidudu’, Steven Hirschfeld ¥,
James M. Oleske', Najwa Khuri-Bulos ™, Jorgen Bauwens ", Linda O. Eckert °, Sonali Kochhar?,

Jan Bonhoeffer ¢, Paul T. Heath**, The Brighton Collaboration Immunization in Pregnancy Working Group '
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Vaccine xxx (2016) xxx—xxx
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Contents lists available at ScienceDirect _
v accine

1 Vaccine
A

s

.

ELSI

4 J“‘."‘.‘
IER journal homepage: www.elsevier.com/locate/vaccine

4

Maternal death: Case definition and guidelines for data collection,
analysis, and presentation of immunization safety data*™

M. Patwardhan®*, L.O. Eckert®, H. Spiegel, F. Pourmalek?, C. Cutland¢, S. Kochhar",
B. Gonik?#, The Brighton Collaboration Maternal Death Working Group'

2 Department of Obstetrics and Gynecology, Wayne State University School of Medicine, Detroit, MI, USA

b Department of Obstetrics and Gynecology, University of Washington, Seattle, WA, USA

¢ Henry Jackson Foundation, Bethesda, MD, USA

4 School of Population and Public Health, University of British Columbia, Vancouver, British Columbia, Canada

® Medical Research Council: Respiratory and Meningeal Pathogens Research Unit, Johannesburg, Department of Science and Technology National Research
Foundation, Vaccine Preventable Diseases, Faculty of Health Sciences, University of the Witwatersrand, Johannesburg, South Africa

! Global Healthcare Consulting, India
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Contents lists available at ScienceDirect

Vaccine

T

¥

Lu.: e J:h‘."-..
ELSEVIER journal homepage: www.elsevier.com/locate/vaccine

Stillbirth: Case definition and guidelines for data collection, analysis,
and presentation of maternal immunization safety data*

Fernanda Tavares Da Silva?, Bernard Gonik”, Mark McMillan€, Cheryl Keech®,
Stephanie Dellicour¢, Shraddha Bhange!, Mihaela Tila2, Diana M. Harper™,
Charles Woods", Alison Tse Kawai', Sonali Kochhar!,

Flor M. Munoz %, The Brighton Collaboration Stillbirth Working Group'

!
Vaccine
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[ Gebelikte asi yan etki bildirim merkezleri
O VAERS - Vaccine Adverse Event Reporting System (CDC)
O VSD - Vaccine Safety Data Link
O Pregnancy Registries

O VAMPSS - Vaccines and Medications in Pregnancy
Surveillance System (US DHHS)

O FDA Medication Exposure in Pregnancy Risk Evaluation
Program

O PRAMS - Pregnancy Risk Assessment Monitoring System
(CDC)
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HUMAN VACCINES & IMMUNOTHERAPEUTICS .
2016, VOL. 12, NO. 8, 2010-2016 Taylor & Francis

http://dx.doiorg/10.1080/21645515.2016.1175697 Taylor & Francis Group

RESEARCH PAPER @ OPEN ACCESS

A global survey of adverse event following immunization surveillance systems for
pregnant women and their infants

Christine Cassidy?, Noni E. MacDonald®, Audrey Steenbeek®, Justin R. Ortiz®, Patrick L. . Zuber?, and Karina A. Top®*

25chool of Nursing, Faculty of Health Professions, Dalhousie University, Halifax, Nova Scotia, Canada; "Department of Pediatrics, Dalhousie University,
Halifax, Nova Scotia, Canada; “Canadian Center for Vaccinology, IWK Health Center, Halifax, Nova Scotia, Canada; “Initiative for Vaccine Research, World
Health Organization, Geneva, Switzerland




37 Countries eliminated MNT between 2000 & May 2015

*(Plus Ethiopia except Somali region, 30 provinces out of 34 in Indonesia and 16 regions out of 17 in Philippines) leaving 22 countries yet to
eliminate MNT
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Bl VNT eliminated from 2000- April 2015 ﬁ: B
I:] MNT eliminated before 2000 5 "0
;=] Not Applicable -‘-’;

Source: WHOMUNICEF Database
Date of side - 26 May 2015
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Figure 1 Elimination of maternal and neonatal tetanus (MNT) by 2015. Reprinted with permission from the World Health
Organization.”
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GEBELIKTE iNFLUENZA ASISI @i Gy

O ACIP 2014: INAKTIF INFLUENZA ASISI tiim
gebelere  trimestere  bakilmaksizin  influenza
mevsiminde onerilmektedir.

O ABD 1950-1994: Riskli gebelerde asilama

d 1997: Tum gebelere 2-3.trimesterde

Q 2007: Influenza mevsiminde tim trimesterlerde
QO 2005: DSO énerisi

O 2012: DSO ve SAGE Gebelikte influenza asisini oncelikli asi
uygulamasi

[ ACOG: prenatal takibin olmazsa olmaz dnerileri arasinda
[ Gebelikte asilama yapilmadi ise postpartum asilama
O Emzirme kontrendikasyon olusturmamaktadir.
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d VAERS: 2000-2003 yillari arasinda 2 milyon gebede
infleunza asisi uygulanmig, 6ngoérilmeyen bir yan etki
gozlenmemis.

d VAERS: 1990-2009 vyillari arasinda ~11.8 milyon gebe
astlanmig, ongorilmeyen yan etki ya da gebelik
komplikasyonu tanimlanmamis

d VAERS: 2009-2010 pandemik HIN1 asilamasi sirasinda
ongorilmeyen yan etki ya da gebelik komplikasyonu
tanimlanmamis

Pool V and Iskander J. Am J Obstet Gynecol 2006;
Moro et al. Am J Obstet Gynecol 2010; Moro et al. Am J Obstet Gynecol 2011
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1 Norwegian National Registries
d 2009-2010 arasinda 113.331 gebe
Q %54'l 2-3. trimesterde Pandemrix ile asili

d Fetal olim (n=492, 1000'de 4.3, pandemi donemi
disinda 1000'de 4.1)

O Asi

d Inf

d Asi
d Asi

ama ile gebelikte influenza tanisinda %70 azalma
uenza olgularinda fetal 6lim riski 1.9 kat artmis
ama ile fetal 6lim 7%12 azalma

ama ile preterm dogum, disik dogum agirhgr,

disuk APGAR arasinda iligki yok

Haberg et al. NEJM 2013
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20—

Control

15—

10—

Influenza vaccine

Cumulative Cases of Influenza

w 2004 2005

Figure 2. Cumulative Cases of Laboratory-Proven Influenza in Infants Whose
Mothers Received Influenza Vaccine, as Compared with Control Subjects.

Testing for influenza antigen was performed from December 2004 to
Movember 2005.
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TABLE 1

Antenatal influenza immunization and infant outcomes at 0-6 months

Author

Site

Design Vaccine

Control

Effect in infant®

Zaman etal,
2008*

ovizeta,

2010°

pingetd,

2011°

Foketal, 0117

Bangladesh, 2004-2005

Comnectut, 2000-2009.

Tennessee, O, e Yok,

2002-2009

Apache Naio, 20022005

Randomized controlled 172

trial of vaccine

[F4, diectfuorescent anbody; L, ifuenze-fhe flness, PUR,polmease chanreaction,
* Bypressed as efficacy (percent reduction of infant outcome).
Steinhoff. Antenatal influenza Immunization. Am | Obstet Gynecol 2012

prospective cohort

168

36% ILI 69% rapid test
influenza i

91.5% DFA or PCR infuenza
hospitalization

45-48% viral culture or PCR
in influenza hospitalization

41% seroogicaly Gfned
influenza episode

\

o
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RESEARCH

Neonatal outcomes after influenza immunization during
pregnancy: a randomized controlled trial

Mark C. Steinhoff MD, Saad B. Omer PhD, Eliza Roy DCH, Shams El| Arifeen DrPH, Rubhana Ragib PhD,
Caitlin Dodd MS, Robert F. Breiman MD, K. Zaman PhD

e TInfluenza mevsiminde:

Anne ve bebeklerde atesin eslik ettigi solunum
sistemi enfeksiyonu sikliginda belirgin azalma

SGA dogum sikhginda belirgin azalma (%25.9 vs.
7%44.8; p=0.03).

Ortalama dogum agirligi asi yapilan olgularda
daha g/f.iksek olarak saptanmis (3178 g v. 2978 g; p

= 0.02).
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G Model
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Vaccine xxoe (2014) xoo—ox

Contents lists available at ScienceDirect 5
Vaccina

Vaccine

]_] "1[‘1'# [|_];: journal homepage: www.elsevier.com/locate/vaccine

Maternal obstetric events and influenza vaccination coverage, 2010-2011 season, Pregnancy and Influenza Project (1= 1616).

Number of cases Vaccinated cases, n (%) Number of contrals Vaccinated controls, 1 (%)

Gestational hypertension 17 1499
Preeclampsia/eclampsia 96 1520
Gestational diabetes 192 1424
Chorioamnionitis 1495

‘Atlt Assmutes 55 WMEIET StI'EE'I: Cmrlbﬂdg'e MA[E'L?S. LFSA
4 Centers for Disease Control and Frevention, 1600 Cifton Rd. Atlanta. GA 30333, USA
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Vaccine 29 (2011) 7542-7550

Contents lists available at ScienceDirect

: V-:nc.cine

Vaccine

F.E[g]:j f‘]R journal homepage: www.elsevier.com/locate/vaccine
Vaccination during pregnancy to protect infants against influenza:
Why and why not?

Geraldine Blanchard-Rohner?2-*, Claire-Anne Siegrist 2P

GEBELIKTE INFLUENZA ASISI %2-20




fter a successful IndieGogo campaign, NuHeara is accepting pre-orders for
their innovative IQbuds. Offering advanced speech amplification and dynamic

Il\_' - !

noise control, these earbud-like devices help

users hear what they wantt
Year. Offering noise cancellation and benefits for the masses, these devices
also offer advantages to tho

e
w

e experiencing the early stages of hearing loss
without the cost or difficulties associated with prescription hearing aids.
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Centers for Disease Control and Prevention

Morbidity and Mortality Weekly Report
Weekly /Vol. 60 / No. 41 October 21, 2011

— Advisory Committee on Immunization Practices (ACIP), 2011

ACIP Provisional Recommendations for Pregnant Women on Use of Tetanus Toxoid, Reduced

Maternal vaccination. ACIP recommends that women’s
health-care personnel implement a Tdap vaccination program
for pregnant women who previously have not received Tdap.

Health-care personnel should administer Tdap during preg-
nancy, preferably during the third or late second trimester (after
20 weeks' gestation). If not administered during pregnancy,
Tdap should be administered immediately postpartum.
Cocooning. ACIP recommends thatadolescents and adults

»oobeeg., parents, siblings, grandparents, child-care providers,

'\H.J L‘..a—\.\li—ln. ™ P Hﬁﬂnﬂ““ﬁl'\l ---r-rln.n l-ﬂ-\'vr.-'—\- P f\“i— ..u-u--.--.\i—.a—\. l-ﬂ-\'v'r
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%%_ The American College of

¢ Obstetricians and Gynecologists
Z  WOMEN'S HEALTH CARE PHYSICIANS

~ COMMITTEE OPINION

Number 521 » March 2012 (Replaces No. 438, August 2009

Committee on Obstetric Practice

This document reflects emerging clinical and scientific advances as of the date issued and is subject to change. The information
should not be construed as dictating an exclusive course of treatment or procedure to be followed.

Update on Immunization and Pregnancy: Tetanus,
Diphtheria, and Pertussis Vaccination

of pregnant wornen with an inactivated virus, bacterial vaccine, or toxoid, and these should De administered if
indicated. The American College of Obstetricians and Gynecologists” Committee on Obstetric Practice sUpports

the revised recommendations on the administration of Tdap during pregnancy.

23.09.2017 ecd-espid2012
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“g infants have died as a result of whooping cough this year and there have been

302 cases of the disease in children under 3 months old.

irrespective

Guidance on
To maximize
timing for T¢
vaccinated v:_
immediatelyé—

Home > Chief Professional Dfficers > Chief Medical Oificer > Pregnant women to be offered_ .

Pregnant women to be offered whooping cough vaccination

28 September, 2012

Following a rise in the number of cases of whooping cough  in young babies, the Chief Medical

Officer, Professor Dame Sally Davies, has announced that pregnant women will be offered

vaccinations to protect their newborn babies.
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Tdap vaccination during pregnancy to
reduce pertussis infection in young infants

Jeremy N. Matlow msc  Anna Pupco mo Pina Bozzo Gideon Koren Mo rreec Facu

Abstract

Question What is the basis for the new recommendations to vaccinate pregnant women against pertussis after
the first trimester?

Answer There have been outbreaks of epidemic proportions of pertussis, mostly among young infants who have

not received sufficient passive immunity from their mothers. This strategy of vaccination during pregnancy aims at
stopping these life-threatening epidemics.
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Clinical Infectious Diseases Advance Access published September 13, 2016

Effectiveness of prenatal Tdap vaccination on pertussis severity in infants

Kathleen Winter'2, James D. Cherry3, Kathleen Harriman'

1California Department of Public Health, Immunization Branch, Richmond, California
2University of Kentucky, Department of Epidemiology, Lexington, Kentucky

3Geffen School of Medicine at UCLA, Los Angeles, California
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Pertussis Antibody Concentrations
In Infants Born Prematurely to

Mothers Vaccinated in Pregnancy

Alison Kent, MD,2 Shamez N. Ladhani, PhD 2° Nick J. Andrews, PhD.© Mary Matheson, PhD 2 Anna
England, PhD ¢ Elizabeth Miller, PhD,? Paul T. Heath, FRCPCH.2 on behalf of the PUNS study group

To cite: Kent A, Ladhani 3N, Andrews NJ, et al. Pertussis Antibody Goncentrations
in Infants Born Prematurely to Mothers Vaccinated in Pregnancy. Pediafrics.
2016;138(1).e20153854
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Reports of adverse events following Tdap vaccination during pregnancy during

2005-2010 and 2011-2015, VAERS.

Before routine After routine
recommendation for recommendation for
Tdap during pregnancy ~ Tdap during pregnancy

5. Conclusion

We identified no safety concerns in this comprehensive review
of VAERS reports after routine Tdap vaccination was recommended

in pregnant women. Findings from our review are consistent with
data from other monitoring systems and epidemiological studies
which have found a favorable safety profile for Tdap vaccine use
during pregnancy.

Preterm birth 2 (1.5%) 11 (2.8%)

Spontaneous abortion 22 (16.7%) 4(1.0%)

Major birth defects 1(0.8%) 4(1.0%)

Injection site b (4.5%) 47 (11.9%)
reactions/arm pain

No adverse event 25 (41.7%) 182 (46.4%)
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onclusons and Relevance: Despite an observed association Detween maternal Tdap vaccination an
maternal chorioamnionitis, we did not find increased risk for clinically significant Infant outcomes asso-
clated with maternal chorioamnionitis,

T. Craig Cheetham “, Allison L. Naleway ©, Simon J. Hambidge ', Grace M. Lee ®, Michael L. Jackson",
Natalie L. McCarthy', Elyse O. Kharbanda *®

* HealthPartners Institute, Minneapolis, United States

b Obs tetrics and Gynecology, Yale University, New Haven, United States

* Kaiser Permanente Northern California, Oakland, United States

A Kaiser Permanente Southern California, Pasadena, United States

® Center for Health Research, Kaiser Permanente Northwest, Portland, United States

"Institute for Health Research, Kaiser Permanente Colorado and Department of Ambulatory Care Services, Denver Health, Denver, United States
tHarvard Pilgrim Health Care Institute & Lee Harvard Medical School, Boston, United States

h Group Health Cooperative, Seattle, United States

| Centers for Disease Control and Prevention, Atlanta, United States
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WE KNOW TAJ MAHAL AS SYMBO OL
OF LOVE, BUT LESSER KNOWN

5

E FACTS ARE:

| 1- Mumtaz was Shahjahan’s 4th wife
t‘- out of his 7 wives (great). a4

2- Shahjahan killed mumtaz’s husband &
to marry her (excellent).

3- Mumtaz died during her 14th
delivery (Wow) .

4- After her death Shahjahan marned
Mumtaz's sister (Amazing). '

Where the hell was Q % f'

a 3
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American Journal of Epidemiology Vol. 183, No. 12
o © The Author 2016. Published by Oxford University Press on behalf of the Johns Hopkins Bloomberg School of DOI: 10.1093/aje/kwv347
Public Health. All rights reserved. For permissions, please e-mail: journals.permissions @oup.com. Advance Access publication:
May 13, 2016
Practice of Epidemiology

Cost-Effectiveness of Pertussis Vaccination During Pregnancy in the
United States

Katherine E. Atkins, Meagan C. Fitzpatrick*, Alison P. Galvani, and Jeffrey P. Townsend

* Correspondence to Dr. Meagan C. Fitzpatrick, Center for Infectious Disease Modeling and Analysis, Yale School of Public Health, 135 College Street,
Suite 200, New Haven, CT 06510 (e-mail: meagan fitzpatrick @ yale.edu).

Initially submitted June 5, 2015; accepted for publication December 9, 2015.
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Cost-effectiveness analysis of universal maternal immunization with @ ——
tetanus-diphtheria-acellular pertussis (Tdap) vaccine in Brazil

Ana Marli Christovam Sartori®*, Patricia Coelho de Sodrez®2, Eder Gatti Fernandes 2,
Ligia Castellon Figueiredo Gryninger=', Juliana Yukari Kodaira Viscondi®?,
Hillegonda Maria Dutilh Novaes 2

* Departamento de Moléstias Infecciosas e Parasitdrias, Faculdade de Medicina da Universidade de Sdo Paulo, Av. Dr. Enéas de Carvalho Aguiar, 255, ICHC,
4° andar, sala 4028 Cerqueira César, 05403-000 Sdo Paulo, 5P, Brazil

® Departamento de Medicina Preventiva, Faculdade de Medicina da Universidade de Sdo Paulo, Av. Dr. Arnaldo, 455 2° andar, sala 2228, CEP: 01246-903,
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RESEARCH ARTICLE

Clinical Presentation and Birth Outcomes
Associated with Respiratory Syncytial Virus

Infection in Pregnancy

Helen Y. Chu'*, Joanne Katz?, James Tielsch®, Subarna K. Khatry*, Laxman Shrestha®,
Steven C. LeClerq®, Amalia Magaret®’, Jane Kuypers®, Mark C. Steinhoff®, Janet
A.Englund®

PLOS ONE | DOI:10.1371/journal.pone.0152015 March 31,2016
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Optimal antigens for the
generation of protective
responses

with

Single or combined TLR
agonists, or TLR agonists
combined with other non-
TLR adjuvants
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0 2 ASI ADAVYI
O RSV F subunit vaccine (GEBELER ICIN)
d RSV SAM® ASIST (BEBEKLERDE UYGULAMA)
[ Bu 2 aginin birlikte uygulama stratejesi

N Passive neutralizing Ab titer with maternal immunization
N\ Passive neutralizing Ab titer without maternal immunization
/ Disease peak without maternal immunization

Disease peak with maternal immunization
Active neutralizing Ab titer after infant immunization

Combined maternal and infant immunization —
Pregnancy (3 Trimester) continuously protective Ab titers, no diiease peak
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Vaccine 34 (2016) 261-269

Lambs have been used as a model to study RSV pathogenesis,
immune responses, vaccination and therapeutic strategies as they
have similar lung development and mucosal immune responses
as human infants [6]. This model also provides a unique oppor-
tunity to determine if maternal vaccination confers protection to
very young infants. Recently, we developed a RSV subunit vaccine
candidate consisting of a truncated version of the fusion protein for-
mulated with a novel adjuvant (AF/TriAdj). This vaccine induced

. vdll DI'UNEn Littel-vdil dei AurK=:--

2 VIDO-InterVac, University of Saskatchewan, Saskatoon, SK 57N 5E3, Canada
b Microbiology & Immunology, University of Saskatchewan, Saskatoon, 5K 57N 5E3, Canada
< Veterinary Pathology, University of Saskatchewan, Saskatoon, SK 57N 5E3, Canada

d Veterinary Microbiology, University of Saskatchewan, Saskatoon, SK S7N 5E3, Canada

® Guangdong South China United Vaccine Institute, Guangdong, Guangzhou, China




RSV ASILAMASI ener Cag
dinleyici

Preclinical

RSV

Older Adults (604)

Infants (Maternal Immunization)

Pediatrics (6 mos—5 yrs)
Combination Respiratory

Combination Respiratory (RSV+Flu)

Quadrivalent Seasonal
Pandemic (H7NS + Matrix-M™)

Emerging Viruses

Ebola + Matrix-M™




GRUP B STREPTOKOK (GBS) @jﬁ?ﬁi@ﬁ%}

O Streptococcus agalactiae (Grup B)
 Kapsiil polisakaritine gére 9 serogrup

Q Ingilterede ilk 48 saat yenidoganlarda en sik
bakteriyemi nedeni

d %90 GBS olgusu ilk 24 saatte gorilmektedir.
 Erken baslangi¢li olgularda sepsis, ge¢ baslangigl

olgularda menenjit seklinde

d GBS menenjitinde 5 yillik takipte 7%50 nérolojik
sekel

d 2-28 gtin yenidoganlarda 5.sirada (en sik KNS)

[ 3 aydan kiiglik bebeklerde en sik menenjit etkeni
O Ulkemizde ve bazi iilkelerde nadir??
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Group B streptococcal disease in
UK and Irish infants younger than
90 days

Paul T Heath, Gail Balfour, Abbie M Weisner, Androulla Efstratiou,
Theresa L Lamagni, Helen Tighe, Liam A F O'Connell,

Mary Cafferkey, Neville Q Verlander, Angus Nicoll,

A Christine McCartney, on behalf of the PHLS GBS Working Group

Erken sepsis olgularinin %90°1 11k giin, %98
olguda bulgu ilk 12 saatte

median (late onset)

29

Age at onset (days)
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O Dusuk dogum agirligr olan bebek sayisinda artma
O IVF sayisinda artisa bagl ¢ogul gebeliklerde artma

O Dusik dogum agirlikli bebeklerin yasama sansinda
artma

[ Yenidogan servislerinde kalis stiresinde uzama

[ Genis spektrumlu antibiyotik kullaniminda artma
O Enfeksiyon sikliginda ve gesitliliginde degisme
[ Antibiyotik direncinde artma
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d GBS asilari
[ Kapsiil polisakaritinden elde edilecek asilar?

d Kapsil PS'ne vyonelik antikor ftitreleri dusik
olanlarda enfeksiyon saptanmasi asi ile korunma
konusunda fikir vermistir.

0 1978: Ilk GBS III PS asi (eriskin)

0 1988: Ilk GBS III PS asi (gebelerde %60 yanit)
1 1996: Tetanoz konjuge asi (erigkinlerde)

1 2001: Tetanoz konjuge asi (gebelerde)

[ 1998'den beri farkli konjuge asilar ile 1000'den
fazla kigide ¢calismalar devam etmektedir.
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d GBS protein agilari
[ Serogrup bagimsiz korunma
[ Daha ucuz
O Daha onceki enfeksiyondan etkilenmiyor

O Tek basina protein asilar ya da kapsil PS ile
konjuge asi ¢alismalar: devam ediyor.

1 Reverse vaccinology (Meningokok B asisina benzer
sekilde) ile elde edilen proteinler lizerinden asi
¢alismalari devam ediyor.

[ Tim dinyada kullanilabilecek bir asi
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d GBS protein agilari

O Erken neonatal sepsis olgularindan sorumlu olmasi
ve genelde ilk 24 saatte enfeksiyon olmasi nedeni

ile GEBELERDE ASILAMA
d 28-32. haftada asilama
d En az 40.000 gebenin oldugu bir Faz 3 ¢alismaya

ihtiyag var !l
O Asi etkililigi gostergeleri?
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Safety and immunogenicity of an investigational maternal @ "} ®)
trivalent group B streptococcus vaccine in healthy women

CrossMark

and their infants: a randomised phase 1b/2 trial

Shabir A Madhi, Clare L Cutland, Lisa Jose, Anthonet Koen, Niresha Govender, Frederick Wittke*, Morounfolu Olugbosi,
Ajoke Sobanjo-ter Meulen*, Sherryl Baker, Peter M Dull*, Vas Narasimhan*, Karen Slobod*
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Group B streptococcal maternal vaccination, the goal is near W

Infections are the foremost cause of neonatal
mortality worldwide, and group B streptococcus
(GBS) remains a leading cause of neonatal sepsis and
meningitis."” In The Lancet Infectious Diseases, Shabir
Madhi and colleagues® report the first phase 1b/2
randomised trial on a trivalent GBS vaccine in 60 non-
pregnant and 320 pregnant (in the third trimester)
healthy black-African women.

In many high-income countries, prevention guide-
lines based on universal GBS culture screening in late
pregnancy and intrapartum administration of anti-
biotics have led to a striking decline in early-onset
disease (ie, the disease presenting at 0-6 days of
life)—eg, from 1-8 cases per 1000 livebirths in 1990
to 0-25 in 2013 in the USA.* However, the widespread
use of intrapartum antibiotics could lead to increasing
pathogen resistance. Furthermore, residual cases of
early-onset disease continue to occur, because of the
failure to screen all women who deliver at term, or the
failure to provide antibiotics to all women with GBS
colonisation, and the false negative results of prenatal

screening currently account for about 60% of cases of
early-onset disease in the USA.* A strategy based on
screening and intrapartum antibiotics administration
might be unfeasible in resource-poor countries,
where 75% of infection-related deaths occur.® Finally,
intrapartum antibiotics have had no apparent effect
on late-onset disease (ie, the disease presenting at
age 7-89 days),” which might be complicated by
meningitis in over half of cases.® In some countries,
GBS has become a leading cause of meningitis in
childhood”

A vaccine could overcome many of the outstanding
issues related to intrapartum antibiotic prophylaxis
and could be an effective strategy for resource-
poor countries. The low immunogenicity of un-
modified type-specific
early unconjugated vaccines has been enhanced by

polysaccharides used in
conjugation of polysaccharides to highly immuno-
genic carrier proteins, such as tetanus toxoid, and
more recently CRM,,. The proven safety of Tdap
vaccine (against tetanus, diphtheria, and pertussis)
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Published Online

April 29, 2016

http://dx doi.org/10.1016/
51473-3099(16)30048-2

See Articles page 923
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Safety of meningococcal polysaccharide-protein
conjugate vaccine in pregnancy: a review of the
Vaccine Adverse Event Reporting System

Yenlik Zheteveva, MD); Pedro L. Moro, MD; Xin Yue, MS; Karen Broder, MD

OBJECTIVE: We characterized reports to the Vaccine Adverse Event
(AE) Reporting System (VAERS) of pregnanmt women who received
meningococcal polysaccharide-protein conjugate vaccine Menactra
(MenACWY-D; Sanofi Pasteur Inc., Swiftwater, PA).

STUDY DESIGN: We searched VAERS for reports of pregnant women
who received MenACWY-D from Jan. 1, 2005 through Dec. 31, 2011.
We conducted clinical review of reports and available medical records.

RESULTS: Of 103 identified reports, 38 (36.7%) did not describe any
AE. No maternal or infant deaths were reported. The most frequent
pregnancy-specific AE was spontaneous abortion in 17 (16.5%) re-

ports. Urinary tract infections and fever with vomiting were the most fre-
guent nonpregnancy-specific AEs found in 4 (3.9%) and 2 (2.9%) re-
parts, respectively. We identified 1 report with a major congenital
anomaly (aqueductal stenosis and severe ventriculomegaly).

CONCLUSION: Our comprehensive review of reports to VAERS in preg-
nant women after MenACWY-D did not identify any concaming patterns
in matemal, infant, or fetal outcomes.

Key words: adverss events, epidemiology, meningococcal
paolysaccharide-protein conjugate vaccine, pregnancy, surveillance,
vaccine safety

Cite this article as: Zheteyeva ¥, Moro PL, Yue X, et al. Safety of meningococcal polysaccharide-protein conjugate vaccine in pregnancy: a review of the Vaccine

Adverse Event Reporting System. Am J Obstet Gynecol 2013;208:478.e1-6.
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Reports to the Vaccine Adverse Event Reporting System after
hepatitis A and hepatitis AB vaccines in pregnant women

Pedro L. Moro, MD; Oidda I. Museru, RN; Manette Niu, MD; Paige Lewis, MSPH; Karen Broder, MD

OBJECTIVE: To characterize adverse events (AEs) after hepafiis A
vaccines (Hep A) and hepatitis A and hepatitis B combination vaccine
(Hep AB) in pregnant women reported to the Vaccine Adverse Event
Reporting System (VAERS), a spontaneous reporting surveillance system.

STUDY DESIGN: We searched VAERS for AEs reports in pregnant
women who received Hep A or Hep AB from Jan. 1, 1996-April 5,
201 3. Clinicians reviewed all reports and available medical records.

RESULTS: VAERS received 139 reports of AEs in pregnant women;
T [5.0%) were serious; no maternal or infant deaths were identified.
Sinty-five (46.8%) did not describe any AEs. For those women whose
gestational age was available, most were vaccinated during the first
trimester, 50/60 (83.3%) for Hep A and 18/21 (85.7%) for Hep AB.

The most common pregnancy-specific outcomes following Hep A
or Hep AB vaccinations were spontaneous abortion in 15 (10.8%)
reports, elective termination in 10 (7.2%), and preterm delivery in
7 (5.0%) reports. The most common nonpregnancy specific outcome
was urinary tract infection and nausea/vomiting with 3 (2.2%) reports
each. One case of amelia of the lower extremities was reported in an
infant following maternal Hep A immunization.

CONCLUSION: This review of VAERS reports did not identify any
concemning pattern of AEs in pregnant women ar their infants following
maternal Hep A or Hep AB immunizations during pregnancy.

Key words: hepatitis A hepatitis B combined vaccine, hepatitis A
vaccine, pregnancy, surveilance, vaccine safety

Cite this article as: Moro FL, Museru 01, Niu M, et al. Reports to the Vaccine Adverse Event Reporting System after hepatitis A and hepatitis AB vaccines in pregnant

women. Am J Obstet Gynecol 2010421 00x-ex-x-ex.
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More information soon.
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