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Siirt'te Meningokok Menenjik hastaligi teshisi konulan Zeynep bebek,
hayatini kaybetti. Hastaligin bulasici olmasi sebebiyle hastanenin cocuk
bolimi bosaltildi, Zeynep'in ailesi de karantina altina alind..

Baykan ilcesinden Siirt’e, yliksek ates sebebiyle sevk edilen 10 aylk
Zeynep Sarsilmaz’a, yapilan ilk miidahalede, 6n tanida Meningokok
Menenjit hastaligi teshisi konuldu. Bunun tzerine Siirt Devlet
Hastanesi Acil Servisi’nde, tedbir amacli oyarak karantina uygulamasina
gecildi. Cocuk bolim bosaltildi, hastane calisanlari maske ve eldiven
takti. Hastanede yapilan tim miidahalelere ragmen Zeynep Sarsiimaz,
kurtarilamayarak hayatini kaybetti. Zeynep'’in annesi Hiilya ve babasi
Stleyman ile kardesleri de karantina altina alind..

(CIHAN)
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Hirriyet > Yerel Haberler > Yalova > "Bagka gocuklar olmesin Meningokok asi takvimine alinsin®

"Baska cocuklar olmesin Meningokok asi

f-—nln;=m=nn mlssnecssa™

. Yalova'da yasayan Tung ailesinin gocuklarindan Mirag Zeki, gegtigimiz 22 Nisan gunu 24
rahatsizlaninca Yalova Devlet Hastanesi'ne goturlildu. Burada muayene edilen ilkokul
ogrencisi Mirag Zeki taburcu edilip evine gonderildi. Aksam saatlerinde gocugun daha
da kotiilesmesi nedeniyle ailesi, Yusuf Ziya llkokulu 2. Sinif 8grencisi olan Mirag Zeki'yi
Bursa Dortgelik Cocuk Hastanesi’'ne gotiirdii. Burada ‘meningokok’ tanisi konulan gocuk
tedavi altina alindi. Mirag Zeki Tung gocuk bayraminin kutlandigi 23 Nisan gunu

yasamini yitirdi.
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Hipokrat: Ates ve bas agrisi ile
seyreden ve genellikle fatal bir
klinik tablo

1684-Willis: Ingiliz arastirmaci,
doklntu ile seyreden bir salgin

1806, Viesseux: Isvicre’ de Cenevre
yakinlarinda meningokok salgini,
olgularin buyik bolimu menenjit

Heinrich Irenaus Quincke, ilk LP

1806, ABD’ de meningokok salgin




Clinical Features Suggestive of Meningitis in Children: A Systematic Review of
Prospective Data
Sarah Curtis, Kent Stobart, Ben Vandermeer, David L. Simel and Terry Klassen
Pediatries 2010:126:952-960; originally published online Oct 25, 2010;
DOIL: 10,1542/peds.2010-0277

* 14145 referans

* Fontanel kabarikligi LR 8.00 [95%Cl 2.4 —26]
* Ense sertligi (7.70 [3.2— 19])

* FK yasi disinda konvilziyon (4.40 [3.0 — 6.4]
* Beslenmenin azalmasi 2.00 [1.2-3.4]
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Clinical Features Suggestive of Meningitis in Children: A Systematic Review of
Prospective Data
Sarah Curtis, Kent Stobart, Ben Vandermeer, David L. Simel and Terry Klassen
Pediatries 2010:126:952-960; originally published online Oct 25, 2010;
DOIL: 10,1542/peds.2010-0277

e Sarilik 5.90 [95% Cl: 1.8 —19])

e Toksik goriinim 5.80 [3.0 —-11]

* Meningeal bulgular 4.50 [2.4 - 8.3]

* Ense sertligi (4.00 [2.6 —6.3])

* Kernig (3.50[2.1-5.7]), tonus artisi (3.20[2.2—-4.5]
 40°Cates (2.90 [1.6-5.5]),

e Brudzinski sign (2.50 [1.8 —3.6])

* Meningeal irritasyon bulgularinin olmamasi (LR: 0.41 [95% CI: 0.30 —
0.57])

e Anormal (tiz) aglama olmamasi (0.30 [0.16 — 0.57])
* Atesin olmamasi etkili degil (LR: 0.70 [95% Cl: 0.53— 0.92]).
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Likely pathogens

<1 month Group B streptococei, BEchenchia colj, Listeria
monocytegenes (neonatal pathogens)
1-3 manths
Mo immunisation or one dose of primary Meonatal pathogens, 5 pneumoniae, N meningitidis, Hib
immunisation
3-6 manths
Mo immunisation Spneumonioe, N meningitidis, Hib

At least two doses of primary immunisation (with  Spreumoniae, N meningitidis
Hib-Omp vaccine)

7 manths to 5 years

Mo immunisation Spneumonioe, N meningitidis, Hib

Primary immunisation completed 5 preumnoniae (non-PCV serotypes ), Nmeningitidis
G-21years 5 pneumnoniog, N meningitidis

Risk factors for specific pathogens are as follows: cerebrospinal fluid leak, cochlear implant, nephrotic syndrome
(Streptococeus pneumonioe} terminal complement deficiencies, freshmen living in domitories, outbreaks (MNeisseri
meningitidis |; asplenia, sickle-cell disease, HIV infection, otitis, sinusitis (5 pnermoniae, Haemophilus inflrenzaetype b [Hib]);
immunodehciency, diabetes mellitus {S pneumoniae, Listena monacytogenes |, PCYspreusmaococal conjugate vaccine.

Table 4: Likely pathogens for meningitis based on age and immunisation status




BAKTERIYEL MENENJITTE SONA MI
YAKLASIYORUZ?

PHILOSOPHICAL 5 ] [E—
TRANSACTIONS THE ROYAL < | BIOLOGICAL

Ql S O C I ET Y SCIENCES

The impact of protein-conjugate polysaccharide vaccines: an
endgame for meningitis?

Martin C. J. Maiden

Phil: Trans. R. Soc. B 2013 368, 20120147, published 24 June 2013




6'6" five criminals . one line up . no coincidence

H. influenzae | N.meningitidis § S.pneumonia ‘£

9 " Tuberkiloz
Yenidogan: GBS,
E.coli, L.
monocytogenes
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ExPerr | Neisseria meningitidlis

| REVIEWS ., .
infection: who, when and
where?

Expert Rev. Anti Infect. Ther, Early oniine, 1-15 (2015)
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Neisseria meningitidis

Gram negatif diplokok bakteri

Polisakarit kapsuline gore en az 12 serotip

En sik invaziv hastalik olusturan serotipler A, B, C, Y, W, X

Serogruplarin dagilimi cografi bolgelere ve yas gruplarina gore degisiklik

gostermektedir
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NONSPECIFIC symptoms

First symptoms: Fever, irritability

1 howr: Poor feeding, nawssa/vomiting
2 howrs: Coryza

4 howurs: Drowsy

& howrs: Diarrhea, abmormal
shiin colaor, |:|||"ﬁ{|.|.||;:|l hreathi ng

15 howrs:

Loss of consciousness, bulging 9 hours: Cold hands and feet
fontanelle, neck stiffness
Chassic meniagilis spmplams
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Timeline: Progression of Meningococcal Disease,
Patients Ages 15-16 Years

Headache General aches Decreased Drowsy Light sensitivity Confusion

Sore throat Fever appetite Breathing Abnormal skin color Delirium

Thirst Nausea and difficulty Rash Loss of
vomiting Diarrhea consciousness

Leg pain Stiff neck Seizures

Irritable/ Cold hands
miserable and feet

Early symptoms are Meningococcal-specific
non-specific symptoms appear at about
12-15 hours after
symptom onset

Source: Adapted from Thempson MJ, Ninis N, Perera R, et al. Lancef. 2006;367(9508):397-403.
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Presentation with gastrointestinal symptoms and high
case fatality associated with group W meningococcal
disease (MenW) in teenagers, England, July 2015 to
January 2016

H Campbell*, SR Parikh *, R Borrow * , E Kaczmarski 2, ME Ramsay *, SN Ladhani *3

1. Immunisation Department, Public Health England, London United Kingdom

2. Meningococcal Reference Unit, Public Health England, Manchester United Kingdom
3. St. George’s University of London, United Kingdom

Correspondence: Sydel R. Parikh (sydel.parikh@phe.gov.uk)

Citation style for this article:
Campbell H, Parikh SR, Borrow R, Kaczmarski E, Ramsay ME, Ladhani SN. Presentation with gastrointestinal symptoms and high case fatality associated with group
W meningococcal disease (MenW) in teenagers, England, July 2015 to January 2016. Euro Surveill. 2016;21(12):pii=30175. DOI: http://dx.doi.org/10.2807/1560-7917.

ES.2016.21.12.30175%

Article submitted on 04 March 2016 /[ accepted on 24 March 2016 / published on 24 March 2016
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Abdominal presentation of invasive meningococcal infections: an underestimated diagnosis

Marion Gros (Bicétre Haspital, Kremlin Bicétre, France), Eva Hong (Institut Pasteur, Paris, France), Aude
Terrade (institut Pasteur, Paris, France), Ala-Eddine Deghmane (institut Pasteur, Paris, France), Mu-

hamed-Kheir Taha (institut Pasteur, Paris, France), Tamazoust Guiddir (Bicétre Hospital and Institut Pas-
teur, Paris, France)

* 103 invaziv Meningokok Enfeksiyonu olgusunda GIS bulgusu
° %64 olguda yalnizca KARIN AGRISI
* 8 olguda apandisit, 8 olguda peritonit
° %23 olguda gastroenterit (%11 sadece ishal)
° %19 olguda abdominal cerrahi

® Ccll serogrup W ve C olgularinda

14" Congress of the EMGM, European Meningococcal il
and Haemophilus Disease Society ENGH EMGM 2017

Baptember 18-2L, 2017 | Mrague, Gzech Repubiis R PRAGU E
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a slight increase occurred, peaked at 11 vears, and de-
clining again through 16 vears of age. Ninety-six (60%:)
children were male. Eighty-six patients were white, 30
were Hispanic, 25 were black, and 10 were other; in 8
cases, the race/ethnicity was unknown.

An underlying condition was present in only 9
(5.6%) patients (complement deficiency detected as a
result of the meningococcal infection [2], sickle cell dis-
case [2]. congenital hydrocephalus [1], ventricular sep-
tal defect [1], lung transplant for cystic fibrosis [1]. au-
toimmune hepatitis [1], and prematurity [1]). One
patient (19 years of age) received the meningococcal
polysaccharide wvaccine 1.5 years before onset of this
infection (serogroup B). Three secondary cases of me-
ningococcal disease were identified in the daughter of a
baby-sitter, a household contact, and a patient in close
proximity in the ICU.
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Case-Control Study of Risk Factors
for Meningococcal Disease in Chile

Andrea Olea, Isabel Matute, Claudia Gonzalez, Iris Delgado, Lucy Poffald, Elena Pedroni,
Tania Alfaro, Macarena Hirmas, Manuel Najera, Ana Gormaz, Dario Lopez, Sergio Loayza,
Catterina Ferreccio, Doris Gallegos, Rodrigo Fuentes, Pablo Vial, Ximena Aguilera

Emerging Infectious Diseases » www.cdc.gov/eid * Vol. 23, No. 7, July 2017
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Table 2. Multivariate model of risk factors for development of meningococcal disease in persons f age for all Neisseria
meningitidis serogroups, Chile, January 2012-March 2013"

Risk factor p SE p value OR (95% CI)
Hospitalization for whooping cough 2.94 1.30 0.024 18.86 (1.47-241.87)
Age <1y 2.04 0.38 <0.001 7.68 (3.68-16.05)
Shared space with other children 1.78 0.63 0.005 5.91(1.73-20.14)
Hospitalization for asthma or acute lower RT| 1.44 0.41 <0.001 424 (1.91-9.44)
History of meningococcal disease in family 1.39 0.46 0.002 4,02 (1.63-9.92)
Shared bed with >2 persons 1.22 0.38 0.001 3.37 (1.62-7.03)
Income <US §517 0.95 0.35 0.007 2.59(1.30-5.17)
Greeted >2 persons with kiss on mouth 0.85 0.37 0.023 2.35(1.13-4.39)
Constant -6.87 1.56 <0.001 0.00

*OR, odds ratio; RTI, respiratory fract infection; R? = 39%.

Emerging Infectious Diseases » www.cdc.gov/eid * Vol. 23, No. 7, July 2017
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Table 4. Multivariate model of risk factors for development of meningococcal disease in person: f age for all Neissera
meningitidis serogroups, Chile, January 2012-March 2013*

Risk factor B SE p value OR (95% Cl)
Overcrowding 1.61 0.50 0.001 5.01(1.87-13.45)
Lived in crowded places 1.51 0.66 0.022 4.54 (1.24-16.67)
Used corticoids 146 0.57 0.011 4.29(1.39-13.21)
Person 14 y of age consuming >4 alcoholic drinks 1.30 0.41 0.001 3.68 (1.66-8.19)
Nonrespiratory chronic disease 1.20 0.36 0.001 3.32 (1.64-6.73)
Hospitalization for asthma or acute lower Rl 1.08 0.49 0.028 2.94 (112-1.11)
Constant 6.73 1.69 <0.001 0.00

*OR, odds ratio; RTI. respiratory tract infection: R = 19%.

Emerging Infectious Diseases » www.cdc.gov/eid * Vol. 23, No. 7, July 2017
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Table 1. Statistically significant risk factors for invasive meningococcal disease (univariate analysis).

Variables Cases (%) Controls (%) p-value*
mmiaran L4 (4() 9% )/ 54 RO/, (]} (144
Monitoring child's health by the same pediatrician 29/42 (69%) 72/84 (85.7%) 0.027
ather smoker 10/4 4° olog (43.9% ().004
Number of cigarrets per day (fathers)
(>20) 26/42 (61.9%) 30/82 (36.6%) 0.004**
(1-19) 4/42 (9.5%) 6/82 (7.3%)
Density: number of people/ house dimensions (100 m?) median value (IQR) 5.3(4.0-6.7) 42(3.2-58) 0.019%**
Density: > 4.4 (number of people per 100 m® house) 25/37 (67.6%) 33/73 (45.2%) 0.026
Contact with cases of IMD 4/41(9.8%) 0/84 (0%) 0.010
History of viral respiratory infection 22/43 (51.2%) 27/84 (32.1%) 0.037
Sore throat 8/43(18.6%) 4/84 (4.8%) 0.021
Church attendance 12/43 (27.9%) 40/82 (48.8%) 0.024
Relocation or vacation during the previous month 10/43 (23.3%) 6/83 (7.2%) 0.010

*Chi-square test or Fisher's exact test
** Chi-square test for trend
***Mann-Whitney test.

-PLDS ONE | DOI:10.1371/journal.pone.0158524 June 28,2016 .
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Kompleman faktor 5 (C5) p.A252T mutasyonu oY
Format: Abstract ~ Send to

Clin Exp Immunol. 2017 Apr 1. doi: 10.1111/cei.12967. [Epub ahead of print)

Complement factor 5 (C5) p.A252T mutation is prevalent in, but not restricted to, Sub-Saharan
Africa: Implications for the susceptibility to meningococcal disease.

Franco-Jarava C', Comas D2, Orren A34®, Hemandez-Gonzalez M', Colobran R'.

@ Author information

Abstract

Complement C5 deficiency (C5D) is a rare primary immunodeficiency associated with recurrent infections, particularly meningitis by
Neisseria species. To date, studies to elucidate the molecular basis of hereditary C5D have included less than 40 families, and most C5
mutations (13/17) have been found in single families. However, the recently described C5 p.A252T mutation is reported to be associated
with approximately 7% of meningococcal disease cases in South Africa. This finding raises the question of whether the mutation may be
prevalent in other parts of Africa or other continental regions. The aim of this study was to investigate the prevalence of C5 p.A252T in
Africa and other regions and discuss the implications for prophylaxis against meningococcal disease. In total, 2710 samples from
healthy donors within various populations worldwide were analysed by qPCR assay to detect the C5 p.A252T mutation. Eleven samples
were found to be heterozygous for p.A252T, and 9 of these samples were from Sub-Saharan African populations (allele frequency
0.94%). Interestingly, two other heterozygous samples were from individuals in populations outside Africa (Israel and Pakistan). These
findings, together with data from genomic variation databases, indicate a 0.5% to 2% prevalence of the C5 p.A252T mutation in
heterozygosity in Sub-Saharan Africa. Therefore, this mutation may have a relevant role in meningococcal disease susceptibility in this
geographical area. This article is protected by copyright. All rights reserved.
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Pediatr Nephrol (2016) 31:15-39
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REVIEW

An international consensus approach to the management

of atypical hemolytic uremic syndrome in children

Chantal Loirat » Fadi Fakhouri - Gema Ariceta » Nesrin Besbas » Martin Bitzan -
Anna Bjerre » Rosanna Coppo + Francesco Emma + Sally Johnson + Diana Karpman »
Daniel Landau + Craig B Langman + Anne-Laure Lapeyraque « Christoph Licht «
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Morbidity and Mortality Weekly Report

High Risk for Invasive Meningococcal Disease Among Patients Receiving
Eculizumab (Soliris) Despite Receipt of Meningococcal Vaccine

Lucy A. McNamara, PhD'; Nadav Topaz, MSc!; Xin Wang, PhD!; Susan Hariri, PhD!; LeAnne Fox, MD!; Jessica R. MacNeil, MPH!

TABLE 1. Meningococcal vaccination status and disease-causing serogroup
in eculizumab recipients with meningococcal disease (N = 16) — 10 LLS.

jurisdictions, 2008-2016

Characteristic No. (%)

MenACWY vaccination®

Yes 14 (88)
No/unknown 2(12)
MenB vaccination {patients with diagnosis after June 12, 2015)7
Yess 3({75)
No/unknown 1 (25)

Disease-causing serogroup

0(—)
0(—)
4.(25)
Nongroupable® 11 {69}
Mot determined 1(6)
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As of 19 August 2015, two EU countries, the UK and Sweden, have reported eight cases (five confirmed and
three suspected cases) of IMD in scouts and their contacts associated with this event. The meningococcal
serogroup W (MenW) strain has been identified as the causative agent in two of the cases in the UK. Preliminary
typing suggests that the strain is indistinguishable from the strain that has been increasingly seen in England
since 2009. The index case has not been identified. It is not uncommon for young people to be asymptomatic
carriers of meningococci, and because the majority of IMD cases result from recent transmission following close
contact with an asymptomatic carrier, it is likely that one or several scouts attending the Jamboree were indeed
carriers. It has not yet been established if the Swedish and Scottish cases interacted and possibly shared a close
contact. However, the number and frequency of close contacts between participants at a Jamboree is expected
to be high. It is known that units from Finland, France, Sweden, Switzerland, and the USA stayed in tents close
to the UK units at campsites. In addition, a disco was arranged every third day, where all groups at the
Jamboree mixed.

Outbreak of inva

| .
Pl

EU associated
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Lessons from the Field

Meningococcal disease outbreak related to
the World Scout Jamboree in Japan, 2015

Mizue Kanai,*® Hajime Kamiya, Alison Smith-Palmer,9 Hideyuki Takahashi,® Yushi Hachisu,® Munehisa Fukusumi,®/
Takehito Saitoh,© Makoto Ohnishi,® Tomimasa Sunagawa,© Tamano Matsuic and Kazunori Oishic

Correspondence to Hajime Kamiya [email: hakamiya@niid.ge.ip)

WPSAR Vol 8, No 2, 2017 | doi: 10.5365/wpsar.2016.7.3.007
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2013-2014 Princeton University with nine cases, an addi-

tional Drexel University student died

« 2013 University of Califomia—Santa Barbara with four
cases

2015 Providence College with two cases

2015 University of Oregon with seven cases, one death

= 2016 Santa Clara University with three cases

« 2016 Rutgers University with three cases

» 2016 Umversity of Wisconsin—Madison with three cases

20162017 Oregon State University with three cases

Curr Infect Dis Rep (2017) 19: 30 @ CrossMark
DOIL 10.1007/s11908-017-0587-4

NEUROLOGICAL INFECTIONS (J LYONS, SECTION EDITOR)

Serogroup B Meningococcus Outbreaks, Prevalence, and the Case
for Standard Vaccination

James Grogan® - Karen Roos'
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The epidemiology of meningococcal disease in Latin America 1945-2010:
an unpredictable and changing landscape

M. A. P. SAFADI, S. GONZALEZ-AYALA, A_ JAKEL, H. WIEFFER, C. MORENO and A. VYSE

Epidemiclogy and Infection / FirstView Article / January 2006, pp 1- 12
DOl 10.1017/509502688 12001689, Published online: 09 August 2012
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HOLLANDA
2015 yilina kadar yilda 4-5 olgu iken 2016 ve 2017 yillarinda
50 olgu bildirilmis.

Septisemi ve pndmoni en sik basvuru sekli

1 yas alti olgu az, daha cok genc eriskin ve yaslilarda

%93 olgu yeni Serogrup W- cc11 (UK-2013 strain)

14" Congress of the EMGM, European Meningococcal
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FRANSA
2015-2016 yilinda hasta sikliginda artis

2 Universite 6grencisinin 6limu sonrasi asi kampanyasi

2016 yilinda 45 yeni serogrup W olgusu

Daha ¢ok genc eriskin ve yaslilarda

% 83.3 septisemi

CFR %24 (serogrup B icin %8, C %12, y %16)
Serogrup W- cc11 (UK-2013 strain)

14" Congress of the EMGM, European Meningococcal
and Haemophilus Disease Society

septamber 18-2L, UL+ | Prague. Czech Repubiiz
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ISPANYA

2015 yilinda 15 yas ustl sporadik vakalar ile baslamis, 2016-
2017’de tim yas gruplarinda gérulmeye baslandi.

IMD sikhgi halen distk, en sik serogrup B ancak W sikhgi 2

kat artmis

Yeni olgularin tamami CC11 (UK-2013 strain)

14" Congress of the EMGM, European Meningococcal
and Haemophilus Disease Society

septamber 18-2L, UL+ | Prague. Czech Repubiiz
wawemgmElLee




SEROGRUP w AVUSTRALYA

Increasing cases of
Meningococcal disease,
Victoria

‘W’ strain

V

1 4 ‘o
¢ ¢ e 17

2013 2014 2015

~N )
[ ﬂ ener cagi
d.f

*As at 31 July 2017




MENINGOKOK (¢ o i
TASIYICILIK PR dinleyci

REVIEW

Neisseria meningitidis; clones, carriage, and disease

R. C. Read

Cinical and Experimental Sciences and NIHR Respiratory Biomedical Research Unit, Faculty of Medicine, University of Southampton, Southampton General
Hospital, Southampton, UK
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Christensen H et al. Lancet Infect Dis. 2010;10:853.
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Recent changes in meningococcal epidemiology in Australia and implementation of a population
study to investigate the impact of 4CMenB vaccination on meningococcal carriage in South Australian
adolescents

05.01

Risk Factors for Carriage of Neisseria meningitidis in British Teenagers associated with changing dis-
ease incidence

Jenny M Maclennan (Department of Zoology, University of Oxford, Oxford, UK), Martin CJ Maiden (De-
partment of Zoology, University of Oxford, Oxford, UK), UK Meningococcal Carriage Consortium (Various
Institutions, Cardiff, Glasgow, London, Oxford, Plymouth, Stockpori, Bristol, Manchester, Wigan, Preston,
and Maidstone, UK)
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® Ingiltere

® 2014 yilinda 15-19 yas tasiyicihk % 7 (N: 19.119)
® 1999 yilinda 7%16.7
® 2000 yihinda %17.7
® 2001 yillarinda %18.7

® Risk faktorleri

® Yas, antibiyotik kullanimi, aktif sigara igiciligi, elektronik sigara,

nargile, bar-kafe-gece klubiine gitme, erkek ya da kiz arkadas

varligi
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Fear Of Missing Out, or FOMO, as it's known among millennials, is
the phenomenon of always feeling like you are missing out on an

one. This

pheno to social
media t poler things
than yo ched on!
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Neisseria meningitidis nasopharyngeal carriage during the Hajj: A cohort
study evaluating the need for ciprofloxacin prophylaxis

Ziad A. Memish *><*, Jaffar A. Al-Tawfiq “¢, Malak Almasri?, Esam 1. Azhar ¥, Muhammad Yasir ',
Muneera S. Al-Saeed ', Huda Ben Helaby !, Ray Borrow ", Abdulhafeez Turkistani®, Abdallah Assiri®
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Table 2
Characteristics and Carriage Rates of N, meningitidis and H, influenzae of Paired Pilgrims.
Number of Previous Previous (Carriage Carriage Genogroup B Genogroup B
Masopharyngeal influenza pneumococcal Neisseria Neisseria Neisseria Neisseria
swabs vaccination n (%)  vaccination, n (%) meningitidis at ~ meningitidis at  meningitidis at meningitidis at
arrival, n (%) departure, n (%)  arrival, n (%) departure, n (%)
High Risk Countries
Ethiopia 64 0(0) 0(0) 4(6.2) 0(0) 3 (46) 0(0)
Tanzania 72 0(0) 0(0) 1(13) 2(27) 1(13) 2(27)
Subtotal 136 (21.6) 0(0) 0(0) 5(3.6) 2(14) 4(29) 2(1.4)
Medium Risk Countries
India 73 1(1.3) 0(0) 0(0) 0(0) 0(0) 0(0)
Pakistan 89 84 (94.3) 0(0) 1(1.1) 0(0) 1(11) 01(0)
Bangladesh 27 18 (66.6) 0(0) 1(3.7) 1(3.7) 1(3.7) 1(3.7)
Egypt 86 3(34) 0{0) 1(1.1) 1(1.1) 1(1.1) 1(L1)
Somalia 50 0(0) 0(0) 6(120) 1(0) 5(10.0) 1(2.0)
Subtotal 325(51.7) 106 (326) 1(0) 8(2.7) 3(0.9) 8(24) 3(1.0)
Low Risk Countries
Indonesia 59 34(57.6) 0(0) 1(1.6) 0(0) 1(16) 0(0)
Malaysia 68 12(17.6) 12 (17.6) 0(0) 1(1.4) 0(0) 1(1.4)
UsA 40 2(34) 2(5.0) 1(2.5) 1(2.5) 1(25) 2(5.0)
Subtotal 167 (26.6) 48(28.7) 14 (8.34) 2(12) 2(1.2) 2(12) 3179
Grand Total 628 (100) 154 (24.5) 14 (2.2) 16 (25) 8(12) 14(22) 8(1.2)
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Journal of Infection (2017) 75, 111

Bl AN

British Infaction Association

www. elsevierhealth.com/ journals/ jinf

Meningococcal disease in the Middle East and @cmmrk

Africa: Findings and updates from the Global
Meningococcal Initiative

Ray Borrow ®*, Dominique A. Caugant”, Mehmet Ceyhan €,
Hannah Christensen “, Ener Cagri Dinleyici €, Jamie Findlow ?,
Linda Glennie ', Anne Von Gottberg ¢, Amel Kechrid ",

Julio Vazquez Moreno’, Aziza Razki’, Vincent Smith ',
Muhamed-Kheir Taha “, Hassiba Tali-Maamar ', Khalid Zerouali ™,
on behalf of the Global Meningococcal Initiative (GMI)
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The dynamic and changing epidemioclogy
of meningococcal disease at the country-
based level: the experience in Turkey

Evpart Few, YWoooknas 11(5], 20-C0 (2012)

EnerCagri

Dinley ici

Egridir Demanga s Mdectcad
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Mehmet Ceyhan
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“Changes in the epidemiclogy of invasive meningococcal disease
ower time in Turkey has shown that continued surveillance of
meningococcal disease is essential.”

[ rvasive ITIEF.IF.SECIE-:C:.' clizmags ([ M) 1=
an important condidon, &ffecting o
than 500 people wordwids) resule-
ing in approximately 50, G0 drarh s o nad
10=20% severe hogtem complications
12, The r:pcn::-'_' incideses of [ MDD var-
izs by reglan, ranging from less than (0.5
cases per LY 10 March Americs and
l=ex thanm ome cace par D00, in Eu.n:pe
o O L T p-r 100, 3} pople
:l.l.l.rlrS:FllitlEml.._ yezrsin Afncs ‘:_. T her=

baxis-of the Turkicsh Statisrical Institur=
(TorkStar) dam, 1982=398% cases per
woar wens reparted as TMD. Accarding ta
the TurkSrat dam since 2005, [MD o=
responsible for 10% of all caus=s of mar-
rality for children younger than § y=ars
of age ot On the basis of the Minisioy
of Health (MaH ¥ rmeards, the cas= mum-
bers ars lower than those of the TurkSme
TS Berrmen 1989 ond 1998 the incis
dience of [HMD -.:.rl-c" |'-=|:-F. o= | .i.r.d. 35

Dinleyici EC, Ceyhan M Expert Rev Vaccines 2012, May
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® Ceyhan ve ark. 2005-2012 yillari arasinda Tiirkiye'deki

¢ocuk niifusunun >%30'dan fazlasini degerlendirme;

® Ozellikle siitcocuklarinda sik.

® Adodlesan piki 2005 yilindan sonraki ¢alismalarda

gozlenmed..

® Menenjit igin insidans 100.000'de 1.99

® Toplam invaziv meningokok enfeksiyonu 4/100.000
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Human Vaccines & Immunotherapeutics 10:09, 1-7; October 1, 2014; © 2014 Taylor & Francis Group, LLC
Meningitis Caused By Neisseria Meninqitidis,

Study Period (Year) 2005-2012
Causative Bacteria n %o
Serogroup W-135 127 38.1
Serogroup B 87 261
Serogroup A 28 8.4
Serogroup C O O
Serogroup Y 3 0.9
Nongroupable 88 264
N. meningitidis (Total) 333 516
5. pneumonia 195 302
H. influenzae type b 117 181
Total number of Positive Samples 645 100
Total number of Evaluated Clinical Samples 1452 MNLA
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Bacterial Agents Causing Meningitis During
2013-2014 In Turkey: A Multi-Center Hospital-

Based Prospective Surveillance Study

Mehmet Ceyhan, Yasemin Ozsurekci, Nezahat Gurler, Eda Karadag Oncel,
Yildiz Camcioglu, Nuran Salman, Melda Celik, Melike Keser Emiroglu,
Fatih Akin, Hasan Tezer, Aslinur Ozkaya Parlakay, Nilden Tuygun, Diyar
Tamburaci, Ener Cagri Dinleyici, Adem Karbuz, Unal Uluca, Emre Alhan,
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Bakteri izolat sayisi
Neisseria meningitidis

Serogroup W 29

Serogroup B 23

Serogroup A

Serogroup C

Serogroup Y

Nongroupable

Total

Streptococcus pneumoniae

Haemophilus influenza type b

Total
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B N.meningitidis = S.pneumoniae HTotal
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The prevalence, serogroup distribution and risk
factors of meningococcal carriage in adolescents
and young adults in Turkey

Rahmi Tuna Tekin, Ener Cagri Dinleyici, Mehmet Ceyhan, Adem Karbuz,
Nuran Salman, Murat Sutcu, Zafer Kurugol, Yasemin Balliel, Melda Celik,
Mustafa Hacimustafaoglu, Necdet Kuyucu, Meda Kondolot, Glilnar Sensoy,
Ozge Metin, Soner Sertan Kara, Meltem Dinleyici, Omer Kilig, Cihangul

Bayhan, Venhar Gurbuz, Emre Aycan, Aygun Memedova, Arzu Karli, Gulgin
Bozlu & Solmaz Celebi




MENINGO-CARR GALISMASI
TURKIYE (Tekin et al. 2017)

® 10-24 yas adélesan ve geng eriskinlerde N. meningitidis sikligr,
serogrup tayini ve risk faktorlerinin belirlenmesi

® PCR

® Istanbul, Ankara, Izmir, Bursa, Eskisehir, Antalya, Kayseri,

Samsun, Sanliurfa, Mersin

© Temsil glicli %65-70
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TURKIYE (Tekin et al. 2017)

1. Grup:10-14 yas
2. Grup:15-17 yas

¥ 3, Grup:18-20 yas
B 4. Grup:21-24 yas

M Ortalama

1. Grup:10-14 yas 2. Grup:15-17 yas 3. Grup:18-20yas 4. Grup:21-24 yas Ortalama
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MENINGO-CARR 2 CALISMASI
TURKIYE (2018)

® 0-18 gocuk ve addlesanlarda N. meningitidis sikhgi, serogrup
tayini ve risk faktorlerinin belirlenmesi

® PCR

® Istanbul, Ankara, Izmir, Bursa, Eskisehir, Antalya, Kayseri,

Samsun, Sanliurfa, Mersin

® Temsil glici %65-70

® Orneklem biyiikligi: 1600

® Baslangig tarihi: Kasim 2017




GURBETCILERDEN TURKIYE’YE r ener cagri
MENiINGOKOK?? dinleyci

P55

Nasopharyngeal meningococcal carriage rate and serogroup distribution of Turkish citizens lived in
Belgium, Germany and Netherlands during their visit to Turkey

Pinar Gorunmez (Department of Family Medicine, Eskisehir Osmangazi University Faculty of Medicine,
Eskisehir, Turkey), Ener C Dinleyici (Department of Pediatrics, Eskisehir Osmangazi University Faculty of
Medicine, Eskisehir, Turkey), Mehmet Ceyhan (Pediatric Infectious Disease Unit, Hacettepe University Fac-
ulty of Medicine, Ankara, Turkey), Ugur Bilge (Department of Family Medicine, Eskisehir Osmangazi Uni-
versity Faculty of Medicine, Eskisehir, Turkey), Thami Unluoglu {Department of Family Medicine, Eskisehir
Osmangazi University Faculfty of Medicine, Eskisehir, Turkey)

* Belgika, Hollanda, Almanya'da Tirkiye'ye tatile gelen
"gurbeftgiler“den havalimanina indiklerinde nazofaringeal drnek alindi.

* >350 kisi
* 2 pozitif olgu: 1 olgu SEROGRUP X, digeri NG

14" Congress of the EMGM, European Meningococcal il
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MEN ACWY-CRM

— MEN ACWY-CRM,,
* MENVEO (GSK®)
10 pug MenA, 5 pug MenC, 5 ug, MenW135, 5 ug MenyY
Adjuvan ya da koruyucu icermemektedir.

+2 ile + 8 C’de 36 ay raf omru bulunmaktadir.

Intramuskuler uygulanmaktadir.
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dinleuci

MEN ACWY-CRM é‘d oner capn

* MENVEO® Men ACWY-CRM,,,

— CRMa197, non toksik mutant bir difteri toksini

e 52.pozisyondaki glutamik asit reziduisu yerine glisin
— Konjuge meningokok asisi, PCV7 ve PCV13
— Men ACW-CRM'’de oligosakkaritler

icin bir CRM197’e baglanmak lizere once

hidrolize edilmis, sonrasinda konjugasyon i¢in
uygun boyuta getirilmis, daha sonrasinda

konjugasyon saglanmistir.

Broker et al. Vaccine 2009




f] epet e

MEN ACWY-CRM Jﬂ ey

INFANT DONEMINDE ASILAMA (2 AY-2 YAS)

COCUKLUK CAGINDA ASILAMA

ADOLESAN VE GENC ERISKINLERDE ASILAMA

ERISKINLERDE VE YASLILARDA ASILAMA
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3 Immunogenicity of a Tetravalent Meningococcal
Glycoconjugate Vaccine in Infants: A Randomized
Controlled Trial

Online article and refated content - Wi 5 .
current as of April 22, 2010, Matthew D. Snape; Kirsten P. Perrett; Karen J. Ford; et al.
JAMA. 2008;299(2):173-184 (doi:10.1001/jama_2007.29-c)

hitp://fjama.ama-assn.org/cgi/content/full/299/21 73

ORIGINAL STUDIES

Immunogenicity and Immune Memory of a Nonadjuvanted
Quadrivalent Meningococcal Glycoconjugate Vaccine in Infants

Kirsten P. Perreti, MBBS,* Matthew D. Snape, FRCPCH,* Karen J. Ford, RN (Child) BN (Hons), MSc,*
Tessa M. John, RN (Child), BSc (Hons), MA,* Ly-Mee M. Yu, MSc, 7 Joanne M. Langley. MD, M5c.}
Shelly McNeil, MD,§ Peter M. Dull, MD,¥ Francesca Ceddia, MD, Y Alessandra Anemona, D.Stat,§

Scott A. Halperin, MD,} Simon Dobson, MD,| and Andrew J. Pollard, FRCPCH, PhD*
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ORIGINAL STUDIES

Immunogenicity and Immune Memory of a Nonadjuvanted
Quadrivalent Meningococcal Glycoconjugate Vaccine in Infants

Kirsten P. Perrett, MBBS.* Matthew D. Snape, FRCPCH,* Karen J. Ford, RN (Child) BN {Hons), MSc, *
Tessa M. John. RN (Child), BSc (Hons), MA,* Ly-Mee M. Yu, MSc, Joanne M. Langley, MD, MS5c,}
Shelly McNeil, MD,§ Peter M. Dull, MD, ¥ Francesca Ceddia, MDD, Alessandra Anemona, D.5tat,§

Scott A. Halperin, MD,} Simon Dobson, MD,|| and Andrew J. Pollard. FRCPCH, PhD*

8 (%)

hSBA =1
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ORIGINAL STUDIES

Immunogenu:lty and Immune Memory of a Nonadjuvanted

Conclasions: The nonadjuvanted MenACWY-CRM 15 immunogenic and
well tolerated m infancy and could provide broad protechon agamst
memngococeal disease m this vulnerable age group.

Key Words: Neisseria meningitidis, serogroups A, C, W-135, Y,
quadrivalent. glycoconjugatevaccine

(Pediatr Infect Dis J 2009:28: 186-193)
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Safety and Immunogenicity of a Novel Quadrivalent
Meningococcal CRM-conjugate Vaccine Given Concomitantly
With Routine Vaccinations in Infants

Nicola P. Klein, MD, PhD,* Keith 5. Reisinger, MD,7 William Johnston, MD,} Tatjana Odrljin, MD,§
Christopher J. Gill, MDY Lisa Bedell, MA.** and Peter Dull, MD§

Methods: In this open-label phase III study, we randomized full-term
2-month-old infants to 4 doses of MenACWY-CRM coadministered with
routine vaccines at 2, 4, 6, and 12 months of age or with routine vaccines
alone. We monitored for local and systemic reactions and serious adverse
events among all study participants and evaluated for sufficiency of the
immune responses to MenACWY-CRM through serum bactericidal activ-
ity assay with human complement.
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. 3. dozdan 1 ay sonra . 12. Aydaki rapel 6ncesi . Rapel dozdan 1 ay sonra

100

80

60

40

hSBA =1:8 (%)

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71.
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‘ MenACWY-CRM,,,—2, 4, 6 ve 12.ay ‘ MenACWY-CRM o,—12.ay

1000

100

hSBA GMTs
(13.ay)

10

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71.
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g Men ACWY-CRM + ] Rutin cocukluk ¢agi

Rutin cocukluk cagi asilar agilari

B Ciddi yan etki

0
Hassasiyet

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71.
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[ Men ACWY-CRM + B Rutin cocukluk cag asilari

Rutin ¢ocukluk ¢agi asilari
B Ciddiyan etki

. siirekli Co
istahsizhk urekli irritabilite i<hal

Uykusuzluk aglama Dokiinti

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71.
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* Farkh asi semalarinda yan etki profili diger rutin
asllar ile benzer

— 2.4.6,12.ay; 2.4.6, 16.ay, 2.4. ve 12.ay

12. ayda MMRYV ile birlikte uygulamada iyi tolere
edilmis.

PCV7 ile yapilan calismalarda hem meningokok
serogruplari icin hem de pndmokok serotipleri
icin immunojenik yanit etkilenmemis,
reaktojenisitede artis gozlenmemistir.

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71; Tregnaghi M, et al. ESPID Annual Meeting; June 7-11, 2011; The Hague;
Klein NP, et al. Vaccine. 2012;30:3929-3936.
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3 Faz 3 calisma sonuclari

MenACWY-CRM ve rutin 2-24 ay asilari

— (DTaP-HBV-IPV, +HIB or DTP-HIB-IPV+HBYV, +Rotavirus, +PCV7 or PCV13,
+MMR/MMRV)

12.818 cocuk

— Amerika, Avustralya, Kanada, Tayvan, Latin Amerika
3 + 1 doz semasindan 1 ay sonra hSBA titresi 28 olan olgu yuzdesi
serogrup A icin %89-95, Cicin %95-98, W135 icin %97-100, Y i¢in
%96-100

— Latin Amerika’da 2,4,6, 16.ay, diger Ulkelerde 2,4, 12 ay)

Birlikte uygulandigi asilarin immun yaniti Gzerine olumsuz etkisi
yok.

lyi tolere edilmis ve yan etki profili kabul edilebilir diizeyde

Smolenov | et al. International Pathogenic Neisseria Conference 2012..
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2-10 YAS ARASI COCUKLARDA TEK DOZ SONRASI 1. VE 12.AYDA HSBA >1:8 OLAN OLGU YUZDESi
MENACWY-CRM GRUBUNDA POLISAKARIT ASIYA GORE DAHA YUKSEK OLARAK SAPTANMISTIR.

. MEN ACWY-CRM MenACWY-PS

L bl

12 ay 1lay 12 ay 1lay 12 ay 1lay 12 ay

Black S, et al. Vaccine. 2010;28:657-663;
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2-10 YAS ARASI COCUKLARDA TEK DOZ SONRASI HSBA >1:8 OLAN OLGU YUZDESi MENACWY-CRM
VE MEN ACWY-D KARSILASTIRMASI

Il MEN ACWY-CRM [] MenACWY-D

77
I I 60

W-135 Y

Halperin SA, et al. Vaccine. 2010;28:7865—-7872
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Immunogenicity and tolerability of a quadrivalent meningococcal glycoconjugate
vaccine in children 2-10 years of age

S. Black®*, N.P. Klein?®, ]. Shah¢, L Bedell¢, A. Karstend, P.M. Dull®

Waccine 28 {2010) T365-T872
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Comparison of the safety and immunogenicity of an investigational and a licensed
quadrivalent meningococcal conjugate vaccine in children 2-10 years of age

Scott A. Halperin®*!, Anil Gupta®™!, Robert Jeanfreau®!, Nicola P. Klein9-!, Keith Reisinger®-!,
Emmanuel Walter™!, Lisa Bedell® !, Christopher Gill& !, Peter M. Dull &
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Table 3
Percentage of children experiencing local and/or systemic reactions. Table 3b
MenACWY-CRM  MPSV4 Percent (957 confidence interval) of - 10-year-olds with solicited reactions by vac-
Subjects (2- 10-year-olds) experiencing local reactions (severe reactions), ¥ ring group.
n=-308 n=310 p
Ew MEN ACWY-CRM ile KARSILASTIRMASINDA MEN ACWY-
CRM iYi TOLERE EDILMIS, LOKAL VE SISTEMIK YAN ETKILER KABUL
EDILEBILIR DUZEYDEDIR.
Sulbjt_'ﬂ; :xpcriencing systemic reactions (severe rcactio:l;).o'l _— Induration 134 10-16) |7114-200
Seepiness 7 1600 Pain 45 (41495 10(35-43]
Anorexia 12(0) 11(0)

MEN ACWY-CRM ile KARSILASTIRMASINDA MEN
ACWY-CRM IYI TOLERE EDILMIS, LOKAL VE SISTEMIK YAN ETKILER
KABUL EDILEBILIR DUZEYDEDIR.

6-10-year-olds 1 410y AR
n=157 n=157 Headache 13{11-17} 18{15-21¥
Headache 19(2) 1(1) Rash 3{2-5) 5(3-T)
("J‘;‘iﬁ;? gf; gm Fever =38C 2(1-3} 2(1-4)
:ff:f: ig}“’,i ﬂ :; Percentages are based on numbers of children for whom diary card data were avail
Arthralgia 3(1) 2(0) ahle.
Fever, oral temp. >38C(>40-C) 2(0) 2(0)
Analgesic/antipyretic use 2 15 * pe05 vs, comparator; no other statistically sigmificant differences were
MenACWY-CRM, investigational quadrivalent meningococcal CRM, g -conjugated observed.

vaccine; MPSV4, quadrivalent meningococcal polysacchande vaccine.
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[ Vaccine. 2015 Apr 27;33(18):2175-82. doi: 10.1016/].vaccine.2015.02.049. Epub 2015 Mar 2.

- Antibody persistence 5 years after vaccination at 2 to 10 years of age with
Quadrivalent MenACWY-CRM conjugate vaccine, and responses to a booster
vaccination.

# Author information

Abstract

BACKGROUND: In a multi-center extension study, children 2-10 years of age, initially vaccinated with
one or two doses (2-5 year-olds) or one dose (6-10 year-olds) of quadrivalent meningococcal
CRM197-conjugate vaccine (MenACWY-CRM), were assessed five years later for antibody
persistence and booster response using serum bactericidal assay with human complement (hSBA).

METHODS: Children 7-10 and 11-15 years of age, who received MenACWY-CRM in the original
study, and age-matched vaccine-naive children, were enrolled in this extension study. After an initial
blood draw, children received one dose of MenACWY-CRM as booster or primary dose, with a
second blood draw 28 days later.

RESULTS: hSBA titers decreased five years after primary vaccination, but were higher than in non-
vaccinated controls against serogroups C, W and Y, with substantial proportions having titers 28: 7-
22% for A, 32-57% for C, 74-83% for W, and 48-54% for Y. Previously-vaccinated children
demonstrated booster responses to revaccination against all four serogroups. Responses to primary
vaccination in vaccine-naive controls were lower and similar to primary responses observed in the
original study. All vaccinations were generally well tolerated, with no safety concern raised.

CONCLUSIONS: Approximately half the children vaccinated as 2-10 year-olds maintained protective
antibodies against serogroups C, W and Y five years later, but fewer did against serogroup A.
Declining titers five years after vaccination and robust booster responses suggest that five years
may be an appropriate interval to revaccinate children, subject to epidemiology and delivery
considerations.
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A Randomized Trial to Determine the Tolerability and
Immunogenicity of a Quadrivalent Meningococcal
Glycoconjugate Vaccine in Healthy Adolescents

Lisa A. Jackson, MD, MPH,* Robert M. Jacobson, MD, 1 Keith S. Reisinger, MD, MPH, }
Alessandra Anemona, DStat,§ Lisa E. Danzig, MD,§ and Peter M. Dull, MD§

Bl MEN ACWY-CRM
100 ] MenACWY-D

80 75 67

|

60
40
20

HSBA =1:8 (%)

0
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11-18 yas arasinda asilamanin 3. vilinda tek doz rapel sonrasi
hSBA>1:8(%); MENACWY-CRM vs. MENACWY-D

B MEN ACWY-CRM [l MenACWY-D

100 100 100 100 100 99

% hSBA = 1:8 olgu sayisi

Centers for Disease Control and Prevention (CDC). MMWR Morb Mortal Wkly Rep. 2011;60:1018-1019.
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MEN ACWY-CRM MenACWY-PS

hSBA =1:8 (%)

Jacobson RM, et al. Pediatr Infect Dis J. 2013;32:e170-177.
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MEN ACWY-CRM MenACWY-PS

RSBA =1:8 (%)

Percentage of subjects rSBA > 1:8

Jacobson RM, et al. Pediatr Infect Dis J. 2013;32:e170-177.




MEN ACWY-CRM197 | d S
ADOLESAN 5. YIL BOOSTER Jacobson PIDJ 2013 %

Serogroup A Serogroup C

Day 1 DEVAS Day 29
DEVA DEVAS Day 29

Serogroup W135 Serogroup Y

T
L

10

1 T T ] ! c— ! !
Day 1 Day8  Day 29 Day1  Day8 Day29

MEN ACWY-CRM:MEN MPSV-4:MEN ACWY-CRM Naive:MEN ACWY CRM
ACWY-CRM
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Persistence of immune responses
after a single dose of Novartis meningococcal
serogroup A, C, W-135 and Y CRM-197

conjugate vaccine (Menveo') or Menactra

among healthy adolescents

Christopher J. Gill,'* Roger Baxter,” Alessandra Anemona,' Giuseppe L. Ciavarro' and Peter M. Dull'
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SHORT REPORT

Human Vaccines §:11, 881-887; November 2010; © 2010 Landes Bioscience

Persistence of immune responses
after a single dose of Novartis meningococcal
serogroup A, C, W-135 and Y CRM-197
conjugate vaccine (Menveo’) or Menactra’
among healthy adolescents

Christopher J. Gill'* Roger Baxter,” Alessandra Anemona,' Giuseppe L. Ciavarro' and Peter M. Dull'

In summary, recipients of the MenACWY-CRM was immu-

nogenic at the post-primary (1 month) and demonstrated strong 1 month
persistence at a median of 22 months post vaccination, and led s BN *
to a statistically higher proportion of subjects with hSBA titers 10
=8 for serogroups A, W-135 and Y than did MCV4. Given that a <
hSBA titers have been correlated with protection against inva- i
sive meningococcal disease due to serogroup C,*¢ these results ® B
may infer a potential advantage of the MenACWY-CRM vac- 20 1
cine over time, and may be relevant in determining the need for, i
A c
Serogroup
80 - P=0.36
& P<0.05
Al N
& [] menacwy-crm
7
=
S B mevs
20 - 36
D Naive controls
0
A W-135
Serogroup
* MenACWY-CRM non Inferior to MCVE; ** MenACWY-CRM statistically superior to MCV4; see Jackson et al, PID]T 2040,
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Yan etki profili yoninden MenACWY-CRM ile polisakarit asi benzer bulunmustur.

MEN ACWY-CRM MenACWY-PS

Agri Endilrasyon Basagrisi Myalji Titreme Kirginhk Bulanti Artralji  Ates >38°C

Jackson LA, et al. Pediatr Infect Dis J. 2009;28:86-91.
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11-17 YAS ARASINDA MEN ACWY-CRM ile MPSV4
KARSILASTIRMASINDA, MEN ACWY-CRM iYi TOLERE EDILMIS,
LOKAL VE SISTEMIK YAN ETKILER KABUL EDILEBILIR DUZEYDEDIR.

Jackson LA, et al. Pediatr Infect Dis J. 2009;28:86-91.

11-17 YAS ARASINDA MEN ACWY-CRM ile MEN ACWY-D
KARSILASTIRMASINDA, MEN ACWY-CRM iYi TOLERE EDILMIS,
LOKAL VE SISTEMIK YAN ETKILER KABUL MEN ACWY-D ILE
BENZERDIR

Jackson LA, et al. Clin Infect Dis. 2009;49:e1-e10.
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Safety and immunogenicity of one dose of MenACWY-CRM, an investigational
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MenACWY-CRM ile HPV ve TDAP birlikte uygulamada antikor yanitinda degisme
olmamis, yan etki profili ayri ayri uygulama ile benzer olarak bulunmus.

Vaccine 28 (201071 3171-3175

Content= lists available at ScianceDirect

Vaccine

journal homepage: www.alsaviaer.com/locata/vaccing

Safety and immunogenicity of one dose of MenACWY-CRM, an investigational
quadrivalent meningococcal glycoconjugate vaccine, when administered to
adolescents concomitantly or sequentially with Tdap and HPV vaccines*®

A. Arguedas®*, C. Soley?, C. Loaiza?, G. Rincon?, 5. Guevara?, A. Perez?, W. Porras?,
0. Alvarado?, L. Aguilar?, A. Abdelnour?, U. Grunwald®, L. Bedell, A. Anemona®?, P.M. Dull®
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Safety and immunogenicity of one dose of MenACWY-CRM, an investigational
quadrivalent meningococcal glycoconjugate vaccine, when administered to
adolescents concomitantly or sequentially with Tdap and HPV vaccines™

A. Arguedas®®, C. 5oley?, C. Loaiza?, G. Rincon?, 5. Guevara?, A. Perez?, W. Porras?,
0. Alvarado?, L. Aguilar?, A. Abdelnour?, U. Grunwald®, L. Bedell, A. Anemona®?, P.M. Dull®
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=210 IWmL (%)

A. Arguedas®*, C. Soley?,
0. Alvarado?, L. Aguilar?,
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56-65 YAS ARASI TEK DOZ MEN ACWY-CRM UYGULAMASINDAN 1 AY SONRA HSBA
TIiTRESI >1:8 OLAN HASTA YUZDESI MPSV-4 GORE BENZER YA DA YUKSEKTIR.

B MEN ACWY-CRM MenACVgZ-D* o
87 90 83

63

hSBA >1:8 (%)

Stamboulian D, et al. Int J Infect Dis. 2010;14:e868-e875;
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56-65 YAS ARASINDA MEN ACWY-CRM ile MPSV4
KARSILASTIRMASINDA, MEN ACWY-CRM iYi TOLERE EDILMIS,
LOKAL VE SISTEMIK YAN ETKILER KABUL EDILEBILIR DUZEYDEDIR.

Stamboulian D, et al. Int J Infect Dis. 2010;14:e868-e875;

19-55 YAS ARASINDA MEN ACWY-CRM ile MEN ACWY-D
KARSILASTIRMASINDA, MEN ACWY-CRM iYi TOLERE EDILMIS,
LOKAL VE SISTEMIK YAN ETKILER KABUL MEN ACWY-D ILE
BENZERDIR

Reisinger KS, et al. Clin Vaccine Immunol. 2009;16:1810-1815.
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Int J Infect Dis. 2015 Sep;38:36-42. doi: 10.1016/}.ijid.2015.07.003. Epub 2015 Jul S.

Safety and immunogenicity of an investigational meningococcal ACWY
conjugate vaccine (MenACWY-CRM) in healthy Indian subjects aged 2 to 75

years.

Lalwani S', Agarkhedkar S2, Gogtay N3, Palkar S, Agarkhedkar S2, Thatte U3, Vakil H*, Jonnalagedda R*, Pedotti
PS, Hoyle M€, Bhusal C®, Arora A7.

Author information

Abstract

BACKGROUND: This phase 3, multi-center, open-label study evaluated the immunogenicity and
safety of a quadrivalent meningococcal conjugate vaccine (MenACWY-CRM, Menveo(®); Novartis
Vaccines and Diagnostics S.r.l., Siena, Italy) in healthy Indian subjects aged 2-75 years, to provide
data for licensure in India.

METHODS: A total of 180 subjects were enrolled (60 subjects 2-10 years, 60 subjects 11-18 years,
and 60 subjects 19-75 years) and received one dose of MenACWY-CRM. Serum bactericidal activity
with human complement (hSBA) was measured before and 1 month after vaccination. Adverse
events were collected throughout the 29-day study period.

RESULTS: Percentages of subjects with post-vaccination hSBA 28 were 72%, 95%, 94%, and 90%
for serogroups A, C, W, and Y, respectively. Geometric mean titers rose 7-fold to 42-fold against the
four serogroups. Similar immune responses were observed for the age subgroups 2-10 years, 11-18
years, and 19-75 years. Seroresponse rates at 1 month following vaccination were 72%, 88%, 55%,
and 71% for serogroups A, C, W, and Y, respectively. The vaccine was well tolerated with no safety
concerns.

CONCLUSION: A single dose of MenACWY-CRM induced a robust immune response against all four
meningococcal serogroups and was well tolerated in an Indian population 2-75 years of age.
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Risk of Guillain—-Barré syndrome after meningococcal conjugate
vaccination
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Pediatr Infect Dis J. 2016 Feb:35(2):e48-59. doi: 10.1097/INF.0000000000000965.

Immunogenicity and Safety of a 3- and 4-dose Vaccination Series of a
Meningococcal ACWY Conjugate Vaccine in Infants: Results of a Phase 3b,
Randomized, Open-label Trial.

Block SL?, Shepard J, Garfield H, Xie F, Han L, Dull PM, Smolenov |.

@ Author information

Abstract

BACKGROUND: The quadrivalent meningococcal glycoconjugate vaccine MenACWY-CRM is
licensed for children from 2 months of age as a 4-dose series. This study assessed the
immunogenicity of a 3-dose MenACWY-CRM vaccination series in infants, compared with the 4-dose
series, and evaluated the impact of MenACWY-CRM concomitant administration on immune
responses to the 13-valent pneumococcal conjugate vaccine (PCV13).

METHODS: Overall, 751 healthy infants (age: 55-89 days) were randomized to receive 3 or 4 doses
of MenACWY-CRM (2/4/12 or 2/4/6/12 months of age, respectively) with PCV13 + routine
vaccinations (ACWY3 and ACWY4 groups, respectively) or PCV13 + routine vaccinations only
(routine group). Immunological noninferiority of the 3-dose versus 4-dose MenACWY-CRM
vaccination series was evaluated at 13 months of age for serogroups CWY,; noninferiority of immune
responses to PCV13 serotypes for concomitant administration of MenACWY-CRM and PCV13 was
evaluated at 7 and 13 months of age.

RESULTS: At 13 months, 88%-100% of subjects in groups ACWY3 and ACWY4 achieved
seroprotective bactericidal antibody titers against serogroups ACWY, noninferiority criteria for the 3-
dose versus 4-dose MenACWY-CRM vaccination series were met. At 7 months, noninferiority criteria
were met for all PCV13 serotypes except for serotypes 3 and S (group ACWY3) and 19A (group
ACWY4). At 13 months, noninferiority criteria were met for all PCV13 serotypes for both ACWY
groups.

CONCLUSIONS: After completion of either MenACWY-CRM vaccination series, most subjects
achieved seroprotective titers against serogroups ACWY, with the 3-dose series being noninferior to
the 4-dose series for serogroups CWY, and no interference with immune responses against PCV13
serotypes was observed (NCT01214837).
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Persistence of the immune response after MenACWY-CRM vaccination and
response to a booster dose, in adolescents, children and infants.

Baxter R, Keshavan P2, Welsch JA3, Han L3, Smolenov 12,

@ Author information

Abstract

Persistence of bactericidal antibodies following vaccination is extremely important for protection
against invasive meningococcal disease, given the epidemiology and rapid progression of
meningococcal infection. We present an analysis of antibody persistence and booster response to

MenACWY-CRM, in adolescents, children and infants, from 7 clinical studies. Immunogenicity was
assessed using the serum bactericidal assay with both human and rabbit complement. Post-
vaccination hSBA titers were high, with an age- and serogroup-specific decline in titers up to 1 y and
stable levels up to 5 y The waning of hSBA titers over time was more pronounced among infants and
toddlers and the greatest for serogroup A. However, rSBA titers against serogroup A were
consistently higher and showed little decline over time, suggesting that protection against this
serogroup may be sustained. A single booster dose of MenACWY-CRM administered at 3to Sy
induced a robust immune response in all age groups.
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Impact of a Quadrivalent Conjugate (MenACWY-
CRM) or a Serogroup B (4CMenB)
Meningococcal Vaccine on Meningococcal
Carriage in English University Students

R.C. Read, D. Baxter, D.R. Chadwick, S.N. Faust, A. Finn, S. Gordon, P.T. Heath, D.J.M.
Lewis, A.J. Pollard, D.PJ. Turner, R. Bazaz, T. Ganguli, T. Havelock, K.R. Neal, I. Okike, B.
Morales-Aza, K. Patel, M.D. Snape, J. Williams, S. Gilchrist, S.J. Gray, D. Toneatto, C.
Kittel, M. McCarthy, P.M. Dull, R. Borrow
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= Faz 3, cok merkezli, randomize kontrolli ¢calisma
Ingiltere’de 10 Universitede 2968 dgrenci
Eylil-Kasim 2010
2 doz 4CMenB (BEXSERO) veya
Tek doz MenACWY-CRM

Kontrol 2 doz Japon Ensefaliti asisi (IXIARO)

Bazal, 1, 2, 4, 6 ve 12.ayda nasofaringeal ornek

Calisma baslangicinda herhangi bir N. meningitidis susu
tastyicihgl %33, Men B %9, Men Y %7, Men W135 %2, Men C
%0.3, Men A% 0
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MenACWY-CRM ILE ASILAMADAN 1 AY SONRA

Calisma Grubu

MenACWY-CRM Kontrol

16.0%

(-27.3 — 44.5)
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MenACWY-CRM ILE ASILAMADAN 3 AY SONRA

Calisma Grubu

MenACWY- Kontrol
CRM

36.2%

(15.6 — 51.7)

39.0%

(17.3 = 55.0)
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Read et al. Vaccine 2017

MenACWY-CRM ILE ASILAMADAN 1 YIL SONRA

Fonksiyonel antikor diizeylerinin halen yiiksek oldugu
gosterismis.

Asi immiunojenik

hSBA titeleri ile nazofaringeal tasiyicilik arasinda bir iliski
saptanmamis.




MEN ACWY-CRM1s7 iz

MMWR 2016 KASIM

MenACWY-CRM i HIV POZITIiF 2 AYDAN BUYUK KiSIiLERDE
RUTIN ASILAMA ONERISI

Diger tanimlanmis risk gruplari

Kompleman eksiklikleri (C3, properdin, Factor D, Factor H,
C5-9 eksiklikleri

Eculizimab (Soliris) kullanimi: atipik HUS ya da PNH
tedavisinde kullanilan bu ila¢ C5’e baglanarak terminal
kompleman eksikligine neden oluyor

Fonksiyonel aspleni, orak hiicre anemisi
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Pediatrics. 2017 Jan;139(1). pii: e20162084. doi: 10.1542/peds.2016-2084.

Safety of Quadrivalent Meningococcal Conjugate Vaccine in 11- to 21-Year-
Olds.

Tseng HF !, Sy LS?, Ackerson BK®, Hechter RC?, Tartof SY?, Haag M*, Slezak JM?, Luo Y?, Fischetti CA2, Takhar
HS?, Miao Y®, Cunnington M€, Solano Z2, Jacobsen SJ2.

48.899 MENVEO uygulanmis, 11-21 yas arasindaki genc 1 yil
sure ile takip edilmis.

21 farkh klinik durum izlenmis (n6rolojik, romatolojik,
hematolojik, endokrin, renal, infeksiyon hastaliklar).

Hicbir yan etki bildirimi olmamuis.

Sadece gecici yuz felci (Bell’s Palsy) ile istatistik iliski? Diger
asilar ile birlikte uygulanmasi durumunda saptanmis, tek
basina uygulamada rastlanmamais.

Sans? Altta yatan hastalik?




MENVEO UYGULAMA SEKLI
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Asilamanin Asilama doz
Basladigi Yas sayisi Dozlar semasi

Ilk 3 doz arasinda en az
2-6 aylik bebekler* m 2 ay ara; 4. doz yagamin 2.
yi yilinda (12-16 ay)

| Son doz yagsamin ikinci yilinda
7-23 aylik bebekler* m ve ilk dozdan en az 2 ay sonra

uygulanmahidir
>2 yas ¢ocuklar ve
yetigkinler

*2-9 ay arasi kullanimi, klinik ve laboratuar olarak dokiimante edilmis risk
grubunda¥ yer alan hastalarda onerilmektedir. Bu asinin kullanimi resmi
tavsiyelere uygun olmalidir.’

Kompleman komponent eksikligi (C3, C5-9, Properdin, Faktér H, Faktor D gibi); fonksiyonel veya anatomik aspleni; bebegin, salgin sebebiyle
meningokok maruziyet riskinin yiksek oldugu bir bélgede yasamasi; bebegin, endemik bir bélgeye seyahati.
1. Menveo Kisa Uriin Bilgisi.
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Argentina became the first country to introduce MENVEO in the national
immunisation programme for infants >3 months

The majority of IMD cases are in infants younger than 9 months

<9 months old >9 months old
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2016: MENVEO was recommended for infants at 3, 5, and 15 months old + adolescent dose at 11 years

* Reduce disease burden in young children

« Strengthen epidemiological surveillance

Ministerio de Salud, 2016. http://www.msal.gob.ar/images/stories/bes/graficos/0000000927¢cnt-2016-12 lineamientos-meningo.pdf (accessed August 2017)




EVERY 1 MINUTES
1 PERSOM DIES WORLDWIDE"

RSON IS DIAGMNOSED
1

1 ouUT OF 1 o CASES ENDS IN DEATH=
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* Hearing loss=<

Kidney failure
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KORUNMA

Finally settling down to my vegan, gluten free, soy
free, antibiotics free, raw, non GMO, organic, fat
free, low carb meal!
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