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Meningokok Enfeksiyonu

+ Etken Neisseria meningitidis
< Aerobik gram-negatif diplokok

< Cocuklarda menenjit ve septiseminin en ohemli ve en
sik nedenlerinden

# Her yil; 500,000 invazif meningokokal hastalik
= 50,000-150,000 &lim.

# Mortalite orani: %10-14

# Yasayanlarda ciddi sekeller: %5-30
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Rosenstein NE et al. NEngl J Med 2001;344(18):1378-88



MENINGOKOK ENFEKSIYONLARI ICIN RISK GRUPLARI

Meningokokal Hastal

Serumda Bakter;
Antikorlarin
Eksikligi!
lasta 1le yakin
mas
k Calisanlari
bireyleri
ilabalik
Ogrenciler

Askerler
Hacilar

animlanmis bir risk faktoria
bulunmayan saglikli klsllerde olt

1. Rosenstein NE et al. N Eng J Med. 2001;344:1378-1388; 2. Figueroa JE et al. Clin Microbiol Rev. 1991:;4:359- 395;
3. Bilukha OO et al. MMWR Recomm Rep.2005;54:1-21; 4. Imrey PB et al. J Clin Microbiol. 1995;33:3133-3137.
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Invazif Meningokokkal H
(Her 100.0

Endiistri
Ulkeleri9,10,11

1-3/100,000 /yil

Askeri birlikler?”:8
2 - 5/100,000 /yil

Yurt 6grencileri*>6
5-13/100,000 /yil

Hacilar?
25/100,000 /yil

Menenijit kusagi tlkeleril?
100 — 800 olgu/100,000 /yil

1. Campagne G, et al. Bull World Health Organ. 1999;77:499;

7. Brundage, JF, et al. Clin Infect Dis. 2002;35:1376
Campagne G, et al. Bull Soc Pathol Exot. 1999;92:118 8. Spiegel A, et al. Santé. 1996:6:383
2. WHO. Wkly Epidemiol Rec. 2003;78:294 9.  CDC. MMWR Morbid Mortal Wkly Rep 2003;50:1
3. Wilder-Smith A, et al. Clin Infect Dis. 2003;36:679 10. Squires SG, et al. Can Commun Dis Rep. 2000; 26:177
4. Harrison LH, et al. JAMA. 2001;286:694 11. EU-IBIS, Meningococci Network. Available at
5. CDC. MMWR Recomm Rep. 2000;49(RR-7):13 http://www.euibis.org/meningo/n_meningitidis_network.htm.
6. Neal KR, et al. Epidemiol Infect. 1999;122:351


http://www.euibis.org/meningo/n_meningitidis_network.htm

Meningokok Hastalik
Spektrumu
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Erken semptomiar
spesifik degildir?
= Ates
= Bulanti ve kusma
= |ritabilite
= |stah kaybi ya da
beslenme gucligll
Bas agrisi
Bogaz agrisi
Burun akintisi veya
trkamiklik

Klasik semptomliar
gec ortaya cikar...’
Hemorajik dokintii
Boyun agns) ve ense sertligi
Fotofobi

Hastaneye basvuru saati ~ 19 saat (ortanca)

Konfizyon ya da delirium
Mobet
Biling kaylbn

Thompson MJ. Lancet. 2006;367(9508):397-403.
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Vaka Sekel/Oliim Oranlari
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By infectious disease

Notes: Meningococcal disease and Hib meningitis: despite appropriate antimicrobialtherapy; paralytic polio: in children;
1918 pandemic flu: in young adults; varicella: in children and adolescents; A/H1N1 2009 flu: worldwide; measles:
US, 1985-1992; rotavirus: US general population; pertussis: infants <6 months of age, US, 2001-2003.

Hib=Haemophilus influenzae type b.

1. Centers for Disease Control and Prevention (CDC). Epidemiology and Prevention of Vaccine-Preventable Diseases. 12th ed. Atkinson W, et al, eds.
Washington, DC: Public Health Foundation; 2012. http://www.cdc.gov/vaccines/pubs/pinkbook/index.html#chapters; 2. Taubenberger JK, et al. Emerg
Infect Dis. 2006;12:15-22; 3. Pandemic H1N1 2009 Overview. CIDRAP website. http://www.cidrap.umn.edu/cidrap/content/influenza/swineflu/biofacts
/h1n1_panview.html; 4. Gerba CP, et al. Wat Res. 1996:30;2929-2940; 5. Centers for Disease Control and Prevention (CDC). MMWR Morb Mortal
Wkly Rep. 2005;54:1283-1286.




MENINGOKOK ENFEKSIYONLARI VE SEKEL

Yasayan invazif meningokok hastalikli cocuklarda

sekeller ve mortalite
ABD — 10 cocuk hastanesi, 20001 — 2005

Amputation - 1,4

Hemiplegia 2,1
Ataxia 2,8

Yasayanlarda sekel -

dagilimi Seizures 16,2
n=146
Skin necrosis I ©.6
Hearing loss [ © .6
<11 years 4.8

Mortalite =11 years 21,2
=1
n=159 Overall 18,0
6] 5 10 15 20 25
Sequelae of meningococcal disease (%6
of patients)

Kaplan SL, et al. Pediatrics. 2006;118:€979-¢984.



Invazif meningokok hastaliklari diinyanin
her yerinde meydana gelir

Jafri RZ et al (2013) Global epidemiology of invasive meningococcal disease. Popul Health Metr 11:17



ULKEMIZDE MENINGOKOK MORTALITESI

Tiirkiye de Meningokokal Hastalik Nedenli
Oliimler
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TUIK verilerine gore y1llik meningokokal enfeksiyon kaynakl éliimler, 1992-2008
Grafik referanslardan uyarlanmistir

Akyildiz B, et al. Cocuk Saglig1 ve Hastaliklar1 Dergisi 2008 ; 51: 26-30. Uzel N, Hacimustafaoglu M. ANKEM Derg 2006; 20(3):194-8.
T.C. Basbakanlik Tiirkiye Istatistik Kurumu. Se¢ilmis 150 neden ve cinsiyete gore dliimler, il ve ilge merkezleri, 1999-2008.
(06.01.201 1tarihinde ulasilmistir)




ULKEMIZDE MENINGOKOK MORTALITESI

Turkiye’ de 5 yagaltinda M eningokokal
Hastalik Nedeniyle Olumler

Death Statistics, 2008 Oliim Istatistikleri, 2008

2.2 Bes yas altindaki cocuk dlimlerinin dlistm nedenlerine gore orami, 2008
Proportion of child mortality under five years of age by causes of death, 2008

I Perinatal mortalitenin diger nedenleri
Other causes of prenatal mortality

I Kalp hastahiklar
Heart diseases

I Meningokok enfeksiyonlar
Yo34,2 Meningococcal infections

¥ pegustan gelme anomaliler
Congenital anomalies

Dogum travmatizmasi, giic dogum wve
diger anoksi ve hipoksi halleri

Birth injury, difficult labor and other anoxic and
hypoxic conditions

Pndmoni
Pneumonia

Biitiin diger hastaliklar ve kazalar
Veri icin tablo 2.6yva bakimz. All other diseases and accidents
For data, see table 2.6

%2,7
%3,1

S yasaltr toplam olum: 13.047

S yas alti meningokokal hastaltk nedeniyle olum: 1.336

T.C. Basbakanlik, Tiirkiye istatistik Kurumu. Oliim Istatistikleri, il ve ilce merkezleri, 2008. Tiirkiye Istatistik Kurumu Matbaas1
Ankara, 2009:5. http://www.tuik.gov.tr/lcerikGetir.do?istab_id=21 (20.06.2011 tarihinde ulasilmistir)



MENINGOKOK TASIYICILIK SIKLIGI

Tiirkiye de Tasiyicihik

istanbu
Punar | 1997 9-11 84 18 21.00
istanbu
Bakir | 12.01-25.04.2000 0-10 1382 17 1,23
Gazi Manisa 2001-2002 9-14 1128 71 6,20
istanbu
Karabela | Mart - Nisan 2005 6 -10 340 24 7,00
Ercis Ankara 6 Mayis 1996 - 13 Haziran 1996 7-19 1155 120 10,40

e Tiurkiye’ de yapilan ¢calismalarda, tasiyicilik oram
% 1,23 1ile % 21 arasinda degismektedir.

Punar M. Klimik Dergisi 2001:14(1):17-8. Bakir M European Journal of Epidemiology 2001;17: 1015—-18. Gazi H. Ann Acad Med
Singapore 2004;33:758-62. Karabela S. Zeynep Kamil T1ip Biilteni 2007;38(3):115-9. Ercis M. Mikrobiyol Biilt 2005;39:411-20.



Vakalarin yas dagilimi
Tirkiye

18,3

Yas gruplan, yil

Sekil: Yas gruplarina gore olgu dagilimi, cok merkezli
sirveyans, 2005-2012, Turkiye, n:333

Referanstan uyarlanmistir.

Ceyhan M, et al. Human Vaccines & Immunotherapeutics 2014; 10



EPIDEMIYOLOJI

TURKIYE

Meningitis Caused By Neisseria Meningitidis

Study Period (Year) 2005-2012

Causative Bacteria n %

Serogroup W-135 127 38.1
Serogroup B 87 26.1
Serogroup A 28 8.4
Serogroup C 0 0

Serogroup Y 3 0.9
Nongroupable 88 26.4
N. meningitidis (Total) 333 51.6
S. pneumonia 195 30.2
H.nfluenzae type b TT7 TS.1
Total number of Positive Samples 645 100
Total number of Evaluted Clinical Samples 1452 N/A

Ceyhan M, et al. Human Vaccines & Immunotherapeutics 2014; 10



EPIDEMIYOLOJI TURKIYE 2013-2014

Table 1. Distribution of causative agents of bacterial meningitis and meningococ-
cal serogroups during 2013-2014 in Turkey.

2013-2014
. 2013 2014 (2 years)

Study Period (Year)
Causative Bacteria n % n % n %
Serogroup W-135 7 36.8 29 439 36 424
Serogroup B 5 26.4 23 34.9 28 329
Serogroup A 0 0 3 4.5 3 3.5
Serogroup C 0 0 0 0 0 0
Serogroup Y 0 0 2 3.0 2 24
Nongroupable 7 36.8 9 13.7 16 18.8
N. meningitidis (Total) 19 86.4 66 91.7 85 90.4
S. pneumonia 3 13.6 6 8.3 9 9.6
H. influenzae type b 0 0 0 0 0 0
Total number of 22 100 72 100 94 100

Positive Samples

HUMAN VACCINES & IMMUNOTHERAPEUTICS
2016, VOL. 0, NO. 0, 1-6
http://dx.doi.org/10.1080/21645515.2016.1209278



DSO Onerileri

Wkly Epidemiol Rec. 2011;78(47):521-39.
|




DSO &nerileri
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MENINGOKOK ASILARI

ASI TASIYICI SEROGRUP DIGER
PROTEIN ANTIJENLER
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Konjuge ve polisakkarid meningokok asilarinin
farklihklar:

Polisakkarid as1
o Asiya yanit B hiicresi olgunlasmasina
baglidir. W"

o Bu yiizden, polisakkarit as1 infantlarda
mmmunojenik degildir ve immunolojik
hatiza olusturmazlar

Polysaccharide

KOlljuge a§l *A .J. Pollard, Nature Reviews Immunology 2009

Tekrarlarda diisiik yanit (hyporesponsiveness) « ...
yoktur T

Infant doneminde immunojeniktir

Daha yiiksek immiin yanat
Antikor persistansi

Tekrar agilamaya ihtiya¢ duyuldugunda & |
mmmiin sistemi uyarir (Yiiksek Ig G yaniti) -

Tasiyiciligr azaltir

*A. J. Pollard, Nature Reviews Immunology 2009




Polisakkarit Asilar
yasla ilgili immunojenisite

Kuadrivalan meningokok asisiyla agilanma 6ncesi ve sonrasinda MenC SBA titrelert

> 8 olan kisilerin orani (yas gruplarina gore)

I Asilama 6ncesi B Asilama sonrasi
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Konjugasyon islemi
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ASI ICIN MUTLAK RISK GRUPLART

® N. meningitidisile rutin olarak karsilasan mikrobiyoloji

ai-kompleman komponenti eksikligi olanlar

® Fonksiyonel veya anatomik olarak aspleni

® HIV




Meningokok Asilari Son Durum

2yas ve Ustu (Ust yas
limiti yok)

2 ay Ustu i¢in ruhsat
bagvurusu yapiimig

2 yas ve ustu ( Ust

2ay-55yas oo onay beklenmektedir
e i el 2014 yilinda Haci
adaylari igin
: kullaniimaya
hljlzrrljgr?jiet baglanmigtir
ACWY Asi
Menactra 9 ay-55 yas 9 ay- 11 yas
Nimenrix Ruhsat almamistir 1 yas ustu 1 yas ustu
2ay ustu ruhsat
asamasindadir.
e Ozel izin ile 2014
= yilinda 2 universite g Ruhsat basvuru hazirlik
Menenijit B Bexsero o 2 ay ustu
Asi gengligine 10-25 asamasindadir
yas grubuna
uygulama igin izin
verilmistir

30



MEN ACWY-TT (NIMENRIX®)

Dort degerlikli konjiige meningokok agisi
PFIZER VACCINES

Meningokok serogrup A, C, Y, W135
Tasiyici protein: Tetanos toksoidi (TT)

Adjuvan icermemektedir.

Intramiskiiler olarak uygulanmaktadir.




MEN ACWY-TT (NIMENRIX®)

* Avrupa’ da (Tirkiye de dahil) 12 aydan biiyiik cocuk ve

eriskinlerde tek doz intramuskuler olarak uygulanmasi

onerilmektedir.

« EMEA tarafindan Nisan 2012° de onaylanmistir.




Nimenrix Faz lI-1ll Klinik Calismalari

Table 4 Phase |l and Phase lll clinical vaccination trials of MenACWY-TT conjugate vaccine in infants, toddlers, and children

Phase Author Year Age group Country Registry number
at Clinicaltrials.gov
Il Klein et al*® 2013 9—12 months United States NCT00471081
Il Vesikari et al* 2012 12-23 months Finland NCT00427908
2—10 years Finland
Il Knuf et al® 2010 |2—14 months Germany NCT00126984
3-5 years Austria
I Knuf et al® 2012 |2—14 months Germany NCT00126984
3-5 years Austria
Il Dbaibo et al* 2012 4.5-10 years Lebanon NCT00661557
Il Ruiz-Palacios et al'® 2013 12-23 months Taiwan NCT00758264
Mexico
1l Vesikari et al®! 2011 12-23 months Finland NCT00474266
I Knuf et al'® 2011 12-23 months Austria NCT00508261
Germany
Greece
1l Memish et al® 2011 2—-10 years Philippines NCT00514904
India
Lebanon
Saudi Arabia
Il Knuf et al* 2013 2-10 years Germany NCT00674583
France

Abbreviation: MenACWY-TT, serogroups A, C, W-135, and Y tetanus toxoid conjugate vaccine.



Nimenrix Faz lI-1ll Klinik Calismalari

Table 5 Phase Il and phase Il clinical vaccination trials of MenACWY-TT conjugate vaccine in adolescents and adults

Phase Author Year Age group Country Registry number
at Clinicaltrials.gov

I Dbaibo et al* 2012 11-34 years Lebanon NCT00661557

I Ostergaard et al” 2013 15-19 years Denmark NCT00390143

Il Baxter et al'® 2011 10-25 years USA NCT00454509

I Ostergaard et al* 2009 15-19 years Belgium NCTO00126945

18-25 years Denmark NCT00196950

Il Borja-Tabora et al™ 2013 1 1-55 years Philippines NCTO00356369
Saudi Arabia

1l Ostergaard et al'® 2012 11-17 years Sweden NCTO00465816
Denmark

1l Bermal et al” 2011 11-17 years Philippines NCT00464815
India
Taiwan

1l Dbaibo et al® 2012 18-55 years Lebanon NCTO00453986
Philippines

1l Aplasca-De Los Reyes et al'™ 2012 18-55 years Lebanon NCTO00453986
Philippines

i Dbaibo et al* 2013 56—103 years Lebanon NCTO01235975

Abbreviation: MenACWY-TT, serogroups A, C, W-135, and Y tetanus toxoid conjugate vaccine.



MEN ACWY-TT (NIMENRIX®)

12-24 AY VE 3-5 YAS ARASI INFANT VE COCUKLARDA TEK
DOZ MENACWY-TT IMMUNOJENIK VE GUVENILIR

Vaccine 28 (2010)744-753

Contents lists available at ScienceDirect

Vaccine

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

A dose-range study assessing immunogenicity and safety of one dose
of a new candidate meningococcal serogroups A, C, W-135, Y tetanus toxoid

conjugate (MenACWY-TT) vaccine administered in the second year of life and
in young children

M. Knuf?, D. Kieninger-Baum?, P. Habermehl?, P, Muttonen®, H. Maurer®€, P, Vink¢,
]. Poolman¥4, D. Boutriau9-*




MEN ACWY-TT (NIMENRIX®)

12-15 AY ARASI INFANTLARDA
TEK DOZ MENACWY-TT IMMUNOJENIK VE GUVENILIR

Vaccine 34 (2016) 3363-3370

i1

Contents lists available at ScienceDirect = )
Vaccme

Vaccine

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

Safety and immunogenicity of a CRM or TT conjugated meningococcal @ N
vaccine in healthy toddlers

Gianni Bona?, Paolo Castiglia®, Giorgio Zoppi©, Maurizio de Martino9,
Annaelisa Tasciotti¢, Diego D’'Agostinof, Linda Hang, Igor Smolenov -+




MEN ACWY-TT (NIMENRIX®)

2-10 YAS ARASI COCUKLARDA TEK DOZ MENACWY-TT
IMMUNOJENIK VE GUVENILIR

Eur J Pediatr (2013) 172:601-612
DO 10.1007/<00431-012-1924-0

ORIGINAL ARTICLE

Immunogenicity and safety of the quadrivalent meningococcal
serogroups A, C, W-135 and Y tetanus toxoid conjugate vaccine
(MenACWY-TT) in 2—-10-year-old children: results of an open,
randomised, controlled study

Markus Knuf - Olivier Romain - Klaus Kindler -

Uta Walther - Phu-My Tran - Heidemarie Pankow-Culot -
Thomas Fischbach « Dorothee Kieninger-Baum -
Véronique Bianco - Yaela Baine - Jacqueline Miller




MEN ACWY-TT (NIMENRIX®)

10-25 YAS ARASI ADOLESAN VE GENC ERISKINLERDE TEK
DOZ MENACWY-TT IMMUNOJENIK VE GUVENILIR
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FIGURE 2. Proportion of subjects with a vaccine response
for each serogroup by study group with 952 Cl (ATP
Cohort for Immunogenicity). Vaccine response defined as
postvaccination hSBA antibody titer =1:16 in subjects with
prevaccination h5BA antibody titer ==1:4 or =4-fold in-
crease in hSBA antibody titer postvaccination in subjects
with pre-vaccination hSBA antibody titer =1:4




MEN ACWY-TT (NIMENRIX®)

11-55 YAS ARASI COCUK VE ERISKINLERDE TEK DOZ
MENACWY-TT IMMUNOJENIK VE GUVENILIR

Borja-Tabora et al. BMC Infectious Diseases 2013, 13:116
http//www.biomedcentral.com/147 1-2334/13/116 BMC

Infectious Diseases

RESEARCH ARTICLE Open Access

Immune response, antibody persistence, and

safety of a single dose of the quadrivalent
meningococcal serogroups A, C, W-135, and Y
tetanus toxoid conjugate vaccine in adolescents
and adults: results of an open, randomised,

controlled study

Charissa Borja—Tabora1, Cecilia Montalban?, Ziad A Memish>, Marie Van der Wielen®, Veronique Bianco®,
Dominique Boutriau® and Jacqueline Miller’




MEN ACWY-TT (NIMENRIX® )
56-103 YAS

Dirugs Aging (2013) 30:309-319
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MEN ACWY-TT (NIMENRIX®)

4 yilhik immiinojenisite g¢alismasi
MenACWY-TT vs MenC-CRM

Immunogenicity, Safety and Antibody Persistence of a
Booster Dose of Quadrivalent Meningococcal ACWY-tetanus
Toxoid Conjugate Vaccine Compared with Monovalent
Meningococcal Serogroup C Vaccine Administered Four Years
After Primary Vaccination Using the Same Vaccines

Timo Vesikari, MD, * Aino Forsten, MD,* Veronique Bianco, MS, 1 Marie Van der Wielen, MD, ¥
and Jacqueline M. Miller, MDj}



MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 48.ay verileri

12.Ayda tek doz MenACWY-TT uygulanan ¢ocuklarin agilamadan 48 ay
sonra %77'de halen yeterli asi yanitinin devam ettigi gosterilmistir.
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MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 48.ay verileri

2-10 yasta tek doz MenACWY-TT uygulanan ¢ocuklarin asilamadan 48
ay sonra polisakkarit asitya gore halen belirgin yiiksek antikor yaniti
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MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 48.ay verileri

11-50 yasta tek doz MenACWY-TT uygulanan ADOLESAN VE
ERISKINLERDE asilamadan 48 ay sonra polisakkarit asiya gére halen
belirgin yiiksek antikor yaniti
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MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 60. ay verileri

INFANTLARDA; tek doz ya da iki doz MenACWY-TT uygulamasindan

60 ay sonra halen belirgin yiksek antikor titresi ve tek doz rapel
sonrasi tim serogruplara imminojenik ve glvenilir.

VACCINE REPORTS

Five-year Antibody Persistence and Booster Response After
1 or 2 Doses of Meningococcal A, C, W and Y Tetanus Toxoid
Conjugate Vaccine in Healthy Children

Nicola P Klein, MD, PhD,* Yaela Baine, PhD,7 Devayani Kolhe, MSc,§ Carmen 1. Baccarini, MD, f
Jacqueline M. Miller, MD,} and Marie Van der Wielen, MDY

The Pediatric Infectious Disease Journal ® Volume 35, Number 6, June 2016



MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 60. ay verileri

INFANTLARDA; tek doz ya da iki doz MenACWY-TT uygulamasindan
60 ay sonra halen belirgin yiksek antikor titresi ve tek doz rapel
sonrasi tim serogruplara imminojenik ve glvenilir.

This study found that antibody persistence 5 years after
MenACWY-TT vaccination in infancy did not differ substantially
between children who received 1 or 2 doses, with the exception
of serogroup W. Exploratory analyses found that the percent-
ages of children with hSBA-MenW titers 24 and =8 and GMTs
were higher in the ACWY-2 group than in the ACWY-1 group.
We observed no other potentially significant differences with
respect to antibody persistence of serogroups A, C and Y. Over-
all, 5 years after primary vaccination with MenACWY-TT, there
was no clear evidence of benefit of receivqung 2 versus 1 dose of

vaccine in infancy.

The Pediatric Infectious Disease Journal ® Volume 35, Number 6, June 2016



MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 60. ay verileri

INFANTLARDA; MenACWY-TT uygulamasindan 60 ay sonra halen

belirgin yiiksek antikor titresi ve tek doz rapel sonrasi tim
serogruplara imminojenik ve glvenilir.

V ACCINE REPORTS

Immunogenicity, Safety and Antibody Persistence of a
Booster Dose of Quadrivalent Meningococcal ACWY-tetanus
Toxoid Conjugate Vaccine Compared with Monovalent
Meningococcal Serogroup C Vaccine Administered Four Years
After Primary Vaccination Using the Same Vaccines

Timo Vesikari, MD,* Aino Forsten, MD,* Veronique Bianco, MS,7 Marie Van der Wielen, MD, 1
and Jacqueline M. Miller, MD}

(Pediatr Infect Dis J 2015;34:e298—307)



Vesikari et al The Pediatric Infectious Disease Journal » Volume 34, Number 12, December 2015
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MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 60. ay verileri

1 AY-10 YAS; tek doz MenACWY-TT uygulamasindan 60 ay sonra
halen belirgin yiiksek antikor titresi ve tok doz rapel sonrasi tim
serogruplara imminojenik ve glvenilir.
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MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 60. ay verileri

ADOLESAN VE GENG ERISKINLERDE MenACWY-TT uygulamasindan
60 ay sonra halen belirgin yiksek antikor titresi ve tek doz rapel
sonrasi tim serogruplara imminojenik ve glvenilir.

V ACCINE REPORTS

Five-year Antibody Persistence and Booster Response to a
Single Dose of Meningococcal A, C, W and Y Tetanus Toxoid
Conjugate Vaccine in Adolescents and Young Adults

An Open, Randomized Trial

Roger Baxter, MD,* Yaela Baine, PhD, | Devayani Kolhe, MSc,} Carmen I. Baccarini, MD, 1
Jacqueline M. Miller, MD, 7 and Marie Van der Wielen, MD§

The Pediatric Infectious Disease Journal ® Volume 34, Number 11, November 2015



MEN ACWY-TT (NIMENRIX®)
Asilama sonrasi 60. ay verileri

ADOLESAN VE ERISKINLERDE MenACWY-TT uygulamasindan 60 ay
sonra halen belirgin yiiksek antikor titresi

Borja-Tabora et al. BMC Infectious Diseases (2015) 15:409
DOl 10.1186/s12879-015-1138-y

Conclusion: These results suggest that a single dose of MenACWY-TT could protect at least 72 % of vaccinated
adolescents and adults against meningococcal disease at least 5 years post-vaccination.

meningococcal serogroups A, C, W, and Y
tetanus toxoid conjugate vaccine in
adolescents and adults: 5-year follow-up

of an open, randomized trial

Charissa Fay Corazon Borja-Tabora'”, Cecilia Montalban?, Ziad A. Memish?, Dominique Boutriau®, Devayani Kolhe,
Jacqueline M. Miller® and Marie Van der Wielen?




MEN ACWY-TT (NIMENRIX®)
Yan Etki Profili

LOKAL ISTENMEYEN ETKILER

MenACWY-TT  nin  glvenirligi 810 kiside
degerlendirilmis.

12 ay -55 yas grububda en sik lokal reaksiyonlar

Agri %24.1- %39.9
Kizariklik %14.3- %33
§I§|lk 0/011.2-0/017.9

55 yas uzerinde lokal yan etki sikhgi ¢ok distik:
agri %2.3, kizarikh %1.1, sislik %1.1




MEN ACWY-TT (NIMENRIX®) l['ﬂ ener cagri
Yan Etki Profili .

SISTEMIK ISTENMEYEN ETKILER
12-23 ay: irritabilite, halsizlik, ates, istahsizlik
2-5 yas yas: halsizlik, irritabilite, ates, istahsizlik
6-10 yas: halsizlik, bas agrisi, 6IS bulgulari, ates

11-17 yas: halsizlik, bas agrisi, 6IS bulgulari, ates

18-55 yas: bas agrisi, halsizlik, GIS bulgulari, ates
>55 yas: ¢ok nadiren bas agrisi




Diger Asilarla Birlikte Uygulama

* Hep A/B

« MMRV

 Influenza

« PCV10

« DTPa-HBV-IPV/Hib

 Diger gocukluk ¢agi asilari ile birlikte
uygulanmasinda sorun bulunmamaktadir.



MEN ACWY-D (MENACTRA)

® 0.5 ml tek doz olan asi
Her serogruptan 4 g icermekte (A, C, Y, W135) ve kapsil
polisakaritler
4.8 g difteri toksoidine konjuge edilmistir.
Adjuvan ya da prezervatif icermemektedir.

Intramuskuler uygulanmaktadir.

* Dunyada 50 ulkede ruhsatli
* 65 milyon dozdan fazla asi kullaniimis durumda.




MEN ACWY-D (MENACTRA)

® 2005 yilinda FDA tarafindan onay almigtir.
© Ayni yil FDA tarafindan 2-55 yas arasi grupta

meningokok enfeksiyonu igin risk grubu olusturanlarda
kullanimi ve 11-12 yas grubundaki tim adolesanlara
uygulanmaya baslamistir.

® Ulkemizde 9 ay -55 yas arasinda ruhsatli




MEN ACWY-D (MENACTRA)

@ Adolesanlarda yapilan calismalarda MenACWY-D sonrasinda antikor
titrelerinin ylksek oldugu ve rapel doz MenACWY-D vyapilan

olgularda antikor yanitinin serogrup A disindaki serogruplara ilk kez

as1 uygulanan kisilere gore daha yiiksek oldugu gosterilmistir.

® MenACWY-D ile diger Td asilarinin birlikte uygulanmasinda etkinlik

ve guvenirlik acisindan sorun bulunmamaktadir.

® MenACWY-D ile diger adolesan donemde uygulanan asilar ile ilgili

(Hepatit A ve B, HPV gibi) henuz veri bulunmamaktadir.




MEN ACWY-D (MENACTRA)

Can ] Infect Dis Med Microbiol 2014;25(4):211-216.

ORIGINAL ARTICLE

Safety and immunogenicity of two doses of quadrivalent
meningococcal conjugate vaccine or one dose of
meningococcal group C conjugate vaccine, both

administered concomitantly with routine immunization

to 12- to 18-month-old children

Percent of patients with protective (28 [1/dijs imsgingococcal antibody titres (full analysis set)

Group 1(n=48 to n{1)"
Group 1 (n=52) before 18-month ona manth after 18-mdyth Group 2 (n=60) one month after  Group 2 [n=58) seven months
Serogroup MenACYW-D MenACYW-D 12-month MCC after 12-month MCC

346 (22.0-49.1) 100 (93-100) 1.7 (0.04-8.9) 3.4(0.4-11.9)
6.0 (156-41.0) 96,1 (B5.5=00.5) B6.7 (53.3-78.3) 25.0(15.3-30.0)
827 (59.7-91.8) 100 (93-100) B0 (46 5-72.4) 67.2(53.7-79.0)

71.2(56.5-62.8) 88 (89.6-100) 8.3 (2.6-18.4) 18(8.8-31.4)

Data presented as % [95% Cl). Antibody fitres dete
on available data; Mend CYW-D Quadrivalent meningococt®
available




MEN ACWY-D (MENACTRA)

Can ] Infect Dis Med Microbiol 2014;25(4):211-216.

ORIGINAL ARTICLE
Safety and immunogenicity of two doses of quadrivalent
meningococcal conjugate vaccine or one dose of
meningococcal group C conjugate vaccine, both

administered concomitantly with routine immunization
to 12- to 18-month-old children

Overview of safety data after each and gz Bimgococcal dose

Participants with 21: roup 1: Dose 1 (n=Y Group 1: Dose 2 (n=58) Group 2 (n=62)

Immediate adverse event
Solicited adverse reaction
Injection site adverse reaction
=ystemic adverse reaction
Unsolicited adverse event
Unsolicited adverse reaction
Serious adverse event

Adverse event-relsted withdrawal

0 (0~5.0)
90.0 (79.5-96.2)
55.0 {41.6=67.9)
BB.3 (77.4-05.3)
71.7 (58.6-82.5)
5.0 (1.0-13.9)
1.7 (0-8.9)
0 (0~5.0)

0(0-6.2)
93,1 (B3.3-08.1)
7.2 (53.7-=79.0)
B4 .5 (72.6-02.7)
55.7 (41.6=68.3)

0(0-6.2)

0(0-6.2)

0 {0=6.2)

1.5 (0=8.7)
91.7 (81.6-87.2)
55.0 (41.6~67.9)
80.0 (57.7-80.2)
50,7 (45.4-71.9)
48 (1.0-13.5)
3.2 (0.4=11.2)
0 (0=5.8)

Data presented as % (35% Cl). n Values based OINg




MEN ACWY-D (MENACTRA)
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MEN ACWY-D (MENACTRA)

Menactra® + Cocukluk Cagi Asilar Cocukluk Cagi Asilan
12.ay

664 1,053 476

Pina LM. Pediatr Infect Dis J. 2012;31(11):1173.




MEN ACWY-D (MENACTRA)

Int J Infect Dis. 2016 Feb 24,45:58-84. doi: 10.10164.1jid. 2016.02.010. [Epub ahead of print]

Safety and immunogenicity of a single dose of a quadrivalent meningococcal
conjugate vaccine (MenACYW-D): a multicenter, blind-observer, randomized, phase
lll clinical trial in the Republic of Korea.

Kim DS?, Kim MJ2, Cha SH?, Kim HM*, Kim JH®, Kim KM%, Lee JS7, Choi JY®, Castells VB?, Kim HS1?, Bang 4179,
Oster P9,

# Author information

Abstract
OBJECTIVES: To assess the safety and immunogenicity of a meningococcal polysaccharide diphtheria
toxoid conjugate vaccine (MenACYW-D) in a Korean population.

METHODS: This was a phase lll, blind-cbserver, controlled study in which participants aged 11-55 years were
randomized (2:1 ratio) to a single dose of MenACYW-D or tetanus/diphtheria’acellular pertussis (Tdap)
vaccine. Outcomes included rates of seroconversion against all serogroups (24-fold increase in antibody titer
from pre-vaccination), geometric mean titers (GMTs) at days 0 and 28 based on a serum bactericidal assay
using baby rabbit complement, rates of seroprotection (titer =21:128) at day 28, and safety.

RESULTS: A total of 300 participants were enrolled in the study (200 MenACYW-D and 100 Tdap).
Sercconversion rates for serogroups A, C, Y, and W-135 were 77.8%, 88.3%, 74.6%, and 92.4%,
respectively, for the MenACYW-D group and 9.3%, 8.1%, 12.2%, and 8.2%, respectively, for the Tdap group.
The proportions of participants with pre-vaccination titers =1:128 were 57.3%, 12.6%, 51.5%, and 22.2% for
serogroups A, C, ¥, and W-135, respectively; post-vaccination rates were 98.5%, 89.4%, 96.0%, and 95.0%
for the MenACYW-D group. A lower proportion of participants reported sclicited reactions with MenACYW-D
(46.2%) compared with Tdap (76.8%).

CONCLUSION: A single dose of MenACYW-D was well tolerated and elicited a robust immune response in
Korean adeolescents and adults.
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FIGURE 6. Changes in N. meningitidis Serogroup Distribution in Chile (1999-2013)
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Ekim 2012 tarihinde 9 ay-5 vyas arasi cocuklarda
MenACW-D (Menactra) uygulamasi basladi ve o tarihten beri
asilanmis  cocuklarin  hicbirinde W iliskili meningokok

enfeksiyonu saptanmadi.

Borrow R et al. Poster presented at XIXth International Pathogenic Neisseria
Conference (IPNC),12-17 Oct 2014. Asheville, NC, USA




GUVENLIK

« Menactra

— uygulama yeri reaksiyonlarinin gogu hafif veya
orta dereceli yogunlukta

— 7 yildan uzun siiredir 50 milyondan fazla doz
sonras! tecriibe

— Diger agilarla birlikte kullanilabilir

— Subat 2008: 15 milyon doz sonrasi 26 konfirme
GBS vakasi

* Haziran 2010: ACIP (CDC) veritabani
analizleri Menactra sonrasi artmis GBS riski
saptamadi

Pina. Pediatr Infect Dis J 2012;31(11): 1173-83




Menactra® Endikasyon

* Endikasyon ve kullanim

— Menactra N. meningitidis A, C, Y ve W-135 serogruplarinin neden oldugu
invaziv meningokokal hastaligin aktif bagisiklamasinda endikedir.

— Menactra ABD’de 9 ay — 55 yas arasindaki kisilerde kullanim igin
onaylanmistir. *

* Dozajve Uygulama

— 0,5 mllik doz intamuskdiler enjeksiyon yoluyla uygulanir.

— Menactra, 9 ay — 23 ay arasindaki ¢cocuklarda en az li¢ ay arayla 2 dozluk seri
halinde uygulanir

— 2 —55vyas arasindaki kisilerde tek doz olarak uygulanir

* Menactra, Turkiye'de 9 ay — 11 yas arasi igin ruhsatlandiriimigtir
(ruhsatin erigkin yaglari da kapsamasi i¢in galismalar surmektedir)



MEN ACWY-CRM197 (MENVEO)

— MEN ACWY-CRM,,,

* MENVEO (GSK®)
10 ug MenA, 5 ug MenC, 5 ug, MenW135, 5 ug MenY
Adjuvan ya da koruyucu icermemektedir.
+2 ile + 8 C’de 36 ay raf omru bulunmaktadir.

Intramuskuler uygulanmaktadir.




MEN ACWY-CRM197 (MENVEO)
INFANT

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, 1 William Johnston, MD, [ Tatjana Odrijin, MD,§
Christopher J. Gill, MD. ¥ 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.




MEN ACWY-CRM197 (MENVEO)
INFANT 2. 4. 6. ay-12. ay rapel

B 3. dozdan 1 ay sonra B 12. Aydaki rapel 6ncesi B Rapel dozdan 1 ay sonra

100

80

60

40

hSBA =1:8 (%)

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71.



MEN ACWY-CRM197 (MENVEO)
INFANT 2. 4. 6. ay-12. ay rapel vs. 12.ay

g Men ACWY-CRM + ] Rutin ¢cocukluk ¢agi

Rutin ¢ocukluk ¢agi asilari asilari

B Ciddi yan etki

0
Hassasiyet

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71.



MEN ACWY-CRM197 (MENVEO)
INFANT 2. 4. 6. ay-12. ay rapel vs. 12.ay

[ Men ACWY-CRM + B Rutin gocukluk gagi asilari

Rutin ¢ocukluk ¢ag asilari
B Ciddiyan etki

i Siirekli -
Istahsizlik Uykusuzluk aglama Irritabilite

Klein NP, et al. Pediatr Infect Dis J. 2012;31:64-71.




MEN ACWY-CRM197 (MENVEO)
INFANT

3 Faz 3 calisma sonuclari

MenACWY-CRM ve rutin 2-24 ay asilari

— (DTaP-HBV-IPV, +HIB or DTP-HIB-IPV+HBV, +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 llkelerde 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..



MEN ACWY-CRM197 (MENVEO)

Vaccine 30 (2012) 2831-2838

Contents lists available at SciVerse ScienceDirect

VQCCII"IE'

Vaccine

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

Persistence of the immune response at 5 years of age following infant
immunisation with investigational quadrivalent MenACWY conjugate vaccine

formulations™

Ameneh Khatami®*, Matthew D. Snape?, Elizabeth Davis?, Helen Layton?, Tessa John?, Ly-Mee Yu?®,
Peter M. Dull¢, Christopher J. Gill¢, Tatjana Odrjlin€¢, Simon Dobson¢, Scott A. Halperin®,
Joanne M. Langley®, Shelly A. McNeil®, Andrew ]. Pollard?

Conclusions: Serogroup-specific bactericidal antibody wane following infant immunisation with
MenACWY-CRM g7, most markedly against serogroup A. Best persistence against serogroup C is observed
with MenC conjugate vaccine priming and MenACWY-CRMg7 at 12 months, compared to schedules using
only MenACWY-CRM o7, with the potential for providing broader protection compared to monovalent
MenC vaccines alone.




MEN ACWY-CRM197 (MENVEO)

2-10 YAS
Table 3
Percentage of children experiencing local and/or systemic reactions. Tahle 3b
MenACWY-CRM  MPSV4 Percent (957 confidence interval) of 6- 10-year-olds with solicited reactions by vac-
Subjects (2- 10-year-olds) experiencing local reactions (severe reactions), ¥ cine 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.
Subjects experiencing systemic reactions (severe reactions), % \ Induration 13(10-16) 17(14-20)
S 7 160 Pin 45 (41-49) 19(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 =+ 2=0) 0l =df
n=157 n=157 Headache 13{11-17} 1B{15-217¢
Headache 19(2) 1(1) Rash 3(2-5) 5(3-7)
Qs gf; o Fever 238+C 2(1-3] (1-4)
m:s'ﬂa i;éi 3f :; Percentages are based on numbers of children for whom diary card data were avail-
Arthralgia 3(1) 2(0) ahle.
Fever, oral temp. >38°C(>40-C) 2(0) 2(0)
Analgesic/antipyretic use 23 15 # pe005 vs, comparator; no other statistically significant differences were
MenACWY-CRM, investigational quadrivalent meningococcal CRM, g, -conjugated ohserved.

vaccine; MPSV4, quadrivalent meningococcal polysaccharide vaccine.



MEN ACWY-CRMH197
2-10 YAS 5 YIL SONRA??
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- 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.

Block SL?, Christensen S2, Verma B?, Xie F3, Keshavan P*, Dull PM?, Smolenav 4.

@ 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
CRM1897-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,{ Keith S. Reisinger, MD, MPH., }
Alessandra Anemona, DStat,§ Lisa E. Danzig, MD,§ and Peter M. Dull, MD§
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Asilamanin 5. yili, hSBA >1:8(%); 11-17 YAS MENACWY-CRM vs. MPSV4

MEN ACWY-CRM MenACWY-PS

hSBA =1:8 (%)

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

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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In summary, recipients of the MenACWY-CRM was immu-
nogenic at the post-primary (1 month) and demonstrated strong
persistence at a median of 22 months post vaccination, and led
to a statistically higher proportion of subjects with hSBA titers
=8 for serogroups A, W-135 and Y than did MCV4. Given that
hSBA titers have been correlated with protection against inva-
sive meningococcal disease due to serogroup C,*'® these results
may infer a potential advantage of the MenACWY-CRM vac-
cine over time, and may be relevant in determining the need for,
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* MenACWY-CRM non Inferior to MCV4; ** MenACWY-CRM statistically superior to MCV4; see Jackson et al, PIDJ 2009,
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Yan etki profili yoninden MenACWY-CRM ile polisakarit asi benzer bulunmustur.

MEN ACWY-CRM MenACWY-PS

Eritem Agri Endiirasyon Basagrisi Myalji Titreme Kirginlik Bulanti Artralji  Ates 238°C

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

Yaccine 28 (2010) 3171-3179
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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. Soley?, C. Loaiza?, G. Rincon?, S. Guevara?, A. Perez?, W. Porras?,
0. Alvarado?, L. Aguilar?, A. Abdelnour?, U. Grunwald®, L. Bedell, A. Anemona®d, P.M. Dull®
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Infection and Drug Resistance Dove

a8 REVIEW

Critical appraisal of a quadrivalent CRM

conjugate vaccine against meningococcal
serogroups A, CW-135 andY (Menveo®)

in the context of treatment and prevention
of invasive disease

Table 2 Overview of published clinical studies of MenACWY-CRM in children and adolescents

Age group Immunegenicity ameng MenACWY - Safety and telerability amang
CRM recipients MenACWY-CRM recipients

Infants from 2 months of age™® 60%—92% of two-dose and Most common reactions were injection
B1%—99% of three-dose recipients had site redness and irritability™
protective hSBA titers (=4)%

Infants from & months of age B86%—100% of two-dose recipients had Most common reactions were injection
protective hSBA titers (=4) site redness and irritability™

Toddlers B86%—100% of two-dose primed and Most common reactions were injection
4% (0% of three-dose primed toddlers had site redness and irritabiligy®
protective hSBA titers (=4)2
653%—100% of unprimed toddlers had
protective hSBA titers (=4) after two doses™

Children aged 2—10 years B3%95% of two-dose recipients had Maost commeon reactions were injection
protective hSBA titers (=4)* site pain, headache, and irritability®*

Adclescents 75%—96% of adolescents had Most commeon reactions were injection
protective hSBA titers (=4)% site pain and headache®=*
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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.iIg MEN ACWY-D
KARSILASTIRMASINDA, MEN ACWY-CRM 1Yl 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 Infiezct Dis. 2015 Sep;38:36-42. doi: 10.10161.{jid.2015.07.003. Epub 2015 Jul 9.

conjugate vaccine (MenACWY-CRM) in healthy Indian subjects aged 2 to 75
years.

Lalwani S, Agarkhedkar 52, Gogtay N3, Palkar S', Agarkhedkar 52, Thatte U?, Vakil H*, Jonnalagedda R*, Pedotti
P5, Hoyle M2, Bhusal C¥%, Arora A”.

# 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, ltaly) 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 =8 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
CONCcerns.

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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Safety and Immunogenicity of a Quadrivalent Meningococcal Conjugate
Vaccine and Commonly Administered Vaccines After Coadministration.

Gasparini R", Tregnaghi M, Keshavan P, ¥Ypma E, Han L, Smolenowv |.

= Author information

Abstract

BACKGROUND: Given the broad age range across which the quadrivalent meningococcal conjugate
vaccine MenACWY-CRM is used, coadministration with routine vaccines should be evaluated across
age groups for possible immunologic interference and impact on vaccine reactogenicity and safety.

METHODS: We summarize data from a large population of infants, adolescents and international
travelers from 10 phase 3 or 4 clinical studies to evaluate coadministration of MenACWY-CRM with
commonly administered vaccines. Noninferiority analyses of immune responses were performed
across studies and age groups for each vaccine. Reactogenicity and safety were also assessed.

RESULTS: In infants, MenACWY-CRM coadministered with routine vaccines did not reduce immune
responses to diphtheria, tetanus, poliovirus, hepatitis B, Haemophilus influenzae type b,

pneumococcal conjugate, measles-mumps-rubella, varicella or perfussis antigens. Moninferiority

::Dnsmtent tr‘ends were Dbsewed In adolescents, madmlnlstratlnn did nnt reduce immunea
responses to tetanus, diphtheria and human papilloma virus vaccine antigens. NMoninferiority criteria
for pertussis antigens were not uniformly met in infant and adolescent studies, although the clinical
relevance is unclear. In adults, coadministration did not reduce immune responses to hepatitis A/B,
typhoid fever, yellow fever, Japanese encephalitis and rabies antigens. Immune responses to
MenACWY-CRM were not impacted by coadministration of commonly administered vaccines.
Coadministration did not increase frequencies of postvaccination adverse events in any age group.

CONCLUSIONS: With no clinically relevant vaccine interactions or impact on vaccine reactogenicity
or safety, these results support the coadministration of MenACWY-CRM with routine vaccines in all
age groups.



MEN ACWY-CRM197 (MENVEO)
TASIYICILIK UZERINE ETKILILIK

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.P.J. 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, PM. Dull, R. Borrow
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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 immiinojenik

hSBA titeleri ile nazofaringeal tasiyicilik arasinda bir iliski
saptanmamis.
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1. Safety of Quadrivalent Meningococcal Conjugate Vaccine in 11- to 21-Year-
Qlds.

Tseng HF ', Sy LS?, Ackerson BK®, Hechter RC2, Tartof SYZ, Haag M®, Slezak JMZ2, Luo Y2, Fischetti CA2, Takhar
HS2, Miao ¥, Cunnington M®, Solano Z2, Jacobsen SJZ.

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

21 farkli klinik durum izlenmis (n6rolojik, romatolojik,
hematolojik, endokrin, renal, infeksiyon hastaliklari).

Hicbir yan etki bildirimi olmamis.

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

Sans? Altta yatan hastalik?
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* Meningokok hastaliklari gocukluk ¢aginda
ve ergenlik doneminde 6nemli morbidite ve
mortaliteye neden olmaktadir.

* 4 valanh konjiige asilar ilkemizde de
mevcuttur ve giivenle kullanilabilmektedir.

* Her 3 asi da diger ¢ocukluk ¢agi asilari
ile birlikte uygulanabilir.



