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Meningokok Hastaliklari

1805

: 1909

Fl(St_ reports First reported epidemic
originate outbreaks in Africa.

in Geneva.

MENINGITIS BELT

1966

Vaccines developed,
but have limited
effect in Africa.

wh
Scientists identify cause as

Neisseria meningitidis.




Meningokok hastaliklari

Sporadik ve epidemik menenjit
Septisemi

Bakteriyemi

Kronik bakteriyemi Pnémoni %2 _—media%1

Pnomoni %6
Septik artrit
Perikardit
Konjonktivit Meningokoksemi
Epiglotit 43
Otit
Sinuzit
Uretrit
Proktit Rosenstein NE, et al. J Infect Dis 1999;180:1984




Etken Patojen

Neisseria meningitidis
Tek konagi insan

Gram negatif diplokok
0,7-1 mikron capinda
Oksidaz pozitif

Glikoz ve maltoz’u okside eder




Neisseria meningitidis

13 SEROGRUP

6 serogrup
hastaliklarin

W135 buyuk kismindan
sorumlu




Neisseria meningitidis

- Virulans faktorleri

- Pili

- Opasite proteinler:
- Lipoolisakkarit

- Kapsiiler PS

- Faktor H

N. meningitidis

‘ Polisakkarit kapsul

LPS

Pilus B Opa\

Por

PorA

; Peptidoglikan
hicre duvari

Sitoplazmik
~ membran

~ Lipoprotein




N. meningitidis’in tasinmasi

Sadece insan nazofarenksinde kolonilesir.

Bilinen basgka bir uygun ortam yok.

Burun Boslugu

Asemptomatik tasiyicilik %3-25
Ergenlerde %25
Yetigkinlerde %5-11

Nazofarenks

I —— Orofarenks

'
/. Larengofarenks

/ —— Larenks




Meningokok hastaligl nasil
bulasir?

Damlacik yoluyla

Hapsirma, okslirme veya
Oplisme gibi orfarinks ve
solunum sekresyonlari direkt
veya bunlarla kirlenmis
esyalarla indirekt yollarla

bulagir.




Klonizasyon

Epitel ve endotel
Invazyon

|

Bakteriyemi

o

Patogenez

Kan Nazofarengela Mukoza

BOS

Mukozayi gecis

Konagin yaniti




Invazif meningokok hastaligi
(IMH)

Meningococcemia

En yaygin uc k]_inik tab]_o (Blood infection)

Meningitis
(Spinal cord/
brain infection)

Severe headache &

Bacteria enters through stiff neck signal infection**

the nose & throat /
. Menenjit r \
ee, o o o o @ P\ acteria in spinal cor
* Menenjit ile birlikte L ( e ey

Bacteria in bloodstream

meningokoksemi
 Meningokoksemi

Purplish rash
is a telltale
symptom?

Spinal cord




Invazif meningokok hastaligi

(IMH)

Klinik

Semptomlar baglangicta (ilk 12 saat) nonspesifiktir, yanhg tani
alabilir (USYE, gastroenterit)

0-12 saat Nonspesifik
Viral hastalik benzeri

» Ates, bas agrisi,
1stahsizlik, bulanta,
kusma

Ust solunum yolu
semptomlar: (bogaz
agrisi, burun akintisi)

Thompson MJ, Lancet. 2006;367(9508):397




Invazif meningokok hastaligi
(IMH)
Klinik
b e (USYE, gactmoonioniy T8 o

0-12 saat Nonspesifik |13-16 saat karakteristik
Viral hastalik benzeri ,| menenjit bulgularn

Ates, bas agrisi,
1stahsizlik, bulanta,

Hemorajik ras, ense
kusma

sertligl, meningismus,
fotofobi, uyusukluk,
fontonellerde kabariklik

Ust solunum yolu
semptomlar: (bogaz
agrisi, burun akintisi)

Thompson MJ, Lancet. 2006;367(9508):397




Invazif meningokok hastaligi
(IMH)
Klinik
Semptomlar baglangicta (ilk 12 saat) nonspesifiktir, yanhg tani

alabilir (USYE, gastroenterit)
Hizli progresyon gosterir, 24 saat iginde 6lim

0-12 saat Nonspesifik |13-16 saat karakteristik
Viral hastalik benzeri ,| menenjit bulgularnn |

16-24 saat ge¢ bulgular >

Ates, bas agrisi,
1stahsizlik, bulanta,

Hemorajik ras, ense
kusma

sertligl, meningismus, | Suur bulanikligi,
fotofobi, uyusukluk, deliryum, nobet
fontonellerde kabariklik

Ust solunum yolu
semptomlar: (bogaz
agrisi, burun akintisi)

Thompson MJ, Lancet. 2006;367(9508):397
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FIGURE 213-5 Rashes of meningococcal disease. A, Rubella-like rash seen early in meningococcal sepsis. Macular (B) and nonblanching petechial

(C to E) rashes in meningococcal disease. (From Stephens DS, Greenwood B, Brandtzaeg P Epidemic meningitis, meningococcaemia, and Neisseria
meningitidis. Lancet. 2007,369:2196-2210.)

.
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Part Il Infectious Diseases and Their Etiologic Agents

FIGURE 213-6 Subcutaneous ecchymoses, embolic lesions, and petechiae of meningococcal disease. A, Subcutaneous ecchymoses on a sole
resulting from meningococcal sepsis. B, Subcutaneous ecchymoses on the back resulting from meningococcal sepsis. C, Embaolic lesions on a2 palm sec-
ondary to meningococcal sepsis. D, Petechial lesions on legs in meningococcal disease. E, Petechiae on the dorsum of a hand resulting from meningococcal
sepsis. (Courtesy Dr. Peter Densen.)



FIGURE 213-4 Fulminant meningococcal septicemia. A, Ecchymoses. B, Hemorrhagic adrenals. C, Thrombaosis and gangrene of the fingers of a
child. (From Stephens DS, Greenwood B, Brandtzaeg P Epidemic meningitis, meningococcaemia, and Neisseria meningitidis. Lancet. 2007,369:
2196-2210.)




Purpura fulminans

[Esere

<

[ Goglus bolgesindeki petesiler hizh geligen biil ve } [ Tium viicutta nekrozlar ve Purpura }
purpurik lezyonlar fulminans (PF)

Hastada gelisen DIK bulgular1 ve ¢oklu organ yetmezligine kargi tiim tibbi miidahalelere
ragmen hasta hastaneye yatiginin 58. saatinde kaybedilebiliyor.

K H.Ozdemir et al.Infection (2012) 40:717-718




Invazif meningokok hastalik (IMH)

prognozu
Mortalite Sekeller
« Tedavisiz olgularda %50-60 Nérolojik disfonksiyon
« Tedaviye ragmen %10-20
- o i Isitme bozukluklar:
 Purpura fulminansda %70-100
Skar/greftler
Kardiyovaskiiler
etmezlik
Sekel Motor boZukluklar
 Hayatta kalanlarda
%10-20 kaher sekeller gelisir Bobrek yetmezligl
Eksremite
amputasyonu
Biiytime bozukluklari

Stein-Zamir C, et al. The clinical features and long-term sequelae of invasive meningococcal disease in children. Pediatr Infect Dis

&2014 Jul;33(7):777-9.




olum istatistikleri

Meningokok enfeksiyonlari nedeniyle
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Meningokokal hastalik risk
faktorlers

- Temasla ilgili risk faktorleri

- Hasta ile yakin temas
Ayni evde yasayanlar, saglik calisanlan

- Rutin olarak N. meningitidis ile calisan mikrobiyologlar
- Salgin esnasinda toplumda risk altindaki kisiler

- Endemik bolgeye yasayan veya buraya seyahat edenler
- Yurtta kalan 1.smif Ginv. 6grencileri

- Askerler
- Yag: <1 yas bebekler, 16-23 ve >65 yasindakiler
- Medikal durumlar

- Fonksiyonel veya anatomik aspleni

- Persistant komleman komponetlerinde yetersizlik
C3, C5-9, properdin, faktér H, faktor D,
Eculizumab kullananlar

- HIV enfeksiyonu




Previous pathology in cases of invasive meningococcal disease
in children under 5 years old

Raquel Abad 2, Rosa Cano ®, Israel John Thuissard <, Julio A. Vazquez *U [ ]

. Ispanya

- 5 yas alt1 1255 IMH vakasi
.« 1209 (%96,5) hastada altta yatan hastalik YOK

. Sadece 46 (%3,5) hastada altta yatan hastalik var
SSS patolojileri, kafa frakturti: 3 hasta
Minor konjenital anomaliler: 34 hasta

SADECE RISK GRUBUNUN
ASILANMASI DURUMUNDA 1255

VAKANIN YALNIZCA BIRINDE
KORUNMA SAGLANACAKTIR.

\ Gac Sanit. 2015;29:474 - Vol. 29 NUm.6




Meningokokal hastaliklar

Hastaliklarin cogu

daha once saglikli olan ve
risk faktori olmayan

bireylerde goriiliir




Akut bakteriyel menenjit-global meta-
analiz
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Menenjit kusagi

LAY

ETHIOPIA

ATLANTIC
OCEAN

Meningitis risk
. Meningitis belt - areas at high epidemic risk

D Countries at risk for meningitis epidemics




o

Yetiskin ABM (1994-2003)-
Tiirkiye

Pathogen Number

Streptococcus pneumoniae 457
Neisseria meningitidis 251
Staphylococcus aureus 29
Enterobacteriacea (species not mentioned)
Coagulase-negative staphylococci

Listeria monocytogenes

Acinetobacter baumannii

Escherichia coli

Gram-negative bacilli (species not mentioned)
Klebsiella pneumoniae

Streptococcus pyogenes

Pseudomonas aeruginosa

Haemophilus influenzae

Branhamella catarrhalis

Proteus mirabilis
Enterococcus spp.

Total 784

— = B W W W U1 N QN OO

Arda B. Pooled analysis of 2408 case of acute adult prulent meningitidis from Turkey.
Medical Principles and Practice 2008




4,00
3,50
3,00
2,50
2,00
1,50
1,00
0,50

0,00

Yaslara gore menenijit etkenleri-
Turkiye

= N.meningitidis
m S.pneumoniae
= Hib

I IIIIIII-III---
<1 1-3 4-5 6-7 8-9 10-11 12-13 14-16

Ceyhan M, et al. Emerging Infectious Diseases 2008; 14(7):1089-96.




HUMAN VACCINES & IMMUNOTHERAPEUTICS Tavlor &F .
2016, VOL. 12, NO. 11, 2940-2945 e aylor rancis

http://dx.doi.org/10.1080/21645515.2016.1209278 Taylor & Francis Group

RESEARCH PAPER

Bacterial agents causing meningitis during 2013-2014 in Turkey: A multi-center
hospital-based prospective surveillance study

Mehmet Ceyhan®*, Yasemin Ozsurekci®*, Nezahat Giirler®*, Eda Karadag Oncel**, Yildiz Ca mcioglu®*, Nuran Salmand'#,

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 32.9
Serogroup A 0 0 3 45 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 8.8
N_meningitidis (Total 4 66 . (904
S. pneumonia 3 136 6 8.3 9 0.6
H. influenzae type b 0 0 0 0 0 0
Total number of 22 100 72 100 94 100

Positive Samples

0,3/100 000 0,9/100 000

k 94 bakteriyel menenjit — 3 6lum (%3,5 mortalite)(%100 meningokok, 2’ si < 6 ay)




Hospitalisations per 100,000 population

IMH yas dagilimi-ABD

M All meningococcal disease
H Meningitis and septicaemia

Age group (years)

Yayinlanmamig data, Active Bacterial Core Surveillance (ABCs) system. Erigim tarihi:

Ocak 2018




IMH yas dagilimi-Avrupa

Avrupa, 2015

9,96
10 -
8
S
S 6h
o
o
—
g,
X 4
> 2,8
2
0.59 0,96
y - 0’19 0’31 0,49
- — [ -

0
<1 1-4 5-14 15-24 25-49 50-64 65+
Yas (yil)
Li Ya, et al. DR. 2014:40:160-169




N

Meningoko
ksemi (%)

Akyildiz 65 % 46,1
Elmastas 41 %21,9
Ersoy 85 %30,59
Ozdal 143

Kepenekli 7 %42
Kulcu 16 %87,50
Tuysiz 140 %78

Meningokok olgularinin ortalama %74’ 0-5 yas arasindadar.

Menenjit
(%)

%30,7

%48,8

%20

% 57
%12,5

%22

Adolesan piki gorilmez.

IMH yas dagilimi-Turkiye

0-5 yas

% 81
% 66

Bilinmiyor
%71
% 90
% 93
% 60

Mortalite

6-17 yas

%18,44

% 19 18, Istanbul
% 44 Izmir

Bilinmiyor
Bilinmiyor  %18,82 [zmir
017 Diyarbakir

%10  Bilinmiyor Ankara
% 7 %43,75 Istanbul
% 40 %8.62 Istanbul

Bakir M, et al. Expert Rev Vaccines. 2015 Aug;14:1089-97.




Olgular 5 yas altinda-Turkiye
PN

16

12 -

W Serogroup A

m Serogroup B

B Serogroup W135
W Serogroup Y

= Nongroupable

u S. pneumoniae

aiwr

10 -
5-9 years 10-14 years 15-18 years

\\mw
il o

K Ceyhan M. Human Vaccines and Immunotherapeutics 2016




Meningokokal Serogrup Dagilimi Ongoriillemez

AVRUPA
KANADA
(2006—2011) &2_031152)41
N=1092 = URKIYE
(2014)1
N=418
CIN
@015 3010y
15 ) . =
N=44 AFRIKA MENENJIT
KUSAGI (2016)
oA N=1399 SUUDI ARABISTA
(2002-2012)5
WC N=115
mw
Y = .
- UNEY AFRIK
m: (2015)8
N=156

N LATIN AMERIKA &
M Digerleri ~ KARAYIPLER
(2014

AVUSTRALY
A
2015)10
| . /]

1. Li YA, et al. Can Commun Dis Rep. 2014;40:160-169. 2. Centers for Disease Control and Prevention. Active Bacterial Core surveillance (ABCs)
report: Emerging Infections Program Network, Neisseria meningitidis, 2015. 3. Organizaciéon Panamericana de la Salud. Informe regional de SIREVA
II, 2014. 4. European Centre for Disease Prevention and Control. Surveillance atlas of infectious diseases: invasive meningococcal disease. 5.
Koroleva IS, et al. Presented at: 13th Annual European Meningococcal and Haemophilus Disease Society Meeting; September 14-17, 2015;
Amsterdam, Netherlands. 6. Memish Z, et al. Euro Surveill. 2013;18:20581. 7. World Health Organization. Wkly Epidemiol Rec. 2017;92:145-164. 8.
National Institute for Communicable Diseases. GERMS-SA annual report 2015. 9. Li J, et al. Vaccine. 2015;33:1092-1097. 10. Lahra MM, et al.
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Meningokok serogrup dagilimi-
Turkiye (2005-2014)

c
o
>
®
)
©
s
>

Ceyhan M, et al. Hum Vaccin Immunother 2014;10:2706-12; 2. Ceyhan M,et al. Hum Vaccin Immunother
2016;12(11):2940-5




Tasiyicilarda serogrup dagilimi-
Triirkive |

"W EB uA my B NG

N 52 il

K Tekin RT. Human vaccines and immunotherapeutics,2017




Meningokok tasiyiciligl
I

Yunanistan (2004)

Ispanya (2000)
Almanya (2005)
Cekya (2004)

UK (2003)
Norvec (1998)
Brazilya (2012)
Sisi (2013)
Kolombiya 82013)
USA (2013)

USA (2013)

YAS
2-29
0-20

15-21

15-19

18-19
11-19
10-19
15-21
infantlar
23,7

% Tasiyicilik

4
3,1-9,7
18
16
7,9
36,4
9,8
6,5
6,9
4,3
19




13 sehir
10-24 yas
1518 kisi

12

10

]

6,5 6,5

5,4

15

11

17

k Tekin RT. Human vaccines and immunotherapeutics,2017

N. meningitidis tasiyicilik-Turkiye

3,1

18




Tasiyicilik Risk faktorleri

Yatil1 okulda kalmak
Aktif/pasif sigara iciciligi
Kalabalik sosyal ortamda bulunmak

Samimi sekilde 6plisme

MacLennan J. (UK) Emerg Infect Dis 2006; 12(6):950-7; Cassio de Moraes J
(Brz) Pediatr Infect Dis J 2015,

Ust solunum yolu enfeksiyonu (son 3 ay)
Cassio de Moraes J (Brz) Pediatr Infect Dis J 2015;

Hac/ Umre ziyareti

Ceyhan M. Clin Vaccine Immunol 2013
Hac / Umre ziyareti yapanlarla ayni evde
bulunmak

Tekin RT. Human vaccines and immunotherapeutics, 2017




Tuarkiye N. meningitidis tasiyicilik

T
| e  Serogrup
" .

Ceyhan M. Clin Vaccine Immunol 2013




Nimenrix™

Meningokok asilari

TASIYICI SEROGRUP
PROTEIN

Meningitec™

Menjugate™ |
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ANTIJENLER

Menitorix™
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Menen|it asisi, ABD’de Askeri birliklerde

500 -

400 -

2

Hospitalizations (n)

100 1

0

3

IMHda >90 azalma sagladi

Monovalent (group C) 35
S
Q.
30 =
a
Quadrivalent ~
(A/C/Y/W-135) 25 &
®
Bivalent T
(A/C) r20 %
—
8
15 §
®
1 108
3
r»S '
e
. : m@ = g
1964 1966 1568 1970 1572 1974 1976 1978 1980 1982 1984 1986 1588 1990 1992 1994 1996 1998
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Broderick. Emerg Infect Dis. 2012;18(9)




Polisakkarit ag1
(T-lenfosit bagimsiz)

* Asiyaniti B hicre farklilasmasina
bagh

B
hiicresi
I

* Imminojenik hafiza olusmaz

* infantlada immiinojenik
* Daha kalici ve daha yuksek Immin yanit

B
hiicresi

* Tekrarlarda duisik yanit

(hyporesponsiveness) yoktur
* Bellek hiicre yaniti

Plazma
hiicresi
Bellek B hiicresi

\g\

T hiicresi ile atk.lla§1m

olusumu

Konjuge as1

T hiicresi ile etkilegim sonucu T
hiicresi bagisiklik yanitina katihr

Aktive B lenfositlerin farklilagmas:
ile Bellek B hiicresi olugumu

IgM ve IgG tiirii

antikor sentezi

* Taslyiciligl azaltir

* Toplum bagisikhgi saglar

o

Polisakkarit-konjuge asilarin farki

Polysaccharide 1gG2 and

W P

“-._ vafmvnll ation v
‘j —_— { ! ’\ [ Anti body
l' | | Depletion of ‘ \ / .mxln( ion

/| memory B-cell pool —\
— No production of — \
B cell memory B cells Plasma cell
b ysaccharide
Cante gGl an

P

Carriet 'S ‘
o O f
protein e QN o=
<> S \* g Polysaccharide
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Konjuge MenACWY asilari
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Seri tissl' gy,

Monovalan Konjuge Asilar
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Kuadrivalan konjuge asi

I\/IenACWY—CRI\/I197 (Menveo-GSK)

CRM19

iﬁ 33,3ug

10pg
7,1-12 5pg

Sug 7
> ,@37 MENVEO

o Vaccine Preparation 4

-0 |

'
m
(ua)

MIX the MenCYW-135 liquid with
the MenA conjugate

/

PULL the MenCYW-135 liquid
from the vial

/ /
4
> 5,6-10
o ,0-1Uug
1. Thampson MJ, Ninis N, Perena R, ot al. Clnical recognition of meningococcal disease in chdren and odolescents. Lancer. 2006;367(9508):397403
L Moxhed |, Coba A Chapter B: Mesingacoccal disaasa. In: Roush SW, Baldy LW, eds. Marva for the Surveiloncs of Veccne Preventable Disaases
Sthed. Afont, Gk Centers for Disesa Contral and Prevantion; 201 1. www.cdc. gov/vuccines,/pubs/survimanud / chgpt0B mening pdf. Accessed Moy 6, 2015

SHg

SHAKE the vial upside down
until the vaccine is dissolved

v MENVEO
h Meningococcal (Groups A,C,Y and W-135)
Oligosaccharide Diphtheria CRM;; Conjugate Vaci

<.




Kuadrivalan konjuge asi
MenACWY-DT (Menactra-Sanofi Pasteur)

NDC 49281-589-05 MCv4

Meningococcal (Groups A, C, S
Y and W-135) Polysaccharide 1 Duse
Diphtheria Toxoid Conjugate

Vaccine '




Tiirkiye

EMA

FDA

Konjuge MenACWY asilari

MenACWY-TT
(Nimenrix)

* 6.haftadan itibaren
uygulanir.

* 6ila 12 haftalik
bebeklerde lg(2+1)
doz

* 12 ay ve lzeri tek doz

* 6.haftadan itibaren
uygulanir.

* 6ila 12 haftalik
bebeklerde li¢(2+1)
doz

* 12 ay ve lzeri tek doz

* FDA onayi yok

MenACWY-CRM
(Menveo)

2-6 ay arasinda (3+1), 7-
23 ay arasinda (1+1)
bebeklerde

2 yas Uzeri tek doz

2 yas ve Uzeri tek doz

2 ay uzeri-55 yas
arasinda

MenACWY-DT
(Menactra)

9 ay-55 yasta
kullanilabilir.

9-23 aylik cocuklara iki
doz

2 -55 yas arasi tek doz

EMA onayi yok

9 ay-55 yasta
kullanilabilir.

9-23 aylik cocuklara iki
doz

2-55 yas arasinda tek
doz



Konjuge asilar immunojen

Pediatr Infect Dis J. 2012 Nov;31(11):1173-83. doi: 10.1097/INF.0b013e318268dfe4.

Safety and immunogenicity of a quadrivalent meningococcal polysaccharide diphtheria toxoid
conjugate vaccine in infants and toddlers: three multicenter phase lll studies.

Pina LM1, Bassily E, Machmer A, Hou V, Reinhardt A.

4900 infant (9-12 ay)

3 ay arayla 2 doz asi

1 ay sonra A, C,Y ve W serogruplarina kars1 %86-
100 koruyucu antikor titresi saglandi




o

Konjuge asilarin etkinligi 5 yil

sonrasina kadar devam ediyor

TABLE 4. Summary of serogroup C bactericidal antibody persistence as determined by serum bactericidal antibody assay (SBA) 2-5 years
after vaccination with meningococcal vaccines — United States, 2006-2010

Age group at vaccination (yrs) Yrs post- Serogroup C SBA Vaccine Vaccine recepients
vaccination No. | % with protective antibody levels
11-18%* 2 % hSBA =>1:8 Menveo 273 |62
Menactra 185 |58
11-18"1 3 % rSBA =1:128 Menactra 71 75
MPSV4 72 60
2-10" 5 % rSBA >1:128 Menactra 161 |55
MPSV4 207 |42
11-18" 5 % rSBA =1:128 Menactra 50 56
MPSV4 68 62
11-178 5 % hSBA =1:8 Menveo 50 72
MPSV4 50 62

Gill C, Baxter R, Anemona A, Ciavarro G, Dull P. 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. Human Vaccines 2010;6:881—7.




Konjuge asilar etkinl

H W B

igi benzer

6-12 Haftalik infantlarda, 3 konjuge asi Benzer Giiglii immiin Yanit

B Nimenrix 2-doz primer B Nimenrix 3-doz primer

B MenC-CRM MenC-TT
Calisma Tasarimi

100 -
Faz 3 randomize, kontrollii cahigma 90 -
Estonya, Almanya ve Ispanya’da 38 I
44 merkez (N=2095, 6-12 haftalik) ; o |
3 50 -
‘e 40 -
R ,

Nimenrix 30
(2,3,412ay) 20
10 -

0

Merino Arribas JM, Pediatr Infect Dis J. 2017 Apr;36(4):€98-e107

A C W Y

Serogrup




Number of Men C cases

Ingiltere tecribesi

Introduction of the Meningococcal C vaccine
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- & Qver 20 years old
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Year

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/atta
chment_data/file/554011/Green_Book_Chapter_22.pdf




Ingiltere tecriibesi-toplum bagisikhg
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https://assets.publishing.service.gov.uk/government/uploads/system/uploads/atta
chment_data/file/554011/Green_Book_Chapter_22.pdf




ABD tecrubesi
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2005
Adelosan rutin
konjuge asl
uygulamasi
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\_ Y83 \1MWR Recomm Rep. 2013:62(RR-2) 1.




v Kombine DaBT-HBV-IPV/Hib asis1
v" Konjuge pnomokok asisi

1.

\2.

Konjuge Asilar Diger Asilarla Birlikte
Uygulanabilir

ofatlar (o-12 aa)

Hepatit A, hepatit B asis1
KKK

KKK sugigegi agisi
Konjuge pnémokok agis1
Mevsimsel grip asisi
HPV asgisi,

Tdab, DaBT-HBV-IPV/Hib kombine
agisl

NN N N N N

« Baska bir asi ile ayni anda verilecekse, asilar daima farkl enjeksiyon bolgelerine

uygulanmahidir.

- immiinsiipresif tedavi alan hastalarda yeterli bagisiklik yanitinin elde edilememesi

beklenebilir.

Prevention and Control of Meningococcal Disease: Recommendations of the Advisory Committee on Immunization Practices (ACIP)
Nimenrix® [core data sheet, version 9.0]. New York, NY: Pfizer Inc; 2016. 2. Dhillon S, Pace D. Meningococcal Quadrivalent Tetanus Toxoid
Conjugate Vaccine (MenACWY-TT; Nimenrix®): A Review. Drugs. 2017 Nov;77(17):1881-1896.




Kimler asilanmali?- (ACIP)

Kuadrivalan konjuge as!

- 11-18 yasg arasindaki tiim bireyler

- <10 ve 19 > yas, IMH riski tasiyanlar

- Temas acisindan yliksek riskli kisiler

- Siddetli enfeksiyon acisindan riskli kisiler

MMWR Recomm Rep. 2013;62(RR-2):1.




Kimler asilanmali?- (ACIP)

Kuadrivalan konjuge as!

Temas riski viiksek

Yiiksek endemik veya epidemik bolgeye seyahat
Askerler

N. meningitidis ile ¢calisan mikrobiyologlar

Yurtta kalan {iniversite 1. simif 6grencileri (19-20 yas)

Salgin esnasinda risk altindaki kisiler

Siddetli enfeksivon riski viuksek

Dalak yoklugu
Kompleman yetersizligi
Eculizumab kullananlar

HIV enfeksiyonu

MMWR Recomm Rep. 2013;62(RR-2):1.




Dunya saglik orgutu

—_—

- Yiuksek endemisite

- >10 vaka/100,000 popiilasyon/yil Rutin as1

« Orta endemisite oneriyor

- 2-10 vaka/100,000 poptilasyon/yil

- Disik endemisite .
rubundakiler
- <2 vaka/100,000 popiilasyon/yﬂ- &
asilanmali

Kuadrivalan konjuge asilar rutin, monovalan asilar salgini énlemek i¢in

http://www.who.int/immunization/policy/position_papers/meningococ
\ cal/en/ (Accessed on October 13, 2017).




Ingiltere onerisi

The routine immunisation schedule

MenB 2, 4 ve 12-13.
aylarda

MenC 12-13. ayda
MenACWY 14.yas

Age due

Eight weeks old

Twelve weeks old

Sixteen weeks old

One year old
(on or after the
child’s first birthday)

Eligible paediatric age
groups’

Three years four
months old or soon
after

Girls aged 12 to
13 years

Fourteen years old
(school year 9)

65 years old

65 years of age
and older

70 years old

Diseases protected against Vaccine given and trade name Usual site

Diphtheria, tetanus, pertussis
{whooping cough), polio, h . .
Haemaphilus influenzae type b (Hib) DTaPAPV/Hib/HepB Infanrix hexa Thigh
and hepatitis B

Pneumococcal .
Pneumococcal (13 serotypes) conjugate vaccine (PCV) Prevenar 13 Thigh
Meningococcal group B (MenB) MenB Bexsero Left thigh
Rotavirus gastroenteritis Rotavirus Rotarix By mouth
Diphtheria, tetanus, pertussis, polio, . : ;
Hib and hepatitis 8 DTaPAPV/Hib/HepB Infanrix hexa Thigh
Rotavirus Rotavirus Rotarix By mouth
Diphtheria, tetanus, pertussis, polio, ; i i
Hib and hepatitis 8 DTaPAPV/Hib/HepB Infanrix hexa Thigh
Pneumococcal (13 serotypes) PCV Prevenar 13 Thigh
MenB MenB Bexsero Left thigh
Hib and MenC Hib/MenC Menitorix Upper armfthigh
Pneumococcal PCV Prevenar 13 Upper arm/thigh

2

Measles, mumps and rubella MMR MMR VaxPRO? or Upper arm/thigh

(German measles)

Priorix

MenB

MenB booster

Bexsero

Left thigh

Influenza (each year from
September)

Live attenuated
influenza vaccine LAIVZ 2

Fluenz Tetra *

Both nostrils

Diphtheria, tetanus, pertussis and Infanrix IPV or

polio DTaP/IPV Repevax Upper arm
MMR (check first MMR VaxPRO? or

Measles, mumps and rubella dose given) praT Upper arm

Cervical cancer caused by human

papillomavirus (HPV) types 16 and  HPV (two doses :

18 (and genital warts caused by 6-24 months apart) Gardasil Upper am

types 6 and 11)

Tetanus, diphtheria and polic ;rgtlsg) (check MMR Revaxis Upper arm

Meningococcal groups A, C, W and g ¢

Y disease MenACWY Nimenrix or Menveo  Upper arm
Pneumococcal Pneumococcal

Pneumococcal (23 serotypes) Polysaccharide Vaccine  Polysaccharide Upper arm
(PPV) Vaccine

Influenza (each year from Inactivated influenza :

September) vaccine SRS Upper arm

Shingles Shingles Zostavax® Upper arm




Turkiye risk grubu asilamasi

- Hac ve umre ziyareti
- 2012-2018, MPSV4 polisakkarit as:
- 2018 MenACWY konjuge as1

- Askerler
- 1995 Polisakkarit asilar
- 2018 MenACWY konjuge as1




Rekombinanat MenB Asilar

A Identify \{accine . Express Target Purify Target Recombinant
Components Using Genetic or : p A
. N Proteins Proteins/OMV Protein
Biochemical Approach
MnB Vaccine

NHBA z ——

— | —>

fHBP-B

- —

E coli genetically
engineered to
express high

concentrations of

selected proteins.

Neisseria meningitidis grown in large
quantities to produce OMVs

PorA

fHBP-B

_

E coli genetically
engineered to
express high

concentrations of

calartad arntaine

Only PM protein of interest shown

—>1\

44—

AWNO 8-d8H} VEHN VPEN s

4CMenB

Bivalent
rLP2086

MenB-4C
(Bexsero
GlaxoSmithKline)

MenB-FHbp

(Trumenba Pfizer

)




Lisans

Turkiye

Ingiltere

Kanada

FDA

Rekombinanat MenB Asilar

MenB-FHbp
(Trumenba)

USA

10-25 yas
Risk gruplarina

MenB-4C
(Bexsero)

« Avrupa, Kanada, Avustralya,

USA

2 ay-25 yas
Risk gruplarina

2 ay-25 yas
Rutin

2 ay-25 yas
Risk gruplarina

10-25 yas
Risk gruplarina




Kimler asilanmali?- (ACIP)

Serogrup B meningokok asi
Trumenba (MenB-FHbp); 10-25 vas

2 (0-6 ay) veya 3 (0-1,2-6) doz
Bexsero (MenB-4C); 10-25 vas
2 doz, 1 ay arayla

Kompleman yetersizligi
Eculizumab kullananlar
Dalak yoklugu
Mikrobiyologlar
Meningokok B salgini

MMWR Recomm Rep. 2013;62(RR-2):1.




Kimler asilanmali?- (Kanada, NACI)
Serogrup B meningokok asi

IMH risk grubunda olanlar
Kompleman yetersizligi
Eculizumab kullananlar
Dalak yoklugu
Mikrobiyologlar

Saglikl olanlarda klinik karar

Salgin esnasinda

Hastaya yakin temasta bulunanlar

https://www.canada.ca/en/public-health/services/publications/healthy-living/canadian-immunization-guide-part-4-active-
kvaccines/page-l}meningococcal-vaccine.html




Kimler asilanmali?- (Kanada,
NACI)

Bexsero (%%E%%%’p B meningokok ag|

IMH Riski Salgin
Infant (2-6 ay); 2,4 ve 6 aylik,

12-23. aylik booster
6 - <12 ay ; 3 doz, 2 ay arayla 2 doz, 2 ay arayla
>2 yas-11 yas ; 2 doz, 2 ay arayla 2 doz, 2 ay arayla

3 doz, en az 1 ay ara

>11 yas , 2 doz, 1 ay arayla 2 doz, 1 ay arayla

https://www.canada.ca/en/public-health/services/publications/healthy-living/canadian-immunization-guide-part-4-active-
kvaccines/page-l}meningococcal-vaccine.html




Ingiltere onerisi

The routine immunisation schedule

MenB 2, 4 ve 12-13.

aylarda

Age due

Eight weeks old

Twelve weeks old

Sixteen weeks old

One year old
(on or after the
child’s first birthday)

Eligible paediatric age
groups’

Three years four
months old or soon
after

Girls aged 12 to
13 years

Fourteen years old
(school year 9)

65 years old

65 years of age
and older

70 years old

Diseases protected against Vaccine given and trade name Usual site

Diphtheria, tetanus, pertussis
{whooping cough), polio, h . .
Haemaphilus influenzae type b (Hib) DTaPAPV/Hib/HepB Infanrix hexa Thigh
and hepatitis B

Pneumococcal .
Pneumococcal (13 serotypes) conjugate vaccine (PCV) Prevenar 13 Thigh
Meningococcal group B (MenB) MenB Bexsero Left thigh
Rotavirus gastroenteritis Rotavirus Rotarix By mouth
Diphtheria, tetanus, pertussis, polio, . : ;
Hib and hepatitis 8 DTaPAPV/Hib/HepB Infanrix hexa Thigh
Rotavirus Rotavirus Rotarix By mouth
Diphtheria, tetanus, pertussis, polio, ; i i
Hib and hepatitis 8 DTaPAPV/Hib/HepB Infanrix hexa Thigh
Pneumococcal (13 serotypes) PCV Prevenar 13 Thigh
MenB MenB Bexsero Left thigh
Hib and MenC Hib/MenC Menitorix Upper armfthigh
Pneumococcal PCV Prevenar 13 Upper arm/thigh

2

Measles, mumps and rubella MMR MMR VaxPRO? or Upper arm/thigh

(German measles)

Priorix

MenB

MenB booster

Bexsero

Left thigh

Influenza (each year from
September)

Live attenuated
influenza vaccine LAIVZ 2

Fluenz Tetra *

Both nostrils

Diphtheria, tetanus, pertussis and Infanrix IPV or

polio DTaP/IPV Repevax Upper arm
MMR (check first MMR VaxPRO? or

Measles, mumps and rubella dose given) praT Upper arm

Cervical cancer caused by human

papillomavirus (HPV) types 16 and  HPV (two doses :

18 (and genital warts caused by 6-24 months apart) Gardasil Upper am

types 6 and 11)

Tetanus, diphtheria and polic ;rgtlsg) (check MMR Revaxis Upper arm

Meningococcal groups A, C, W and g ¢

Y disease MenACWY Nimenrix or Menveo  Upper arm
Pneumococcal Pneumococcal

Pneumococcal (23 serotypes) Polysaccharide Vaccine  Polysaccharide Upper arm
(PPV) Vaccine

Influenza (each year from Inactivated influenza :

September) vaccine SRS Upper arm

Shingles Shingles Zostavax® Upper arm




Konjuge Asli Yan etkileri

S.S.S: Agr1 (%60), irritabilite (%12-  SSS; Titreme (%4-10)  Olgu raporu seklinde ya da

57), huzursuzluk (%11-50), Bas satig sonrasi izlem:

agrisi (%5-41), Aglama krizi (%12- Febril konvulziyon, nébet,

41), yorgunluk (%17-35), dispne, hipotansiyon,
vertigo, senkop, anafilaksi,
anjiyoodem

GIS: istahsi1zlik (%8-30), ishal (%7-  Dermatolojik:
16), bulanti (%5-12), kusma (%2-14)  dokiintii (%2-6)

Lokal: Agr1 (%33-59), hasasiyet
(%10-37), eritem (%11-30),
endurasyon (%7-19), sisme (%11-17)

Noromuskiiler, iskelet; miyelji
(%10-44), artralji (%3-20)




Konjuge Asi kontrendikasyonlari

- Ciddi hipersensitivite (6r; anafilaksi) varlig
- Onceki meningokokal asida ortaya ¢ikan veya
- Agiicerigindeki herhangi bir bilesene karsi bilinen
- Dikkat edilmesi gereken durumlar

- Akut hastalik varliginda, as1 ertelenebilir

- Kanama bozukluklari; IM uygulamaya bagli kanama ve
hematom acisindan dikkat

- Meningokokal hastalik; asinin tedavi edici 6zelligi yok
. Immiinstipresif tedaviden en az 2 hafta énce uygulanmali

- Inaktive agilarin fetiis tizerine olumsuz etkisi
gosterilmemis olsa da yeterli veri yok, ancak mutlak
endikasyon durumlarinda asidan kacinilmamal




Ulusal asi calistayi onerisi-2018

Yas dagilimi

« Olgular ve 6liimlerin cogunlugu 0-5 yas arasi cocuklar
Ergenlerde insidans piki yok

Serogrup dagilim

- 2009-2016 W135 1ken 2017 sonras1 B en yliksek

Konjuge asilar ulusal ag1 takvimine eklenmeli

- Oncelik 1 yas altina verilmeli, yakalama asilar: ile cocuk ve
ergenleri kapsamal

- MenB ruhsat aldiginda takvime eklenmeli

Riskli gruplara, hacilarda oldugu gibi licretsiz
yapilmali

- Polis, asker, yatili 6grenciler, kompleman yetersizligi
olanlar...




Ozet

- Meningokok hastaliklar: o6zellikle cocukluk caginda
olmak tizere onemli morbidite ve mortalite nedeni

- Meningokok hastaliklardan korunmanin en etkili
ve guvenilir yolu asilardir

- Kuadrivalan meningokok asilar1 Ulkemizde mevcut

- Asilarin etkinligi yliksektir ve giivenilir koruma
saglar

- Yan etki profili diger asilara benzerdir
- Rutin asilarla birlikte uygulanabilir
- Ulusal as1 takvime alinmali




