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Asillama neden 6nemlidir?

e Asi, organizmaya uygun yolla verildiginde bagisiklik yaniti olusturarak
canlinin enfeksiyon hastaliklarindan korunmasini saglayan maddelere
verilen isimdir.

e Romatizmal hastaligi olan bireylerde enfeksiyonlar ciddi bir morbidite ve
mortalite kaynagi olabilir.

e Hem mevcut immin stpresif ilaclar, hem komorbiditeler, hem de
primer hastaliga bagh immun disreglilasyon enfeksiyon yatkinligina
neden olabilir.

e Ne yazik ki bu hasta grubunda asilama oranlari istenen dizeyde degildir.

e Asinin bu bireylerde humoral veya hiicresel immiin cevap olusturma
kapasitesi ile ilgili endiseler olsa da, mevcut yaklasim bu bireylerin asiya
tesvik edilmesi olmalidir.

Low rate of influenza and pneumococcal vaccine coverage in rheumatoid arthritis: data from the international COMORA cohort.
Hmamouchi |, Winthrop K, Launay O, Dougados M Vaccine. 2015;33(12):1446. Epub 2015 Feb 7
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Abstract

Toupdate the European League Against Rheumatism (EULAR) recommendations for vaccination in adult patients with
autoimmune inflammatory rheurnatic diseases (ANIRD) published in 2011, Four systematic iterature reviews were performed
regarding the incidence/ prevalence of vaccine-preventable nfections among patients with AIIRD; efficacy, immunogenicity and
safety of vaccines; effect of anti-theumatic drugs on the respanse to vaccines; effect of vaccination of household of AlIRDS
patients, Subsequently, recommendations were formulated based on the evidence and expert opinion, The updated
recommendations comprise six overarching principles and nine recommendations. The former address the need for an annual




Otoimmun inflamatuar hastaliklar

e RA

e JIA

SLE, Sjogren, AFAS, SSc, Mix konnektif doku, PM, DM, ASS, iBM, eozinofilik myozit,
eozinofilik fasiit

PsA, SpA

PMR, DHA, TAK

PAN, kryoglobulinemi, Goodpasture

Behcet, relapsing polikondrit

Periodik ates sendromlari, FMF



IMMUNSUPRESIF TEDAVI

Centers for Disease Control and Prevention (CDC)’ye gore:

e 20 mg/g veya 2mg/kg prednizolon >2 hafta kullanmak

o 20.4 mg/kg/hf MTX

o 2>3mg/kg/g AZA (daha disuk dozlar diistik dereceli
immunsupresyon)

e bDMARD ve tsDMARD’lar (infliximab, etanersept, adalimumab,
sertolizumab, golimumab, abatasept, tosilizumab, rituximab,
secukinumab, ixekizumab, belimumab, anakinra, kanakinumab,
tofasitinib, barisitinib)

e Duslik doz kortizonla uzun sireli tedavi?



Inaktive asilar:

Difteri,

Hepatit A,

Hepatit B,

Hemofilus influenza tip b,

Human papillomavirus,

influenza,

Meningokok,

Bogmaca,

Parenteral poliomyelit (IPV),
Strep. pneumonia (polisakkarid ve konjuge),
Tetanoz toxoidi,

Kene aracili ensefalit,

Parenteral tifo

Rekombinan zoster asisi (Shingrix)
SARS-Cov 2

Kanitlar influenza, pnomok,
tetanoz, hepatit B, hepatit A ve
HPV asilarinin GK, bDMARD,
tsDMARD gibi immunosupresif
tedaviler altindaki bireylere
etkin ve glivenli sekilde
uygulanabilecegini
gostermektedir.



Canli zayiflatiimis asilar:

o Kizamik,

e Kabakulak,

o Kizamikgik « Canliattenue asilar

* Oralpoliomyelit, romatizmal hastaligi olan
e Oral tifo,

o Varisella zoster, bireylerde dikkatle

¢ Sarihumma kullanilmalidir.

e Rotavirus
e Canli attenle influenza asisi
(intranazal)



Genel Oneriler

e Hastalara asilamanin olasi yarar/risk orani hakkinda bilgilendirme yapilmali ve asi
icin ortak karar saglanmalidir.

e Asilama icin ideal olani immiunsupresif tedavi baslanmadan 6nce yapilmasidir.
Tercihen hastaligin sessiz doneminde yapilmahdir. Aktif hastalik durumunda
serokonversiyon daha zayif olabilir. Fakat remisyon/disik hastalik aktivitesi elde
edilemiyorsa asi ertelenmemelidir.

e Ozellikle B hiicre deplesif tedaviler icin immunosupresif tedaviden énce asi
yapilmalidir.

e Rituksimab icin sonraki dozdan ~1 ay once veya onceki dozdan ~6 ay sonra asl
uygulanabilir. Fakat acil immunosupresif gerektiren durumlar immiuiinosupresif tedavi
geciktirilmemelidir. Bu durumda sub-optimal asi yaniti goz 6ntine alinmalidir.




Influenza asisi

e Oneri 1: influenza asisi hastalarin bilyiik cogunlugunda yapilmalidir.

e NSAID kullanan genc AS hastalari immunsuprese sayilmazlar, bunlar icin sart degildir.

e Mevsimsel 3 valanli influenza asisi otoimmiun inflamatuar romatizmal hastaligi olan
bireylerde influenza insidansini, bakteriyel komplikasyonlarini, hastane basvuru ve
olimlerini azaltmistir.

e Hem pandemik monovalan asi hem de mevsimsel trivalan asi ile otoimmin
hastalikta aktivasyon olmamis.

e RTX disi tum immunsupresif tedavileri kullanan RA, SLE, ANCA-iliskili vaskulitler, SSc,
PsA hastalarinda influenza asisi immunojeniktir.



Influenza iliskili komplikasyon riski yuksek hasta gruplari

® 5yas altindaki cocuklar (6zellikle 2 yasindan kiiglik cocuklar)

® 65 yas ve Uzerindeki kisiler

® Gebe kadinlar (postpartum 2 hafta dahil)

® Bakimevlerinde ve diger uzun donem tedavi merkezlerinde kalanlar

® Kronik hastaligi olanlar (Astim, Norolojik hastaliklar (serebral palsi, epilepsi, mental retardasyon, v.b.),

® Kronik akciger hastaliklari (kistik fibrozis, KOAH)

® Kan hastaliklari (orak hicreli anmei v.b.)

® Kalp hastaliklari (konjenital kalp hastaligi, konjestif kalp yetmezligi v.b.)

® Endokrin hastaliklar (diabet v.b.)

® Karaciger hastaliklari

® Bobrek hastaliklari

® Metabolik hastaliklar

® imminsiipresyon (HIV/AIDS, kanser, kronik steroid kullanimi, romatizmal hastalik tedavisi-biyolojik ajan
kullanimi)

® 19 yasindan kiglik uzun dénem aspirin kullanicilar

® Obezite (BMI 40 ve Uzeri)



Influenza asisi

e Uygulamaicin en uygun zaman Eylul-Ekim-Kasim aylaridir.

e MTX asidan 2 hafta 6nce ve asidan 2 hafta sonra kesmek asi yanitlarini artirsa da, asi
oncesi veya sonrasi MTX kesilmesi rutin 6nerilmiyor.

e Vaxigrip, Fluarix, inflexal V Berna, influvac

e Hamilelere influenza asisi her trimesterde yapilabilir, clinkid enfeksiyonu hamilelerde
daha risklidir.



Pndmokok asisi

e Oneri 2: Pnédmokok asisi hastalarin ¢ogunda giiclii sekilde énerilir.

® RA ve SLE pndmoni icin extra risk nedenidir.

e RA hastalarinda enfeksiyona bagli hastaneye yatislarda en 6nemli etken pnémonidir
(%37).

e 90’dan fazla farkh pnomokok

1. Polisakkarid asi-PPSV23 (Pnémovax, Pné-immune)
2. Konjuge asi-PCV13-Prevenar 13



Comparison of serotypes in pneumococcal vaccines

. . Polysaccharide
Conjugate vaccines

vaccine
PCV7 PCV10* PCV13 PCV15 PCV20 PPSV23
(Prevnar . (Prevnar (Prevnar (Pneumovax
Synflorix (Vaxneuvance)

7) (v ) 13) 20) 23)
- 1 1 1 1 1

- - - - - 2

- - 3 3 3 3

4 4 4 4 4 4

- 5 5 5 5 5
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6B 6B 6B 6B 6B 6B
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- - - - 10A 10A

- - - - 11A 11A

- - - - 12F 12F
14 14 14 14 14 14

- - - - 158 15B

- - - - - 17F
18C 18C 18C 1sC 18C 18C

- - 19A 19A 19A 19A
19F 15F 19F 19F 15F 15F

- - - - - 20

- - - 22F 22F 22F
23F 23F 23F 23F 23F 23F

- - - 33F 33F 33F

PCV7: 7-valent pneumococcal conjugate vaccine; PCV10: 10-valent pneumococcal conjugate
vaccine; PCV13: 13-valent pneumaococcal conjugate vaccine; PCV15: 15-valent pneumococcal
conjugate vaccine; PCV20: 20-valent pneumococcal conjugate vaccing; PPSV23: 23-valent
pneumococcal polysaccharide vaccine.

* Not available in the United States.
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Pnomo 23:

invazif pnémokok enfeksiyonlarindan sorumlu
serotiplerin %90’dan fazlasini kapsayan 23
farklh serotipiicerir. (1, 2, 3, 4, 5, 6B, 7F, 8, 9N,
9V, 10A, 11A, 12F, 14, 15B, 17F, 18C, 19A,
19F, 20, 22F, 23F, 33F)

Yalnizca B lenfositleri uyarir ve kisa siireli
immun yanit olusturur.

5-10 yilda bir rapel

Nazofarengeal tasiyiciligl dnleme yok

Gebelik kategorisi B

Pnomo 13:

Kapsul polisakkaritlerinin difteri/Hemofilus
influenza gibi bakterilerin nontoksik proteinleri ile
(CRM197, protein D) kovalent olarak konjuge
edilmesi ile elde edilir.

13 serotip icerir (1, 3, 4, 5, 6A, 6B, 7F, 9V, 14,18C,
19A, 19F, 23F)

T lenfositeleri ve B lenfositleri uyararak daha iyi
antikor yaniti olusturur, bellek hiicrelerinin
yanitini indikleyerek uzun donem bagisiklik
saglar.

18 yas ve uzeri yetiskinlerde tek doz koruyucu
etkinlik

Mukozal immiuniteyi indiikleyerek nazofarengeal
tastyiciligi 6nler (uzun dénemde azalma)

Gebelik kategorisi B



Pndmokok asisi

e Ideal olan hem PCV13 hem PPSV23’lin rituksimab, abatasept, tofasitinib,
ve metotreksat baslanacak hastalara tedaviden >2 hf 6nce uygulanmasidir.
e Hem biyolojik hem MTX kullanan RA hastalarinda 7 yila kadar varan

koruyucu antikor pozitifligi (PSV-23)

e CAPS’te lokal ve sistemik reaksiyon acisindan dikkatli olunmalidir.

e Behcet’'te de muhtemelen patogenezde yer alan streptokok duyarliligina bagl
PPSV23 asisi sonrasi ciddi inflamatuar sendrom gelistigi bildirilmistir.

e Bu nedenle Behget hastalarinda pnéomokok asisi planlanirken dikkatli
olunmalidir.


https://www.uptodate.com/contents/rituximab-intravenous-including-biosimilars-of-rituximab-drug-information?search=immunization+in+inflammatory&topicRef=103773&source=see_link
https://www.uptodate.com/contents/abatacept-drug-information?search=immunization+in+inflammatory&topicRef=103773&source=see_link
https://www.uptodate.com/contents/tofacitinib-drug-information?search=immunization+in+inflammatory&topicRef=103773&source=see_link
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Indications for pneumococcal vaccination in adults in the United States

Age =65
Chronic heart disease*

Chronic lung disease’

Chronic liver disease, cirrhosis

Diabetes mellitus

Cerebrospinal fluid leak

Cochlear implant

Current cigarette smoking

Alcohal use disorder

Sickle cell disease/other hemaglobinopathy

History of invasive pneumacoccal disease®

ICongemta\ or acquired immunodeficiency © l

Congenital or acquired asplenia$

Human immunedeficiency virus infection5¥
Chrenic kidney disease¥

Nephretic syndrome5

Leukemia$

Lymphoma$

Hodgkin disease

Generalized malignancy &

Multiple myeloma$

Solid organ transplant®

l [atmﬁenl( inmunosuppression '

Pneumococcal vaccination is indicated for adults with risk factors for acquisition of or severe adverse outcomes from
pneumococcal disease. These adults should receive either PCv20 alone or PCV15 followed by PPSV23. When administering
the PCV15 and PPSV23 combination, PCV15 should be given first when possible. The recommended intervals between the
two vaccines vary based on sequence and indication. Refer to the UpToDate text for additional detail.

PCV20: 20-valent pneumoceccal conjugate vaccine; PCV15: 15-valent pneumococcal conjugate vaccine; PPSV23: 23-
valent pneumococcal polysaccharide vaccine.

* Including congestive heart failure and cardiomyopathies, excluding hypertension.

9 Including chronic obstructive pulmonary disease, emphysema, and asthma.

A The United States Centers for Disease Control and Prevention Advisory Committee on Immunization Practices (ACIP)
does not mention individuals with a prior history of invasive pneumococcal disease in their recommendations on
pneumococcal vaccinations. We suggest pneumococcal vaccination in this population due to their increased risk for
recurrent pneumococcal disease. Refer to the UpToDate text on pneumecoccal vaccination in adults for additional detail.
¢ Includes B (humoral) or T lymphocyte deficiency, complement deficiencies (particularly C1, C2, C3, and C4
deficiencies), and phagocytic disorders (excluding chronic granulomatous disease).

§ This is an immunocompromising condition. Some UpToDate authors differ from ACIP guidance on vaccine selection for
immunocompromised individuals. Refer to the UpToDate text on pneumococcal vaccination in adults for additional
information.

¥ HIV infection is an indication for pneumococcal vaccination, regardless of CD4 cell count.

# Treatment with any immunosuppressive drugs (including long-term glucocorticoids, tumor necrosis factor alpha
inhibitors, cancer chemotherapy, and other cytokine inhibitors) or radiation therapy.
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UpToDate recommendations for pneumococcal vaccination in
recipients of previous pneumococcal vaccines

Which vaccine(s) has the patient already received?

PPSV23 only PCV13 only Both PPSW23 and PCV13
Give PCV20* =1 year after PPSV23 Give PPSV23T 21 yeard after PCV13 Mo further vaccination needed

The ACIP updated its pneumococcal vaccine recommendations in 2022, This algorithm
provides guidance to clinicians for adults who have already initiated or completed a
primary pneumococcal vaccine series with older pneumococcal vaccine farmulations.
Refer to the UpToDate text on pneumococcal vaccination in adults for additional
infarmation.

PCW20: 20-valent pneumococccal conjugate vaccine; PPSV23: 23-valent pneumococcal
polysaccharide vaccine; PCV13: 13-valent pneumococcal conjugate vaccine; ACIP:
United States Centers for Disease Control and Preventions Advisory Committee on
Immunizaticn Practices; PCV15: 15-valent pneumococcal conjugate vaccine.

# If PCV20 is not available, PCV15 is a recommended alternative.

1 Some experts favor revaccination with PPSV23 for select individuals. Refer to the
UpToDate text on pneumococcal vaccination in adults for additional information.

A In high-risk individuals (eg, immunocompromising conditions, cochlear implant, or
cerebrospinal fluid leak), a shorter interval of =8 weeks may be used tc maximize
protection maore quickly.



Tetanoz

e Oneri 3: inflamatuar romatizmal hastaligi olanlar icin tetanoz toksoid énerileri
genel populasyonla aynidir. B hiicre deplesyonu yapan tedavilerde pasif
immunizasyon duasunulmelidir.

e Daha once asilanma durumu kayith olmayan tim eriskinlerin 3 doz eriskin tip
difteri-tetanoz (Td) asisi ile asilanarak primer asilamalarinin tamamlanmasi
gerekmektedir.

e Primer asi serisi tamamlanan tim yetiskinlere 10 yilda bir Td asisi
uygulanmahdir.

e Tetanoz, difteri, bogmaca (pertusis), meningokok ve HPV icin dneriler genel
toplumla aynidir.

https://asi.saglik.gov.tr/asi-kimlere-yapilir/liste/30-yeti%C5%9Fkin-a%C5%9F%C4%B1lama.html



Rutin Yetiskin Asilama

Eriskin Tip Tetanoz Asisi

Dogurganlik Cagi Kadin/Gebe Asilamalari (tetanoz, grip)
Kizamik Kizamik¢ik Kabakulak (KKK) Asisi

Pnomokok Asisi

Grip

Altta Yatan Hastalik Nedeniyle Veya Mesleginden Dolayi ilave Risk Altinda
Bulunan Eriskinlere Yonelik Asi Uygulamalarr:

Hepatit A, B

( Seyahat-hac umre 6ncesi: meningokok (zorunlu), sart humma (zorunlu), KKK, polio,

[ ® ©¢ ¢ o o

hepatit A, Japon ensefaliti, kene kaynakli ensefalit...



Gebelikte

anerilen asilar

-Mevsimsel
influenza
-Hepatit B

-Tetanoz

Gebelikte

Gerektidi durumda
yapllmasindan

gebelikte yapilabilecek

kacimlmasi
asilar

gereken asilar

-Hepatit A

- Pnomokok asisi

-Meningokok asisi(Men
ACWY)

— Haemophilus influenzae
TipB(Hib) asisi

-Sarn humma asisi -HPV

-Inaktif polio asisi(IPV)

-Tifo inaktif kapsdler
polisakkarit asi(Typhim Vi)

-Kuduz asisi ve

immunglobulin

Gebelikte
yvapilmasi
kontrendike olan

asilar

-MMR
-Sucicedi

Turk Jinekoloji ve Obstetrik Dernegi,
https://www.tjod.org/gebelikte-asilanma/




Hepatit A

Oneri 4: HAV asisi risk altindaki popiilasyona énerilmektedir, 6zel durumlarda pasif immiinizasyon veya booster gerekir.
Hepatit A'nin endemik oldugu yere yolculuk edenler

HBV endemisitesinin yiiksek oldugu bélgelerden gelen gé¢menler, yakin temaslilari
Askeri personel

Sadlik calisanlari (hep. A ile calisan)

Parenteral ila¢ aliskanligi olanlar

Kronik karaciger hastaligi olanlar (hepatit B&C, siroz, yagh karaciger, otoimmiin hepatit)
Pihtilasma faktérii verilenler

Solid organ ve kemik iligi nakli adaylar

Temizlik iscileri, gida islerinde ¢alisanlar gibi

Virus ile ¢calisan laboratuvar personeli

Kreslerde ¢alisanlar

Mental retarde hastalarin bakildigi merkezlerde kalanlar ve ¢alisanlar

Homoseksiiel ve biseksiiel erkekler

HIV ile yasayan bireyler

Homeless

Gebelik

O000O0O0O0O0OOOOOOOOO @



Hepatit A

e Romatizmal hastalarda hep A enfeksiyonu makrofaj aktivasyonunu indikleyebilir.

e Tek doz asi otoimmin romatizmal hastalarda yeterli olmayabilir.

® Asisemasi: 6-12 ay ara ile 2 doz Havrix veya 6-18 ay ara ile 2 doz Vaqgta veya 6-12 ay
araile 2 doz Avaxim

® ~ 6 aysonra ikinci doz ve antikor titresi 6lcimu onerilir.

e HAV enfeksiyonu icin olasi temas durumunda pasif profilaksi uygulanabilir. (Temas
sonras! en fazla 2 hafta icinde standart Ig 0.02ml/kg dozunda).



Hepatit B

Oneri 4: HBV asisi risk altindaki popiilasyona dnerilmektedir, 6zel durumlarda pasif immiinizasyon veya booster gerekir.
Endemik bélgelere seyahat edecek veya orada yasayan kisiler,

Kronik karaciger hastaligi,

Hastane personeli, saglik 6grencileri

Evde hepatit B’li yakini veya seksiiel partneri olanlar,

Anti-HCV veya HIV pozitif hastalar,

i.v ilag/madde bagimlilari,

KBY ve hemodiyaliz hastalari,

Sik kan transfiizyonu yapilmasi gereken hastalar,

Solid organ nakli ve kemik iligi nakli adaylari ve alicilari,
Escinsel/bisekstiiel erkekler

HBsAg pozitif annelerin ¢ocuklari

Cezaevlerinde ve islahevlerinde bulunan hiikiimliiler ve ¢alisanlar,
Piercing, dévme yaptirmayi planlayan kisiler,

Berberler-kuaférler, manikiir-pedikiirciiler,

Zihinsel engelli bakimevlerinde ve yetistirme yurtlarinda bulunan kisiler,
Glivenlik personeli (kolluk kuvveti, asker, polis,itfaiye personeli vb. arasinda kan ve hasta ¢ikartilari ile temas riski yiiksek
olanlar),

Kazalarda ve afetlerde ilk yardim uygulayan kisiler,

HBV endemisitesinin yliksek oldugu bélgelerden gelen gé¢menler, yakin temashlari




Hepatit B

Ya yliksek doz olan 40 mcg/ml Recombivax-HB 0-1-6. aylarda

Ya da 20 mcg/ml (Engerix-B) 0-1-2-6. aylarda gifter doz

Ya da Heplisav-B; 1 ay ara ile 2 doz (gebede guivenlik datasi eksik..)

Twinrix: HEP A+ HEP B kombine asi (0, 1. ve 6. aylarda 3 doz veya O, 7, ve 21-30.
glnlerde 3 doz ve 12. ayda do6rdiincii doz.)

Asilama tamamlandiktan sonra anti-Hbs bakilmasi 6nemli, anti-TNF ajanlar asi
yanitini azaltiyor! ...Doz serisi tekrarlanabilir.



HBV Pasif immunizasyon

o Asiolmamis/asi yaniti yetersiz bir kisi HBV enfeksiyonu ile karsi
karsiya kalirsa booster doz ve pasif immunizasyon
uygulanmalidir.

o Siupheli kan temasi ya da cinsel iliski sonrasi 0.06ml/kg dozunda
hiperimmun globulin ile uygulanir.

o ilk 72 saatte baslayan pasif profilaksi daha etkindir, fakat 7
gune kadar yapilabilir.

o Birlikte asilamayi da baslatmak gerekir.



HPV

e Oneri 7: Otoimmiin inflamatuar hastaligi, 6zellikle SLE’si olan bireyler genel toplumla
uyumlu olacak sekilde HPV asisi olmalidir.

e Serviks kanserini %70-80, genital sigilleri %90 oraninda engelledigi gosterilmistir.

e DSO’ye gére 9-13 kiz cocuklara uygulanmalidir.

1. Bivalent asi (Cervarix), HPV tip 16 ve 18'i hedefler.
2. Quadrivalent HPV asisi (Gardasil 4), HPV tip 6, 11, 16 ve 18'i hedefler.
3. Nanovalan asi (Gardasil 9) 6, 11, 16, 18, 31, 33, 45, 52 ve 58 tiplerini hedefler.

m HPV asisiicin en uygun zaman, bir bireyin cinsel iliskiye girmesinden 6ncedir.
(9-26 yas. 26-457?)
m FDA Gardasil 9 asisini 2018’de 27-45 yasina kadar onaylamistir.



>15 yasta ilk asi: 0,1-2,6. aylarda
9-14 yasta ilk asi: 1 doz veya 5 aydan daha az aralikli 2 doz yapildi ise 1 ek doz
9-14 yasta ilk asi: en az 5 ay aralikli 2 doz yapildi ise ek doz gerekmez++



HPV

e Otoimmuniteyi tetikleyebilir?

e Kuadrivalan asi ile ven6z tromboemboli riski?

® Bazi vaka raporlari HPV asilamasi sonrasi yeni gelisen veya alevlenen SLE olgulari
bildirmistir.

e Acik etiketli bir calismada asilanan SLE hastalarinin %30’a yakininda alevlenme
bildirilmistir.

e Quadrivalan asi ile yapilan toplum-temelli genis calismalarda yeni gelisen otoimmin
hastalik saptanmamistir.

e Birvaka kontrol calismasinda HPV asisi olan ve olmayan SLE hastalari arasinda esit
oranda hastalik aktivasyonu gozlenmistir.



Canli asilar

e Canliasilar uygulanirken cok dikkat edilmelidir.

e immunosupresif tedaviye baslanmadan >1 ay énce canli asilar icin bir pencere
donemi olabilir.

e Bazi nadir durumlarda (sari hummanin endemik oldugu bolgeye seyahat vb..)
astlamanin olasi yararlari zararlara agir basiyorsa immiuinosupresif ilaca ara verilerek
asi uygulanabilir.

e imminosupresan genellikle >4 hafta (veya yari dmre gore daha uzun siire) énce
kesilir ve asi sonrasi 24 hafta tedavi o6telenir.

e KKK (Trimovax, Priorix) ve Herpes zoster asilari istisnai olarak bazi durumlarda tedavi
altinda da uygulanabilir.

Uptodate, Immunizations in autoimmune inflammatory rheumatic disease in adults
Authors: Camille N Kotton, Kevin L Winthrop, MPH. Section Editor: Carol A Kauffman
Deputy Editors: Milana Bogorodskaya, Paul L Romain



https://www.uptodate.com/contents/immunizations-in-autoimmune-inflammatory-rheumatic-disease-in-adults/contributors

| TRANSKEI b 680.
e KKK booster dozu (primer immiunizasyon degil!) s~

disik dereceli immunosuprese ve kizamik gecirme ihtimali olan (is/toplum/yolculuk
nedenli) hastalara yapilabilir.
e 1957-1980 arasi dogmus olan ve asilama dokiimentasyonu mevcut olmayan

hastalarda risk ortaya cikarsa IgG dizeyi bakilip negatifse asilama yapilabilir,
immunosupresor tedavi 1 ay sonra baslanir

e JIA ve SLE hastalarinda steroid ve MTX kullanimi kizamik asisinin antikor
olusturmasini ve koruyuculugunu etkilememis.

e ETA kullanan JIA hastalarinda hastalik aktivitesinde artis, kizamik hastaligi veya ciddi
enfeksiyon gézlenmemis.
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Hepatit B

BCG (Verem)

DaBT-iPA-Hib

KPA*
KKK

DaBT-iPA i
OPA
Td R
Hepatit A

Sugicegi
*01.01.2019 tarihinden itibaren dogan bebeklere 2., 4. ve 12. aylarda uygulanacaktrr.
*%25.09.2019 tarihli BDK karanyla salgin riski olan bélgelerde 9. - 11. ayda ilave bir doz Kizamik igeren asi (K veya KKK) uygulanacaktir.
***11 Temmuz 2016 tarihinde doganlardan baslamak iizere, 48. ayina girmis olan tim Cocuklara uygulanacaktir. 1 Temmuz 2016 tarihinden 6nce dogmus ve halen ilkdgretime
baslamamis olan gocuklarin KKK ikinci dozu ve DaBT-IPA agisi ise 2020-2021, 2021-2022 ve 2022-2023 e§itim ve &gretim dénemlerinde, ilkogretim 1. sinifta, okul agilamalari
seklinde uygulanacaktir.

DaBT-iPA-Hib: Difteri, Aseliiler Bogmaca, Tetanoz, inaktif Polio, Hemofilus Influenza Tip b Asisi (Besli Karma Asi)

KPA: Konjiige Pnomokok Asisi

KKK: Kizamik, Kizamikgik, Kabakulak Asisi
DaBT-iPA: Difteri, Aseliiler Bogmaca, Tetanoz, inaktif Polio Asisi (Dértlii Karma Asi)
OPA: Oral Polio Asisi (Cocuk Felci Asisi)

Td: Eriskin Tipi Difteri-Tetanoz Asisi
R: Rapel (Pekistirme) iD: ilave Doz



Oneri 5: Herpes zoster asisi yiiksek risk altindaki bireylere uygulanabilir.
Asilama post- herpetik nevralji riskini %50-70 oraninda azaltir.

SLE ve miyozit hastalari en yuksek riske sahiptir.

ABD ve Avrupa’da immun kompetan bireylerde 50 yas lizeri onay almistir.
Turkiye’de 50 yas Uzeri onayli (Zostavax; ZVL mevcut).

Association between vaccination for herpes zoster and risk of herpes zoster infection among older patients with selected immune-mediated diseases. Jie Zhang


https://pubmed.ncbi.nlm.nih.gov/?term=Zhang+J&cauthor_id=22760290

ZOSTAVAY

Hell
I

Zostavax’'in (ZosterVaccinelive; ZVL) tek doz olmasi avantajdir.

Canli zoster asisinin bDMARD veya tsDMARD’lardan = 4 hafta dnce
uygulanmalidir, aksi halde dissemine hastalik gecirme riski mevcut.

«Dlislik doz immiin siipresyon» durumunda (prednizon <20 mg/giin,

MTX <0.4 mg/kg/hf, AZA <3 mg/kg/giin), tek basina veya diisiik doz MTX ile
kombine olarak hidroksiklorokin, leflunomid, sulfasalazin kullanan hastalar

da disuk doz immiinstiprese kabul edilir ve bu hastalara ZVL yapilabilir.
Orta- yuksek immiin stpresyon durumunda kontrendike.


https://www.uptodate.com/contents/prednisone-drug-information?topicRef=103773&source=see_link
https://www.uptodate.com/contents/hydroxychloroquine-drug-information?topicRef=103773&source=see_link
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Recombinant, Adjuvanted
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® Yeni bir canl olmayan asi Shingrix (rekombinan glikoprotein E asisi;

RecombinanZosterVaccine; RZV) 2018’de Avrupa’da lisans almis.
e RZV, ZVL asiya tercih edilir.

o Canh aslya (Zostavax) gore daha etkili.

Dissemine enfeksiyon riski yoktur.
50 yas Ustl immun-kompetan kisilere 2-6 ay arayla iki doz 6nerilir (i.m).
immiinojen olmasi icin immiinsiipresyondan en az 2 hf énce uygulanmalidir.
RZV’nin romatizmal hastaligi olan bireylerde etkinligine dair calisma yok.
Otoimminiteyi tetikleyebilir??
iki gdzlemsel calismada alevlenme ile ilgili sonuclar?

c O O O O O

Efficacy of an adjuvanted herpes zoster subunit vaccine in older adults. Lal H, Cunningham AL, Godeaux O, Chlibek R,

ZOE-50 Study Group. N Engl J Med. 2015;372(22):2087.

Results from a Randomized Controlled Trial of the Safety of the Live Varicella Vaccine in TNF-Treated Patients [abstract]
Curtis J, Bridges S, Cofield S, et al Arthritis Rheum. 2019;71



Sart humma

e Oneri 6: Otoimmiin inflamatuar hastaligi olan bireylerde sari humma

asisindan kacginilmalidir.

e - .."\‘(_. a—— .
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e Sari humma sivrisinek kaynakli hemorajik ates ile giden bir hastaliktir.

e Tek doz asi yeterli

e Hac yolcularina, Afrika ve giiney Amerika’ya seyahat edenlere

e Asidan 6nce yari Omre gore ~1 ay kesilmeli ve asi sonrasinda bir ay daha

verilmemelidir.

Scheinberg M, Guedes-Barbosa LS, Mangueira C, et al. Yellow fever revaccination during
infliximab therapy. Arthritis Care Res 2010;62:896—8.10.1002/acr.20045
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Koza stratejisi

e Oneri 8: immunkompetan ev liyeleri oral polio disinda diger tiim asilar
yapilmahdir.

e inaktive asilarin yanisira MMR, rota, varisella, SARS-CoV2 ve zoster asilarini
da olmalidirlar.

e Evde rotavirus asisi olmus yenidoganin bezlerini asidan sonraki 4 hafta
boyunca immunkompromize hasta degistirmemelidir.

e Varisella/zoster asisi sonrasi dokiintl gelisen aile yakinlariyla temas
kesilmelidir. Bu durumda, immunsuprese hastaya immunglobulin ya da
profilaktik antiviral verilmesi s6z konusu olabilir.



bebeklerine dogumdan sonraki ilk 6 ay canli-atente asi yapilmamalidir.

e Bu bebeklere diger inaktive asilar yapilabilir.

e Gebelikte infliksimab kullanmis annenin bebegine yapilan BCG asisindan
sonra bebekte fatal dissemine tbc gelisimi bildirilmistir.

e Sertolizumab pegol disindaki diger biyolojikler (yeterli veri?).

e 22. haftadan 6nce biyolojik kullanan annelerin bebeklerine normal canli
asilama programi uygulanabilir.

e Mumklnse bebegin serumunda biyolojik dizeyi bakilabilir.



REPUBLIQUE DU MALI

o Zayiflatilmis canli bakteri asisi i G
o Eriskinde tlberkuloz vakalarinin buylik cogunlugu
latent tuberkulozun aktivasyonu ile iliskili oldugu icin
BCG asisinin yeri yoktur.
o Daha onceden uygulanmamis olsa bile 6 yasindan
buyuk cocuklarda ve eriskinlerde BCG asisi
uygulanmaz.



T.C. Saghk Bakanhg Cocukluk Dénemi Agi Takvimi, 2020

Hepatit B
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Hepatit A
Sugicegi
*01.01.2019 tarihinden itibaren dogan bebeklere 2., 4. ve 12. aylarda uygulanacaktir.
**25.09.2019 tarihli BDK karanyla salgin riski olan bélgelerde 9. - 11. ayda ilave bir doz Kizamik iceren asi (K veya KKK) uygulanacaktir.
***11 Temmuz 2016 tarihinde doganlardan basglamak lizere, 48. ayina girmis olan tiim Cocuklara uygulanacaktir. 1 Temmuz 2016 tarihinden énce dogmug ve halen ilkogretime
baslamamis olan gocuklarin KKK ikinci dozu ve DaBT-iPA agisi ise 2020-2021, 2021-2022 ve 2022-2023 egitim ve tgretim dénemlerinde, ilkégretim 1. simifta, okul asilamalari
seklinde uygulanacakur.

DaBT-iPA-Hib: Difteri, Aseliiler Bogmaca, Tetanoz, inaktif Polio, Hemofilus Influenza Tip b Asisi (Besli Karma Asi)
KPA: Konjiige Pndmokok Asisi

KKK: Kizamik, Kizamikgik, Kabakulak Asisi
DaBT-iPA: Difteri, Aseliiler Bogmaca, Tetanoz, inaktif Polio Asisi (Dortlii Karma Asi)
OPA: Oral Polio Asisi (Cocuk Felci Asisi)

Td: Eriskin Tipi Difteri-Tetanoz Asisi
R: Rapel (Pekistirme) ID: ilave Doz
Asi takvimindeki tiim asilar Gcretsizdir.
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Tablo 12. Romatolojik hastaligi olan erigkinlerde asilama semasi

Ast 18-64 yas 65 = yas
influenza Yilda 1 doz ast
Pnomokok 1.2 1-2 doz as1 1-2 doz as1
Tetanoz, difteri (Td)3 Her 10 yilda bir rapel doz as1
HopaiiE e e

(biyolojik ajan veya orta-yiiksek doz
kortikosteroid alan yiiksek riskli
hastalarda seroloji durumuna gére
yiiksek doz as1 0,1,2 ve 6. aylarda ¢ift
doz- uygulanabilir)
Hepatit A 2 doz as1 (0,6. aylar)

Sucicegi/Herpes zosters *Immiinsupresyonu olan hastalarda ve
gebelerde kontrendike- 6zel durumlarda
uzman goriisii alinarak as1 uygulanabilir.

Kizamik, kizamikak, *Immiinsupresyonu olan hastalarda ve

kabakulak (KKK)+ gebelerde kontrendike- 6zel durumlarda
uzman goriisii alinarak as1 uygulanabilir

Meningokok (kuadrivalan *En az 2 ay arayla 2 doz as1. Risk devam

konjuge meningokok asisi): ediyorsa 5 yilda bir tekrarlanabilir.

Haemophilus influenzae tip *1doz

B2

Human 2veya 3 doz

papillomaviriis

(HPV)s
1Polisakkarit ve konjuge pnomokok asilarina 6zgii zamanlama semasina uyulmalidir.
2Aspleni (elektif splenektomi ve persistan kompleman eksiklikleri dahil)
durumlarinda
3Tetanoz asisi i¢in primer imminizasyonu tamamlamis kisilerdeki sema (Adélesan
yastan itibaren 10 yilda bir yapilan Td dozlarindan birinin tetanoz-difteri-aseliiler
bogmaca asisi olmasi dnerilmektedir)
4Risk faktorii olan ve kontrendikasyonu olmayan bireyler igin.
sMimkiinse cinsel aktivite baslamadan 6nce tamamlanmalidir.




Tablo 13. Yiiksek doz glukokortikoid, metotreksat, leflunomid ve
biyolojik ajanlarin canh asilardan 6nce kesilmesi ve tekrar baslanmasi
icin giivenli olan dénem

Asidan énce As1 yapildiktan
kesilmesi gereken sonra baslanmasi
zaman icin gecmesi
gereken zaman
Glukokortikoid 1ay 2-4 hafta
tedavi 220
mg/giin, 214
gun
Glukokortikoid 3 ay 2-4 hafta
bolus tedavi
Metotreksat 3ay 2-4 hafta
20.4
mg/kg/hafta
Leflunomid 6-12 ay 2-4 hafta
Etanersept 2-12 hafta 3 hafta
Adalimumab 10-12 hafta 3 hafta
Certolizumab 10-12 hafta 3 hafta
Golimumab 8-12 hafta 3 hafta
infliksimab 6-12 hafta 3 hafta
Abatasept 10-12 hafta 3 hafta
Tokilizumab 10-12 hafta 3 hafta
Ustekinumab 12-15 hafta 2 hafta
Anakinra 2 giin-3 ay 3 hafta
Kanakinumab 3ay 3 hafta
Rituksimab 6 ay 1lay

Belimumab 3ay 1lay




Effect of immunosuppressive agents on vaccine immunogenicity

. Janus .
Anti-CD20 CTLA-4 . Anti-IL-6
TNF- . . e . kinase . .
antibodies inhibitors . antibodies
Methotrexate alpha (e (e inhibitors (e
inhibitors . 'O’ . (eq, =
rituximab) abatacept) . tocilizumab)
tofacitinib)
Pneumococcal {C Decrease Minimal Substant|al Decrease @ Minimal effect
vaccine effect decrease
Seasonal Probable Minimal Substantial Decrease Minimal effect | Minimal effect
influenza decrease effect decrease
vaccine
Hepatitis B Unknown | Decrease Unknown Unknown Unknown Unknown
virus vaccine

For most patients with autoimmune inflammatory rheumatic disease using conventional synthetic disease-modifying
antirheumatic drugs, most biclogics, or glucocorticoids, vaccinations are expected to confer adequate protection,
althcugh the immune response to socme vaccines may be blunted. The degree to which the immune response may
be altered by these medications varies based on the specific immunosuppressive drug regimen, vaccines used, and
other patient-specific factors. The effect of immunosuppressive agents on the immune responses to vaccines cther
than those listed above has not been well studied. Refer to the UpToDate text for additional detail.

Genel olarak asi yanitini en ¢cok baskilayanlar; RTX,
MTX ve abatasept

Uptodate, 1.Subesinghe S, Bechman K, Rutherford Al, et al. A systematic review and metaanalysis of antirheumatic drugs and vaccine immunogenicity in rheumatoid arthritis. J

Rheumatol 2018; 45:733. 2.Friedman MA, Winthrop K. Vaccinations for rheumatoid arthritis. Curr Opin Rheumatol 2016; 28:330.



HIPOSPLENIZM/ ASPLENIZM

e Splenektomi sonrasinda gelisen enfeksiyonlar; S.pneumoniae, N.meningitidis ve
H.influenza olusturur.
Ozellikle SLE ve RA hastalari hiposplenizm acisindan riskte olabilir.
2 doz serisi MenB-4C (Bexero) en az 1 ay ara ile

e Terapotik splenektomi yapilacak olgulara kural olarak splenektomiden en az 2 hafta
once pnomokok, meningokok ve Hib bagisiklanmasi onerilmekte ve
uygulanmaktadir.

Acil splenektomilerde ise asilama 14. glin ve sonrasinda yapilabilir.
Bu olgulara her 3-5 yilda bir reimmunizasyon 6nerilmektedir.
Splenektomi sonrasinda yapilan bagisiklamanin ise etkinlik ve koruyuculugu azdir.

https://www.cdc.gov/vaccines/vpd/mening/hcp/administering-vaccine.html#



Covid-19

e Inflamatuar romatizmal hastaligi olan bireyler Covid-19 enfeksiyonunu agir
gecirme acisindan daha yuksek risk altinda oldugu gosterilememistir.

e Burisk yas, etnisite, cinsiyet, sigara, ve bazi multimorbid durumlar (6nceden
akciger hasari, obezite, diyabet) ile artabilir.

e Mevcut hicbir Covid-19 asisi canli asi degildir.

e Genel bir yaklasim olarak, asi 6ncesi hastalik aktivitesi tercihen iyi kontrol
altinda olmalidir.

e MMF ve RIT asl yanitini en ¢ok etkileyen ajanlardir.

e COVID-19 asisi diger asilarla ayni glin veya 14 giin ara ile uygulanabilir.



EULAR recommendations for the management and
vaccination of people with rheumatic and
musculoskeletal diseases in the context of SARS-
CoV-2: the November 2021 update

Robert B M Landewe
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ABSTRACT

The first EULAR provisional recommendations on the
management of rheumatic and musculoskeletal diseases
(RMDs) in the context of severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2), largely based
on expert opinion, were published in June 2020. Since
then, an unprecedented number of clinical studies have
accrued in the literature. Several SARS-CoV-2 vaccines
have been approved for population-wide vaccination
programmes in EULAR-affiliated countries. Studies
regarding vaccination of patients with (inflammatory)
RMDs have released their first results or are underway.
EULAR found it opportune to carefully review to what
extent the initially consensus expert recommendations
stood the test of time, by challenging them with the
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dealt with the martter was—from a scientific point
of view—flying blindly and had to rely on sparse
clinical experience, a lot of common sense and a
paucity of scientific evidence. Two factors may
explain the delay in updating the first set of recom-
mendations: (1) While the amount of data about
SARS-CoV-2 infection/COVID-19 and RMDs in
the literature accrued exponentially, the content of
the original EULAR recommendations appeared to
remain remarkably current, which in the opinion
of the steering commirtee eliminated the urgency
of an immediate update; (2) The advenr of SARS-
CoV-2 vaccinations by the beginning of 2021 and
the initiarion of epidemiological vaccinarion studies
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COVID-19 Vaccine Clinical Guidance Summary
for Patients with Rheumatic and Musculoskeletal Diseases

Version 5

Revised February 2, 2022

Developed by the ACR COVID-19 Vaccine Clinical Guidance Task Force

This summary was initially approved by the ACR Boord of Directors on February 8, 2021 and updated on March 4, 2021.
A full paper (Version 1), was published in Arthritis & Rheumatology on March 17, 2021.*

New recommendations regarding mycophenolate, methotrexate, acetaminophen, and NSAID timing considerations™ were
added to this summary on April 28, 2021 and were added to the full paper (Version 2), which was published in Arthritis &
Rheumatology on June 15, 2021.**

Updaoted recommendations regarding age restrictions, preferences between specific vaccines, and need for continued
preventive measures were added to this summary on June 19, 2021 and were added to the full paper (Version 3), which
was published in Arthritis & Rheumatology on August 4, 2021.%**

Updated recommendations regarding preference for use of mRNA vaccines, use of o supplemental vaccine dose
(i.e., ‘booster’) and associated temporary interruption of immunomodulatory medications, and the FDA EUA for post-
exposure prophylaxis with monoclonal antibody treatment for vaccinated AIRD patients were added to this summary

on August 19, 2021. These recommendations were added to the full paper (Version 4), which will be submitted to
Arthritis & Rheumatology for publication.

Updated recommendations for supplemental (booster) dosing and revised information for holding immunomodulatory
medications were added to the version 4 summary on October 27, 2021 and December 15, 2021. These recommendations
were added to the full paper (Version 4), which will be submitted to Arthritis & Rheumatology for publication.

Updated recommendations differentiating supplemental and booster doses, including timing considerations, were added
to the version 5 summary on January 28, 2022 and February 2, 2022, Revised guidance is also provided related to pre- and
post-exposure prophylaxis with monoclonal antibody treatment, considering updated EUAs. These recommendations were

added to the full paper (Version 5), which will be submitted to Arthritis & Rheumatology for publication.



Therapy and Vaccination Force

Medication (applies to both primary vaccination and supplemental [booster] dosing) Consensus
Abatacept IV Time vaccination so that it occurs one week Moderate
prior to the next dose of IV abatacept
Abatacept S0 Hold for one to two weeks (as disease activity allows) Moderate
after each COVID vaccine dose
Acetaminophen, NSAIDs Assuming that disease is stable, hold for 24 hours prior to vaccination. Moderate
Mo restrictions on use post vaccination once symptoms develop.
Belimumab 50 Hold for one to two weeks [as disease activity allows) Maoderats
after each COVID vaccine dose
TMFi, IL-6R, IL-1R, IL-17, IL12/23, IL-23, The Task Force failed to reach consensus on whether or not to temporarily
interrupt these following each COVID vaccine dose, including both primary Moderate
t
and other cytokine Inhibitors vaccination and supplemental (booster) dosing
Cyclophosphamide IV Time CYC administration so that it will occur approximately 1 week after Moderate
each vaccine dose, when feasible
Hydroxychloroguine, IVIG Mo modifications to either immunomodulatory therapy Strong {HCQ),
or vaccination timing Moderate (IVIG)
Rituximab or other antl-CD20 B~cell Discuss the optimal timing of dosing and vaccination Moderata
depleting agents with the rheumatology provider before proceeding®
All other conventional and targeted
immunomodulatory or
Hold for one to two weeks (as disease activity allows) Moderate

immunosuppressive medications (e.g., after each COVID vaccine dose
JAKI, MMF) except those listed above$

Note: individual medications that were specifically vated on by the task force are listed on separate rows and were not collopsed, even If the
resulting recommendation was similar to athers.

* RMD = rheumatic and musculoskeletal disease; IVIG = intravenous immunoglobuling TMFi = tumor necrosis factor inhibitor; IL = interleukin; JAKI =
Janus kinase inhibitor; CYC = cyclophosphamide; RTX = rituximab; IV = intravenous; 5Q = subcutaneous; NSAID = non-steroidal anti-inflammatory
drugs; MMF = mycophenolate mofetil; JAKT = baricitinib, tofacitinib, upadacitinib

T Examples of specific cytokine inhibitors ore as follows: IL-6R = sarilumab; tocilizumab; IL-1R = anakinra, canakinumab; IL-17 = ixekizumab,
secukinumab; IL-12/23 = ustekinumab; IL-23 = guselkumab, rizankizumab

$ Some practitioners measure C019 B cells as o tool with which to time the booster and subsequent rituximab dosing. For those who elect to dose
without such information, or for whom such measurement is not avallable or feasible, provide a supplemental dose 2-4 weeks before next
anticipated rituximob dose (e.g., at manth 5.0 or 5.5 for patients an an every 6 month rituximab dasing schedule)

#includes apremilast; azathiopring; calcineurin inhibitars; cyclophosphamide foral); IVIG; leflunomide; methotrexate, janus kinase inhibitors [IAKI]
(baricitinib, tofacitinib, upadacitinib), mycophenalate; suifosolazine



Booster doz Covid
asisi’?

CDC’ye gore;
Primer doz serisinden en erken 4-6 ay sonra:

>65 yas eriskinler ve 50—-64 yas altta
yatan hastaligi olanlar booster doz
Pfizer-BioNTech asi olmalidir.

18-49 yas altta yatan hastaligi olan
bireyler risk ve yararlari goztintine alarak
booster doz Pfizer-BioNTech asisi
olabilir.

18—64 yas, COVID-19 maruziyet riski
yuksek yerde calisan/yasayan bireyler
risk ve yararlari géziiniine alarak booster
doz Pfizer-BioNTech asisi olabilir.
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Kanser

KBY

KOAH astm benzeri kr akciger hst
Demans/SVO/norolojik problemler
Tip 1 ve 2 DM

KY, KAH, HT gibi kardiyak hst
Down sendromu

HIV

immiin yetmezlik

. Karaciger hst

. Obezite

. Gebelik

. Talasemi/orak h.li anemi

. Sigara

. Transplantasyon

. i.v madde bagimliligi

. Kortikosteroid veya immunsupresif

kullanimi



Tesekkurler..



Influenza inactivated (IIV) or
Influenza recombinant (RIV4)

Influenza live attenuated
(LAVA) ©

Tetanus, diphtheria,
pertussis
(Tdap or Td) &

Measles, mumps, rubella
(MMR) &

Varicella
(VAR) @

Zoster recombinant
(RZV) @

Human papillomavirus
(HPV) ©

Pneumococcal conjugate
(PQVI3) O

shared clinical

Pneumococcal

polysaccharide - . .

CPVZ3) 0 decision-making

Hopt who meet age

. requirement, lack

tepm 0 documentation of

e vaccination, or lack

Meningococcal® evidence of past
nB] - .

e an additional risk

factor
Haemophilus influenzae
typeb

(Hib) O



e The level of impairment varies by compound: from the suppression of
humoral immune response in case of B-cell-depleting therapy and MMF, to
the generally mild-to-moderate impairment in case of methotrexate,
glucocorticoids and JAKI, to no distinguishable impairment for tumour
necrosis factor (TNF)- inhibitors and IL-17-inhibitors, as well as for most
conventional synthetic DMARDSs.



Pnomokok i¢in yuksek riskli hastalik gruplari

Fonksiyonel veya anatomik aspleni (Orn: Orak hiicreli hastalik veya splenektomi) (Eger elektif splenektomi
planlandi ise cerrahiden en az iki hafta 6ncesinde, acil splenektomi durumunda ise en erken iki hafta sonra
astlanmalidir)

immiinsupresif hastaliklar

Konjenital ya da kazanilmis immiin yetmezlikler (B ve T lenfosit eksiklikleri, kompleman eksiklikleri, fagositik
fonksiyon bozukluklari, HIV enfeksiyonu)

Kronik bobrek yetmezligi

Nefrotik sendrom

Loésemi, Hodgkin hastaligi, multiple myelom gibi hematolojik hastaliklar

Yaygin malignite

Uzun siireli immiin supresif tedavi (immunsupresif ilac kullanimi, radyoterapi vb)

Solid organ nakli

Kohlear implantlar

Beyin-omurilik sivisi (BOS) kacaklari
HIV enfeksiyonu



Annals of Internal Medicine:

From: Recommended Adult Immunization Schedule, United States, 2022*

Ann Intern Med. 2022; 175(3):432-443. d0i:10.7326/M22-0036

Table 1 Adult izati by Age Group, United States, 2022

| b

Figure Legend:

Date of Download: 05/19/2022

https://www.acponline.org



Table 2: Recommendations for Primary and Supplemental Dosing of the COVID-19 Vaccine in RMD Patients

Level of Task Force
Guidance Statement consensus
RMD and AIIRD patients should receive COVID-19 vaccination, consistent with the age restriction of the Moderate

EUA and/or FDA approval.*

RMD patients without an AIIRD who are on immunomodulatory therapy should be vaccinated in a
similar fashion as described in this guidance for AlIRD patients receiving those same treatments. Moderate T H E Y E A St - H E A D v
For AIIRD patients not yet vaccinated, either of the mRNA vaccines is recommended over the single | P K

dose J&) vaccine.t There is no recommendation for one mRNA vaccine over another.

For a multi-dose vaccine, AlIRD patients should receive the second dose of the same vaccine, even if

there are ncm—serious adverse events associated with receipt of the first dose, consistent with timing Strong

Moderate

A slngle additional dose of Pfizer-BioNTech COVID-19 vaccine (age>= 12 years) or Moderna COVID-19
vaccine (age>=18 years) is recommended at least 28 days after the completion of the 2-dose mRNA
vaccine series for AlIRD patients receiving any immunosuppressive or immunomodulatory therapy.
These include the treatments listed in Table 3, including long term glucocorticoids, except for
hydroxychloroquine. Attempts should be made to match the additional mRNA dose type to the type
given in the mRNA primary series; however, if that is not feasible, a booster dose with the alternative
mRNA vaccine is permitted.*

Strong

Ig'G to splke or nucleocapsid proteins) to assess |rr|rnun|ty to I'_‘DVID 19 post- vau:lnatmn nor to assess Strong szy;[:z:?v&us
the need for vaccination in a yet-unvaccinated person.$ LES
Following COVID-19 vaccination, RMD patients should continue to follow all public health guidelines
regarding physical distancing and other preventive measures.?

Household members and other frequent, close contacts of AIIRD patients should undergo COVID-19
vaccination when available to them to facilitate a 'cocooning effect' that may help protect the AlIRD Moderate
patient. No priority for early vaccination is recommended for household members.

‘While vaccination would ideally occur in the setting of well-controlled AlIRD, except for those patients

with life-threatening iliness (e.g., in the ICU for any reason), COVID vaccination should occur as soon as Strong-Moderate
possible for those for whom it is being recommended, irrespective of disease activity and severity.

RMD = rheumatic and musculoskeletal disease; AllRD=autoimmune and inflammatory rheumatic disease; EUA = emergency use

authorization; FDA = Food and Drug Administration; mRNA = messenger RNA; CDC = Centers for Disease Control; ICU = Intensive
Care Unit

*Age 212 as of June 7, 2021

T This preference for the mRMA vaccines was partially driven by the fact that a supplemental dose is now authorized for the mRNA
vaccines; this issue may be revisited if a supplemental dose strategy becomes authorized and recommended for patients who received
the single dose vaccine.

¥ Given current uncertainties regarding the safety of providing supplemental dose(s) of an mRMA vaccine to patients who already have
received the single-dose J&J vaccine, the panel did not achieve consensus regarding recommending supplemental dose(s) of the
mRNn vaccine to patients who previously received the single- dose J8uU vaccine. The terms "supplemental” and “boosting” are used

PP T I T 7T TP P I PR ST S

Strong

RPN TP PR I TR TP T T S S



Patients with RA are at higher risk of developing infections, owing to deregulation of the immune response
against pathogens inherent to disease pathogenic mechanisms and organ damage. DMARDs, particularly
immunosuppressors and biological agents, might increase the risk of infections and at the same time
impair vaccination response.

The humoral response to vaccination can be decreased by DMARDs, mainly by biological agents, and the
response depends on the type of antigen, the cell pathways that are required to mount the immune
response and the mechanism of action of the specific drug. It is therefore advisable that patients are
vaccinated before starting DMARDs. If this is not possible, vaccinations should probably be given in an ideal
‘window of opportunity’, which is difficult to define. There should be enough time from the previous drug
administration, in order to minimise the effect of the drug on the immune system, and at the same time
allow a minimum amount of time before the next administration to enable an adequate immune response to
the vaccine.

In view of these arguments and the increased use of DMARDs in rheumatic diseases, recommendations for
vaccination in autoimmune inflammatory rheumatic disease were developed by two EULAR Task Force (van
Assen et al, 2011;, Furer et al, 2020). Most of these recommendations can be directly applied to patients
with RA. For many of these statements the level of evidence is low owing to the lack of appropriate studies.



In the new recommendations, emphasis has been made that the rheumatology team should be
responsible of the assessment of the current vaccination status, including vaccination
history, adverse events and disease flares following earlier vaccination.
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1. The vaccination status and indications for further vaccination in patients with AIIRD should be assessed
yearly by the rheumatology team

2. The individualised vaccination programme should be explained to the patient by the rheumatology team,
+ providing a basis for shared decision-making, and be jointly implemented by the primary care physician,
the rheumatology team and the patient

+ 3. Vaccination in patients with AlIRD should preferably be administered during quiescent disease

4. Vaccines should be preferably administered prior to planned immunosuppression, in particular B cell
depleting therapy

5. Non-live vaccines can be administered to patients with AlIRD during the use of glucocorticoids and
DMARDs

This recommendation has been upgraded as an overarching principle in the update. The evidence in the past
years supports the overall adequate efficacy and safety of vaccination under treatment.

— 6. Live-attenuated vaccines may be considered with caution in patients with AIIRD

The previous version stated that live-attenuated vaccines should be avoided whenever possible in
immunosuppressed patients. The new recommendation still advocates against the used of live-attenuated
vaccines during immunomodulation, but with the possible exception of the MMR booster (but not
neovaccination) and HZ vaccine in special circumstances.

Live attenuated vaccines:
;@ N N N
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Pnomo-23

>65 yas immin kompetan hastalara

Kronik kalp hastaligi (6zellikle siyanotik
konjenital kalp hastaligi ve kalp yetmezligi)
Kronik akciger hastaligi (astim hastalari dahil)
Kronik bobrek yetmezligi

Kronik karaciger hastalig

Diabetes mellitus

BOS kacagi

Kohlear implant

Orak hicreli anemi ve diger
hemoglobinopatiler

Fonksiyonel ya da anatomik aspleni,

HIV enfeksiyonu
Nefrotik sendrom
Bagisiklik sistemi baskilanmis kisiler,

Radyasyon tedavisi ya da bagisiklik sistemini
baskilayici tedavi verilen hastaliklar,

Dogustan ya da sonradan ortaya c¢ikan
bagisiklik sistemi yetmezlikleri

Hodgkin hastaligi ve kotlu huylu kanserler,
lenfoma, 16semi, yaygin kanserler,

Solid organ nakli

Hematopoetik kok hiicre alicilari

Multiple miyelom

Alkolizm



Anti-CD20 CTLA-4 Janus kinaz . .
o _ o o Anti-IL-6 antikoru
MTX TNF-a inhibitord antikor inhibitoru inhibitoru .
- ) - (tosilizumab)
(rituximab) (abatasept) (6rn. tofacitinib)
Pneumokok asisi Azalma Minimal etki Ciddi azalma) f Azalma ] Azalma Minimal etki
L
influenza asisi Muhtemel azalma Minimal etki Ciddi azalma | l Azalma l Minimal etki Minimal etki
Hepatit B virus ? Azalma ? ? ? ?
—

asilama

Genel olarak asi yanitini en ¢cok baskilayanlar; RTX,

MTX ve abatasept

Uptodate, 1.Subesinghe S, Bechman K, Rutherford Al, et al. A systematic review and metaanalysis of antirheumatic drugs and vaccine immunogenicity in rheumatoid arthritis. J

Rheumatol 2018; 45:733. 2.Friedman MA, Winthrop K. Vaccinations for rheumatoid arthritis. Curr Opin Rheumatol 2016; 28:330.
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neovaccination) and HZ vaccine in special circumstances.

Live attenuated vaccines:

Measles Mumps Rubella Poliomyelitis VZv
(oral)

Typhoid fever Yellow fever Rotavirus Tuberculosis

(oral) (BCG, bacilli
Calmette-
Guerin)

A total of nine recommendations have been conveyed:

+ Influenza vaccination should be strongly considered for the majority of patients with AIIRD

+ Pneumococcal vaccination should be strongly considered for the majority of patients with AIIRD

Patients with AIIRD should receive tetanus toxoid vaccination in accordance to recommendations for the
+ general population. Passive immunisation should be considered for patients treated with B cell depleting
therapy.

Bulutlu
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+ Influenza vaccination should be strongly considered for the majority of patients with AIIRD

+ Pneumococcal vaccination should be strongly considered for the majority of patients with AIIRD

Patients with AIIRD should receive tetanus toxoid vaccination in accordance to recommendations for the
+ general population. Passive immunisation should be considered for patients treated with B cell depleting
therapy.

Hepatitis A and hepatitis B vaccines should be administered to AIIRD patients at risk — in specific
situations, booster or passive immunisation is indicated

+ Herpes zoster vaccination may be considered in high-risk patients with AIIRD

+ Vaccination against yellow fever should be generally avoided in patients with AIIRD

Patients with AIIRD, in particular patients with SLE, should receive vaccinations against HPV in accordance

+ °° ! :
with recommendations for the general population

+ Immunocompetent household members of patients with AIIRD should be encouraged to receive vaccines
according to national guidelines with the exception of the oral polio vaccine.

4+ Live-attenuated vaccines should be avoided during the first 6 months of life in newborns of mothers

treated with biologics during the second half of pregnancy

Vaccination of Patients with RA: Take time for a brief reflection

Bulutlu




Moderna (Spikevax) mRNA-1273, must be stored at subzero temps -4°F and -94°F,
respectively. (MRNA tech is relatively more fragile) 28 glin arayla 2 doz
The AstraZeneca adenovirus-vectored technology (normal buzdolabi isisi) 4-12 hafta

araile 2 doz

PFIZER/BIONTECH mRNA (-4°F -94°F). (mRNA tech is relatively more fragile) 21 giin
arayla 2 doz

Sinovac, inaktive

J&J adeno-vector (nhormal buzdolabi isisi ) tek doz, nadir olarak thrombosis with

thrombocytopenia ve Guillain-Barre syndromu riski.


https://www.prevention.com/health/a34989924/covid-19-vaccine-storage-temperatures/

Copyrights apply

Moderate to severe immunocompromising conditions that
warrant a 3-dose primary series for the COVID-19 mRNA
vaccines in the United States[1]

Active treatment for solid tumor and hematologic malignancies
Receipt of solid-organ transplant and taking immunosuppressive therapy

Receipt of CAR-T-cell or hematopaoietic stem cell transplant (within 2 years of
transplantation or taking immunosuppressive therapy)

Moderate or severe primary immunodeficiency (eg, DiGeorge, Wiskott-Aldrich
syndromes)

Advanced or untreated HIV infection

Active treatment with:

High-dose corticosteroids (ie, =20 mg prednisone or equivalent per day)
Alkylating agents

Antimetabolites

Transplant-related immunosuppressive drugs

Cancer chemotherapeutic agents classified as severely immunosuppressive
TNF blockers

Other biologic agents that are immunosuppressive or immunomodulatory

In the United States, the emergency use authorizations for BNT162b2 (Pfizer-
BioNTech COVID-19 vaccine) and mRNA-1273 (Moderna COVID- 19 vaccine)
allow for the use of 3 doses in certain immunocompromised individuals,
specifically solid ergan transplant recipients or those who are diagnosed with
conditions considered to have an equivalent level of immunocompromise. The
ACIP lists the above conditions as examples of moderate to severe
immunocompromising conditions that warrant 3 mRNA vaccine doses. It
recommends that the same mRNA vaccine be used for all 3 doses and that the
third dose be administered at least 28 days after the second. This
recommendation is distinct from recommendations on booster doses, which are
vaccine doses given several months after receipt of the primary series; refer to
other UpToDate content on booster doses for COVID- 19 vaccines.

CAR: chimeric antigen receptor; TNF: tumor necrosis factor; ACIP: Advisory
Committee on Immunization Practices.

Reference:

1. Centers for Disease Controf and Prevention. Interim Clinical Considerations for Use
of COVID-19 Vaccines Currently Authorized in the United States.
https:/fwww.cde.gov/vaccines/covid-19/clinical-considerations/covid-19-vaccines-
us.htmi (Accessed on August 20, 2021).




Tek doz asi immunite icin yeterlidir.

Asidan 4-7 giin sonra IgM olusmaya baslar ve
villarca devam eder.

Infliksimab’la tedavi edilen 17 Brezilyal RA
hastasinda booster dozu enfeksiyona veya yan
etkiye sebep olmamis ve immunojenite
gelismis.

Daha 6nceden bu enfeksiyona maruz kalanlara
seroloji bakilabilir.



Asl koruyucu hekimligin en buyuk ba_s,arllarmdan biridir..

Anton Cehov (1860-1904)
Moliere

George Orwell (1903-1950)
Charlotte Bronte

Franz Kafka (1883-1924)
Masaoka Shiki (1867-1902)
Frédéric Chopin (1810-1849)
Clarissa Brooks

Albert Camus
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https://tr.wikipedia.org/w/index.php?title=Clarissa_Brooks&action=edit&redlink=1
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Meningokok asisi:

-Meningokokal A, C, Y ve W-135 agisinin iki doz
onerildigi durum ve kisiler sunlardir:

« Anatomik veya fonksiyonel aspleni «

« Orak hucreli anemi ¢

* Gec¢ kompleman (C5-9) komponent yetmezlikleri
» Ekulizumab kullanimi

-Meningokokal A, C, Y ve W-135 asisinin tek doz
onerildigi durum ve kisiler sunlardir:

» Bakimevlerinde yasayan kisiler « Yurtta kalan
ogrenciler ¢

Rutin olarak N.meningitis suslari ile karsilasan
laboratuvar ¢aliganlari

* Askeri personel

» Meningokokal hastaligin hiperendemik veya epidemik
oldugu Ulkelerde yasayan veya o boélgeye (Orn. kuru
sezonda -Aralik ile Haziran aylari arasinda- “Menenijit
kusag!” olarak adlandirilan sahra alti Afrika gibi)
seyahat edecek kisilere



Booster doz Covid
asisi’?

BSR Eylil 2021’de ciddi sekilde
immun yetmezlikli bireylerde
(etkinligin bu popillasyonda
dusik olabilecegi kaniti ile) 3.
doz asiy1 bnermistir.

3. doz, 2.dozdan en az 8 hafta
sonra uygulanmalidir.

HQ ve SSZ haric DMARD
(biyolojik, JAKi, >10 mg

prednizolon) kullanan hastalar 3.

dozu almalidir.

W Lol el e on em R R
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Kanser

KBY

KOAH astm benzeri kr. akciger hst
Demans/norolojik problemler

Tip 1 ve 2 DM

KY, KAH, HT gibi kardiyak hst
Down sendromu

HIV

immiin yetmezlik

. Karaciger hst

. Obezite

. Gebelik

. Talasemi/orak h.li anemi
. Sigara

. Transplantasyon

. i.v madde bagimliligi



Enfeksiyonla karsilasma sonrasi profilaksi

e Varisellaicin 1gG ile pasif immunizasyon veya asiklovir ile profilaksi uygulanabilir.
e Hep A, B, kizamik, kuduz ve tetanoz maruziyeti sonrasi bazi profilaktik rejimler
mevcuttur.



nhs

 people aged 50 and over

* people who live and work in care homes

e frontline health and social care workers

* people aged 16 and over with a health condition that puts them at high risk of
getting seriously ill from COVID-19

e carers aged 16 and over

 people aged 16 and over who live with someone who is more likely to get infections
(such as someone who has HIV, has had a transplant or is having certain treatments
for cancer, lupus or rheumatoid arthritis)

https://www.nhs.uk/conditions/coronavirus-covid-19/coronavirus-vaccination/coronavirus-booster-vaccine/



BID) u.s. National Library of Medicine

ClinicalTrials.gov

Find Studies « About Studies v Submit Studies v Resources v About Site v PRS Login

Home >  Search Results >  Study Record Detail [J Save this study

COVID-19 Booster Vaccine in Autoimmune Disease Non-Responders

ClinicalTrials.gov Identifier: NCT05000216

The safety and scientific validity of this study is the responsibility of the study sponsor
Recruitment Status @ : Recruiting

First Posted @ : August 11, 2021
Last Update Posted @ : September 28, 2021

and investigators. Listing a study does not mean it has been evaluated by the U.S.
Federal Government. Know the risks and potential benefits of clinical studies and talk to
your health care provider before participating. Read our disclaimer for details.

See Contacts and Locations

Sponsor:
National Institute of Allergy and Infectious Diseases (NIAID)

Collaborators:
Autoimmunity Centers of Excellence
Rho Federal Systems Division, Inc.

Information provided by (Responsible Party):
National Institute of Allergy and Infectious Diseases (NIAID)
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GEBELERDE TETANOZ ASISI

Doz sayisi Uygulama zamani Koruma suresi
Td 1 Gebeligin 4. ayinda-ilk karslasmada Yok

Td 2 Td 1'den en az 4 hafta sonra 1-3 yil

Td 3 Td 2'den en az 6 ay sonra 5yl

Td 4 Td 3'ten en az 1 yil sonra ya da bir 10 yil

sonraki gebelikte

Td 5 Td 4'ten en az 1 yil sonra ya da bir Dogurganlik cagdi boyunca
sonraki gebelikte
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Vaccines in the Adult Immunization Schedule

Haemophiius infiuenzae type b Hib ActHIE®
Hiberix*
PedvaxHIB*
Hepatitis A vaccine HepA Havwrix™
Vaqra"
Hepatitis A and hepatitis B vaccine HepA-HepB Tweinrix"
Hepatitis B vaccine Hepb Engerix-8°
Recombivax HE®
Heplisav-B*
Human papillomavirus vaccine HPY vaccine Gardasil §°
Influenza vaccine, inactivated I Many brands
Influenza vaccine, live, attenuated LAY FluMist® Quadrivalent
Influenza vaccine, recombinant Rlv4 Flublok Quadrivalent®
Measles, mumps, and rubella vaccine MMR M-M-R* 1l

Meningococcal serogroups A, C, W, ¥ vaccine

MenACWY-D

Menactra®

MenACWY-CRM Memveo®
MenACWY-TT MenQuadii®
Meningococcal serogroup B vaccine MenB-4C Bewsero”
MenB-FHbp Trumenba®
Pneumecoccal 13-valent conjugate vaccine PCV13 Prevnar 13~
Pneumococcal 23-valent polysaccharide vaccine FP5V23 Frieumavax® 2
Tetanus and diphtheria toxoids Td Tenivac®
Tdvax™
Tetanus and diphtheria toxoids and acellular pertussis vaccine Tdap Adacel”
Boostrix”®
Varicella vaccine VAR Varivax®
Zoster vaccine, recombinant RZV Shingrix




IMMUNSUPRESIF TEDAVI

Glukokortikoidler

Sentetik DMARD’lar: Leflunomid, sulfasalazin, hidroksiklorokin, azatioprin
MMF
Kalsindrin inhibitorler: siklosporin, takrolimus

Alkillevyici ajan: Siklofosfamid

Biyolojik DMARDIar: infliximab, etanersept, adalimumab, sertolizumab, golimumab,
abatasept, tosilizumab, rituximab, secukinumab, ixekizumab, belimumab, anakinra,
kanakinumab

e Targeted sentetik DMARD: Tofasitinib, barisitinib
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e Asagidaki durumlarda en az 28 gun arayla 2 doz KKK asisi uygulanmalidir:
* Yakin zamanda kizamik, kizamikgik veya kabakulaga maruz kalma ya da
salgin durumu

* Bir saglik kurulusunda ya da bakim evinde calisma

 YUksekogrenim kurumlarinda egitim gorme

» Temas riskinin yuksek oldugu uluslararasi seyahat planlama



