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Neler Konu§ulacak?

“*Biyolojik ajanlar
“*Biyolojik ajanlari kullananlarda infeksiyon riski
*»* Tedavi oncesi hastanin degerlendirilmesi

“* Asilamanin yonetimi

**Sonuc ve beklentiler




: metastatik sarkomali hastada, streptokok enf geligimi kanser
yapisinda gerilemeye neden oldu
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: molekiiler biyoloji bilimi temelleri

.+ monoklonalar . |

: rekombinant teknolojinin geligimi

I Bizolo 'Iik tedavi _
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Biyolojik Ajan

“* Biyolojik tedaviler; hastalik gelisim siirecinde rol alan immun veya genetik
mediyatorlerden birini 0zgun olarak hedef alan ilaglardir =>“Nokta atis”

% Immiin sistemin biyolojik yanitini etkiler, inflamasyonun 6zglin yollarini ve

sinyallerini bloke ederler

% Kullanima 1998’de girmis yeni ilaglar

Biyolojik ajanlar;

v" Anti-TNF ajanlar

v IL-1B inhibitorleri

v" IL-6R inhibitori (tosilizumab)
v" B hiicre delesyonu yapanlar (rituksimab)
v" T hiicre ko-stimulasyon inhibitorleri

=




J Cutaneous Med Surg.

Dendritic , 2019;23:50-74.
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Natalizumab

Adalimumab, Infliximab,
Etanercept, Golimumab
Certolizumab pegol

Guselkumab,
Tildrakizumab,
Risankizumab

I UstokinumabA]
V =

== -—— > TN emekemes

Secukinumab,
l Canakinumab 1'>— - Ixekizumab

Tralokinumab,
| Mepolizumab —— . - Lebrikizumab
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Biyolojik Ajanlarin Endikasyonlari

v Romatolojik hastaliklar

v" Maligniteler => NHL, KML, ALL, kolorektal kanser
v Inflamatuar barsak / goz hastaliklar

v' Psoriazis

v" Organ transplantasyonu

v" Multiple skleroz

v Siddetli astim
’ ek dlieas Kullanilan kisaltmalar;

-cept; Reseptor fuzyon proteinleri
-mab; Monoklonal antikorlar (mAB)
-ximab; Simerik monoklonal antikorlar
-(z)umab; Insan monoklonal antikorlari
-inib; inhibitorler
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Biyolojik Ajanlar
Infeksiyon Riskini

Artirir m?




http7/www translational-medicine com/content/12/1/77
TRANSLATIONAL MEDICINE

RESEARCH Open Access

Infection risk in Rheumatoid Arthritis and
Spondyloarthropathy patients under treatment
with DMARDSs, Corticosteroids and TNF-a

antagonlcfc
vaenuns cern INfEKSTYyONUN €n ¢ok goriilme zamani;

Simonetta Salel

e lIk 3-6 ay

Results: Three hu'e gnti=-TINF kullanimi sirasinda ciddi infeksiyon serious] have been

registered among ras 36.3 ranging from

124 (D riskinin en ¢ok arttigi zaman dilimi (IRR 4.6) ract 3T lia were

pOﬂSIb'Q for three YUaiLTId> Ui all HHTLUULID. 1T UIT HIUiuvalialc arialysid, aguun iy aiiu 1N u wJ DMARDs doubled t
R compared to DMARDS alone, anti- TNFo+CS sugnlﬁcantly tripled it, whereas anti- TNFG+ CS + DMARDS only

INncrea
risk (severe or rnoderate ve
while duration of disease and anti- mﬂuenza vaccination were protectlve the Iatter even for cutaneous/soft- tlssue

(mainly herpetic) infections.

Germano et al. Journal of Translational Medicine 2014, 12:77 :
JOURNAL OF

Conclusion: The combination anti-TNFa with CS was found to be the most pro-infective treatment, whereas DMARDs
alone were relatively safe. Physicians, therefore, should be aware that there may be an increased risk of infection when
using anti-TNFa and CS therapy together. Anti-influenza vaccination appears to provide broad protection, adding
evidence to support its use in these patients, and deserves further study.




Review

Vaccinations in adults with rheumatoid arthritis in an era
of new disease-modifying anti-rheumatic drugs

P.L. Meroni!, D. Zavaglia’, C. Girmenia® Clin Exp Rheumatol. 2018; 36: 317-28.

RA & RA olmayanlara

» Infeksiyon nedeniyle hastaneye yatma/olim riski 1.5-2kat yiiksek
> Ozellikle ASYi, deri-YDIi, USi

Drug SI incidence rate, Risk ratio/difference
patients with events of SI versus placebo
per 100 pt-years (N. of trials considered)
(N. of trials considered)

Abatacept 304 (11) 1.18/040 (4)
Rituximab 372 (8) 099/-0.02 (5)
Tocilizumab 545 (13) 1.82/151 (9)

Infliximab 6.11 (11) 0.83/-052 (3)

Etanercept 406 (17) 1.00/0 (1)




Clinical Gastroenterology and Hepatology 2016;14:1385-1397

SYSTEMATIC REVIEWS AND META-ANALYSES

Fasiha Kanwal, Section Editor

Biologic Therapies and Risk of Infection and Malignancy in )
Patients With Inflammatory Bowel Disease: A Systematic Review
and Network Meta-analysis

Stefanos Bonovas,* Gionata Fiorino,” Mariangela Allocca,” Theodore Lytras,™%
Georgios K. Nikolopoulos,' Laurent Peyrin-Biroulet,” and Silvio Danese”

> Farkli arama motorlari

» Toplam 49 randomize plasebo-kontrollu galisma

> 14 590 katilimci

v’ 24 calismadan 8832 katilimci
v’ Firsatgi infeksiyon tedavi grubu&plasebo => %1.10 & 0.58
v Infeksiyon riski artmis (OR, 1.90;95% Cl, 1.21-3.01)
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o infeksiyon hastaliklarindan korunma, olum ve
sekellerinin azaltilmasinda en onemli iki yontem:;

» Sanitasyon

> Immiinizasyon

Prevention is better than cure

(Desiderius Erasmus)



...vaccination rates in patients with immune-mediated diseases treated with

Immunosuppressants remain suboptimal, primarily due to the absence of

physician recommendations.

Assala M, et al. Joint Bone Spine. 2017; 84:365-6.
L AR SR ST N Hua C, et al. Rheumatology (Oxford). 2015; 54:748-50.
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Biyolojik Ajan Kullaniminda Asi Onerileri

v' Hangi asilar?
v" Ne zaman!
v' Asi etkinligi nasil?

v' Asilar hastaligi etkiler mi?




Relative serum antibody titer (logarithmic scale)

= Total lg
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J Cutaneous Med Surg.2019; 23: 50 —74
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Hastalarda Asi Onerileri
Baslangic

% Asi oykusu alinmali

“* Asi kaydi yoksa / oyku glivenilir degilse serolojik testler yapilmali;

> KKK HBsAg

= Anti HBc total
> Sucicegi Anti HBs
> TB tarama

» Viral hepatitler (HAV, HBV, HCV), HIV



Recommendations

The vaccination status should be assessed in the 1itial work-up of pauents with AIIRD
Vaccination 1n patients with AIIRD should ideally be administered during stable disease

Live attenuated vaccines should be avoided whenever possible in immunosuppressed
patients with AIIRD

Vaccination in patients with AIIRD can be administered during the use of disease-
modifying anti-rheumatic drugs and tumour necrosis factor a blocking agents but

should 1deally be administered before starting B cell depleting biological therapy
Inactivated influenza vaccination should be strongly considered for patents with AIIRD

23-valent polysaccharide pneumococcal vaccination (23-PPV) should be strongly
considered for patients with AIIRD

Patients with AIIRD should receive tetanus toxoid vaccination in accordance to
recommendations for the general population. In case of major and/or contaminated
wounds 1n patients who received rituximab within the last 24 weeks, passive
immunisation with tetanus immunoglobulins should be administered

Herpes zoster vaccination may be considered in patients with AIIRD
Human papillomavirus vaccination should be considered in selected patients with AIIRD

In hyposplenic/asplenic patients with AIIRD influenza, pneumococcal, Haemophilus
infl uenzae b and meningococcal C vaccinations are recommended

Hepatitis A and/or B vaccination 1s only recommended in patients with AIIRD at nisk

Patients with AIIRD who plan to travel are recommended to receive their vaccinations
according to general rules, except for live attenuated vaccines which should be
avoided whenever possible in immunosuppressed patients with AIIRD

BCG vaccination 1s not recommended in patients with AIIRD

Grade of the evidence

no grade of evidence possible; strength of recommendation D;
no grade of evidence possible; strength of recommendation D

grade of evidence IV, strength of recommendation D
grade of evidence Ila; strength of recommendation B
grade of evidence Ib-III; strength of recommendation B-C
grade of evidence Ib-III; strength of recommendation B-C

grade of evidence II; strength of recommendation B-D

grade of evidence III-IV; strength of recommendation C-D
grade of evidence III; strength of recommendation C-D

grade of evidence IV; strength of recommendation D

grade of evidence II-III; strength of recommendation B-D

no grade of evidence; strength of recommendation D

grade of evidence III; strength of recommendation C-D;

EULAR recommendations. Ann Rheum Dis 201 1;70:414-22



Table 1. Vaccination scheme in adults with rheumatic diseases Eur | Rheumatol. 2016; 3: 29-35.

Vaccine 18-64 years =65 years
Influenza 1 dose annually

“2Pneumococcal (polysaccharide/conjugate) 1-2 doses 1-2 doses
Tetanus, diphtheria (Td) A booster dose of vaccine every 10 years

Hepatitis B 3 doses (0, 1, and 6 months)

[May need to be applied as high-dose vaccine (0, 1, 2, and 6 Months) and double doses of
vaccine in high risk patients who are going to receive biological agents or medium to high dose
corticosteroids depending on the serological status)

Hepatitis A 2 doses of vaccine (0 and 6 months)

Waricella/Herpes zoster Contraindicated in persons with immunosuppression: can be administered in consultation with
a specialist in specific cases

‘Measles, mumps, rubella (MMR) Contraindicated in persons with immunosuppression: can be administered in consultation with
a specialist in specific cases

’Meningococcal (quadrivalent conjugate 2 doses of vaccine at least 2 months apart

meningococcal vaccine) Can be repeated every 5 years if at continued risk

’Haemophilus influenzae type B 1 dose

I *Human papillomavirus (HPV) 2 or 3 doses I




Table 6. Vaccination of Persons With Chronic Inflammatory Diseases on Immunosuppressive Medications

IDSA 2014

Planned Immunosuppression

Strength, Evidence

Low-level Immunosuppression®

Strength, Evidence

High-level Immunosuppression®

Strength, Evidence

Vaccine Recommendation Quality Recommendation Quality Recommendation Quality
Haemophilus influenzae b U Strong, moderate U Strong, low U Strong, low
conjugate
Hepatitis A U Strong, moderate U Strong, low U Strong, low
Hepatitis B U Strong, moderate U Strong, low U Strong, low
Diphtheria toxoid, tetanus toxoid, ) Strong, moderate U Strong, low U Strong, low
acellular pertussis; tetanus
toxoid, reduced diphtheria
toxoid; tetanus toxoid, reduced
diphtheria toxoid, and reduced
acellular pertussis f 1
Human papillomavirus U:11-26y Strong, moderate U:11-26y Strong, low U:11-2py Strong, very low
Influenza-inactivated (inactivated U Strong, moderate U Strong, moderate U Strong, moderate
influenza vaccine)
Influenza-live attenuated (live X Weak, very low X Weak, very low X Weak, very low
attenuated influenza vaccine)
Measles, mumps, and rubella—live ue Strong, moderate X Weak, very low X Weak, very low
Measles, mumps, and rubella— ur Strong, low X Weak, very low X Strong, very low
varicella—live
Meningococcal conjugate U Strong, moderate U Strong, moderate U Strong, low
Pneumococcal conjugate (PCV13) R® Strong, moderate U:<By Strong, low U:<By Strong, low
R: 26 y° strong, very low R: >6 v strong, very low
Pneumococcal polysaccharide R:age>2y Strong, low R:age>2y Strong, low R:age J2vy Strong, very low
(PPSV23)
Polio-inactivated (inactivated U Strong, moderate U Strong, moderate U Strong, low
poliovirus vaccine)
Rotavirus—live U Strong, moderate X Weak, very low X Weak, very low
Varicella-live u® Strong, moderate X Weak, very low X Strong, moderate
Zoster-live R: age 50-59 y* Weak, low R: age 50-59 y* Weak, very low X Weak, very low
U:age 260y strong, low U:age 260y Strong, very low \ /

IDSA.Vaccination of Immunocompromised Host. CID. 2014;58:e44-100




Review

Vaccinations in adults with rheumatoid arthritis in an era
of new disease-modifying anti-rheumatic drugs

P.L. Meroni!, D. Zavaglia’, C. Girmenia® Clin Exp Rheumatol. 2018; 36: 317-28.

Table III. 2015 recommendations regarding the use of vaccines in patients with rheumatoid arthritis of the American College of Rheuma-
tology (ACR) (7).

Killed vaccines Recombinant vaccine Live attenuated vaccine

Pneumococcal ! Influenza * Hepatitis B * Human papilloma Herpes zoster
Before initiating therapy
DMARD monotherapy Recommended Recommended Recommended Recommended Recommended
Combination DMARD Recommended Recommended Recommended Recommended Recommended
TNFi biologics Recommended Recommended Recommended Recommended Recommended *
Non-TNF biologics Recommended Recommended Recommended Recommended Recommended *
While already taking therapy
DMARD monotherapy Recommended Recommended Recommended Recommended Recommended
Combination DMARD Recommended Recommended Recommended Recommended Recommended
TNFi biologics Recommended Recommended Recommended Recommended Not recommended
Non-TNF biologics Recommended Recommended Recommended Recommended Not recommended

Singh JA, Arthritis Rheumatol. 2016; 68: |1-26



Journal of Cutaneous Medicine and Surgery

Vaccination Guidelines for Patients © The Author(s) 2018

. . o (cc) (OGS
With Immune-Mediated Disorders on Ardc.m..s
Immunosuppressive Therapies DO 10.11771120347541881 1335

journals.sagepub.com/home/jcms

Canadian Association
Dermatology canadienne de
Association @asct dermatologie

Kim A. Papp"z, Boulos Haraoui’, Dee|7:ali Kumar"'s,
John K. Marshall®, Robert Bissonnette’ ', Alain Bitton®,
Brian Bressler"'°, Melinda Gooderham?' ', Vincent Ho’,

Shahin jamal'z, Janet E. Pope”"‘, A. Hillary Steinharts"s,

Donald C. Vinhs'“’, and John Wade?''? ] Cutaneous Med Surg. 2019; 23: 50-74.

v/ Immiinosiipresif tedavi alan hastalara uygulanan asilarin etkinligi ve
guvenligiyle ilgili cahismalar/literatiir 2009-2017 yillari arasinda
arastiriims.

v/ Kurul; Asi alaninda uzman infeksiyon HU, gastroenterolog, dermatolog,
romatolog




Biyolojik Ajan Kullanan Hastalarda Asilarin Etkinligi ve Guvenirligi

Vaccine Biologic Agent Patient Population Efficacy Safety
Inactivated and subunit vaccines
Cholera (oral) Vedolizumab Healthy No significant difference in seroconversion rates but Well tolerated"’
individuals diminished the magnitude of antibody titre increase'*'
Hepatitis A TNFi (pooled) RA Diminished humoral response compared to healthy Well tolerated and did not result in exacerbation
individuals, but 86% of patients achieved seroprotection of disease activity'*
with 2 vaccine doses'*?
IBD Diminished humoral response to the vaccine™ NA
Hepatitis B Infliximab IBD Reduced humoral response to the vaccine'* NA
Influenza Abatacept RA Results are variable but may reduce humoral response to Well tolerated'**"
the vaccine'**!¥
Adalimumab RA No significant effect'* Well tolerated'*®
Belimumab SLE Lower fold-increase in titres for some influenza strains NA

compared with controls'*
Live attenuated vaccines

Herpes zoster TNFi (pooled) RA, PsA, PsO, AS, Vaccination effectively protected patients from disease’ Vaccination was not assoclated with short-term
IBD increase in herpes zoster risk’*
Measles, mumps, Etanercept JIA No significant effect on humoral response to vaccination; Well tolerated and did not cause disease
rubella insignificant trend toward lower cellular responseso exacerbation
Vedolizumab  IBD Single case report of a patient achieving a positive measles  No adverse effect observed'*®
antibody index following revaccination'®
Yellow fever Infliximab RA Similar response rates following revaccination in infliximab- No adverse effect observed®'

treated patients with RA and controls; trend toward

lower titres In Jmlents. but analysis limited by small
study numbers”’

J Cutaneous Med Surg. 2019; 23(1) 50 —74.
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Asilar Ne Zaman Verilmeli?

%}'

v' Miimkinse asilar planlanan immiinosiipresif ilaglardan dnce baslanmali

(Guglu-Orta oneri).

v' Inaktive asilar immiinosiipresif tedaviden 22 hafta 6nce baslanmali

(Guglu-Orta oneri)

To optimize the immunogenicity of inactivated vaccines in treatment-naive patients with
iImmunemediated conditions, we suggest that immunization be performed at least 2 weeks
prior to initiation of immunosuppressive therapy, whenever possible.

GRADE: Conditional recommendation; moderate-level evidence

Vote: 71.4% strongly agree, 28.6% agree

] Cutaneous Med Surg. 2019;23: 50 -74.

Singh et al. Arthritis Care & Research, 2015
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Asilar Ne Zaman Verilmeli?

vaccinated with live
attenuated vaccines, we
recommend that the
duration of viremia

v' Canhl asilar imminosipresif tedaviden 24 h: following immunization be

. —— o considered
tedavi baslandiktan sonra ilk iki hafta icinde veriu:- (JULIU-L URUR

oneri)

< To optimize the immunogenicity of the live attenuated herpes zoster vaccine in
treatment-naive patients with immunemediated conditions, we suggest immunization be
performed at least 2 to 4 weeks prior to initiation of immunosuppressive therapy.

v" Conditional recommendation; moderate-level evidence.
J Cutaneous Med Surg.2019;23(1) 50 —74.

Singh et al. Arthritis Care & Research, 2015
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Canli Atenie Asilardan Sonra Olugsan Viremi Suresi

Vaccine Length of Viremia
Varicella The vaccine strain could not be isolated up to 14 days postvaccination in children,” but | study detected
(Oka strain) the vaccine strain by PCR up to 5 weeks after immunization in 5 of 166 (3%) asymptomatic children given
the varicella vaccine.”
Herpes zoster Varicella zoster virus DNA can be detected by PCR analysis in 16% (11/67) of individuals 2 weeks
(Oka strain) postvaccination’’ and up to 4 weeks in 6% (2/36) of individuals 60 years old.”
Yellow fever Viremia after primary immunization wanes within 7 days postimmunization’”® and is generally cleared within
2 weeks of vaccination.””’
Measles The vaccine strain has not been isolated from human blood after immunization of healthy children, " puta
study on macaques has shown the persistence of the Schwarz vaccine strain 7 to 9 days postvaccination.”'
Mumps There is a low risk of viremia with the mumps vaccine strains; however, the incidence of aseptic meningitis

occurring 2 to 3 weeks after vaccination suggests that the potential is maintained in some vaccine strains.
The frequency of vaccine-associated aseptic meningitis varies from approximately | in 1.8 million doses for
the Jeryl Lynn strain to as high as | in 336 for the Urabe AM9 strain. i

Rubella Viremia was documented 7 to 21 days postvaccination in some adults receiving the primary vaccination but
not in children.””
Live polio In adults, free virus is present in the serum between 2 and 5 days after vaccine administration, with
(type 2 Sabin) antibody-bound virus being present up tQ.8 days after vaccination. i

In children aged = |7 months, free virus can be detected up to 8 days after vaccination. 235

| Cutaneous Med Surg .2019;23:50-74.



Genel Yaklasim

* Immiinosiipresif tedavi alanlarda canli virus asilari yapilmaz |

e Tum hastalarda sucicegi immunite durumu belirlenmeli

* En az bir ay once uygulanmali

e Ozel durumlar haric

* Dusuk duzey immunosupresyonda yapilabilir (zayif oneri)
KKK, varisella ve Herpes zoster asilari istisna/ Hasta temelli!

Dusuk duzey immunosipresyon
v" Gunlik prednizon dozu< 20 mg olarak (veya
esdegeri)
Ev halki a§|lama5| v’ Methotreksat < 0,4 mg/kg haftalik;
v' Azathioprin < 3 mg/kg giin

* Risk azaltilmasi icin onemli
¢ v' 6-merkaptopurin<l|,5 mg/kg giin

* Oral polio asisi uygulanmamalidir
* Rotavirus asisi olan bebeklerin bezlerini degistirmemeli (4 hafta)

&

acéination of Immunocompromised Host. CID 2014:58
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Asilar Ne Zaman Verilmeli? ¢ * Lv‘

v Mimkiinse asilar planlanan imminostupresif ilaglardan 6nce baslanmali
v’ Inaktive asilar immunosupresif tedaviden >2 hafta 6nce baslanmali

v" Canl asilar immiinosupresif tedaviden >4 hafta 6nce baslanmali ve tedavi
baslandiktan sonra ilk iki hafta icinde verilmemeli

v" Acil tedavi gerekiyorsa, tedaviyi engellememeli!

“ In patients with immune-mediated diseases treated with rituximab who require optimal vaccine
immunogenicity, we recommend that immunization be deferred to >5 months after the last
dose and at least 4 weeks prior to the subsequent dose of rituximab.

v" GRADE: Strong recommendation; low-level evidence

v' Vote: 14.3% strongly agree, 78.6% agree, 7.1% disagree
J Cutaneous Med Surg. 2019;23: 50 —74.

Singh et al. Arthritis Care & Research, 2015
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Asilar Immiinosiipresif
Tedaviden Sonra Ne

Zaman Uygulanmali
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Biyolojik Ajanlarin Yarilanma Omiirleri

Family Biologic Isotype Target Half-Life

TNF inhibitors Adalimumab  human IgG| TNFa 10-20 days'®
Etanercept IgG 1 Fc domain + TNF receptor TNFa, LTa (TNFB) 4.2 days'®

extracellular ligand-binding domain

Certolizumab Humanized Fab’ conjugated to TNFa 14 days'®®

Interleukin Dupilumab Human IgG4 IL-4Ra NA'8%2

inhibitors Mepolizumab  Humanized IgG I« IL-5 16-22 days'”
Tocilizumab Humanized IgG Ik IL-6R 11-13 daysI9|
Sarilumab Human IgGl| slL-6Ra, mIL-6R« Initial: 8-10 days
Terminal: 2-4 daysI92

Anakinra IL-1 receptor antagonist IL-1R1 4-6 hours'”

B-cell inhibitor Rituximab Chimeric 1gG Ik CD20 20.8 days™’
Belimumab Human IgGIA BAFF (BLyS) 12.5-19.4 days?®

| Cutaneous Med Surg. 2019;23: 50-74.




Immunosupresit Tedavi Sonras1 Agilama % K

Table 2
Treatment-free intervals required before and after immunization in patients on glucocorticoid or DMARD therapy, according to French and international recommendations.
Vaccine Treatment Glucocorticoid therapy DMARDs
Oral>10 mg/d  Bolus Methotrexate  Leflunomide Hydroxy-chloroquine  Sulfasalazine
>2 weeks
Live attenuated vaccines  Discontinuation 1 month 3 months 0‘to3months  3to6months’  No treatment-free
Resumption 2to 4 weeks 2tod weeks  2tod weeks  2tod weeks interval
Inactivated vaccines No treatment-free interval

¢ According to US recommendations (American College of Rheumatology, Advisory Committee on Immunization Practices), the live attenuated vaccine against the VZV
can be given during treatment with methotrexate (dosage < 0.4 mg/kg/week).

b According to Canadian recommendations, the long half-life of leflunomide warrants a 6-month treatment-free interval before vaccination.

Joint Bone Spine.2016;83:135-41
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Biyolojik Ajanlarla Tedavi Sonrasi Asilama - fe

v Hastaligi modifiye eden anti-romatizmal ilaclar (DMARDS),
glukokortikoidler ve/veya TNF a blokerlerinin kullanimi

esnasinda asilara yanit oldugu gosterilmis.
Table3
Treatm

— v" B hicre inhibitéri ajan kullaniminda oncesinde ya da

“" paglangictan 6 ay sonra, diger kiirden 4 hafta énce bl
___uygulanmali ’
Live attenuated ~ Stop itol [0to 12 Sto |2 10to 12 bto 1l 0l  10tol [Ztol5"  Zdaysto 3 months Gmonths 3 months
vaccines weeks weeks weeks weeks weeks weeks weeks weeks 3 months

Re-stat 3 weeks 3 weeks Iweeks 3 weeks I weeks Iweeks  Iweeks Jweeks'  3weeks  Jweeks | month | month
Inactivated Stop No treatment interruption Omonths” 6 months’
vaccines

Re-start | month | month

* Issued by the French public health authority and the Inflammatory Rheumatism Group (CRI) of the French Society for Rheumatology (and based on drug half-life values)
" | mmunization can be performed within 6 months after rituximab but, in this stuation, the risk of a blunted vaccine response is high.

Joint Bone Spine.2016;83:135-41
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Hepatit B asisi
hastaliZini
alevlendirir mi?

Asi1-Otoimminite Iligkisi?

v' Otoimmdun hastaliklarda grip asisina hastalikta gegici
alevlenme (olgu raporlarr)

v Prospektif calismalarda neden-sonuc iligkisi
gosterilememis

v' SLE ve RAlli hastalarda infeksiyondan daha fazla
aktiviteye yol acmaz.

v HBV asisi SLE ve RA'li hastalarda hastalik
aktivitesi Uzerinde etkisi yok

v Pnémokok asisinin etkisi yok

v' KKK asisi juvenil idiopatik artritli hastalarda klinik veya
laboratuvar olarak olculen bir kétUIeg.meye yol agmamis

Liao Z, et al. 2016. PLoS ONE | 1:e014785

\!



Low rate of influenza and pneumococcal vaccine coverage in

V2.
€ %% heumatoid arthritis: Data from the international COMORA cohort

Uy
Ihsane Hmamouchi?-?-*, Kevin Winthrop¢, Odile Launay“, Maxime Dougados?

3 Paris Descartes University, APHP Cochin Hospital. Rheumatology Department, Paris, France

b Mohammed V University, Faculty of Medicine, Laboratory of Biostatistics, Clinical Research and Epidemiology, El Ayachi Hospital,
Rheumatology Department, Rabat, Morocco

¢ Division of Infectious Diseases, Public Health and Preventive Medicine, Oregon Health and Science University. Portland. OR, USA

9 paris Descartes University, AP-HP Cochin Hospital, CIC Cochin Pasteur, Inserm, CIC 1417, Paris, France

Background: Rheumatoid Arthritis (RA) patients are at increased risk of suffering from respiratory
infections than the general public. Vaccinations against Streptococcus pneumococcus and influenza are
recommended, but not often used in RA. Our objectives were: (1) to describe pneumococcal and influenza
vaccine coverage in RA patients across various countries and (2) to identify factors associated with their
usage.
Methods: Using data from the COMORA cohort, 3920 RA patients were enrolled across 17 countries. We
collected patient demographic and disease characteristics, and reported vaccine use over a six month time
period. We used logistic regression to evaluate factors related to Eneumococcal and influenza vaccine
coverage —
gits. Overall vaccination coverage within the recommendations was low with huge dispa
between countries: 17.2% (95%Cl: 16.0-18.4) for pneumococcal vaccination (from 0% in Morocco to 56.5%
in France) and 25.3% (95%CI: 23.8-26.5) for influenza vaccination (less than 1% in Morocco and Egypt to
66 2% nn Japan). In countries where immunization was more frequent, we found that predictive factors
; jtion were older age lower dnsease act:v:ty h:gher educational level, use of biothera
of comcostero: ( 3 ( j

ABD’de RA’11 hastalarln %28 5%

pnomokok asisi, 245,871 grip asisi

yaptirmakta. Yas, egitim seviyesi, eslik

eden hastaliklar, biyolojik ajan kullanima

, hastalik aktivitesi, asilamayi etkileyen Vaccine 33 (2015) 1446-1452
faktorler,.
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Antibody response to pneumococcal and g s
influenza vaccination in patients with
rheumatoid arthritis receiving abatacept

Rieke Alrten Clifton O. Bingham IlII7, Stanley B. Cohen, Jeffrey R. Curtis™, Sheila Kelly”’, Dennis Worx
and Mark C. Genovese” e
Methods: Two multicenter, open-abel sub-studies enrolled patients from the ACQUIRE {pneumococca and infiuenza)
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Conclusions: In thes D-studies. patieny

poe e oo Abatacept alan hastalarin cogunlugunda pnomokok
(%89) ve grip asis1 (%81) 1le primer ya da pekistirme
dozu olarak yeterli yanit elde edilmais.

Her 1k1 as1 da giivenli1 bulunmus.

Tedaviden once as1 yapilmasi tercih edilmeli




Biyolojik ajan kullanan hastalarda asilama ¢ok onemli

Hastaliga, risk durumu, daha onceki asilanma-

hastalig! gecirme ve ilaca gore asilar belirlenmeli
Kontrendikasyonlar iyi belirlenmeli

SONUC Her vizit asi-korunma agisindan bir firsattir
OLARAK Hastalar bilgilendirilmeli ve egitimi saglanmali

Eriskinde asilamayla ilgili engeller tanimlanmali ve

stratejiler gelistirilmeli

Multidisipliner yaklasim ¢ok onemli



Insanhigin sebep oldugu dogal veya kiiltiirel atiklara son!!!!
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