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Hmoe pirponvtropumnyn avarpio ot avénorn g CRP.
KoAovooromnon: otonuatmwong EAOTLPALUN
BadBioa pe mapovoia eZeAnWOEWY %ot AOLVALN
ELCOO0OL GTOV TEMHKO ELAEO.

MRE: extetapevy] vOoo Tou €LAe0L e TEOGROoAN
TUTLOTINY] KO TTLQOLOLX OLXTACEWY HATH TOTOLC.
Ot Broieg etvor draryvwotneg ytoa vooco Crohn
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Second European evidence-based consensus on the
prevention, diagnosis and management of opportunistic
Infections in inflammatory bowel disease

Rahier JF et al. Journal of Crohn's and Colitis 2014:8 (6), 443-468
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ECCO Statement OI 6C

The immunomodulators commonly used 1n IBD and

associated with an increased risk of infections include
corticosteroids, thiopurines, methotrexate, calcineurin
inhibitors, anti-TINF agents and other biologics [EL1].

For corticosteroids, a total daily dose equivalent to = 20
mg of prednisolone for = 2 weeks is associated with an
increased risk of infections [EIL3].




Second European evidence-based consensus on the
prevention, diagnosis and management of opportunistic
Infections in inflammatory bowel disease

* Each immunomodulator carries an increased risk of infection, although
to a varying degree that has not yet been quantified.

* Of fundamental importance is the observation that combinations of
immunomodulator therapy in IBD are associated with an incremental

increase in the relative risk of opportunistic infection
* three fold increased risk (OR 2.9, 95% CI 1.5-5.3) if any one
immunomodulator was used, increasing substantially (OR 14.5,
95% CI 4.9-43) if two or more drugs wete used concomitantly).’




ECCO Statement OI 6A

Reactivation of latent TB in patients treated with anti-TINF's 1s increased and is
more severe than in the background population [EL2].

Latent TB should be diagnosed by a combination of patient history, chest X-
ray, tuberculin skin test and interferon-gamma release assays (IGRA) according
to local prevalence and national recommendations.

Screening should be considered at diagnosis and always performed prior to anti-
TNF therapy [EL5].

IGRA are likely to complement the tuberculin skin test and are preferred in
BCG-immunised individuals [ELL1].




ECCO Statement OI 6B

Patients diagnosed with latent TB prior to anti-TINF should be treated with a
complete therapeutic regimen for latent TB [EL1]. In other situations, specialist
advice should be sought.

Chemotherapy for latent TB may vary according to geographic area or the
patient's epidemiological background [ELS5].

When there 1s latent TB and active IBD, anti-TNF therapy should be delayed
for at least 3 weeks after starting chemotherapy, except in cases of greater
clinical urgency and with specialist advice [EL5].




ECCO Statement OI 6C

® When active TB is diagnosed, anti TB-therapy must be
started, and anti-TNF therapy must be stopped but can
be resumed after two months if needed [EI4].
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ECCO Statement OI 8]

The risk of M. tuberculosis infection in long term travellers to
countries with high-endemicity 1s of similar magnitude to the average
risk of the local population [EL2].

Patients with IBD traveling for more than a month to a moderately
or highly endemic area should be advised to be screened for latent

tuberculosis. If negative, screening should be repeated approximately
8—10 weeks after returning [ELS5].




« Any TST =5 mm should be considered positive for latent
TB.

» IGRAs (interferon-gamma release assays) are more likely
to be positive in persons who have recently been infected
with M. tuberculosis, a group at particularly high risk for
disease progression.?”’

* Another potential advantage of the IGRAs 1s that there 1s
no cross-reactivity with the tuberculosis vaccine. Therefore,
IGRAs may be particularly valuable in evaluating
tuberculosis-infection status in persons who have received
BCG vaccination as younger than 10 years old.

« Positivity was significantly influenced by
immunosuppression.2’8

» Therefore, screening prior to initiation of IST should be
considered, particularly in those on anti-TNF.




Second European evidence-based consensus on the prevention,
diagnosis and management of opportunistic mnfections in
inflammatory bowel disease

Whenever there is evidence of exposure to TB (regardless
the results of the screening and after exclusion of active TB)
or LTBI (positive TST and/or IGRA or changes in chest
radiograph suggestive of previous untreated TB),

preventive treatment should be offered before initiating
biological therapy, as these patients have a high risk of
progression to disease




Oepameto AovHavovoos YLUKTLWGYC:

TST - IGRA

Patient
with IBD
Immunosuppressed m

IGRA negative IGRA positive IGRA positive IGRA negative
Not eligible for treatment Eligible for treatment Not eligible for treatment

Annual screening Annual screening




AavBavovoo Dopatiewor]: ETUVEAEYY OGS

Patients should be re-screened for LTBI if the previous screen had
been negative and the patient had not started biologicals, to exclude
possible infection in the meantime

In the absence of a known contact with a TB patient, the screen
would be valuable for 6 months.

In the event of contact with active TB, TB screening should be
promptly performed and in the absence of disease and LTBI,
chemoprophylaxis should be guaranteed.?”



https://www.sciencedirect.com/science/article/pii/S0872817812001178#bib0095

Bepamnetor popotiwons xow anti- INFE

The optimal duration of anti-TB therapy has not been well
defined|[35] and to consider prolonged course (i.e., 9 months) may
be prudent.

The anti-TNF-a therapy should be discontinued temporarily and
the time to restart these drugs are unknown[30].

It 1s considered safe to delay anti-TNF-a resumption until the
anti-TB therapy is finished, but biological therapy can be started
after two months if patients require early resumption of anti-
TNF-a agent and demonstrate favorable response to anti-TB

therapy[35.44].



http://www.ghrnet.org/index.php/joghr/article/view/2246/2589#REFERENCES
http://www.ghrnet.org/index.php/joghr/article/view/2246/2589#REFERENCES
http://www.ghrnet.org/index.php/joghr/article/view/2246/2589#REFERENCES
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° “Window of opportunity”

® To epffola elval ATOTEAECUATINOTEQN

® To Covtova epBoAla Elvat XoWalT]

® 2yedwaopog Oepamelag : nanow epfora (HBV, HPV)
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Hepatitus B

Influenza

Pertussis

Tetanus

Hemophilius
Influenza Type B

Pneumococcal

Polio

Measles

Meningococcal

Mumps

Diptheria

Rubella

Varicella

0% 20% 40% 60% 80%

= None of my IBD Patients = Few of my IBD Patients Half of my IBD patients
= All / Most of my IBD Patients Don't Recall
Figure from Yeung JH, et al. Inadequate knowledge of immunzation guidelines: a missed opportunity for preventing

infection in immunocompromised IBD patients. /nflamm Bowel! Dis. 2012; 18(1):34—40, by permission of Oxford
University Press.

H yries from ITBD Patients

on of Gastroenterologists Who Inquire About Specific




= ¥ " | I <

Ilnactive Vaccines

Vaccine

Diptheria / Tetanus /

Pertussis

Population

10 yvears

Pneumococcus All

Influenza

Hepatitis B

Hepatitis A

HPWV

Meningococcus

All

All — Update if not given in last

Serclogy Schedule

TdaP x 1 dose and Td
booster g10yrs

No

No PCWV13 and PPWV23

No Annual

All — IT anti-HBs titre <10 U/mL

At risk — liver disease, travelers,
men having sex with men

Males 9—26 and Females 945~

High risk (traveler, spienectomy)

3 doses
months

2 doses at 0.6 months

3 doses at 0.2.6
months

2 doses of quadrivalent
conjugate vaccine

[l_ive—atten uated Vaccines

Vaccine

Measles /
Mumps /
Rubelia

Varicella

Shingles

Considered
Immune

2 documented
doses of vaccine

Positive serology

Born before 1970

Shingles in the
Ilast 1 year

rom Farraye

Population Serology

Patients with
unknown
vaccine history

Administer
before immuno-
suppression
starts

Schedule

2 doses one month apart

Wait 4 weeks before starting
immunosuppression

2 doses one month apart

Wait 4 weeks before starting
immunosuppression

One dose 4 weeks before
immunosuppression; consider
in those on biologics

= =
41—-58.




EAETXOX EMBOATAXMQN: MIMR

Evidence of immunity is provided by one of the following:

¢ (i) serological evidence of measles (measles IgG positive),

¢ (i) being born before 1960 (virtually everyone had natural measles) or

¢ (iii) having documentary evidence of 2 doses of measles vaccine.
Susceptible individuals should ideally be vaccinated prior to initiation of any immunomodulator
therapy

The two dose schedule of measles-containing live virus vaccines, given 4 weeks apart, affords
lifelong protection.

Immunomodulator therapy can then be initiated 3 weeks or more following the second dose.




At diagnosis of IBD, patients should be screened by history for susceptibility to
primary VZV infection.

Those without a clear history of chickenpox, shingles or receipt of two doses
of varicella vaccine should be tested for VZV IgG [EL2].

Where possible, seronegative patients should complete the two dose course of
varicella vaccine at least 3 weeks prior to commencement of immunomodulator

therapy [EL5].

Subsequent immunisation can only be administered after a 3—6 month cessation
of all immunosuppressive therapy [EL4]. Seronegative patients should receive
timely post-exposure prophylaxis [EL4].




ECCO Statement OI 3F

* Testing for HIV 1s recommended for adolescent and adult
patients with IBD, and should always precede
commencement of immunomodulator therapy, based on
reports of increased risk and severity of HIV-related
infections in patients receiving immunomodulator therapy
[EL4].

* However, immunomodulators are not necessarily
contraindicated in HIV-infected patients [EL4].

* Re-testing 1s indicated for patients at risk.




]

EBV AOIMQEH

* EBV IgG screening should be considered before
initiation of immunomodulator therapy.

* Anti-TNF monotherapy could then be used in
preference to thiopurines in EBV seronegative
patients at the clinician's discretion.

176,183




ECCO Statement OI 3B

® Al IBD patients should be tested for HBV (HBsAg, anti-HBADbs,
anti-HBcADb) at diagnosis of IBD to determine HBV status. In

patients with positive HBsAg, viremia (HBV-DNA) should also be
quantified [EL2].




ECCO Statement Ol 3A

Screening for hepatitis C (HCV) using antibody testing should be considered. If
positive, it should be confirmed by detection of HCV RNA.

This is important due to the potential risk of worsening liver function as a
result of immunosuppressive therapy, concomitant infection with other viruses,
(HBV/HIV) or by potentiating the effects of hepatotoxic medications [EL3].

Immunomodulators may influence active chronic HCV (HCVAb +, HCV RNA
+) infection. They are not contraindicated but should be used with caution
[EL3].

The decision depends on the severity of IBD and the stage of the liver disease.
The risk that anti-viral therapy or drug interactions with IBD therapy might

exacerbate IBD should be weighed cautiously when considering the need for
HCV treatment [EL3].




ECCO Statement OI 4B

Screening for HSV infection is not necessary prior to initiation of immunomodulator therapy
[EL2].

HSV infection is not a contraindication to immunomodulator therapy [EL2]. The need for
oral suppressive antiviral therapy should be considered in patients with recurrent oral or
genital HSV infection at commencement, or arising during immunomodulator therapy [ELZ2].

If there 1s a clinical suspicion, HSV colitis is best excluded by immunohistochemistry or
tissue PCR as a cause of immunomodulatory refractory IBD before increasing
immunomodulator therapy [EL4].

In the event of severe HSV disease during immunomodulator therapy, antiviral therapy
should be initiated and immunomodulators discontinued until symptoms improve [EL4].




Screening for CMV infection 1s not necessary before starting immunomodulator therapy
[EL4].

In patients with acute steroid-resistant colitis, CMV should be excluded, preferably by tissue
PCR or immunohistochemistry, before increasing immunomodulator therapy [EL3].

In case of severe steroid-resistant colitis with CMV detected in the mucosa during
immunomodulator therapy, antiviral therapy should be initiated and discontinuation of
immunomodulators considered until colitis symptoms improve [EL5].

In case of systemic CMV disease, immunomodulator therapy must be discontinued [EL2].




ITorog eheyyog avticwpotwy Bewpetton
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EAeyyovpe avtiowpata yiao EBV, HBV, HCV, HIV, HAV
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ATIOTEAEGUATH EEETUGEMWY

°* VZV IgG(+) , EBV IeG (+)

® (-) ol tae vmorowma (epuBpa, thapd, Tapwtitda, HbsAb, antt HCV,
anti-HIV, antt HAV

®  Avapepet 1 acfevng 0Tt 0 owoyevelanog ttEog Helet odnyieg Yo Tov

e BOAMAGO
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HBV, MMR
AVTyoImTIno eBOALO

PPSV23 (molvconyaoldomo epnfSoio)

L.
2
5. PCV13 (cuvdedepévo ue mpwreivn)
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ECCO Statement OI 4G

Patients on immunomodulator therapy are considered to carry an enhanced risk
for the development of severe influenza infection [EL5].

Annual vaccination with trivalent inactivated influenza vaccine is an effective
strategy to prevent influenza [EL1].

The live attenuated vaccine is not recommended.

Vaccination does not appear to have an impact on the activity of inflammatory
bowel disease [EIL3].

Routine influenza vaccination of patients on immunomodulators is
recommended in accordance with national guidelines [EL5].

Seroconversion after influenza vaccine 1s reduced in patients receiving
immunomodulator therapy, particulatly in those on combination therapy [EL3].




Seroconversion to H1NT antigens

“1BD TNF/IM
“IBD ASA
*CTRL

6B oV 14 19F 23F
Antigen
*p<0.05,
**p<0.01

Melmed et al. Am J Gastro. Jan 2010




AVTLYRLTTNOG ELBOAMAGILOC

However, compliance with these recommendations remains
poor*?$22 and definitive proof of benefit is circumstantial.*>"

There is emerging data to suggest that influenza vaccination may be

less effective in patients with IBD recetving immunosuppressants,

particularly those receiving combination therapy.*!=2°

The use of anti-TNF monotherapy may also reduce response to

vaccination,23%235

However, the immune response remains sufficient to warrant
annual influenza vaccination. Influenza vaccination appears safe in
patients with IBD and 1s not associated with a risk of flare of

disease.??




ECCO Statement OI 7A — ECCO Statement OI 7B

* Patients with IBD on immunomodulators are considered to
be at risk for pneumococcal infections [EL4].

* Pneumococcal vaccination should be given shortly before
initiation of immunomodulators [EL5]. Immunity to S.
pnenmoniae atter polysaccharide vaccination is altered by
immunosuppression [EL2].




Pneumococcal vaccination

First vaccination

recommended at age
19-26 1n IBD

Second vaccination 5
years later

Infliximab reduces
seroconversion

% Seroconversion with Pneumovax

Neither  Azathioprine Infliximab

Gionata Fiorino, DDW 2011




[HBoMoGIIOE YL TVELLOVIONONHAO

To 23-80vapo molvoaxyxELdino mvevpovioxonnino epBoito (PPSV23) éyel mpotabel yio avocorateotalpévoug
eVNAMMEG E8® %Al TOAAX YOOVLX.

2012: United States Advisory Committee on Immunization Practices (ACIP)ouviotd 1060 10 PPSV23 %ot 10 13 -
duvapo ablevypevo epBoio mvevpovioronuxoL (PCV13) yia avocorateatalpevoug evnixeg.

2oppova pe v ACIP, npotetvovpe 0t T dtopa mov AapBavovy TNF-ahgpo avaotoréo va AopBavovy PCV13
emunhéov PPSV23 wc arxolovbwc:

¢ TN aobBeveic mow Sev eyovv Aafel mponyovuevwg eite PCV13 1 PPSV23, Oa npénet vae dobet, pix epanag doon PCV13
,Lanorovbovuevr ano plo 60om PPSV23 tovAdaytotov ontw eBdouadeg apyotepa.

Tt Toug aabevelg ot omotot éyovv Aafet Tponyovuéveg pia 1 neptocotepeg dooelg PPSV23, enpénet va yopnyeitan pio epomoal

d0om PCV13 éva 1) mepliocotepa yoovia peta v tedevtata door PPSV23

T Toug aabevelg mov ypetdlovian emmiéov dooetg tov PPSV23, 1 mpwtn 600m O mpénet v Sobetl Oyt vwpitepa and ontw

eBdopadeg peta 1o PCV13 sou tovAaytotov mévie ypovia puetd v tedevtain 6001 tou PPSV23




HBY vaccination is recommended in all HBV anti-HBcAb
seronegative patients with IBD. [EL1].

Efficacy of hepatitis B vaccination is impaired 1n IBD, probably
by the disease itself and by anti-TINF drugs.

Anti-HBs response should be measured after vaccination.

Higher doses of the immunizing antigen may be required to
provide protection [EL 2].

Maintenance of HBs antibody should be monitored in patients at
risk [EL 5].




The administrations of accelerated double-dose at 0,1,2 months followed by re-
vaccination (0, 1, and 2 months) at a double dose if no adequate response is

achieved has demonstrated a better efficacy than the standard schedule (60 to
70% efficacy).””

The serological response should be assessed 1 to 2 months after the last dose.
Since many patients will lose seroprotection after successful vaccination (18%
per patient-year), levels of anti-HBs > 100 IU/I are advisable to achieve
adequate seroprotection particularly if anti-TNF treatment is planned.”! On the
other hand, a unique booster dose has demonstrated to restore immune
response in pediatric patients who had lost seroprotection and 1s the
recommended schedule in these cases.”? The frequency of monitoring is not
well established but check-ups for anti-HBs yearly or every 2 years seems
reasonable mainly in countries with intermediate and high endemicity




All patients with IBD should have Hepatitis A vaccination
according to guidelines for the general population before travel to
endemic areas.

The normal two dose schedule should be completed, preferably
before travel [EL5].

Response to Hepatitis A immunisation in IBD patients on
immunomodulators should be checked by serological assay [EL5].




[IPOAHWYH HPV AOIMQEHX

* HPYV infection is considered to be the
necessary aetiological agent for cervical
cancer and intra-epithelial neoplasia.

* Preventive measures include HPV
vaccination and regular Pap-test screening,?’?




® H aobevng nxpovotdlel entdelvewoy) ToL #otAaxol aAyoug,

avénon s CRP

® Anoyactleton 1 yopnynon infliximab taxvtoypova e

aCabetonoivn




[Hol e Coviovobs 0pYIVIGILODGE

AVTEVOELEN 0 eLBOMACILOG OE AVOCONATEGTAALEVOLG

* BCG

°* MMR

® Intranasal HIN1

® Oral Typhoid

® Oral Polio

® Smallpox (Vaccinia)

® Zoster: (if on >20 mg/day prednisone)

® Yellow Fever

B



When vaccination is not possible due to ongoing immunomodulator treatment, household
contacts should be vaccinated so that the patient can be indirectly protected.

Measles vaccine can safely be given to immunocompetent individuals without prior testing
as additional doses do not pose a problem.

It is important to establish measles-status even if vaccination is not feasible prior to
immunomodulator therapy. This is to facilitate prompt administration of measles post-

exposure prophylaxis with human immunoglobulin or intravenous immunoglobulin to
susceptible immunocompromised patients.
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AcBevng 60 etwv pe eAuwdr opbootypoedittda and 5 €17 vrd
necoxAalivy.

Ao 10npepov naxpovotalet LTOTEOTY| e BAEVVOXIUXTYOES
nevooetg (3-5/24h) xow tetveopo.

O aobevng mapovoalet totopwo HBV hotpwéng (HbsAg )+,
anti-Hbc IgG +, HbeAg -, anti-Hbe+ HBV DNA< 2.000
IU/ml.




o Oepovretor Oow Aaer o awalievrcr

[SEEAN

. 'BEvapgn npedviCorovng pet os oe 6007 40mg

N>

X0pNYN01 LTOUAVGUWY. LECHAXCIVNG

-2

AbEnon g 600MG )5 pecahalivng ano Tov oTopatos ot 4,8gr
NILEQNOLWG

4. 'Bvopfn mpopulantind]c avtuxig aywyng yio ty nratinde B
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KATEY®GYNTHPIEX OAHI'TEX THX
EAAHNIKHX ETAIPEIAX MEAETHX
HITATOX (EEMH) I'TA THN ITPOAHWH KAI
OEPAIIEIA THX ENEPT'OITOIHXHX TOY IOY
THX HITATITIAAYX B KATA TH XOPHI'HXH
ANOZOKATAXTAATIKHYE ATQI'HX

EEMH, IOYNIOX 2015

B



Oswpovviu ot xoBeveig pe xivovvo evepyomoiners tov HBV>10%.

HBsAg(+)xo0eveic mov mpoxettoar voraBouy petpteg (10-20mg
TEEOVILOAOVYGY] aVaAOYwY) 1] LYNAES B0cels (>20 mg TEEOVICOAOVNG 7]

AVUAOYWY) HOQTIHOGTEQOELOWY VLot OLXoTNX >4 eBSopadwY.



Aaflevele bUNAoL HWYOLYOD

20otaon 3: Ov acbeveig vdniod nvdvvou ITPEITEI va

Ao Bavouy TpowuAar Ty DepamenTiny aywy”n He avTixo
(POOUAKO.

Yootaor 4: H Ospaneta mpemet v Eentvar tdavina 2 eBoopadeg
TELY TNV EVXEET TNG AVOCOAATAGTOANG KL VO GUVEYLCETOL Yot

12 punveg peta v oAOrANEWGEN T™NG




Ocswpovvar ot aoleveig pe xivovvo evepyonoinorg tov HBVI-

10%.

HBsAg(+) n HBsAg(-) /anti-HBc(+)ao0evelc mov mponettor va
raBovy anti-TNFanapdyovtecy) avaoTolels GAAWY XOTTOXROHVWY N
LVTEYXOLVOV

HBsAg(+)aobeveic mov mpoxettat vardBovy yoauniés 600EeLg
10 TOoTEROELOWY (<10 mg nEedVICOAOVNCY] AVAAOYWY) Yot
otaotnpe >4 eBoopadwy.

HBsAg(-)/antiHBc(+)aobeveic mov mpoxeiton vakdBovy petoteg
(10-20mg mpeoviloAovnen avadoywy) 1 bdnAes oocels (>20 mg
TEEOVICOAOVY|CY] AVXAOYWY) XORTIMOCTEQOELOWY VLo OLaoTpa >4

eSO0OPAOEC.



2vatoon 5: Ot acBeveig petptov ntvdvvouv ITPOTEINETAT va

Ao Bovouy TpowuAanTiny] DepamenTiny aywyn Ue AVTUXO YUOUAKO
20otaor) 6: H Oepaneio mpenet var Eexrva tdavind 2 eBdopadeg moy v
eVOREY| TG AVOCONATAOTOANG KL VX GUVEYICETAL YLt TOLAXYLGTOV
UYVEG UETA TYV OAOXANQWGY] T7|G.

20atoon 7: AabBevelg petptouv uvdivou [etdind ooot eéyovy HBsAg(-)]
mou oev entbupody vae AxBovy N Yyl 0ToLOVONTOTE AOYO OV EENLVOLV
npourantiny Bepaneta, Bewpwvtag 0T 0 nvOLVOG EVERYOTOLY 0TS ElvaL
UUEOG TEETEL Vo Tthevtan ae otevy moupanoiobbnon




>votaoy 8: I'evinwg, ot acbevelg yapniod nvodbvov AEN
yoellovton Tpopvhoutiny] Bepamevtinn aywyn TeEx Lovo to cuvnbn
EALEYYO.

>0votacy 9: Evtoutolg, e apreTeg 00MYLEG NTAUTOAOYINWY ETALQELWY
ohot ot HBsAg(+) acbeveic not cuvemwe o avtol mov Aapavouy
ovoTnpatine oLy N avocoraTaoTAATING YA (TT.Y.
aCabetonpivy), 6-peprantonovEvy], uebotpeéatr) npoTelveTar Vo

Ao Bavovy TeowuAarTny| HepameuTing aywyn e avTUKO PROUAKO,
OTWG Ol aoEVELS LETELOL HLVOLYOV.




>0otaey 8: I'evinwg, ot acbevelg yapniov nvodbvov AEN
yeewlovtot Teopviotey| Bepamevtiy aywyn TeEx LOvo To Ly
EAEYYO.

20otaor 9: EvtouTolg, o8 apueTteg 00NYIES NTATOAOYIUWY. ETOULQELWY
ohot ot HBsAg(+) aabeveic not cuvemwe o avtol mov Axpavouy
ocvoTpatine cLyrnOn avocoraTaoTAATING Yoo (TT.Y.
alabelonpivy, 6-peprantonovEivy), nebotpetatn) npotetvetol vo
AL BavoLy TEOWLANKTINY DEQAUTELTINT] YWY LE XVTUKO PROUAKO,
OTWS ot aobevelg HETELOL HLYVOLVOU.




Evepyonoinon HBV oe acbeveig vmo
0LVOCONATAUGTOUATING LYWYN

®  Apeon evoptn Bepameiog
®  To sprnow drayvwonc ¢ evepyonoinorg tov HBVeivar ta anolovba:

® a) 2e aobeveic pue HBsAg (+), evepyonoinen tov HBVopiletoar wg 1 adénon
twy emtnedwy tov HBV DNA 2 2 log10IU/ml, epdoov to HBV DNA 7oy
oYM vy VeLoLpo, 1 1 enaveppavion Tob HBV DNA, ewdcov awto apyina
1)TOY. [LY] VLY VELGLILO.

® B) Xe aobeveig pe HBsAg () xou anti-HBc (+), evepyonoineyn tov
HBVopiletor wg 1 aviyvevonHBsAgxau/m HBYV DNA.

®  Emonpaiveton 0Tt 1 ahENOT] TWV TOAVOAUVACWY, KE 7] YWELS UMVIXT NTOTITLON,
ETMETAL TWV THOXTAV® OELTWY KoL CLVETIMG 7] EYXOLOT] OLAYVWON TG EVEQYOTOLYONG
tov HBV pe opohoyinodc ot toAoyinodc OeInTeg EYEL TOAD UEYXAT] OTILOLOLOL YLOL
™y exPoar Tov acbevovg

)



[Towe Oepovretor Oow Aaer 0 aalievricr

—_—

. 'BEvopén mpeoviCorovng per os oe 6007 40mg

DN

. X0opNYy" 07 LTOUALGU®Y. UEGUAALIVNG

09

. ALENON ™G 600G TG pecaAalivrg amO TOL 6TOPATOG ot 4,8gr
MueEnotwg

4. Evopén mpopuiontiunc avtinng aywyns yia ty nrotition B

. 2+3+4

5




* Aobevng 52 etwv pe vooco Crohn A3, 1.3, B2
Boloxetan oc OLTAY) AVOCONATACTUATINY AYWYY] [LE
avtt-TNFE napdyovra now alabetonpivy.

*  Avayeper ano 24h eppoavion evog #opmooug
enwovvou egavinuatog, otov Bwpona.

* E1ebn n dwayvwon tov epnnta Lwotnpw.
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Figure from Long MO, et al. Increased risk of herpes zoster among 108 604 patients with inflammatory
bowel disease. Aliment Pharmacal Ther. 2013; 37(4):420-9, by permission of John Wiley and Sons.
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EPITHY ZQXTHPA KAI

ANOXOKATAXTOAH

Medication

(any use in prior
120 days)

Thiopurine

Biologic

Combination

Table from Lon

Aliment Pharmacol

Retrospective US Study

or Zoster Infection by Type of Immunosuppressive

Adjusted Odds Ratio (95% Confidence Interval)

IBD overall
(n=13,129)

1.86
(1.61 to 2.15)

1.83
(1.44t0 2.31)

3.29
(2.33 to 4.65)

Crohn’s disease
(n=6,688)

1.96
(1.64 to 2.34)

1.78
(1.37 to 2.32)

313
(2.16 to 4.55)

Ulcerative colitis
(n=6,381)

1.65
(1.27 to 2.14)

2.22
(1.30 to 3.80)

4.79
(1.84 to 12.45)

isk of herpes zoster among 108 604 patients with inflammatory bowe! disease

9. by permission of John Wikey and Sons.




1. Oepameio pe Bokonvrrofion 1000mg x3/24h o
OLUMOTY] TWY XVOCOAXTACTAATIAWY

2. Aloupn anunAoBlong Tomna

3. Alxomn TV AVOCOAXTACTAATINMOY KoL TOTUKA AAOLYN

onLAORBIETG




ECCO Statement OI 4D

* Immunomodulator therapy should not be

commenced during active infection with
chickenpox or herpes zoster [EL4].




« Suspected varicella or zoster warrants prompt
action in IBD, and therapy should be initiated.

« Newer agents valaciclovir or famciclovir, with
higher oral bioavailability, are preferable to
acyclovir when oral therapy is appropriate.14°



Shingles Vaccine

A live vaccine
BUT

Zoster infection becomes disseminated in 30% of
Immunocompromised

Careful risk:benefit evaluation in at-risk, naive patients

Not contraindicated if <3mg/kg azathioprine, <1.5mg/kg 6-MP
or <20mg prednisone

Contraindicated if higher doses or anti-TNF within the past
month



o
o
o
o
o
S
g
[+ ]
(&)
=
O
5=
(&3
£
—
@
w
o
N
©
=
c
<

670
426 | i‘”
cD uc

734
l i37
IBD
MCDorUC W™Non-IBD

Figure from Long MD, et al. Increased risk of herpes zoster among 108 604 patients with inflammatory
bowel disease. Aliment Pharmacal Ther. 2013; 37(4):420-9, by permission of John Wiley and Sons.

r Risk in IBD vs. Non-1BD (Retrospective US Study)




