MAPOY2IA2H NEPIZTATIKOY

AocBevnc pe pakpoxpovia etheokoAkn N.Crohn
AntwAewla avtanokpiong o€ Anti-TNF
E¢EALEN o€ oTEVWTLIKN VOOO

AHMHTPIO2 K. FTANNOTOYAO2
[A2TPENTEPOAOIO2

NIBAAEIA



Avdpoc nAtkiac 40eTwyv, TOVETILOTNULAKNAC HOpPpwonc,
£YYOMOC, KATIVIOUA (-).

Altayvwon N. Crohn oe nAtkia 21etwv otov Kavada
(mtpwv 19€1n)

Mpodopikec mMAnpodoplec: elleokoAitidq,
dbAeypovwdnc popdn, LOTOPLKO XELpoupynBevToC
nepLedplkov ocuptlyyiou (voooc Al L3 Bl p)

MpotaBnke aywyn pe alabelonpivn Kata TNV
dlayvwaon tnv omnola dev akoAovOnokE.

EAapBove povo peocaladlivn per os

OpoAn mopeta €wc to 2009, oAU apyn MPOoOEUTIKN
emLOelvwon, LE NTILEC EEAPTELC TLC OTIOLEC AVTIMETWTTLLE
LE SLOLLTNTLKEC TIPOOAPOVEC



Ektipnon oto latpeio to 2010
KAwika nriag evepyotntac voooc (CDAI 174)
KoAovookomnon : EtheokoAitida — peyaAa €Akn otov
TEALKO €LAE0 — PAeypoV XwWPLC EAKN 0TO TUPAO.
(SES-CD score 6)

Moayvntikn evtepoypadia : Maxuvon Tou TOLXWIOTOC
— pAeypovn o€ pnkocg 15 ek. otov TeALKO €LAEO.

Epyaotnplaka : pkpn avénon tng CRP, Ht kat B/X k..

!

Aywyn pe AlaBelompivn
(Ywpic LkovoTIoLNTLKA avTamokplon)



e 2°6/2011 (9 pnvec peta TNV evopén aywync pe AZA):

Napovaciaoe awdpvidla MUPETO UE piyoc, o0&V AAYOC

oto AE Aayovio BoBpo, AeukokuTttapwon Kol LEYOAN

avénon CRP.

* Emelyovoa MRI : amootnuatikn kothotnta du 4,5¢k.

otnv eAacoova mUelo, o€ emadn HeE EALKEC TOU

TEALKOU €LAEOU

TOH IS, U3
St. MR20110216200245
m

St
Se. 33
Im. 22

L. DD2UDL

H: -106.481




* NoonAeia otov EvayyeAlopO — cuVTNPENTLIKN
QVTIMETWTTILION ME avTBiwon — amodpoun Tou
QTIOOTNLATOC (aTmelKOVIOTIKA T BEBaLWMEVN)

!

e Evapén aywync pe BloAoyko napayovia
(adalimumab)

e Etaupetikn avtamokplon (puoloAOYLKEC KEVWOELG,
avénon Bapoug, evetia, puotoloyikn CRP)

CDAI <150



MNapakoAouBnon 2011 ewc 2015

 ENAOZKOIMMIKA : Mikpa apfabn eAkn otnv TeAKN
£ALKOL TOU €LAEOU — KEVTPLKOTEPQA O BAEVVOYyOVOC €lval

dUGCLOAOYLKOC — eLKOVOL PAEYHOVNC XWPLC EAKN OTO
TUPAO (SES-CD score 4-5)
* US:yoAhoAlBioaon MRCP : pucloAoyika xoAndopa

e Ht, CRP kot B/X k..




ATIO £TOUC MLKPN ETLOEIVWON TNC KALVLKNAC ELKOVOLC

e MepLodika avénuevec Kevwoelcg, SlaAeimovta
KWALKOELON KOLALOKA AAyN LE LETEWPLOUO TA OTtoLal
artodpapouv pe vdpkn dlatta 1-2 nuepwv
(CDAI<150)

 EPTAXTHPIKA : Ht 46%, TKE 2mm, CRP 0,3mg/dI,
oupla 30mg/dl, kpeativivn 1,4mg/dl , nratika K.¢.



e [lpoodatn evbookonnon :

2TEVWON oTNV TEALKN EALKA TOU €LAe0U LE TTOpOUCLL
eAKWV, ATO TNV omoia To evOOOKOTILO OLEPYETALL
duoxepwC — KEVIPLKOTEPO 0 BAEVVOYOVOC £ival
duoloAoylkog, pAeyuovn xwplc EAkn oto TudAO
(SES-CD score 9)




NAQ: 1,00

Z=0.73
| = 1262

Moayvntikn evtepoypadia : Ewdva GAeyUOVAC He
TIOXUVON TOU TOLXWHOTOC CUMBATA HE OTTELKOVLOTLKN
gvepyotnta o€ €ktaon 11 ek. otov TEALKO €LA€O0.
Hrotepn PpAEyLLOV OTO KATWTEPO TN LA TOU
TUPAOU Kol otV OKWANKOELON amoduon n omola
KATAANYEL oTNV TTEPLOXN TNC PAeypalvovoac ELAETKNC
EALKOLC XWpLic avadelén cuplyylwdouc emKoWVwVLOC

BOWEL NAQ: 1,00 BOWEL

RFP

Illlllllllllllll

2=0.73
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OEPATTEVTLKEC ETULAOYEC

1. Aywyn wc €XeL - mapakoAovBnon
2. Evtatwkomoinon tou oxnuotoc Bepamneiac pe ADA
MpooBnkn AZA n MTX
AN\ayn BloAoyikov ntapayovta (anti TNF —non TNF)
3. Evbookormikn 6LaoToAn TNG OTEVWONG

XELPOUPYLKN AVTLLETWTILON



anti-TNF trough levels (adalimumab) : 8,1ug/ml

Avtiowpota evavtl anti-TNF (adalimumab) : apvntka

ECCO statement 6l

Confirmed loss of response to an anti-TNF agent should be first managed by dose
optimisation [EL3]. Dose increase or interval shortening are equivalent strategies [EL
4]. If dose optimisation is ineffective, switching to a different anti-TNF agent is
recommended [EL 2]. Where available, measurement of serum anti-TNF trough levels

and anti-drug antibodies could be used to guide optimisation strategy [EL4]

ECCO Statement 7A

Surgery is the preferred option in patients with localised ileocaecal Crohn’s disease
with obstructive symptoms, but no significant evidence of active inflammation [EL4]




Development of an Algorithm Incorporating Pharmacokinetics of

Adalimumab in Inflammatory Bowel Diseases
The American Journal of Gastroenterology 2014 Aug 109, 1250-1256

Relapse of IBD patients
under ADA (40 mg/14 days)
\\_\
Y i
HighTRA Low TRA without AAA Low TRA with AAA
Y Y Y
Switch to another ADA optimization Switch 1o a different

therapeutic class (40 mg/7 days) anti_ TNF



Systematic review: predicting and optimising response to anti-TNF therapy in

Crohn's disease - algorithm for practical management
Alimentary Pharmacology and Therapeutics 2016 Jan;43(1):30-51.

Symptoms Suggesting secondary loss of * Consider therapeutic drug monitoring in

response maintenance and no loss of response.

If antibody present — consider adding
immunomaodulator to prevent future loss of
Confirm active disease response.
CRP, WCC, faecal calprotectin, therapeutic
drug monitoring

CT/MRI
Endoscopy
Stool MC+S
e
|
Non-inflammatory - As per Inflammatory disease — determine underlying
primary non-response cause of breakthrough on anti-TNF
algorithm
Therapeutic drug level Subtherapeutic drug level
Mo antibodies
| s |
No/low antibodies High antibodies
? Repeat therapeutic drug
monitoring.
l
Pharmacodynamic failure Pharmacokinetic failure Immunogenicity failure
. Increase dose of Add
Switch to non-TNF anti-TNF immunomodulator
agent and/or switch to

another anti-TNF




Measure CRP* and drug/

ADA level
’ . ' '
CRP elevated, Normal/minimal CRP CRP elevated Normal/minimal CRP
No/low drug No/low drug Adequate drug Adequate drug
v
" NO Mild symptoms YES
- (and no alarm
signs)?
NO Symptoms resolve
<+ after watchful
= = waiting?
4 YES  Verified IBD inflammation Verified IBD inflammation YES
(endoscopy/imaging) ? (endoscopy/imaging) ?
Unaltered
l l O Nl jSTES anti-TNF
l l l therapy
Rah ADS flow AUS Treat by etiology: Add immunomodulator
| | Infection, IBS, stricture, Switch to non anti-TNF drug
BOG, BSD, cancer Consider surgery
Switch anti-TNF or Verify adherence:
add (or optimize?) If patient adherent
immunomodulator => Intensify dose

ADA: antidrug antibody; BOG: bacterial overgrowth of the small intestine; BSD: bile salt diarrhoea;
CRP: C-reactive protein; IBS: irritable bowel syndrome; TNF: tumour necrosis factor.

Ben-Horin S, Chowers Y. Tailoring anti-TNF therapy in IBD: drug levels and disease activity.
Nat Rev Gastroenterol Hepatol.2014;11(4):243—-255




Adalimumab Infliximab

MH rate (%)
N (@) ()] ~l

T T T T T I I
K s B N U\ K- A il A NN N

Q/l/ ’L ¥ 'b / / ’ / / ,L ,L 'b
RN PN SN NN NS

Drug level (pg/mL) Drug level (pg/mL)

Optimizing Anti-TNF-a Therapy: Serum Levels of Infliximab and Adalimumab Are
Associated With Mucosal Healing in Patients With Inflammatory Bowel Diseases
Clinical Gastroenterology and Hepatology 2016;14:550-557
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