2019. PANTS

Observ/ antiTNF/CD/ Failure

AntiTNF naive patients started treatment with ADA or IFX.
Evaluated for 54w or until drug withdrawal

Outcomes: primary non-response w14; non remission w54;
adverse events leading to drug withdrawal

Predictors of anti-TNF treatment failure in anti-TNF-naive patients
with active luminal CD: a prospective, multicentre, cohort study

Results:

- Primary non-response related to: low drug levels w14.

- Non-Remission related to: Optimal w14 drug levels were 7mg/
L IFXand 12mg/L ADA. Smoking and obesity related with
treatment failure.

Conclusions:
Anti-TNF treatment failure is common and is predicted by low drug
concentrations, mediated in part by immunogenicity.

Infitximad Adalmumzb Bothdrugs
LT %(95% ) N %(95%0) N %(05%Ch
Week 14
Primary non-response 170/775 21-9% (19-1-25.0) 125/466 268%(22-9-311)  205/1241 238%(21-4-267)
Grey zone 154/775 19-9% (17-1-229) 83/466 7-8%(14-4-216) 23771241 191% (16-9-21-4)
Respone 22/775 157%(132185) 61466 131% 2102165  18V241 147% (128-16.6)
femissbn 30775 £2-5% (38-9-450) 197/466 423%377-469)  526/1241 474% (30-6-452)
Week 54
Non-remission 469/770 60-9% (57-4-640) 295/441 560% (623-713)  764/211 631% (60.3-658)
Remissbn 3770 391% (356-426) 146/441 331%@E87-377)  4q7/om 360% (342-397)
Advarse svant curtailing £4/095 BB8xg1108) 42/655 E4%(47-88) 126/1610 78%(6692)
treatment (not indluding
exacerbation of (rohm's disease]
Table2:K 4

Week 14 drug concentrationt
Log,, (baseline faecal 081(068-098) 0028
o . calprotectin [pg/g])
Joltoses ANk et Smioker at baseline 078(061-099) 0045 089(077-103) 012
OR*, fold-changef,  pvalue OR*. fold-changei. pvalue 3 oAl : o o g
o HR? (95% C1) or HRS (95% 1) Log:(vie?k 14 anh-d-rugl - 050(0-42-060)  <0-0001 0-40(035-045) <0-0001
Primary non-response atweek 14* Log,, (week 14 CRP [ma/L]) 074(0-62-0-88) 000075 -
Baseline immunomodulator 071(0-44-113) 014 - Week 14 albumin (a/L) 1.03(1-01-1.05) 000018 - -
Log,, (week 14 drug 035(020-062) 000038 013(0-06-028)  <0.0001 Log,, (week 14 faecal 074(063-088) 000057 072(0-66-079)  <0-0001
concentration [mg/L]) calprotectin [pa/g])
Baseline BMI category Baseline BMI category
Normal 1 (ref) - Normal 1(ref) -
Undenweight 036(007-120) 013 Undenweight - 107 (084-136) 057
Ovenweight 063(034-115 014 Overweight 088(078-100)  0.056
Obese 157(082-299) 017 Obese 071(060-0-83)  <0-0001
Week 54 non-remission* Baseline HBI or sPCDAI 114(1.02-128) 0021
Sex remission
M 068(045-102) 0063 Log,, (baseline CRP [mg/L]) = 091(082-100) 0056
Female 1(refy 1 (refy Week 54 drug concentrationt
Ageat first dose (years) 1.01(1.00-1.03) 011 B Baseline immunomodulator 127 (1-02-159) 0034
History of perianal disease 060(035-104) 0070 029(009-085 0029 Baseline BMI category
Baseline BMI category Normal 1(ref) - 1(ref)
Noemal 1(ref) - 1(ref) B Underweight 080(0-62-104) 0092 102(080-130) 085
Undenweight 092 (051-165) 079 120(040.357) 074 Overweight 079(062-100) 0048 088(077-0.99) 0041
Overweight 173(102-299) 0045 231(128-425) 00059 Obese 095(067-135) 077 073(063-085)  <0.0001
Dl 199(098417) 0062 342(151-843) 00046 Log,, (week 14 anti-drug 073(058-092) 00087 040(035-044)  <00001
3 . antibody concentration [ma/L])
Baseline white cell count 1.05 (0-93-1-12) 012 -
(x10° cells per ) Log, (week 14 CRP [mg/L]) 0-88 (072-1.07) 019 -
Log, (week 14drug 029(016-052)  <0-0001 003(001-012)  <0.0001 Logy (week 14 faecal 074(062089). 000099 072(066-079)! <00001
concentration [ma/L]) calprotectin [ug/g])
Immunogenicity in firstyéar Week 14 HBI or sPCDAI 125(110-141) 000066
remission
Antibody negative 1 (ref) i
. segaliie, 077 (048-122) 0% Smoker at ba'seflne 0-90(0-79-1-04) 016
detectable drug o A
concentration Disease duration 0-99(0-98-1.01) 032 - -
Antibody positive, 164095285 04079 Baseline immunomodulator 039(032-048)  <0-0001 047(032-067) <0.0001
undetectable drug Baseline BMI category
i Normal 1(ref) 3 1(ref) .
Seioker st femioe 22033480 {005 Undenweight 129(099-169) 0060 126(060-267) 054
Week 14 drug concentrationt ? Y 2 S ) & 8( : 46 ) 3
Log,, (baseline faecal 081(068-098) 0028 Overweight 094(074:1:20) Oo MBOA1en 9R
clprotectin [pa/g]) Obese 127(096-167) 0090 223(144-346)  <0-0001
Current smoker 142(112-1-81) 0-0045 - -
ici Judi ientswith i ity or 1 beforeweek 14)
Baseline immunomodulator 057 (043-075)  <0-0001 039(022-069) 00011
Smoker at baseline 188(135-2.62) 0.00021 : =
Log, (week 14 drug 043(030-061)  <0-0001 005(0-02-014)  <00001
concentration [mg/L])
BMI=body CRP=C-reacti in. HBI=Harvey index. sSPCDAL= Short Paediatric Crohi's Disease
Activity index. *ORs (95% (I) and p i sion for week 14 primary non-response and
week 54 jon. tFor drug ing linear ion of the log-
dn ith iated here as fold changes (95% ). §For icity, models
o and ios (HRs [05% CI]).
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