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Goals of Therapy

e Induce clinical remission

e Maintain remission

e Enhance quality of life

o Avoid long-term toxicity







Blockade of Arachidonic Metabolites with IBD Medications
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IBD - Blockade of NFxB Activation
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IBD - Sites of Drug Action

Corticosteroids C -
yclosporine
3-ASA Tacrolimus
Methotrexate
Thalidomide
IL1 ]

antagonist

Antisense 6-MP / Aza
mechanism unknown
(2002)




IBD - Future Approaches

Synergistic Therapy
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CONVENTIONAL DRUG
THERAPIES
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Cronn's disease In cnl

LE-40% of children witrCronn'sdisease nave growin
retardation (Griffiinsg 1993a),

Sorne treatrment modalities mrJlJrJJrJJ coriic OJHFUJ_J:S neer
lmoIchued n growin fadlure out it is rmolunr Mo 0@
secondary to unconirolled disezase aciviotill ’_DJ
Meiricowitz 1993).



META-ANALYSIS OF
ENTERAL NUTRITION AS A
PRIMARY TREATMENT OF
ACTIVE CROHN'S DISEASE
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CnlldnoodCronn'scisease
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iricl ine efficacy &iieral
lleis, Nutrition 1998 Beattie RM et al.
eralcl]e (S | mrl/ erJOJr JrJEdJJrJrlI JmmlJrJe 25000523 0y

Enteralmu[rmom frizy gl_lyo 0D0OSt Jmmumo:uppress]ve pelinyways
wriicr then endogenously suporess ongoing inflarmmnad

=nteraldiets mey prormote epitnelial nealing zund

-
reeplinelializatiorof Crong ulcers and mey also reduce the
nacterial load in the small bowel.



CnildnoodCronn'sdisease and the efficacy &mterzl
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Tne effect oknteraldiets does not seerm to pe relaied (o e
site of Intestinal iInflarmrmeation,
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IC to/city of corticosierold tnerapy.

Most centers will use it as afirst line of treatime
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2 gJroy

J
rernission and gromotion of linear growir).
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SEARCH STRATEGY
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Of tne 11 trials (1 a0siract) cornparing differeri
forrnulaiions ofenteralnuiriiion 10 cornparecd one or more
alermental forrmulas to a reglerrmnentsal (JJHF

The elevenin z'turI/ cornpared 2 ralarmenial digis
cliffering only oy Jlluglmme enricnment in one grotols
siucy was not included in ine prirneary analysis
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Meteranalysis of 9 siudies witn n = 170 elernental cist a
n =128 treated witn a neslemenial diet

No significant difference armong cigts 1.15
(95% CI; 0.64, 2.08)]
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Zacno=il et al,

REVIEWER'S CONCLUSIONS: Corticosteroid therapy Is
rmore effective inagnieralnuiriton for incducing rernission of
activeCronn'sdisease as was found in past rraialyses,

There Is no signific
and nopelermnenial
clisease

S st
ant difference inine efficauyelerneanizal
cliets for Induction of remissionCronn's



Antl-inflarnmeatory And Pregrowtn Effects Precedle
Nuiritlonal Cnanges During Enieral F ng "
CD. ¥. Bannerjee |. Sanderson et al. JPGN 2004:38:270

Enteral feeding redy
peing & rJLEFJFJOrJrII st
CD. This treatment lzacds
GFBR-3. Are changes in growth factors

ces JrJ'fIamma[JorJ & rnoproveaical well
2tus in children witn actigenall nowel
5 10 Ircreas e In serurre1Gipd

2 consequernce of

—

suporession of inflarnmation or Jmorove cl nutrition?
12 chnildrern: actlve srnall oov\H CD: 6 wi enteradds,
Stuclied @ several tirmes for 4 mo.

Irnprovernernis '0/ clay 7 in clinical staius (PCDAI),
]ﬂ”f'ff]fﬂ:'[]@f]( SH) & IGHEL

CRP & wi significanily cnanged oy d 14, Fe
increase unil later (areircurnf- day 2_| tricip
tnickness &legiin- 2 & 4 mo, respeciivel )
Inflarnrnation decrezses before grovvrh 0CC



Diet and IBD

Dietary PURA (-6 family: linoleic acid) incorporated inio cell
mermoranes as Arel Ac (substrate for eic osanoid | {slrarfl)
relezised py activated irmnrmune cells via lipo & cy,x";/,genase
(COL L & 2) patnways,
Diets low in -6 fat / 2l

clizt

j
inflarnrnatory rnec ,
Digtary merine olls ( -3 fatty ac) can also oe mr oroorgl,ed Inio
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consurnpiion of -6 F£ (vegetable olls). In parts of the world
wriere rmerine olls or olive oll (-9) are used, ine incidence of

IBD Is rmucn lower,









Interveniions for JFOWFH fallure in cnildnood Cronn's disease.

Cocnrane Databases) stRev. 2005 Jul 20;(3):CD003873
Newoy EA et al
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rrestin J’ ] d rererer ces from published articles we

MAIN F cThree randornized ¢ J ntrolled trials _/ziuJemJ'f

WS C f J JFJJJOFJJHIJ cuality (Markowitz ’/OUJD SESil

iy J ajroolJrer tP) a5 a steroid sparing ager
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)
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fallure in cnildnood Cronn's disease,
ystRev. 2005 Jul 20;(3):CD003873
Newby EA et al

Interveniions for growir) N f
Cocnrane Datapass

AUTHORS CONCLUSIONS: In addition to i ’meae rarclce
controlled trials, 2 body of lower quality eviderie 51
relevant to two otner important mervemrJorJJ Lbs Of
Jupplememe&mergdmumuom (l\/lorm 19808l 1988; Israel
1995) and the lerl](*]ouz Use of surgicel JfJ[dr\/FfJLUl ore
pupertal children with refractory disease (AlpersEdss;
| Lipson 1990; MicLain 1990). Newer treatrments, such 2
lfJIIJAerIO, are now vecormning more widely used and rnay offer
advarntages Iin promoting growtn, Tnese effects s
unstuclied. Tris review nignlignis tne need for ey
cenire studies of ine different treairment optiorgziedial
Cronn'stisease and ine imporiancesidncard]
reasurernents of growin, sucn as neignt velocit
cdleviation scores aric
outcorre rmeasures,
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Control of systernic and local JrJrIrlrrJrchlquJ_veranm_)rerJg
growin factor peta romgumru urmlllru JPEN 20942

J'lOOD 1286 Fell JM
As part of our assessrnent of the action of 3 re J@ teyrneric
emrerrurmerrlowq we riave used a vrlrJer/ of tecnrigues to
docurnent the fJJJOJOJJ =l zinicl cytokine responses)d
mucose and, J/Jzemjggrlly 0 these rreglzmem, SfEfIES
studied (r\LllOJ\/IOfJIJPH]” rlr il ACDOO4 [INestleyzvey,
switzerlancd]) all nawve casein as the proteln sourelaciose
free and aire rich in transforrming Jrovvrm fectorLEtGH-

nela). Frw/ newve all been snown to induce clirsezlission
assoclzited with rucosal nealing. In the caddadulen|BD,
as well as rucosal meacroscopic ard rJJJOJJJJ cellrripinere
was 2 fall in rmucos grOJrJrJrlrmnclzor\f/ro;qnw Inter Azulisl
e NA N colonic andleal, merleumrw meRNA In the colon
ancd interferon JELNIEL mRJ\Jr\ In tne lleurn, Ut 2 fise)e
regulatory cytoxine TCGibeta mrNA In the ileurn, Th
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et fese

results Indicaite that these forrmulas are influeyitire disease
s suggest tnat tne climemission

C

process tself, and thus su
s'CfJJE)/C—) 1 a result of a re luction in JrJrJrlmmgu dner tnear
2 consequernce of sorme oiner nuirition effec



Nutritional supplernentation with transforring groviacto; 'oe a,
glutarnine, and short ¢ 'rrl_m rclu/ aclds minirnigregtnotrexat
incduced injury. JP 2006 ;42:EdarsnaWT et al,
results ir

Gl darnage ce_l 59 d oy MIT/ results |
zIC] farn irnmune systerr

Digts enricnhed WJE'f gJH[;IHJf SCrAsand transforrning growin factor
.oeta riewve demoristrate sed infection, waelgsitand Gl
o e

L diet enriched In gJLJ"?lm]rJe, JECIE
44 ral (|

] g 344 rais exposed to MT/A

Fats divided into 5 groups: 2 recelved normeal salmezviT L cl fed

=ither normal chowModulensupplemeried chow starting with the first

MT/ dose, or beginning 2 days pefore MITL injection,

RESULTS: F ;rb Of:‘[fch[:‘d willloclulensupolernented cnow meairtained
& SR, 5 2. ruy/ el

vvng' (2 ovs, 12.3 g welgnt loss), glJourrm lzvels (3
ochrrJ neite Jevels (23.8 vs. 18,1 digy as cornpeared with rats fed norrmell
criow trirougnout MT,Ctreatrment (P < 0.09).

Pretreziment witivodulenalso protected against crypt cell Jogdlus
Eiropny, crypt anscesses, Cr/ﬂL/J ratio, and overamistologicdarmage (P



Treatrnent of CD in children using partentera
nutrition witn a2 liquicl formula: gwancormisewconiroled
trial. Johnson T et al. Gut, 2006:55:356
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| supjecis witn CD,

Zn apsorpiion (L0.9% + 6¥s23.4 = 15.8, 0 =
0.008) and

plasrmel Zn concentration (0.85 it/ + 0.15vs

1.25 + 0. 29, p = 0.004) were significantly

recluced, comperecd with controls,
Despite this, there were no significant differenees
endogernious fecal Zn excretion (2.0 g =VE49.5
+ 1.9, 0=0.34) or lerrlr/ Zn excretion (0.9 g =+
0.7vs1.0 £0.7, p=0.47).

alance was significantly lower in CELS g

= I\'

l(
5) tnen in conirols (+0.6 mg £ 3.1, 0 < 0.0001).



Conclusions

Adolescernis witn CD niave significantly recuced Zrn
20501 pilor.

Despite this, they were unzle to reduce endogenous
facal Zn excretion to res ore norrmel Zn palance arid
rnec '

2L Signif] e 1ty worse Zn balance and lower
e Z centration tnar conirols,
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NUTRITIONAL THERAPY IN
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