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ELLENCE 

 Appraisal 

 (ACD) 

 

NATIONAL INSTITUTE FOR HEALTH AND CLINICAL EXC

Health Technology

Infliximab for acute exacerbations of ulcerative colitis 
Response to consultee, commentator and public comments on the Appraisal Consultation Document

Definitions: 
Consultees – Organisations that accept an invitation to participate in the appraisal including the manufacturer or spo
technology, national professional organisations, national patient organisations, the Department of Health and the Wel
Government and relevant NHS organisations in England. Consultee organisations are invited to submit evidence 
and respond to consultations. They are also have right to appeal against the Final Appraisal Determination (FAD). C
organisations representing patient/carers and professionals can nominate clinical specialists and patient ex

nsor of the 
sh Assembly 

and/or statements 
onsultee 

perts to present their 
CD separately 
elow. 
 submission or 
gainst the 
e relevant 
earch groups 

ps (for example, 
nal Formulary).  

 have the opportunity to comment on the ACD when it is posted on the Institute’s web site 5 days 
after it is sent to consultees and commentators. These comments are usually presented to the appraisal committee in full, but may 
be summarised by the Institute secretariat – for example when many letters, emails and web site comments are received and 
recurring themes can be identified.  

personal views to the Appraisal Committee. Where clinical specialists and patient experts make comments on the A
from the organisations that nominated them, these are presented alongside the consultee comments in the tables b
Commentators – Organisations that engage in the appraisal process but that are not asked to prepare an evidence
statement. They are invited to respond to consultations but, unlike consultees, they do not have the right of appeal a
FAD. These organisations include manufacturers of comparator technologies, NHS Quality Improvement Scotland, th
National Collaborating Centre (a group commissioned by the Institute to develop clinical guidelines), other related res
where appropriate (for example, the Medical Research Council and National Cancer Research Institute); other grou
the NHS Confederation, NHS Information Authority and NHS Purchasing and Supplies Agency, and the British Natio
Public – Members of the public
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Comments received from consultees 
e ent Response Consulte Comm

Royal colleg
of physician

e
s 

ount? 

Yes 

Comment noted  Do you consider that all of the relevant evidence has been taken into acc

Royal college
of physicians 

rea
that the preliminary views on the res

sis of 3 
r efficacy of infliximab in this 

ss

to the use of infliximab 
sation for an 

induction course of three doses of infliximab 

 Do you consider that the summaries of clinical and cost effectiveness are 
interpretations of the evidence, and 

sonable 
ource impact 

Guidance relates only 
within its marketing authori

and implications for the NHS are appropriate? 

Probably.  However the calculations of cost appear to have been done on the ba
infusions of infliximab being given, when the evidence that exists fo
setting relates to a single infusion (5mg/kg) (Jarnerot 2005). This should be redre ed. 

Royal college
of physicians 

 Com
e N

e a hist
ropsychiatric disturbance, malignancy, and the patient being in a

where there is not immediate access to plasma ciclosporin as well as electrolyte lev
including magnesium.   

ittee discussed 
ons to ciclosporin 

ose listed in the Summary of 
C) related to its 
 acute 

e colitis. The 
uded that balancing 
closporin would 

have to be a matter for clinical judgement in 
individual circumstances. See FAD 4.10 

 Do you consider that the provisional recommendations of the Appraisal
sound and constitute a suitable basis for the preparation of guidance to th

Yes but the contra-indications to ciclosporin listed in 4.10 should also includ
epilepsy, other neu

mittee are 
HS? 

ory of 
 hospital 
els 

Comment noted. The Comm
the issue of contraindicati
and noted that th
Product Characteristics (SP
use in conditions other than
exacerbations of ulcerativ
committee therefore concl
the risks and benefits of ci

Royal college
of physicians 

e not 
covered in the ACD? 

Only in so far as patients in hospitals unable to assay ciclosporin levels promptly should not be 
denied infliximab as an alternative to surgery. 

See FAD 4.10  Are there any equality related issues that need special consideration that ar
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Consultee Comment Response 

Royal colleg
of physician

e
s 

ACD: 

he L htiger  

curately.  In 
ed with open-label 

ery rate
atients, since all would have had surgery had some not been rescued with 

ent 
nd to iv 

ds given placebo need surgery (eg  100% in Lichtiger paper (see above), 66% n Jarnerot 

venou

Para 4.8:   We believe that the existing evidence supports use of only 1 infusion (not 3) of 

oints have been 
d in the FAD 4.5, 4.6 

 

 

 

 

 

 

 

ee preamble to the guidance – the 
committee considered the licensed regimen 

 Other comments on the 

Para 3.3:   As we pointed out at the meeting in July, the placebo failure rate in t ic

1994 paper on ciclosporin in refractory acute severe UC has been presented inac
fact, 9/9 patients (100%) given placebo failed to respond, 5 then being rescu
ciclosporin.  It is inappropriate therefore to use in this context a 44% surg
placebo p

 for the 

ciclosporin.   

Para 3.4:  For the same reason, we think the figure of 0.67 for the probability of a p
having colectomy in the first 3 months is too low: almost all patients failing to respo
steroi

ati

 i
paper). 

Para 4.6:   Adjust line 2 to make clear that that this statement applies to ‘intra
refractory’ acute severe UC. 

s steroid-  

 

infliximab in refractory acute severe UC (Jarnerot 2005).  

Comments noted and p
addresse

S

Royal Colleg
of nursing 

The Royal College of Nursing welcomes the opportunity to review the Appraisal Consultation 
 of ulcerative 

ave been taken into 
 constitute suitable basis for 

Comment noted e 
Document (ACD) of the technology appraisal of Infliximab for acute exacerbations
colitis.   

The ACD is comprehensive and the relevant evidence appears to h
consideration.  We consider that the provisional recommendations
preparation of guidance to the NHS. 

We would welcome guidance to the NHS on the use of this health technology. 

Schering-
Plough Ltd 

restrictive 
ive treatment alternative for patients deemed inappropriate 

UC, nor are 
ugh requests 
s in light of our 

We anticipate that following a review of our responses along with those of the other consultees, 
the Committee will establish a guidance that allows infliximab use in sub-groups of acute UC 
patients deemed inappropriate to receive ciclosporin. 

Infliximab is recommended where ciclosporin 
is clinically contraindicated.  

Schering-Plough is disappointed that the current draft recommendations are overly 
and do not offer the most cost effect
for ciclosporin. The recommendations are not in the best interests of patients with 
they appropriate in the context of current clinical practice in the UK. Schering-Plo
that the Committee reconsiders some aspects of its preliminary recommendation
responses to the ACD and the ERG report. 
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Consultee Comment Response 

Schering
Plough Ltd 

- parator 

os
chering-
, ciclosporin 

e 

used in all 
mittee 
conducted by 
sts surveyed 

rin is not the 
clinicians 
h; data on 

view that in the UK clinical practice, ciclosporin is not the only 
treatment alternative and in such circumstances the appropriate comparator for infliximab 
is standard care or surgery.  

propriate comparators 
closporin, surgery, 

al management 

Choice of com

The Appraisal Committee, in its consideration of the evidence, concluded that cicl
the most appropriate comparator for infliximab in acute UC setting (section 4.5). S
Plough, however would like to point out that in certain settings as described below
is deem

porin was 

As per the scope the ap
to infliximab are: ci
standard clinic

ed inappropriate. Where this is the case, another treatment alternative should b
considered.  

A. In the context of current clinical practice in the UK, ciclosporin is not routinely 
centres due to concerns about its toxicity and associated mortality. The Com
acknowledged this in the ACD (ACD section 4.5). A market research survey 
Schering-Plough also confirmed this view. In a sample of 40 gastroenterologi
in UK, at least 30% do not use ciclosporin and for 60% of clinicians ciclospo
first choice of treatment in this setting. The survey also revealed that 30% of 
preferred surgery as a treatment option ahead of ciclosporin (Schering-Ploug
file). This confirms our 

Infliximab acute colitis table of comments on ACD 221008 Page 4 of 12 



Confidential until publication 

Consultee Comment Response 

Schering
Plough Ltd 

-

e 
wo

 with an ac

th
ex

ant 
h 

sm
d with infliximab eve

 prefer to save it for a la

urrently 
uch patients, 

 UC. 
-term treatment (due to 

modulators 
tions for these 

ment pathway 
natives for two different patient groups. 

Therefore ciclosporin should not be considered as the only comparator for infliximab, especially 
in chronic UC patients hospitalised with an acute exacerbation. Surgery may be a more 
appropriate comparator for infliximab in this setting.   

the clinical experts 
 infliximab may be 
h chronic UC 
xacerbation while 

tment with an 
travenous corticosteroids 
in a short time.  

acerbation 
 maintenance 

 immunomodulators 
prompt surgery, 
e option switching 

rexate..Where 
ntraindicated or 

refused, then there may be some preference 
for infliximab over ciclosporin, but the issue is 
not clear cut. 

Choice of com ap rator 

B. The choice of treatment alternative also depends on the clinical history of th
being treated. Our consultation with clinical experts identified the following t
algorithms currently used in UK clinical practice to treat UC patients

UC patient 
 treatment 
ute 

The committee heard from 
that either ciclosporin or
considered for people wit
admitted with an acute e
receiving maintenance trea
aminosalicylate if inexacerbation.  

a. Patients with the first presentation of acute UC 

This sub-group comprises patients for whom the acute exacerbation is 
presentation of UC. Such patients are steroid naïve and have not been 
immunomodulators (6-MP/Azathioprine). In current practice, a signific
of these patients are offered ciclosporin for their acute exacerbation wit
preventing surgery and ‘bridging’ to a long-term immunomodulator.  A 
proportion of

eir first 
posed to 
proportion 
an aim of 
all 
n though 
ter stage 

are not effective with

Patients admitted for an ex
developing during long term
with azathioprine or other
would usually be offered 
although there may be th
from a thiopurine to methot
where prompt surgery is co

 patients in this sub-group are also treate
infliximab is not the preferred option and clinicians
during treatment.  

b. Chronic UC patients hospitalised with an acute exacerbation 

This sub-group comprises patients diagnosed with chronic UC who are c
receiving corticosteroids and/or immunomodulators for their condition. S
on failure of these therapies, may experience an acute exacerbation of
Ciclosporin is not a preferred option as it does not offer a long
its toxicity) and patients cannot be bridged back to steroids and immuno
which they have already failed. Therefore, the primary treatment op
patients are infliximab and surgery. 

This suggests that both infliximab and ciclosporin play different roles in the treat
for acute UC and are preferred treatment alter
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Consultee Comment Response 

Schering
Plough Ltd 

-

 
5% among 
es have also 
 and risk of 
closporin in 

rgery may be 
gh, the 
 due to 

ality or treatment 
t, 2005; 

n a comparator for infliximab. 
The current analysis suggests infliximab to be a cost-effective treatment option compared to 
surgery. Infliximab therefore should be recommended in these settings.  

 where ciclosporin 
ted.  The issues 

retation of this are 
FAD section 4.10 

Choice of com ap rator 

C. The Committee acknowledged the widespread concern among clinicians ab
of serious infections and the associated mortality with ciclosporin treatme
section 4.5). The literature suggests the risk of mortality to be as high as 3.
UC patients treated with ciclosporin (Arts et al; 2004). The majority of studi
observed serious side effects such as nephrotoxicity, seizures, anaphylaxis
serious infections. Due to such high risks, clinicians may prefer not to use ci
patients where this is deemed inappropriate. In such circumstances, su
the only treatment option and thus the comparator for infliximab. Althou
Committee expressed doubt about the safety of infliximab in this setting
insufficient evidence, infliximab has not been associated with mort
related serious adverse ev

out the risk 
nt (ACD 

Infliximab is recommended
is clinically contraindica
surrounding the interp
discussed in 

ents in acute or chronic UC setting (Jarnero
Jakobovits, 2007; ACT I&II)  

In summary, Schering-Plough would argue that surgery is ofte
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Consultee Comment Response 

Schering
Plough Ltd 

- ce 

on
di
tic terms 
tients 

r does it allow 
elieves that 
w. 

ld consider the 
ough, we 
arators 
it does not 

 their 

nts previously 
heir next 
may be 
up, infliximab 

ce currently 
exists in this patient group, infliximab has been used in this cohort (Jakobovits, 2007; 
Kohn, 2007). For such patients wanting to avoid surgery infliximab is likely to be the most 
appropriate cost-effective treatment option.    

fliximab where 
traindicated. The 
erpretation of this 

d in FAD section 4.10. 

 

The interpretation of the guidan

The ACD recommends the use of infliximab for the treatment of acute exacerbati
severely active ulcerative colitis only for patients in whom ciclosporin is contrain
all UC patients with an acute exacerbation in the context of a clinical trial. In prac
therefore, the guidance neither allows clinicians to consider use of infliximab in pa
deemed unsuitable for ciclosporin (will only allow in patients contraindicated), no
patients or clinicians to choose infliximab ahead of ciclosporin. Schering

s of 
cated or for 

The FAD recommends in
ciclosporin is clinically con
issues surrounding the int
are discusseal 

-Plough b
the guidance fails to address two key aspects of acute UC treatment outlined belo

• In our view, the wording of the recommendation implies that clinicians shou
use of infliximab in a treatment pathway that formally includes ciclosporin. Alth
accept the inclusion of ciclosporin in the scope as one of the appropriate com
based on current clinical practice, we would like to stress that the Institute’s 

p
rem

extend to the recommendation (explicitly or otherwise) of technologies outside
licensed indications.   

• The current guidance also fails to recommend a course of treatment for patie
treated with ciclosporin. The recommendation assumes that such patients in t
presentation would undergo surgery. However, a proportion of such patients 
unsuitable for surgery or may choose not to undergo surgery. In this sub-gro
may be the best choice of treatment. Although no randomised trial eviden
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Consultee Comment Response 

Schering
Plough Ltd 

-

t
sociated with 
ssed is the 

priate 
er either 

ard care or surgery as comparators for infliximab.”(ERG report; Section 5.1,  

G has taken 
y/standard 

, it is applicable 
current UK 

ss the UK 
arator in all settings as explained above. In settings 

rred, surgery or standard care should be considered as a 

propriate comparators 
closporin, surgery, 

al management 

Errors & concerns identified by ERG in the modelling exercise 

1. “On the basis of these results (base case; S-P submission), it is clear that 
from standard care to ciclosporin is highly cost-effective given that it is as
lower costs and higher QALYs. Thus, the policy question then to be addre
subsequent move from ciclosporin to infliximab, and so the only appro
comparator for infliximab is ciclosporin. It would be a mistake to consid
stand

he move 

As per the scope the ap
to infliximab are: ci
standard clinic

page 24)  

Based on the base case results presented in the Schering-Plough submission, ER
a hierarchical approach to rule out the comparison between infliximab and surger
care. Although this is a common approach in health economic decision analysis
only if all the comparators are relevant in the treatment setting. In this appraisal, 
clinical practice would suggest that ciclosporin is not routinely used in centres acro
and therefore is not an appropriate comp
where ciclosporin is not used or prefe
comparator.   

Schering-
Plough Ltd 

 ERG also 
e associated with 

t is however 
s change by changing the costs associated with the treatments 

(Table 6.3.3.1 to Table 7). Schering-Plough believes that there is an error in the additional 
analysis undertaken by ERG which may undermine the credibility of any further analysis 
undertaken by the ERG in general.   

ERG were based 
manufacturer in its 

second clarification letter to NICE rather than 
the model originally submitted.  

 

2. Additional work undertaken by ERG 

The ERG revised their cost-effectiveness estimates based on the errors identifie
Schering-Plough submission. However, the base case results presented by the
include some serious errors. The ERG claim to have changed the resource us
ciclosporin and the costs associated with oral ciclosporin and azathioprine. I
unclear how the total QALY

d in the 

The revisions made by the 
on data provided by the 
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Consultee Comment Response 

Schering
Plough Ltd 

- Haens tri
de

s
Li
 1
ly based on 

ugh submission 
ERG’s new 

onth 
o; 4-12 

d 0.48 (Ciclosporin; 0-3 months); this uncertainty should have been addressed via a 

 that there was no 
r the 4-12 month 

orin. The 
range of alternative 

estimates presented by the manufacturer 
(see FAD 4.7) 

In the additional analysis ERG also presented an analysis excluding the D’
Although Schering-Plough believes this trial should have been included in the evi
synthesis, the ERG did not address the uncertainty around the 12 month efficacy e
ciclosporin. In the short-term analysis (0-3 months), the ERG considered only the 
to derive a relative treatment effect for ciclosporin. The Lichtiger trial did not have
follow-up colectomy data and the ERG assumed a 0.18 colectomy rate (apparent
our original submission) for ciclosporin during 4-12 months. The Schering-Plo
sourced this 0.18 colectomy rate from the D’Haens trial, thus its inclusion in the 
analysis seems inappropriate. In the absence of any point estimates for the 4-12 m
colectomy rate, we can at best assume that it lies somewhere between 0.143 (Placeb
months) an

al. 
nce 
timates of 
chtiger trial 
2 month 

The committee were aware
alternative estimate fo
colectomy rate with ciclosp
committee discussed the 

sensitivity analysis. 

Schering-
Plough Ltd 

by the ERG. 
pp=0.48) to 

r, clinical 
higher than the 
tly lo

8

See FAD 4.7.  Schering-Plough conducted further analyses after rectifying the errors identified 
The resultant ICERs for infliximab versus ciclosporin were in the range of £9,323 (
£52,080 (pp=0.143). No trial data exists up to 12 months for ciclosporin. Howeve
opinion has suggested that the predictive probability of colectomy is likely to be 
assumed value of 0.18 and therefore the resultant ICER is likely to be significan
£4 ,367 reported in ERG report. 

wer than 

Schering-
Plough Ltd 

estim
letely inconsistent with the current evidence and with clinical 

ab has 
ounded.” 

s to synthesise a composite 
idence. However, ERG has selected to ignore 

Such an 

riate given the availability of published trial data.  

In light of our response above, Schering-Plough would like the Appraisal Committee to 
reconsider its guidance and recommend infliximab in patients deemed inappropriate to receive 
ciclosporin.  

parison was based on 
existing published trial data; only difference 
being the exclusion of the D’Haens study, due 
to different population characteristics.  

3. “The ERG obtained clinical opinion suggesting that the colectomy rate 
ciclosporin was ‘comp

ated for The ERG’s indirect com

experience.’ Consequently, the ERG considered the assertion that inflixim
greater benefit than ciclosporin based on the indirect comparison to be unf
(Evaluation report; page 13) 

The primary purpose of the indirect comparison in this appraisal wa
efficacy estimate based on the published trial ev
the trial evidence and adjust their efficacy estimates based on the expert opinion. 
approach is inconsistent with the Institute’s own published guidelines and especially 
inapprop
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Consultee Comment Response 

NACC Further contact with clinicians has confirmed that there is considerable variation in
of doses of infliximab commonly used.  The committee is therefore correct to reco
an area of uncertainty and not to prescribe the number of doses to be used in 
patients where ciclosporin is contra-indicated.  In many cases it will be less than t

 t
gn

those 
hree, but 

scope should be left for the manufacturer's licensed regime to be used. 

e use of infliximab 
isation for an 
oses of infliximab 

he number 
ise this as 

Guidance relates only to th
within its marketing author
induction course of three d

NACC ncerns 
ant potential 
gists about 
imab.  (The 
oncern 

ications is, we 
very concerned 

as a valid justification for using 
infliximab for those patients.  Ultimately patients ought to have a choice in this important 
decision and be able to make a decision with their clinician's guidance. 

Comments noted. See FAD 4.5 We would like to see in the ACD greater provision to recognise the very great co
patients may genuinely have about ciclosporin.  As noted, both drugs have signific
risks but patients are inevitably aware of the level of concern felt by gastroenterolo
using ciclosporin and that they generally have a greater sense of security with inflix
IBD audit figures showing low use of rescue therapy are evidence of the extent of c
about ciclosporin.) Limiting the use of infliximab to patients with specific contraind
feel, too restrictive.  The ACD should recognise situations where the patient is 
about the side-effect profile of ciclosporin and recognise this 

 

Comments received from commentators 
Commentator Comment Response 

 None received  

 

Co
*

mments eceiv
Role Secti

 r ed from members of the public 
on  Comment Response 

NHS 
Professional 1 

2 nd to assist funding decisions, 
specific guidance is required on the number of doses to be administered for this 
indication i.e. a single infusion or infusions at 0, 2 and 6. It should also be clear that 

Guidance relates only to the use of infliximab 
within its marketing authorisation for an 
induction course of three doses of infliximab 

For recommendation 1.1 to be useful in practice a

maintenance dosing has not been addressed in this appraisal. 

                                                   
* When comments are submitted via the Institute’s web site, individuals are asked to identify their role by choosing from a list as follows: ‘patent’, ‘carer’, ‘general public’, ‘health 

professional (within NHS)’, ‘health professional (private sector)’, ‘healthcare industry (pharmaceutical)’, ‘healthcare industry’(other)’, ‘local government professional’ or, if none of 
these categories apply, ‘other’ with a separate box to enter a description. 
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Role* Response Section  Comment 

NHS 
Professional 2 

1 cial 
ls. Th

air, once 
roblem 

rse effects 
are addressed in 

the FAD section.  

Ciclosporin is a drug fraught with side-effects. It causes disfiguring fa
that make it a very undesirable drug to try, especially in teenage gir
effect does not prevent the introduction of the drug, but the facial h
established can be an on-going p

changes 
is side 

Comment noted. The adve
associated with ciclosporin 

Non-consul
clinical ex
(respondi
on beha
the UK 
paediatric 
inflammator
bowel

tee 
pert 
ng 

lf of 

y 
 disease 

working 
group) 

 y bowe
g group on the use of Infliximab in paediatric patients with se

use in children in the UK but we feel that it 

e in adult 
nge are more 

esentation and if not, to progress to 
total colitis more quickly than in the adult population.   Thus the need for effective 

o the use of infliximab 
sation for the 

treatment of acute exacerbations of severely 
active ulcerative colitis.  

I would like to express the views of the UK paediatric inflammator
(IBD) workin

l disease 
vere 

Guidance relates only t
within its marketing authori

ulcerative colitis. 

I am aware that it is not licensed for this 
should have been considered in this appraisal. 

Children with severe colitis have very similar rates of colectomy as thos
patients and recent data have shown patients in the paediatric age ra
likely to present with pancolitis (total colitis) at pr

treatment quickly may be greater in the paediatric group.   

Non-cons
clinical expe
(respond
on behalf o
the UK 
paedi

ultee 
rt 

ing 
f 

atric 
inflammatory 
bowel disease 
working 
group) 

 s are used as in the adult population so after 3 days o
>45mg

osporine 
ls which are the 

uate trough 
closporine and 

addition, 
 particularly 

adverse effects on renal function, hypertension, increased risk of infection and 
mortality.  Surgeons are unhappy to operate on patients who are rendered more 
immunocompromised by their treatment in conjunction with their underlying colitis.    

tes only to the use of infliximab 
rketing authorisation for the 

treatment of acute exacerbations of severely 
active ulcerative colitis 

Intravenous steroid f 
/dl) further 

Guidance rela
within its maintravenous steroids if not responding (> 8 stools per day or CRP 

treatment is considered. 

Paediatric gastroenterologists would then commence intravenous cycl
2mg/kg but it is extremely difficult to establish satisfactory blood leve
yardstick used to confirm effective dosage of cyclosporine.  Inadeq
levels in the blood then necessitate need to increase the dose of cy
obviously delay the time taken to reach effective intravenous levels.  In 
there is great concern about toxicity in patients receiving cyclosporine
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Role* Section  Comment Response 

Non-consul
clinical expe
(respondi
on behalf of 
the UK 
paediatric 
inflammator
bowel 
work

tee
rt 

ng 

y 
disease 

ing 
group) 

 d o
 it 
s in

n as the
t.  Although 

 severe 
 receive two.   

ents also to have 
 to the possibility that colectomy may become a necessity if medical 

treatment fails. 

e use of infliximab 
sation for the 

bations of severely 
ative colitis 

 Paediatric gastroenterologists are increasingly using infliximab instea
cyclosporin as we have become familiar with its use and consider that
potential side-effects than cyclosporine.  In addition, cost effectivenes
population may be even more favourable that in the adult populatio
be fewer vials of Infliximab used per patient due to their lower weigh
there has been no formal audit, it is not at all certain that in the setting of
acute colitis whether all patients receive 3 doses but it is likely most will
There is no need to emphasis how important it is for paediatric pati
time to adjust

f 
has fewer 
 this 

re may 

Guidance relates only to th
within its marketing authori
treatment of acute exacer
active ulcer
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