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BRINGING STRIDE2 TO LIFE 
IN CLINICAL PRACTICE
STRIDE2 – A Narrative Review
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The goal of treating any disease is to allow patients to 
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this overarching objective, it is not surprising that the 
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resolution, while avoiding corticosteroids. The challenge 
is that symptom control neither guarantees the absence 
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symptom alleviation is irrelevant; it is a necessary, but 
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advent of biological therapies, starting with the tumour 
�iVÀ�Ã�Ã�v>VÌ�À�Į�/ �®�>�Ì>}���ÃÌ]���y�Ý��>L]�Ì�>Ì�À>�Ãi`�Ì�i�
Ì�iÀ>«iÕÌ�V�ivwV>VÞ�Vi����}�>�`]����Ã��`���}]�LÀ�Õ}�Ì�Ì>À}iÌÃ�
beyond symptom control into the realm of possibility. 
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studies have demonstrated an association between deep 
remission and superior outcomes; invariably, the deeper the 
�i>���}���ÃÌ���}�V�Ài��ÃÃ���{ or even molecular remissionx 
> endoscopic remissionÈ���V����V>��Ài��ÃÃ���®]�Ì�i�LiÌÌiÀ�
the outcome. Such studies should not be misconstrued as 
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evidence that treating to a given endpoint causes the better 
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to an “acceptable” level as formal intermediate treatment 
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meet its primary outcome.� Whether this relates to the 
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numbers needed to treat and numbers needed to harm, 
this question cannot be clearly answered.

Bringing STRIDE2 to Life
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To modify treatment every time one of these targets is not 
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available therapies in many patients. 
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words, the reassessments that comprise the “tight 
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to both the endpoint and mechanism of action of the 
ÌÀi>Ì�i�Ì����µÕiÃÌ���°�/��>ÃÃ�ÃÌ�Ü�Ì��Ì��Ã]�-/,��Ó�«ÀiÃi�ÌÃ�
the average time to its various targets for several commonly 
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Ascertaining failure to meet a therapeutic target is easy 
enough; the decisions that ensue, however, are often highly 
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«>Ì�i�Ì°�/�i�v>VÌ�ÀÃ�>Ì�«�>Þ�>Ài�ÃÕ��>À�âi`����Figure 2 and 
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these will be more effective than previous therapies; and 
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(KIWTG������ÕÃÌÀ>Ìi�Ì�i�«À�ViÃÃ��v�Ü�À���}�Ì�À�Õ}��Ì�iÃi�
v>VÌ�ÀÃ°����ÃVi�>À���Ƃ]�Ì�i�`iV�Ã����Ì��ÌÀi>Ì�i�Ì�iÃV>�>Ìi��Ã�
obvious, with all factors weighing heavily in that direction. 
���ÃVi�>À���	]�>Ì�wÀÃÌ�}�>�Vi]�Ì�i��>À�i`�Þ�i�iÛ>Ìi`��
*�
and ongoing endoscopic disease would appear to mandate 
a treatment change; however, when one considers the 
�Ì�iÀ�v>VÌ�ÀÃ���ÃÌi`]�Ì�i�`iV�Ã����LiV��iÃ��iÃÃ�V�i>À°����
this scenario, the patient currently feels better than at any 
point previously in her disease course. She has previously 
proven to be refractory to several therapies and there is 
no compelling reason to believe a different biologic or 
small molecule will be more effective than her current 
combination adalimumab plus immunomodulator. The 
practical reality is that the more refractory the patient, the 
��}�iÀ�Ì�i�L>À�Ì�i�Ã�V�iÀ��iÉÃ�i��ii`Ã�Ì��Li®����V��Ã�`iÀ��}�
abandonment of the current treatment. 



7Volume 1, Issue 3, October 2023

Figure 1. Mean number of weeks to achieve various treatment targets with commonly utilized therapies, based on 
Table 4 from STRIDE22 – CD (A), UC (B); Created with BioRender.com 
5ASA – 5-aminosalicylic acid; EEN – exclusive enteral nutrition; MTX – methotrexate; TNF – tumour necrosis factor; UST – ustekinumab 
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ZEPOSIA – The ƀTUV�CPF�QPN[ oral S1P  
receptor modulator indicated in  
moderate-to-severe UC1†‡

PrZEPOSIA® (ozanimod) is indicated for the treatment of adult patients with moderately 
to severely active UC who have had an inadequate response, loss of response, or were 
intolerant to either conventional therapy or a biologic agent.

Consult the Product Monograph at https://www.bms.com/assets/bms/ca/documents/productmonograph/
ZEPOSIA_EN_PM.pdf for contraindications, warnings, precautions, adverse reactions, interactions, dosing, 
and conditions of clinical use. The Product Monograph is also available through our medical department. 
Call us at 1-866-463-6267.

S1P = sphingosine 1-phosphate; UC = ulcerative colitis.
† Comparative clinical signi!cance has not been established.
‡ Clinical signi!cance is unknown.

Reference: 1. ZEPOSIA Product Monograph, Celgene Inc., a Bristol Myers Squibb company. April 7th, 2022.

ZEPOSIA is a registered trademark of Receptos LLC used under license by Celgene Inc.  
ZEPOSIA logo is a trademark of Receptos LLC used under license by Celgene Inc.  
© 2023 Celgene Corporation

For your patients with  
moderate-to-severe UC

CONSIDER

Scan the QR code to  
learn more about ZEPOSIA

2084-CA-2300005E

Figure 2. Factors informing decision to modify treatment when therapeutic target not met; Created with BioRender.com
QOL – quality of life

(KIWTG��� Patient scenarios illustrating factors to consider in deciding whether or not to modify IBD treatment when therapeutic 
targets are not met, in a shared decision-making process between physician and patient; Created with BioRender.com 
5ASA – 5-aminosalicylic acid; ADA – adalimumab; CD – Crohn’s disease; CRP – C-reactive protein; Dx – diagnosis; FCP – fecal calprotectin; MTX – 
methotrexate; QOL – quality of life; Rx – treatment; SES-CD – simple endoscopic score for CD; TDM – therapeutic drug monitoring; TNF – tumour 
necrosis factor; UC – ulcerative colitis; UST - ustekinumab

Factors Informing Decision to Change IBD Treatment
Approach when Therapeutic Target Not Met

Option A - Carry on with Same Treatment 
Option B - Change Treatment

Disease severity, including objective 
markers, symptoms, QOL
(How far "off target" is the patient? 
How intolerable is the current state?)

Likelihood and seriousness of 
complications if no changes made

Patient values & preferences

Therapies tried/failed
(refractoriness)

Available therapies
(and "confidence" they will be more 
successful than past trials)

Scenario A
40 yo M, pancolitis UC

Current: severely clinically active,
Mayo 3 on flex sig, 6 months on
optimized oral + PR 5ASA

Past Rx history: successful oral
corticosteroid induction
prior to %ASA; nil else tried

Current state is unacceptable to patient and MD

Risk of "doing nothing" is serious and high
(perforation, emergent, colectomy)

Patient has tried few therapies, there are several other
options that are statistically morel likely to be more
effective (e.g., anti-TNF, vedo)

Scenario B
17 yo F, ileal CD x 20 cm

Current: 2 y on ADA 40 mg weekly
(drug level 30 + concomitant MTX,
sustained clinical remission, great QOL,
normal CRP, growing well
BUT FCP persistently up (1500 ug/u),
SES-CD 6 (9 at Dx), early stenotic
changes on MRE (unchanged over 2 y)

Past Rx history: previous corticosteroid
dependence, failed thiopurine and UST

Patient is off target
(FCP, endo)
Risk of "doing nothing" is
progression to frank structuring
and/or penetrating disease
requiring surgery 

Patient has proven herself refractory, no compelling
evidence next treatment will be better,
it may be less effective
Patient is moving out soon for college, does not want to
"rock the boat" and risk what she feels is her current
state of "good health" (she understands there is a risk
of needing surgery over time and is okay with this)

*Optimize if room to optimize

There are other agents to try

Several targets achieved  (clinical, CRP)

Favours change

Change

No Change*

Favours no change

Favours change Favours no change

Risk of "doing nothing" is likely manageable
with limited ileal resectionral targets achieved
(clinical, CRP)
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���ÃVi�>À���	]�Ì�i�ÌÀi>Ì�i�Ì�Ài}��i��Ü>Ã�«ÕÀ«�ÃivÕ��Þ�
«ÀiÃi�Ìi`�>Ã�º�«Ì���âi`»�>`iµÕ>Ìi�>�Ì��/ ���iÛi�]�
V��L��>Ì�������Õ����`Õ�>Ì�À®�Ì���>�i��Ì���Ài�
V�>��i�}��}°���ÜiÛiÀ]�Ì��Ã�Õ�`iÀ���iÃ�Ì�i�V��Vi«ÌÃ��v�
�«Ì���â>Ì����>�`�º>``���Ã]»�>�`�Ì�>Ì���Ì�>���ÌÀi>Ì�i�Ì�
changes need to involve completely abandoning 
the current therapy in place of a new therapy. This is 
particularly the case for the patient who has shown some 
ÀiÃ«��Ãi�Ì��>�ÌÀi>Ì�i�Ì�LÕÌ��>Ã���Ì�Ì�V�i`�>���Ì�i�-/,��Ó�
V�iV�L�ÝiÃ°�/�iÀi�>Ài��Õ�iÀ�ÕÃ��«Ì���Ã�v�À��«Ì���â>Ì���É
>``���Ã]���V�Õ`��}�LÕÌ���Ì�����Ìi`�Ì�\�i�ÃÕÀ��}�V��«��>�ViÆ�
i�ÃÕÀ��}�>`iµÕ>Ìi�`ÀÕ}�iÝ«�ÃÕÀi�Ì�À�Õ}��«À�«iÀ�`�Ã��}]�
Ì�iÀ>«iÕÌ�V�`ÀÕ}�����Ì�À��}��v�>Û>��>L�i®�Ü�Ì��`�Ãi�
iÃV>�>Ì�����v���`�V>Ìi`Æ�>``��}�ÀiVÌ>��xƂ-Ƃ�Ì��Ì�i��À>��À�ÕÌi�
���Ì�i�1
�«>Ì�i�ÌÆ�>``��}��À>��xƂ-Ƃ�Ì��Ì�i�1
�«>Ì�i�Ì�Ü���
�>Ã���Ì�«ÀiÛ��ÕÃ�Þ��>`�>�xƂ-Ƃ�ÌÀ�>��>Ã����Ì�i�V�ÀÌ�V�ÃÌiÀ��`�
ÀivÀ>VÌ�ÀÞ�>VÕÌi�ÃiÛiÀi�1
�«>Ì�i�Ì�Ü���ÀiVi�ÛiÃ���y�Ý��>L�
Õ«vÀ��Ì®Æ�>``��}�>�����Õ����`Õ�>Ì�À�Ì��>�L����}�V�
v�À��ÌÃ����iÀi�Ì�ivwV>VÞ�>�`É�À�À��i����`iVÀi>Ã��}�
���Õ��}i��V�ÌÞ®Æ�>�`�Ì�i�>``�Ì�����v�`�iÌ>ÀÞ���ÌiÀÛi�Ì���Ã�
i°}°]�
��iÝV�ÕÃ����`�iÌ®]�>Ã�Üi���>Ã�V��L��>Ì����L����}�VÃ°�
The latter may become increasingly more commonplace 
as it is generally thought that combination therapy may be 
ÀiµÕ�Ài`�Ì��LÀi>��Ì�À�Õ}��Ì�i�Ì�iÀ>«iÕÌ�V�ivwV>VÞ�Vi����}�
Ì�>Ì��>Ã�i�iÀ}i`�����	�°����>��Þ]�ÃÕÀ}iÀÞ�Ã��Õ�`���Ì�Li�
V��Vi«ÌÕ>��âi`�>Ã�Ì�i�i�`�ÀiÃÕ�Ì��v��>Û��}�v>��i`�>����i`�V>��
options, but rather as a treatment option in its own right for 
L�Ì��
��>�`�1
]�>Ì�Û>À��ÕÃ�Ì��i«���ÌÃ]�«�Ìi�Ì�>��Þ�iÛi��
early in the disease course.

Conclusions and Future Directions
-/,����Ã�v�Õ�`i`����Ì�i�i`ÕV>Ìi`�}ÕiÃÃ�Ì�>Ì�>VÌ�Ûi�Þ�
treating toward its suggested targets will enhance a 
«>Ì�i�Ì½Ã����i�����`��v�iÝ«iÀ�i�V��}�>�v>Û�ÕÀ>L�i�`�Ãi>Ãi�
V�ÕÀÃi]�>�`�ÕÃiÃ�>Ã��ÌÃ�ÃÌ>ÀÌ��}�«���Ì�Ì�i��`i>��âi`���Ì����
that achieving these targets is feasible. These targets 
are based on the “best” currently available data and, as 
ÃÕV�]�«À�Û�`i���«�ÀÌ>�Ì�}Õ�`>�Vi�Ì��Ì�i�«À>VÌ�V��}��	��
Ã«iV�>��ÃÌ°���ÜiÛiÀ]�Ì�iÀi�>Ài�«À>VÌ�V>��Ài>��Ì�iÃ�Ì�>Ì��ii`�
Ì��Li�V��Ã�`iÀi`����ÌÀ>�Ã�>Ì��}�-/,��Ó�Ì��Ài>����vi�>�`�
��«�ÀÌ>�Ì����Ü�i`}i�}>«Ã�Ì�>Ì�Ài�>���Ì��Li�>``ÀiÃÃi`°�
"�i��v�Ì�i���ÃÌ�VÀ�Ì�V>���v�Ì�iÃi��Ã�Ì�i��>V���v�L���>À�iÀÃ�
to aid with predicting individual patient response to 
Ã«iV�wV�Ì�iÀ>«�iÃ�����À`iÀ�Ì��i�>L�i�>�«iÀÃ��>��âi`�
>««À�>V��Ì��«�Ã�Ì�����}�Ì�iÀ>«�iÃ°��Ì�Ài�>��Ã����i�Þ�Ì�>Ì�
Ì�iÀi��Ã�>�w��Ìi�Ü��`�Ü��v�Ì��i�Ü�Ì����Ü��V��ivviVÌ�Ûi�
Ì�iÀ>«Þ��>Ã�Ì�i�«�Ìi�Ì�>��Ì��>�ÌiÀ�Ì�i��>ÌÕÀ>����ÃÌ�ÀÞ��v��	��
and it is therefore imperative to initiate treatment with the 
>}i�ÌÃ®���ÃÌ����i�Þ�Ì��Li�ivviVÌ�Ûi]�Ü���i�Ài«ÀiÃi�Ì��}�>�
Ãi�Ã�L�i�L>�>�Vi�LiÌÜii��Li�iwÌÃ�>�`�À�Ã�Ã�v�À�Ì�i�`�Ãi>Ãi�
ÃiÛiÀ�ÌÞ����µÕiÃÌ���°�/�i�>`Ûi�Ì��v�ÃÕV��L���>À�iÀÃ�Ü����
«�ÜiÀ�>�Ã��vÌ�vÀ����ÕÀ�VÕÀÀi�Ì�ÌÀ�>��>�`�iÀÀ�À�>««À�>V��Ì��
>�«ÀiV�Ã�����i`�V��i�>««À�>V�]�Ü��V��Ü����>���Ü�Ì�i�/Ó/�
«>À>`�}��i�`�ÀÃi`�LÞ�-/,���Ì��>V��iÛi��ÌÃ�vÕ���«�Ìi�Ì�>�°
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