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I. Persistent Unmet Need for  
Novel Oral Therapies in IBD 
Despite advances in the treatment of inflammatory bowel disease (IBD), 
many patients with moderate-to-severe ulcerative colitis (UC) and Crohn’s 
disease continue to experience inadequate disease control with available 
biologics and targeted therapies. IBD is a chronic disease often diagnosed 
in young adults, and many patients cycle through multiple therapies due to 
loss of response, tolerability concerns, or incomplete disease control. There 
remains a clear need for treatments that deliver deeper, more durable 
remission with less long-term burden. 

The JAK inhibitor, upadacitinib (Rinvoq), sets the efficacy bar for an oral 
therapy in IBD, but boxed warnings for cardiovascular events, malignancy, 
and infection across the JAK inhibitor class—also including tofacitinib 
(Xeljanz) and filgotinib (Jyseleca)—have limited their broader use. A new 
generation of oral agents with differentiated mechanisms is emerging to 
address this gap. Among oral mechanisms, including oral IL-23 inhibitors, 
and miR-124 regulation (obefazimod) have generated positive clinical signals 
in IBD, while other approaches including Tyrosine Kinase 2 (TYK2) inhibitors, 
and salt-inducible kinase 2 (SIK2) inhibition, remain mechanistically 
promising but have not yet been clinically validated in IBD. SIK2 inhibition 
is of particular interest because it targets innate immune cells upstream of 
multiple cytokine targets while also promoting tissue repair. 

Drawing on a survey of 36 U.S. gastroenterologists  and gastroenterology 
KOL interviews, this paper evaluates physician perspectives on the current 
IBD treatment landscape, the unmet need for oral therapies, and the clinical 
profile that next-generation oral agents will need to deliver.

Physician survey data confirm that unmet needs remain rooted in clinical 
outcomes. As shown in Figure 1, the three highest unmet needs were 
higher rates of clinical remission, increased durability of clinical remission, 
and faster tissue healing, cited by 81%, 56%, and 44% of surveyed 
physicians, respectively. Notably, faster tissue healing ranked ahead of oral 
administration preference, safety improvement, and novel mechanisms 
of action. Mucosal healing is an increasingly important endpoint in IBD, 
associated with lower relapse rates, higher steroid-free remission, and 
reduced risk of colectomy. 

1 Quantitative survey of U.S.-based gastroenterologists managing 
>50 IBD patients per year, conducted in May 2026. 
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As shown in Figure 2, the majority of physicians estimated that most of their 
biologic-treated patients would have opted for an oral product at treatment 
initiation, if the efficacy and safety were equivalent. Nearly one-third estimated 
more than 90% would have done so. The data suggest patients want to 
avoid the logistical and psychological burdens of biologic therapy delivered 
intravenously or subcutaneously, but are unwilling to accept a lower clinical bar. 

FIGURE 1 
What do you consider to be the most urgent unmet needs in treating patients 
with moderate-to-severe ulcerative colitis? 

FIGURE2 
What % of your biologic-treated patients would have opted for an oral product 
with equivalent efficacy and safety at initiation?  
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II. Constraints of JAK Inhibitors
JAK inhibitors, e.g., Abbvie’s upadacitinib (Rinvoq) and Pfizer’s tofacitinib 
(Xeljanz), have demonstrated that oral therapies can deliver meaningful 
efficacy in IBD. However, surveyed physicians identified safety, not efficacy, as 
the primary limitation for their use. As shown in Figure 3, 56% of physicians 
ranked the black box warning for cardiovascular events among their top 
three concerns for JAK inhibitors, alongside warnings for all-cause mortality, 
malignancy, thrombosis, and infection. In addition, 47% cited the lack of 
indication for use prior to TNF inhibitors, a labeling constraint that restricts JAK 
inhibitors to patients who have failed prior therapies.

 

Remission rates and durability were also reported as limitations of JAK inhibitor 
use by 31% and 36% of physicians, respectively, though safety concerns ranked 
higher overall. The durability finding is notable, as 56% of physicians identified 
durability of remission as an urgent unmet need overall (Figure 1A). The 
primary barrier to broader JAK inhibitor adoption is not the efficacy that these 
drugs can achieve, but the risk profile that comes with them.

 

FIGURE 3 
What do you view as the greatest limitations among currently available JAK 
inhibitors for treating moderate-to-severe UC? 
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III. What’s Next for Oral Options
The limitations of JAK inhibitors have driven interest in a new wave of oral 
agents, including next-generation intracellular signaling inhibitors, oral biologic-
like approaches, gut-selective agents, and innate immune modulators. The 
emerging agents aim to retain the convenience of oral administration while 
improving on the JAK inhibitor safety profile, which is particularly important 
given IBD’s chronic disease course and the clinical value of using effective 
therapies earlier in treatment.

Each of these emerging approaches targets a different angle. Oral IL-23 
therapies are attractive because of pathway validation in both UC and Crohn’s 
disease. Oral anti-integrin approaches offer gut-selective activity and a 
potentially favorable safety profile. TYK2 inhibitors aim to provide selective 
cytokine modulation rather than broader JAK inhibition. 

At the same time, clinicians continue to emphasize that oral convenience 
alone will not be sufficient. The goal is to improve on all markers of efficacy, 
while maintaining oral convenience and ensuring a safe profile. In UC, some 
physicians are already shifting away from older gut-selective biologics toward 
higher efficacy IL-23 inhibitors, raising the standard that new therapies must 
meet. As one GI KOL noted, “The first line treatment approach is changing 
from more Entyvio use towards IL-23s in patients without insurance barriers.” 
The survey data reflect this: 67% of physicians ranked biologic-comparable 
efficacy as a top priority for future oral agents, and 50% ranked improved 
patient-reported outcomes, such as quality of life, underscoring that physicians 
expect the next generation of orals to deliver both deeper disease control and 
improvements in how patients feel and function.

As the survey results indicate, the most urgent unmet need in IBD is achieving 
higher rates of clinical remission (Figure 1). Looking ahead, breaking through 
the current therapeutic ceiling may require a fundamentally different approach, 
one that acts on multiple inflammatory pathways rather than blocking a single 
cytokine, and that supports mucosal repair in addition to inflammation control. 
The survey also points to combination potential, 33% of physicians ranked the 
ability to combine with existing validated MoAs as a top priority for emerging 
oral agents (Figure 2B), reflecting a recognition that higher-efficacy regimens 
will likely require more than one mechanism. Oral agents are better positioned 
than biologics to enable those combinations in practice.

IV. Suppressing Inflammation and 
Promoting Tissue Repair with 
Selective SIK2 Inhibitors
Among the emerging oral therapies, SIK2 inhibition is one approach that may 
address several of the unmet needs described above. In IBD, myeloid cells 
(monocytes, macrophages, and dendritic cells) are the primary innate immune 
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first responders, driving production of pro-inflammatory cytokines, recruiting 
additional immune cells, and amplifying tissue damage in the inflamed gut. 
SIK2 is a critical signaling node within these cells, controlling the balance 
between pro-inflammatory and pro-resolution gene expression in response to 
pathogenic cues. 

The field has spent two decades validating biologics in cytokine pathways 
that drive IBD. Unlike therapies targeting a single cytokine, inhibition of SIK2 
in myeloid cells suppresses a broad set of pro-inflammatory cytokines and 
chemokines, including TNFα and IL-23, many of which are targeted individually 
by approved biologics for IBD, while simultaneously augmenting IL-10 and 
promoting tissue repair proteins. This multi-faceted mechanism may offer a 
novel, oral therapeutic approach that extinguishes the pro-inflammatory  
drivers of disease induction while supporting long-term remission through 
mucosal healing. 

Nimbus is advancing a selective SIK2 inhibitor, anticipated to enter the clinic 
by the end of 2026. In preclinical models of IBD, Nimbus SIK2 inhibitors 
demonstrate robust efficacy in resolving active disease while upregulating 
tissue repair gene signatures in the inflamed gut. Importantly, this translates to 
measurable improvements in gut barrier permeability and markers of mucosal 
healing. No currently approved therapy combines meaningful anti-inflammatory 
efficacy with a direct mechanism of mucosal repair. If this profile translates 
clinically and proves safe, SIK2 inhibition may offer an oral therapy with deeper 
and more durable efficacy for more patients, earlier in the treatment sequence. 

FIGURE 4 
SIK2 inhibition shifts innate cells from a pro-inflammatory to  
a pro-resolution state 
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V. Emerging Therapies May Begin  
to Bridge the Gap, but Unmet  
Needs Remain
The oral IBD pipeline is rapidly expanding, with late-stage and emerging 
therapies spanning IL-23-directed agents, miRNA-modulating therapies, TYK2 
inhibitors, anti-integrins, and other immune-modulating small molecules. This 
reflects a broader shift toward developing oral therapies that are not merely 
convenient, but clinically competitive.

However, the available efficacy data suggest the current oral pipeline has not 
yet surpassed the efficacy bar set by JAK inhibitors. Placebo-adjusted induction 
remission rates across late-stage assets generally fall in the ~10–30% range, 
with many clustering around the low-to-mid 20s. These represent incremental 
benefit, but not yet clearly competitive with the strongest currently available 
treatments.

KOL enthusiasm for the oral pipeline is high, but placebo-adjusted remission 
rates in the clinical pipeline suggest that novelty alone is insufficient and 
emerging agents will need to demonstrate durable remission, favorable safety, 
and practical long-term use to change prescribing. Next-generation oral anti-
integrin approaches, including Lilly’s zotemtegrast (MORF-057) and Gilead’s 
emvistegrast (GS-1427), may also become relevant as the field seeks oral 
alternatives to established gut-selective biologics.

The core efficacy-safety tradeoff remains unresolved. As one GI KOL put it, “If we 
had Rinvoq without the safety concerns and inability to use in pregnancy that 
would be huge, we could use it in earlier lines of therapy.” The most valuable 
future oral therapies in IBD will be those that combine clinically meaningful 
efficacy, durable disease control, favorable safety, minimal monitoring burden, 
and a practical dosing profile. 
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About Back Bay Life Science Advisors  
Back Bay Life Science Advisors provides trusted strategic advice and investment 
banking to global healthcare and life science companies. 

Back Bay advises companies on healthcare technology and drug development, 
from planning, initial concept, and product commercialization to franchise 
growth, licensing, partnering, divestiture, M&A, and more. 

Since 2023, Back Bay Life Science Advisors together with partner, DNB 
Carnegie, have provided healthcare and life science companies with integrated 
healthcare advisory, corporate and investment banking support with a 
dedicated team of more than 100 healthcare bankers, analysts, and strategic 
advisors worldwide under the umbrella of DNB Bank, Oslo.

Together, Back Bay Life Science Advisors and DNB Carnegie have a 
unique position bridging the US and EU markets, providing a 360-degree 
understanding of healthcare corporate development, from chemistry to 
commercialization and raising capital to M&A as companies move through  
their lifecycle.

Back Bay Life Science Advisors works across virtually all therapeutic areas and 
treatment modalities for global biopharma, medtech, healthtech, diagnostic, 
and healthcare service companies, ranging from pre-clinical startups to global 
multinationals.

To learn more about Back Bay Life Science Advisors and to connect with our 
authors visit www.bblsa.com. 

About Nimbus Therapeutics 
Nimbus Therapeutics is a structure-based drug discovery company developing 
breakthrough small molecule medicines through AI-enhanced computational 
chemistry. Nimbus pursues well-validated but difficult-to-drug targets 
with high potential to transform patients’ lives. The company advances 
promising research based on a unique strategy that combines leading-edge 
computational technologies with a tailored array of machine learning-based 
predictive modeling approaches.

Nimbus’ pipeline includes NDI-219216, a Werner syndrome helicase (WRN) 
inhibitor in Phase 1/2 clinical development for microsatellite instability high 
(MSI-H) tumors, a salt-inducible kinase 2 (SIK2) inhibitor program advancing 
toward first-in-human studies for inflammatory and autoimmune diseases, and 
multiple preclinical programs across oncology, immunology, and metabolic 
diseases. The company is headquartered in Boston, Massachusetts. 

To learn more about Nimbus, please visit www.nimbustx.com.
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