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Combination therapy does not need to be “advanced”: The Future
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Alsoud D, Lancet Gastroenterol Hepatol 2021

Current IBD treatments are still suboptimal

New agents should be: 
Oral
Accessible
Combinable
Safe MOA



What are we talking about?
nu·tra·ceu·ti·cal

A food possessing medicinal benefits
(Ginseng, Echinacea, Folic acid, Glucosamine…) 

So what’s the problem?
Nutraceuticals can’t be claimed to treat disease

(Dietary Supplement Health and Education Act of 1994)



It’s old news…                                                         
Therapeutic molecules identified from herbal medicine

Artemisinin, extracted from the plant  Artemisia annua 

(sweet wormwood), a Chinese traditional medicine herb 

Paclitaxel extracted from the Pacific yew tree, 

used by native Americans traditional medicine

Crofelemer extracted from South American 
tree Croton lechleri (“Dragon blood”)



Are we investigating 
nutraceuticals (enough)?



• Over 50% of IBD patients use integrative 
medicines

• Diet & Integrative medicine are among the 
most sought topics by IBD patients on 
social media

• Over 70% of patients don’t inform their 
physicians about CM use

Goren I, J Clin Gastro 2022  Cheifetz AS, Gastroenterology 2017 

Problem #1:
Real life use of integrative medicine in IBD



Problem #2:
Real life use of integrative medicine in IBD

• Inconsistent manufacturing quality

• No standardization of compounds

• No authoritative guidance 



Coconut water induces clinical remission in mild to 
moderate active UC: Double-blind Placebo-controlled Trial

Kedia S, Clin Gastroenterol Hepatol 2024
CW induced shift in microbial composition     



A nutraceutical development process

Isolation of Active 
Curcumin Compound

Turning Turmeric into a Gut-Directed Curcumin Formulation

Lang A., Salomon N., 2015 CGH

Standardization to 95% 
curcuminoids

Contains 2-3% active 
compound



Curcumin add-on to maximal 5ASA in mild-mod UC: 
A double-blind randomized placebo-controlled trial

Lang A., Salomon N., 2015 CGH



Curcumin in mild-moderate ulcerative colitis

Goulart,   Expert Review Gastro 2020

Torres J, ECCO Topical Review on Complementary Medicine in IBD, J Crohn Colitis 2019



Naganuma, Gastroenterology 2018 

Qing Dai (QD) in active UC
A double-edged sword



Naganuma, 2019. Journal of Gastroenterology

Qing Dai (QD) in active UC
A double-edged sword

• Modestly elevated liver enzymes : 5%
• Transient headaches : 3%
• Rare pulmonary arterial hypertension (with prolonged 

high doses)
• Rare allergic right-sided ischemic colitis/intussusception

All AEs were reversible when Qing Dai stopped 



Curcumin QingDai combination (CurQD)
A combination of two evidence-based nutraceuticals 

Gut-Directed
Curcumim

Qing Dai
(QD, Indigo)



“Medical-grade” standardization
LC-MS/MS analysis:

Determining effective 
and safe levels of active 
molecular moieties 
Indigo and Indirubin in 
CurQD



No botanical similarity can be 
assumed

(No “botani-similars” just yet…) 

Batch A

Batch B

Batch C

“Medical-grade” standardization



Yanai H, Aliment Pharmacol Ther 2023 

8-12 weeks induction in moderate-
severe UC patients. 

At initiation:
51% failing 5ASA
49% failing a biologic

Prior:
39.2% failed ≥2 biologics /small 
molecule with 

Significant clinical and biomarker 
response 
Similar response rate in bio-
experienced patients

CurQD add-on therapy in refractory UC    
A Multi-Center Retrospective Study



Ben-Horin S, Clinical Gastroenterol Hepatol 2024

CurQD add-on therapy in refractory UC    
A Randomize, Placebo-controlled Trial

8 weeks induction in moderate-
severe UC patients. 

At initiation:
52% failing 5ASA
48% failing a biologic

CurQD superior to placebo in 
inducing clinical and endoscopic 
remission



Adverse events were comparable

CurQD  (n=45) Placebo (n=13)

Infection 0 (0%) 1 (7.7%)$

Nausea 2 (4.4%) 0 (0%)

Fatigue 2 (4.4%) 1 (7.7%)

Headache 11 (24.4%) 2 (15.4%) 

Fever 2 (4.4%) 0 (0%)

Myalgia 1 (2.2%) 0 (0%)

Liver enzyme elevation 4 (8.9%) 1 (7.7%)

Worsening of colitis 5 (11.1%) 6 (46.1%)

AEs requiring discontinuation 6 (13.3%) 6 (46.1%)

Discontinue for Non-colitis AEs 1 (2.2%) 0 (0%)

No PAH with before-after echocardiography

Ben-Horin S, Clinical Gastroenterol Hepatol 2024



Rainis T. (manuscript in preparation)

Efficacy of CurQD for Active CD
A Real-world retrospective cohort study (n=25)
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Nachum N, Front Pediatr 2024

In multi-center pediatric active UC, CurQD 
showed 70% clinical and biomarker response  
Including patients failing biologics

Pediatric data

(
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Chavannes M, CCFA 2024

Retrospective real-world pediatric cohort 
(Children Hospital, Los-Angeles) with 
intestinal US response to CurQD 



CurQD induces AhR

activation in the 

intestinal mucosa, which 

is not seen after  

placebo, 

Rectal mucosal biopsies RNA expression of Cyp1A1 in UC patients before 
and after treatment with CurQD, and compared with patients responding to 
other agents (biologics or 5ASA)

A1 in UC patients before 

Ben-Horin S, Clinical Gastroenterol Hepatol 2024                                                                                  Ungar B, Manuscript (In preparation)

CurQD as a Aryl hydrocarbon receptor (AhR) agonist  
A master regulator of immune-mediated diseases
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activation in the 

intestinal mucosa, which 

is not seen after  

placebo, nor after 

IFX/VDZ or 5ASA
Rectal mucosal biopsies RNA expression of Cyp1A1 in UC patients before 
and after treatment with CurQD, and compared with patients responding to 
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A1 in UC patients before 

Ben-Horin S, Clinical Gastroenterol Hepatol 2024                                                                                  Ungar B, Manuscript (In preparation)

CurQD as a Aryl hydrocarbon receptor (AhR) agonist  
A master regulator of immune-mediated diseases



>240 AhR targeting agents are in developmentTryptophan metabolites are ligands of AhR 
and induce its homeostatic activity in the gut 

Faber SC, Cells 2022

CurQD as a Aryl hydrocarbon receptor (AhR) agonist  
A master regulator of immune-mediated diseases



Contraindications and Safety 



Ananthakrishnan A, Clinical Gastroenterol Hepatol 2024

Using Nutraceuticals for IBD: 
Time for a change

“The therapeutic landscape IBD has dramatically shifted over the past 2 decades with the approval of treatments… [that] have helped us achieve significantly higher rates of 
remission… However, despite this demonstrable success, many patients and health care providers continue to have concern about the long-term safety of these treatments... This 
generates a discussion of alternative approaches to manage IBD in a substantial portion of patient encounters. However, challenging the ability to have an informed discussion on the 
topic is the paucity of high-quality data to support efficacy of such approaches. As treating providers, it is important for us to remain current in this rapidly evolving field of 
complementary and alternative medicine to guide our patients toward treatments that have the most robust established efficacy.”

“The therapeutic landscape IBD has dramatically shifted over the past 2 
decades with the approval of treatments… [that] have helped us achieve 
significantly higher rates of remission… However, despite this demonstrable 
success, many patients and health care providers continue to have concern 
about the long-term safety of these treatments... This generates a discussion of 
alternative approaches to manage IBD in a substantial portion of patient 
encounters. However, challenging the ability to have an informed discussion 
on the topic is the paucity of high-quality data to support efficacy of such 
approaches. As treating providers, it is important for us to remain current in 
this rapidly evolving field of complementary and alternative medicine to 
guide our patients toward treatments that have the most robust established 
efficacy.”

https://www.cghjournal.org/action/showPdf?pii=S1542-3565(23)00537-2
https://pubmed.ncbi.nlm.nih.gov/37453593/


Take home messages 

Follow the Evidence, not the Trend.

Nutraceuticals approaches (CurQD used as an example) can benefit 
clinical outcomes and address patients’ personal wishes, but need to be:

• Evidenced based:  Placebo-controlled trials

• Not OTC but guided management:  By physicians/APPs/Dieticians

• Combinable : Integrated into standard care as adjunct treatment 

• Positioning:  An escalation-sparing treatment…

• We’re far from interchangeable ‘Botani-similars’….

 



THANK YOU

Research support Sheba Research team
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