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Practice aid for IgG4-related gastrointestinal disease

IgG4-RD often affects the pancreaticobiliary tract?!
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Cholangitis is the most common AIP-1 is a common pancreaticobiliary
hepatobiliary manifestation of IgG4-RD? manifestation of IgG4-RD3
AIP-1 presents in acute and chronic forms:?2
* Obstructive jaundice and/or * Pancreatic atroph
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Pancreaticobiliary tumours may mimic AIP due to similar clinical presentation?*

fouch
IMMUNOLOGY




Practice aid for IgG4-related gastrointestinal disease

HISORt diagnostic groups: Patients meeting criteria for 21 group have AIP-1°¢
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H HIStOIOgy Pancreatic infiltrate of pancreatic lymphoplasmacytic
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serology
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0 Other organ ~ Pancreatic disease Response to steroids* ~ 1gG4 levels |
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| involvement ,
= Clinical suspicion of 4~ Besolutlon/ma.rked = Elevated serum IgG4
AIP without definitive |mpr.cf>vemgnt L N levels and/or other
features on imagin manifestations wit organ involvement
t?)esstpec:gis:s or histology ang ni steroid treatment (IggG4-positive cells)
Response to . ’ :
. * evidence of pancreatic
\ steroid therapy C cancer )

*Steroid therapy should only be given to patients with negative workup for known aetiologies for pancreatic disease and only to patients in whom response can be objectively assessed. "
Steroid therapy should not be used as a substitute for a thorough investigation for aetiology. |MMUNOLOGY




Practice aid for IgG4-related gastrointestinal disease

AIP-1 and AIP-2 are distinct disease entities®

AlIP-1° AlP-2°
IgG4-related pancreatitis IDCP or AIP with GELs

ARA 3:1 4 Male : Female f 114
65 years Mean age . 40 years
Asia > Europe and US Asia <
> Y '
& E @ Clinical @j’
Jaundice Weight loss Acute pancreatitis presentation* / Acute pancreatitis Jaundice
60-80% 65% 15% 80% 30%
. . 0000 ¢
‘ Biological Q0000 .’
‘ presentation* / 88888 ‘
. . <3 XN Rare >3 XN
. . Insulin- Exocrine . . .
Cholestasis Diabetes dependent pancreatic Llpase Endocrine and exocrine Lipase
diabetes insufficiency pancreatic insufficiency
>135 mg/dL (70% sensitivity; 93% specificity) . Not associated with
IgG4 profile - )
>270 mg/dL  (53% sensitivity; 99% specificity) ~ elevated IgG4 levels in serum or tissue?®
AIP-2 has no relationship to IgG4-RD? J .
*% of cases. IMMUNOLOGY
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IgG4-RD is a highly treatment-responsive disease?

)
ONINR ORI CNCZINER

GCs are the cornerstone
of treatment!!
= 40 mg/day prednisolone,
for 4 weeks??
= If response achieved after
1 month, taper dose at a rate of
5 mg every 1-2 weeks312

Relapses are common following
steroid tapering and are treated as per

Long courses of low-dose GCs311:13
= 2.5-10 mg/day prednisolone

Long-term GC treatment is associated

with adverse effects;4 alternative

treatments:

= GCs and immunosuppressants
(limited evidence)4

= Off-label targeted therapy,

Qduction regimen?! J

Emerging treatments for IgG4-RD1819

\including B-cell depletion4 )

Clinical monitoring for early
detection of flares313-7
= Sequential assessment of clinical,
biochemical and radiological
parameters313-17
= Biomarkers, e.g. serum IgG4
levels!>

Life-long follow-up is advisable’

Phase I/l

Rituximab  Rilzabrutinib Zanubrutinib Abatacept

NCT01584388 NCT04520451 NCT04602598 NCT03669861 NCT04918147 NCT05662241

Completed Active Recruiting Completed Recruiting Recruiting

Elotuzumab Rl GIIuEIR HE JFOIE])

NCT04540497 NCT04660565
Active Unknown
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Abbreviations and references

Abbreviations

AIP, autoimmune pancreatitis; AIP-1, AIP type 1; AIP-2, AIP type 2; BAFF, B-cell activating factor; BTK, Bruton's tyrosine kinase; CD, cluster of
differentiation; CT, computerized tomography; CTLA4, cytotoxic T-lymphocyte associated protein 4; GC, glucocorticoid; GEL, granulocyte epithelial
lesion; HPF, high-power field; IDCP, idiopathic duct-centric pancreatitis; Ig, immunoglobulin; IgG4-RD, |gG4-related disease; IHC, immunohistochemistry;
LPSP, lymphoplasmacytic sclerosing pancreatitis; MRI, magnetic resonance imaging; N, normal; SLAMF7, surface antigen CD319.

References

1. Wallace ZS, et al. Ann Rheum Dis. 2019;78:406-12. 11. Abraham M, Khosroshahi A. Expert Rev Clin Immunol. 2017;13:867-75.
2. LohrJ-M, et al. Nat Rev Gastroenterol Hepatol. 2022;19:185-97. 12. Perugino CA, et al. Z Rheumatol. 2016;75:681—6.

3. On W, Huggett MT. Frontline Gastroenterology. 2022;13:171-4. 13. Majumder S, et al. Clin Gastroenterol Hepatol. 2018;16:1947-53.
4. Moon S-H, Kim M-H. Korean J Gastroenterol. 2022;80:107-14. 14. Tanaka Y, Stone JH. Mod Rheumatol. 2023;33:229-36.

5. Salem H, et al. JOP. 2015;16:326-34. 15. laccarino L, et al. Clin Exp Rheumatol. 2022;40(Suppl.) 134:71-80.
6. Chari ST, et al. Clin Gastroenterol Hepatol. 2006;4:1010-6. 16. Kuraishi Y, et al. Pancreatology. 2020;20:1062-8.

7. Lohr J-M, et al. United European Gastroenterol J. 2020;8:637-66 17. Hart PA, et al. Gut. 2013;62:1607-15.

8. Blaho M, et al. Adv Med Sci. 2020;65:403-8. 18. ClinicalTrials.gov. Available at: https://clinicaltrials.gov/

9. Macks, et al. World J Gastroenterol. 2022;28:6867-74. searchable by NCT number (accessed September 2023).

10. Wang H, et al. BMC Gastroenterol. 2021;21:421. 19. Nakaymada S, Tanaka Y. Mod Rheumatol. 2023;33:266-70.

The guidance provided by this practice aid is not intended to directly influence patient care. Clinicians should always evaluate their patients’ conditions and potential
contraindications and review any relevant manufacturer product information or recommendations of other authorities prior to consideration of procedures, medications or other
courses of diagnosis or therapy included here.

Our practice aid coverage does not constitute implied endorsement of any product(s) or use(s). touchIMMUNOLOGY cannot guarantee the accuracy, adequacy or completeness of
any information, and cannot be held responsible for any errors or omissions.
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