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Neutrophils treated with IL-17A (0.149+0.0006), IL-17F
(0.362+0.007), and IL-17A+IL-17F (0.474+0.018)
showed significantly higher chemotaxis (p<0.001)
compared to media only in PsA patients. Chemotaxis
was also significantly higher with [L-17A vs. IL-

IL-17 1s a pro-inflammatory cytokine primarily secreted
by Th17 cells. The IL-17 family includes six related
cytokines (IL-17A to IL17F); IL-17A and IL-17F, being
key proinflammatory mediators. Notably, dual blockade
of IL-17A/F has been associated with a higher risk of

Figure 1A: Comparison of neutrophil chemotaxis induced by IL17A, IL17F and
anti IL17A + [L-17F. Both IL17-A and IL-17F induced chemotaxis of neutrophils;
however combined IL-17A+IL-17F showed significantly higher neutrophil
chemotaxis. Another intriguing observation was increased chemotaxis with |L-
17A/IL17F on the neutrophils of psoriatic arthritis (PsA) compared to

candidal infections compared to IL-17A inhibition  osteoarthritis (OA). 17A+anti-IL17A (0.161+0.008, p<0.001) and IL-17F vs.
alone. IL-17A is known for its crucial role in neutrophil- 06 - PcA IL-17F+anti-IL-17F (0.160+0.019, p<0.01). Notably, IL-
mediated immune defense. Both IL-1_7A ar)d IL-17F 05 . ’ = OA 17A+IL-17F induced greater. chemotaxis (p<Q.OO1)
§|gnal through |L-17RA/IL-17RC, | inducing  pro- - compared to dual blockade with anti-IL17A/F (Figure-
inflammatory responses across various cell types. O 0.4 - A A 1A). IL-17A+IL-17F-driven neutrophil chemotaxis

Their shared pathways suggest a synergistic role In > 0.3 - [ significantly reduced candida population (0.410+0.005
neutrophil-mediated innate Iimmunity and inhibiting Ea 0.2 - A . -IL17A, 0.363+0.014- IL-17A+IL-17F; p<0.004; Figure-
both may increase susceptibility to infections. < 01 1B).
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Conclusion

This study reports a unique innate immune function of
IL-17/A and IL-17F, a synergistic enhancement of
neutrophil chemotaxis, which could be effectively
blocked by anti-IL17A and anti-IL17F mabs (Fig-1A).
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This study investigated the synergistic effects of IL-17A
and IL-17F on neutrophil chemotaxis, its effect on
candidal killing and the risk of candidiasis linked to
dual IL-17A/F blockade.
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* p<0.001 media vs cytokine
* p<0.01 IL-17F vs anti-IL-17F+IL-17F
A p< 0.001 IL-17A+IL-17F vs anti- IL-17A+/-anti-IL-17F +IL-17A+IL-17F

oA e ATEER  Furthermore,  IL-17A+IL-17F  significantly  reduced

Candida survival by inducing neutrophil chemotaxis,
which was neutralized by IL-17A/IL-17F mAbs, leading
to increased survival of candida (Fig-1B). These
findings suggest that dual IL-17A/IL-17F blockade may
increase the risk of candidal infections, highlighting the
need for close monitoring for mucosal and systemic
candidiasis in patients with these therapies.

Figure 1B

Blood was collected from psoriatic arthritis (PsA) and
osteoarthritis patients (n=10/each). Neutrophils were
isolated using density gradient centrifugation; 1x10*6
cells were seeded into 5 um pore Transwell inserts in a 0.6
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24-well plate, with or without IL-17A, IL-17F, and anti- 05 B B R
IL-17A/F antibodies (100 ng/ml each, ThermoScientific) 0.4 - : T

In the lower chamber. After 12 hours, the inserts were 503 -

removed, and neutrophil migration was quantified by 02 -

measuring optical density at 450nm, MTT assay 01 -
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Candida = Candida +Neutrophils

(Millipore Sigma). To assess neutrophil phagocytic

Figure 1B: Reduction of candida population as a result of

killing of candida, 0.25x10*6 Candida with the same Media

. . . . * ! significant neutrophil chemotaxis with IL-17A+IL-17F. The
cytokine/antibody conditions were added in the lower 17A o o N N N IL-17A/ILF  mabs  significantly reduced  neutrophil
chamber and 1x10*6 neutrophils in the upper chamber. _-17F + + + + + chemotaxis resulting in higher candida survival.

After 12 hours, migrated neutrophils in lower chamber anti-IL-17A + + +
were lysed with pH11 H20 to measure rest of the anti-IL-17F + + +

Candida by MTT assay. Results are expressed in OD

* p<0.001 media vs cytokine
(Mean+SEM) of lower chamber cells.

* p<0.01 IL-17F vs anti-IL-17F+IL-17F
A p< 0.001 IL-17A+IL-17F vs anti- IL-17A+/-anti-IL-17F +IL-17A+IL-17F

A p<0.001 IL-17A vs anti-IL-17a+IL-17A
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