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PANEL 1A | scRNA-sequencing exposed a pronounced WNT landscape in the neonatal gland. PANEL 2 | Identification of interleukin-6 (IL-G). as pituitary SC activator in the adult gland.

. DEG analysis revealed increased expression of WNT signaling-associated genes in the neonatal SC clusters. l. 116 was found highly upregulated, particularly in SC1 and mesenchymal cell (MC) clusters, after damage.

II. GO analysis exposed enrichment of WNT pathway terms in the neonatal SC compartment. IIl. Adding IL-6 to organoid culture augments organoid formation efficiency from undamaged (adult) AL. Adding the
IL-6 inhibitors (STATTIC and LMT-28) to AL cells from damaged gland largely blocks organoid formation, indicating the
importance of JAK/STAT signaling.

| Adult Neonatal I lll. The proportion of prolifering SOX2" SCs is significantl elevated following IL-6 treatment in adult WT mice. Anti-IL-6
SC1 | SC1/5C2/Prolif SC antibody treatments during the damage infliction reduced the SC proliferative reaction.
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PANEL 1B | WNT signaling is associated with the high activation modus of neonatal pituitary SCs. 0; STATTIC 100, — ¥ damag:d mice 5 100
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& ) 2 Lgr5  Axin2 T VEn Lok PANEL 3A | IL-6 does not activate SCs in the aging pituitary.

. Injection of IL-6 in aging animals does not trigger a SC proliferative response.

Il. Adding IL-6 to organoid culture augments formation efficiency from undamaged aging AL.
PANEL 1C | Transgenically inflicted pituitary damage was found to be efficiently and fully restored.

|. Three-day diphtheria toxin (DT) injection of neonatal GHCre/iDTR pups resulted in 50-60% ablation of GH cells.
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Panel 3B | The aging pituitary is typified by an elevated IL-6/inflammatory phenotype.
. 1l6 expression is higher in aging vs adult AL, in agreement, IL-6 plasma levels are upregulated.
Il. GO analysis revealed upregulation of inflammatory response related terms in aging vs adult SCs.
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