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Figure S1. (A) Experimental timeline for the preventative K/BxN mouse model. (B) Experimental
timeline for the nephrotoxic nephritis (NTN) mouse model. (C) Experimental timeline for the
experimental autoimmune encephalomyelitis (EAE) mouse model. (D) Experimental timeline for the

therapeutic K/BxN mouse model.
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Figure S2. (A) Day 7 clinical scores of K/BxN serum treated-female WT C57BL/6 mice (N=4)
administered PBS, Fc"T, IVIG, or varying doses of Fc™4'A (20-100mg/kg). (B) Full time course of the
experiment. Mice were administered PBS (black circles), WT asialylated IgG Fc (gray hexagons), IVIG
(blue squares), or various dosages of FcF?4'A (green triangles) alongside K/BxN serum on day 0. Clinical
scores of joint inflammation were recorded for 10 days.
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Figure S3. Full time course of K/BxN experiment shown in main text Figure 2A. Female WT C57BL/6
mice (N=5 per group) were administered PBS (black circles), IVIG (blue squares), or 50mg/kg of body
weight of the differeing glycoforms of Fc™4'A alongside K/BxN serum on day 0. Clinical scores of joint
inflammation were recorded for 10 days.
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Figure S4. Representative HPLC traces for reagents used in main text Figure 2E, with luminescence
in arbitrary units on the Y-axis. (A) Traces for FcF241A4/B4ST6 gnd FcF241ASISLC (B) Traces for sialylated a-
1-acid glycoprotein (AGP) and neuraminidase-treated AGP.
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== Red line overlay - kinetic model fit

Figure S5. Representative Octet traces (out of 3 replicates each) used to calculate KAs and KDs in
main text Figure 3B. Each purified Fc (WT higG1 Fc, FcF241AB4ST6  gand FcAbded (Efgartigimod)) was
individually captured on anti-human Fc biosensors, then each sensor was dipped in wells containing
mouse or human FcRn at a pH of 6.0 for association. Dissociation was performed in a buffer with pH

6.0. From the kinetic model fit curves, KA and KD values were calculated.
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Figure S6. MFI of cell surface binding of PBS, FcF241AB4ST6 or FcWT to SIGN-R1* (A) and SIGN-R1-
(B) murine peritoneal macrophages (pMACs) as detected by FACS.
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Figure S7. Full time courses of K/BxN experiments shown in main text Figure 3E. (A) In female WT
C57BL/6 mice (N=5 mice per group), (B) in female SIGN-R1-/- mice (N=5 mice per group). Mice were
administered PBS (Black circles), IVIG (blue squares), 50mg/kg of FcF241A4B4ST6 (pyrple diamonds), or
10mg/kg of FcAbdes (gray circles) alongside K/BxN serum on day 0. Clinical scores of joint inflammation
were recorded for 10 days.
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Figure S8. Full time course of K/BxN experiment shown in main text Figure 4A. Female WT C57BL/6
mice (N=4 or 5 mice per group) were administered K/BxN serum on day 0. On day 2, mice were
administered PBS (black circles), IVIG (blue squares), 50mg/kg FcF241A4B4ST6 (purple diamonds),
100mg/kg FcF241A/B4ST6 (pink diamonds with outline), or 10mg/kg FcA®dd (gray circles). Clinical scores
of joint inflammation were recorded for 12 days, starting on day 0.
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Figure S9. Full time course of K/BxN experiment shown in main text Figure 4D. Female WT C57BL/6
mice (N=3-5 mice per group) were administered PBS (Black circles), IVIG (blue squares), 50mg/kg of
FcF241A/B4ST6 (hurple diamonds), 1mg/kg of FcAbdes (gray circles), or a combination of FcF241A/B4ST6 gnd
FcAbded alongside K/BxN serum on day 0. Clinical scores of joint inflammation were recorded for 10

days.
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Figure S$10. Full time course of K/BxN experiment shown in main text Figure 4E. Female WT C57BL/6
mice (N=5 mice per group) were K/BxN serum on day 0. On day 2, mice were administered PBS (black
circles), IVIG (blue squares), 50mg/kg of FcF241AB4STé (purple diamonds), 1mg/kg of FcAbdes (gray
circles), or a combination of FcF41AB4ST6 gnd FcAbdes (pink circles) on day 2. Clinical scores of joint

inflammation were recorded for 12 days, starting on day 0.



