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Elucidation of the axonal degenerative mechanism focusing on the paranodal
molecules in immune-mediated neuropathy
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We have conducted a consortium called “ CIDP-J” at 16 domestic universities
for research of CIDP. More than 200 cases retrospectively and prospectively collected were
registered during the research period. Clinical information such as age at onset, sex, progression
type, INCAT score, R-ODS, grasp power, MRC score, responsiveness to each therapeutics have been
collected. The breakdown of IgG4-subclass autoantibodies (NF155, CNTN1) that target paranode is
newly clarified in this study, and it can be useful for future criteria and guideline as well as
severity classification.
About NOD B7-2 knockout mice, which are expected as an inflammatory demyelinating model for CIDP,
are characterized by progressive posterior weakness with severe infiltration of macrophages as well
as lymphocytes in PNS. We analyzed the natural history and fluctuation of the infiltration over
time, it leads to the elucidation of pathogenesis reflecting disease activity and irreversible
axonal degeneration.
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Table 1.Therapeutic responsiveness in each phenotype (n=94, prospective CIDP-J cohort)

Typical CIDP

DADS

Total MADSAM B MR el |
| Negative  NFI55 ML Negative  NFI55 sensory  motor )
N o4 i 54 5 3 13 12 5 2 0 o
%) (100%) :  (57%) (5%) (3%) (14%) (13%) (5% (2%)
Male: Female 60:34 38:24 5:0 3:0 7:6 9:3 4:1 2:0
Age at onset 45.4 8.6 24.2 64.0 43.3 45.4 21.8 415
mean (SD) (16.8) (16.6) (6.3) (8.7) (16.4) (13.7) (13.6) (0.7)
éﬁ:i‘; ‘;"wir) 21,9 20.1 319 15.5 18.8 25.2 315 35
e (11.8) (12.5) (.3) (13.6) (8.4 (10.6) (7.1) (5.7)
MRC sum score 87.3 87.3 88.0 7.7 88.3 8.3 87.2 g
mean (SD) (10.4) (10.9) (3.2 (24.0) (5.8) (7.6) (11.6)
(ILI:LCDAOTT Slciamlbcs) 1.2 13 1.0 1.7 14 0.8 L2 1
nosn (5D) (68} (L.1) (1.0) (2.9) 0.9 0.9) (L1 (1.49)
&Egi‘: ii;é; 11 1.0 1.0 .0 1.5 0.75 1.0 0.5
poass (SD) (1.0 (0.9) 0.7) (2.6) (1.3) (0. 75) (1.2) (0.7)
Tx
responsiveness
Wl 70/89 49/52 1/5 3/3 9/13 5/10 1/4 2/2
® (78.7) (94.2) (20) (100) (69.2) (50) (25) (100)
Corticosteroids 41/48 25/30 5/5 2/2 9/9 7T 5/5 0/1
(85.4) (83.3) (60) (100) (100) (100) (100) )
Plasmapheresis 9/11 4/4 2/3 2/3 1/1
(81.8) (100) (66.7) (66. 7) (100)
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(Female, NOD B7-2 knockout, 21 week-age)
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Figure 3. A time course of immunohistochemistry (IHC) findings of sciatic nerves
(NOD B7-2 knockout mice, female)
CD68+: macrophage, dendric cell
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