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\ -FA p-oxidation (Sci Rep 2017)
&’J-Cl, C -Caffeine metabolism (Neurology
XH 2018)
= -Metabolic changes in PARK2 (Ann Clin
ﬁ Transl Neurol 2019)
Wy -Polyamine changes (Ann Neurol 2019)
u;l]]]\ -Oxidative albumin (Ann Clin Transl
H'H: Neurol 2020)
< -Caffeine changes in parkinsonian
- disorders (Mov Disord 2020)
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-Thyroid-liver axis in PD (Ann Neurol
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Effect of high-intensity treadmill exercise on motor
symptoms in patients with de novo PD (JaMA Neurol 75:219, 2018)
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Exercise plasma boosts memory and dampens
brain mflammatlon via clusterin (Nature 600:494, 2021)
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PDO)29)lz TIADRBBIUE (Brain 143:3077, 2020)
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—Body-first type

Brain 143:3077, 2020
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Mov Disord 35:1626, 2020
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(5D DH3TE SZ'C%%ETUZZZBAODPD,U\%ﬁ@%ﬁH‘E)
—>BMI. EMOEHE, 5. Fin. COMTHERDBELZIEL CENlIFD 1z X

ENIL TV HIE AU TV SHHE
Country Effect size Country Effect size Country Effect size Country Effect size
Japan 0.202 —— Japan 0.196 —— Japan -0.189 —a— Japan -0.233 — =
USA  0.200 —a— USA  0.186 = USA  -0.206 —a— USA  -0.203 —
Finland 0.0948 —F—=—— Finland 0.0926 = Finland -0.349 ——=—— Finland -0.182 =
Russia 0.225 o Russia 0.157 +——®—— Russia -0.193 — Russia -0.143 3
Germany 0.121 Germany 0.226 Germany -0.0419 . Germany -0.197 .
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LevodopaRIitEICZUVLWPDDLES

A Clinicopathologic Study of 100 Cases The Levodopa Response Varies in
of Parkinson’s Disease Pathologically Confirmed Parkinson’s

Disease: A Systematic Review

Vanessa Pitz, MRes,"* (2) Naveed Malek, MD,? Edward S. Tobias, PhD,>* Katherine A. Grosset, MD,"® Steve Gentleman, PhD,® and
Donald G. Grosset, MD"®

Arch Neurol 50:140, 1993 Mov Disord Clin Pract 7:218, 2020

Andrew J. Hughes, FRACP; Susan E. Daniel, MD; Siobhan Blankson; Andrew J. Lees, MDD

Total Variables PD Cases, n = 445
(n=100)
. Age at onset, 64.0 (9.6
Mean (£SD) age at onset of disease, y 62.5+9.2 Diease dur‘atzon S 5.6 §6.5;
Mean (+SD) duration of disease at death, y 13.1%6.3 Age at death, y 77.1(7.2)
. Symptom onset to starting levodopa treatment, y 3.1(3.6)
Mean (£5D) age at death, y 75.6+6.7 Levodopa motor response reported 399/445 (89.7%)
Mean (£5D) No. of years from st symptom to starting levodopa therapy 3.2x3.7 Graded 280/399 (70.2%)
. Excellent (>70%) 1085 (37.5%)
Clinical features Good (56-70%) 128 (45.7%)
Initial response to levodopa, No. Moderate (30-50%) 34 (12.1%)
None to poor (<30%) 6 None-to-poor (<38%) 13 (4.6%)
Maoderate (30%-50%) 16 Binary — 119/399 (29.8%)
Good (50%-70%) 4.ERB D:F’ﬁﬂj 50 Responsive } ZEQ B% qu,ﬁﬁ 87 (73.1%)
Excellent (>70%,) 23 Unresponsive 32 (26.9%)
o [ ] 1 | ]
| ] | ]
None to poor (<30%): 6/95 Unresponsive: 32/119
— 0) — o)
(=6.3 % =26.9 %

Moderate (30-50%): 16/95
(=16.8%)

31
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Pierantozzi, M. et al. Neurol Sci 22:89, 2001
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RICEDEFSHAEZZELP IV (Neurology 66:1824, 2006).
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Discovery and inhibition of an

interspecies gut bacterial pathway
Science 364:eaau6323, 2019

for Levodopa metabolism
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IBDIZPDEGEUAIE LREE3 (JAMA Neurol 75:939, 2018)

0.015 -

|BD

0.010 -
Control

0.005 -

Cumulative Incidence of PD

Log-rank P <.001

ﬂ i T T T T T T T 1
0 2 - B 3 10 12 14 16

Time Since IBD Index Date, y

Table 3. Incidence Analysis of PD Among Patients With IBD by Anti-TNF Exposure

— Univariate Poisson Model® Multivariate Poisson Model®
Anti-TNF Exposure? PD Event Person-years Rate® Crude IRR (95% CI) PValue Adjusted IRR (95% CI) P Value
Yes 2 23610 0.08 0.11 (0.03-0.45) 0.22 (0.05-0.88)

.002 .03
No 369 484423 0.76 1 [Reference] 1 [Reference]
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