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EE) (AR—VRT %34 X) GLHENENCEH L, SR &
ERPS D B/ ESTEH DA = XL 2 HKRT 5o EEEH LI ONFEREE LT, AfRHE
B/ ST — R D87 3 —< U AR BTG & T B O E) & b
BH{R 7% E2EH L THAULT 2 7 =< IC D A TW S, FPHIEFNBLED O EBFEIC X 2 bk
EPRAEVERINCAE H U NI s 2 & S AG B CRRAE PP 2 HE9 & U728 - GG o b
MR A7Ta 7T L0%EE €OBGEEL AT 5.
1. WIgERE TEET — A O 78I X 59657 (E23) &gz A
BEDRE DOREEDY] | 2217 L7z & OHMEZHRTLI0—A 7 (K- MK
B EBE R, KREREON) T2 a7 a ba—VTEREL
72l EORMOMmRFNH T HEM 2T (30F) LA THRE L7z, B
Ze i B3 Frontiers in Physiology, Exercise Physiology, 02 March 2022. (235

2
H
2
H

X N7z (Estimation of cerebral hemodynamics and oxygenation during
various intensities of rowing exercise: an NIRS study, doi.org/10.389/
fphys.2022.828357) o
2. HHRRFEMENIHRFZOUERHEDOI Y M AL L THIREZ BEEE L2 T RiGE) 2 B
Ff U720 EARKRFALRAERE I L, WHFERE [RRARIUDHE Y — v ERDIE 7 — & 2 E’
(I % 720 O FAEIATZE ] %217 L7z
3. BEHRRFAWENIC [HHRRFM EARFR AW TE L > ¥ — lghatls] 2%E L (202147 H).
A BBk, EEIRRRERTHN & 4G
4. FHHRIABH B OIES] 2 5 R & U 72 s SPECT R O AT K 2R % 554410 H R FRCIE S/
2 (20214: 4 H) B X U564l H RIS BRA# 72 (20214510H) IS CTHE L7z (EEAIEZRT
., TREHAVEZ W 351F 5 SPECT ML & &k oW 7 ik AT HRRe Ry 2 R & L7awad 1, [38
FIFE R W2 381 % SPEC TN ML & S AT D% 5 B ATHERE IR 5 2 30 729 B C OGS ) o
5. HEO—A v 7l (World Rowing) OB & LT, HE20204 ") Y ¥y 7 BiiSR—
NEBEE T V7 KB (57, May, 2021, Tokyo) DEFHIEES 2 Y L7z Hrll o v+ KG9E
DRVNKIE T 2 7260, EESHEEGER & L RSP o BRI K74 N7 4 > (Covid-19
Response Plan) #1E8k L 72,
6. WH2020+ U Y Ev 2y, RTY ¥y I RE (B—4 Y 7EE) ICEHEREE (Athletes
Medical Supervisor) & LTSI L., # a0 7 EG9E % & Csid (B3 4 BREEE) %2 #h5 L 72,
7. N TRRFEIFEMELZE/RL, [A~— MEBRT = v 7 VA7 4] ZIHH L7z £ 8
B LORRAEREINOBAZ A L, [ToTZ2iH LR EEHE (FAh0) ] FEL LT F
PR TR CHIER 205 & LS REE o2 i & L EEiikae, RRIRERHI 2 52
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8. EEEM P OMIMIEE (positron emission tomography: PETENA) & BisEZE R HWEEH (near
infrared spectroscopy: NIRS#HHI) @RI #EME % i L7z (Adv Exp Med Biol 2018, 1072, 269-274.) o

1. PETEEMRIEANS b2 a ¥ — (NIRS) O FERFFHINC X 2 I 1
SEEDRE FERWH Y T 2T ERNTT B 20O E LT, NIRSZ G L 723E
BRI R ORTEIE R BT B RFEAL 2 BGIE L 720 BEFERCR O — BRI 556510
HAMIE R AR ARSI THE Lo (HEY  ARRFRER) O REEZAL

AR D WTBEHEE RIS BT MR IR ERH A v 7)) v 7 DEEE)

2. A A AEREN AR I BE NG R S LRI IR ZE B i & L C [t E 2 o B SR o
b, ARARROREZ HyE LS8 Al 2L 72, FRITNEEOSREZHRE L, &
I OATENFFE & BB R OBEEZH O T A2 E 2 HMIS, 1) AEFOHIZHLLRE, 2)
WETEER AT —Y, 3) EHHCNE (kv 727105 v —) [T 5B 2 TV
HIRFEB R L EHEIOR T THLHMNEZ FE L 720 ZMBLEHET L 72DITHEHRRFEE
HECTHIEBmE OBHSEZE L7z (FHERER L. ). BIZERCROBEEIZHEHRKFE) KT bV ICERK
ENTWD (B [ & o HCDEom b, BARREORFEZ Hiy & L7z EB)a A
FHE) (WEER2.). BoNT— 13, BULETHT T 5PET & H 7oA g Wi AT 12 X 0 1%
AR s LB X BN T b = 2RO BAL T TS 2 PETHIZE O A H 7 255 7 —
yEol,

3. European Initiative for Exercise is Medicine (EIEIM) 25E#E3 5. HRGEE O8N 2 /e 317
WD A THSH “Hamburg Declaration, Global Alliance for Promotion of Physical Activity”
2 BRERSMN & R A e v ¥y — L LTEA L (FEER 3. ),

4. HAEBRESESO T EHEL. Exercise Is Medicine (EIM) Japan®#FH &4 7TH — =& L
TZM L. EIEIM®Chair T& 4 Dr. Steinacker % i U7z EIFEACi &2 23 5 B 2 i L 72

5. EBAR— Mgid#E Y% (World Rowing). Sports Medicine Commission®Z 8 & LT, FET
WRE (9A, Fx22) oEFHEHE (World Rowing Doctor) 23 Y L7 ((HF&EH4.).

6. World Rowing. Sports Medicine Commission®ZzE & LT, 1) coastal rowing fiH 2B %
IS5 44 K94 1) (WORLD ROWING EVENT CONCUSSION POLICY). 2) b
FSUAT =B POLFEEZMICE T AR ¥ — (World Rowing Transgender Policy).
DREEBGET L7720 1) IZ2WTIEHFA K54 VOfkExEIT- 720

7. BHRRFEMBENTRRFZOUIERE O fildk & U TRk Z HEE & L 72/ y Bilhs) & 92
BL. MBENNEERTENMXTO7 LA VPHEBEEIISML, I —AAR—Y 7 7 T0%EEK
THAML Yy F U TRER ML= Y FOFERKE AL, (5L RAKE TR S8, =7 Y54
R ERBIE] L) &4 PIVTEREEIT> 72 ((F8ER5. ),

8. HHRRFLMBENLHRFZOUHEHEDI Y MA L LT, HERRAHIFMEARHEIL. MR
WA RBIZ, ) TRV AR T L% 5 L & T FHRRFMZN TR AEE L 3
F—m ML (FERER6. ) [T 7% A4 X LBBREEICEE 9 2 et O AR @ FRHVE B O Bir
Mo ] ) EEG TN L RERIFAIE Y v 7 — S ML e T — < IS T Al A AT, R
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WTHiZ HE L2 EB) AL HOERDE, EEOEOBMRNE] & v A TaHI448E B AL I
[ N5 B A SCALIR B 312> 78 B e 5555 D W Je b & iy L 72
9. Asian Rowing Federation, Chair of Sports Medicine Committee & LC, 7Y 7U0—A 7T 2
=7 ETFHRE (12H. 7 4) OREEAR— MEBGER (World Rowing) DR & LT, EFHHS
FERHL L7 (BRI 7. ). T2 7YT -4 ¥ ZEBERBEICHE L, Chair & LT44
B OTEE) L 2 L7 ((F8EE 8. ).
10. Asian Rowing Federation, Chair of Sports Medicine Committee (2 FHF X 7z ((FEH11320264E £
T)o 20264FICHATHECTHBE S NS 7V 7 KREO#l 7 &2 Y,
11, BB ARAR T —A Y FHET v F - F—E U7 RARELTT ¥ F - F—Y U 7 ihH% i
L7z, BHRRFEARNMN B ELIZT VF - F—Er 7iiEa %24,
12, WHRFERBEMAHFEREZROREIIT, HRAR—IYHIRET AL T4 v 7 FL—
F—FE R 2 Y,
13, FHE T — 4V ripamtite BT e R L L2ARIEFE (9. ),
14, EB)ARIZB T 2 AHERENNEZ B & L CFZemes 2168 L7z,
O MATHREE=5) VY RATH (ZVTHFANTAYH=NT) i ZFT—=XF4 THF A TV R
@ EB)FEMEE (Motion Cycle 600Med) ; emotion fitness
@ M FLEREEESE (F 27— 70) T—7 LA
@ M#E#ESE (CPET) 5 Cosmed
1. AFERFEEEY (A AT I 5E R R i = & IRFE A O] - PET & NIRSO
SEDOREMH [
Vi b T T @ B (positron emission tomography; PET) & JLaRAME S
3t (near infrared spectroscopy; NIRS) D [EE:EHANC & b, EZ&E W B
K OEAM T O RTEIER R B ot & (CBF). Mk B, ik
M 2 AT L A IRFREE A D [ LD AM AT R e M T 5. 5
N5 T =% b, MRGEIIZLT 5 CBF & MR #= (CMRO?) DO/
Rt M EARH 7 v T v 7)) BRSNS,

S RIGE) O T IZRRAVE R M OfERR K 7 CTh 0 . EE)EE 2 ki L 3B 2 mo 5 2 &
DRRFIRERE R A IR D 7 EIMIRRE OB L R Th b BELBEHICL VR T4 7%
SOZALBHEL B LT Y ADPRIRENT WL DS, ZOBRD A J = X L 2 i & B AH O #
HPOHW$ 528 T, EHEEROEBES T2t L, EHRBLMGT 2THLEE 2 L7256F 7T
B R AN R AR S B o

2. JHE) & FRABRRE O BE N 2 T LT APETIC X 2Nt 1 b = & 2R AT

FRAIRERERE T, S RE 2 EOBBEIIN LT, B NIIIEERYRLE L LTHEITH 5 2 L A3
LNTVhe TOMBEWANR AN XL DL DR EN TRV, EH) - =7 HH A X2
X 0. exerkine & I N 2 WIS HIREPRAERD R 2 LT TR F-25%5. 5. BB Z &2 ol S,
BN CldexerkinelZ N 2 TR EWE (V7 FLFY) ¥, F=2R3r, ko b= L) Ot
HWOSBEIM L. ¥ 7 F WVRED % SN AR MR, MAERA, 2 LT I8y s &




#Z 2 5T WA (Reddy et al, 2022, Cell Mol Neurobiol.)s

AWFFEREIET I X BN e b = o~ E MY L, FRICBDNFRIGE-174% &, AR E
B, LYY YA ML= EH 4 OB A 21 N R R B A& I A S A IS
B S N bexerkine & OREMEZHEFRT 5, S 5T, L0 b= VZERROMAGA & ERIEED
B IRR SN T WD 720, HEEISIEOMRIEIC O A H T 50 155N 2K RTEB A
TR T A TREDA N Z AL Z2FoR L, EEZMRPLRBEOEED I X ) EHFHIELZRIT
BERZ D70 LTPHEFGHNTEISHG S NS AFRREIINAN T b = ZH RO IRTE
AT 5t b= b T AR Y = RERISHET 2 BUEHEY &2 FILICIDASB % Hv 72
PETFHA 2 B MR 2 CTEM T AFHI S A7 2 2L L, EBHOWMN LT b = ¥ ZEAERNDF
BERET D, o, WRHMEREREE € v & — I CHIRM AR Z472%, o b= V25K
Y754 TOSHT2AZEART v 5 T=A @ b L —H%—"TdH 5[18Faltanserink > 72PETH il %
Fhti L. SHT2AZZARDSEIRWIZBI G- % 388 & GRAIHERE & OBIMRZIRE T %o

3. REHEFm A, RAVE PRI HNE LS AT 07 7 A 0EKE L EOAMEZRGET 571

vz b

HRARNRF L) TR R EO W OH) Ml L LT, AFI44E A5 M LA Bl st
PP H O FEB G CHEME L 72, e OB & @SB ae ) O BN 2 1 S 123 2 7Rk
EZMBET 50 FRIC, M—OMEZ MG L L7HERTBILE %2 B 721 8MT 50 BRI, [
Haib » Al 2L H LS B0, SATERRNE 2 EoMAEE, BRAERIC X 2550 R
FERLBAFEOHIA, ATV T X—F — % W ARFIGEEREDIE. BHWE R E21T).
AE B & ORRAED FRIICAIRMN 22 B A & HOEMEROSE LB 274 725 4
W HEEE L7ATEVAR & OB 2 AT 5,

4. BRABEAHAT—A » ZpakE (7 F - F—¥ Y7 RER) LLTT7vF - F—EV T
B 2 kT 5o

5. World Rowing. Sports Medicine Commission®ZH & L T20248) V) Y E v 7 kK& (a—A
VIBE) ODEFEBOWEM., PTUVAYV L VY —RFOLTHHESINCET 5K ¥ — (World
Rowing Transgender Policy) D3EZ EIZHY #lErs

6. Asian Rowing Federation, Chair of Sports Medicine Committee & L C. 1917 Y7 k& (9 H.
HE) OEFEHZHULT L,

7. BHREO—A e kB (RHEENEEHE) & LT MmbiREBRTFE R e LmhillE GES)
AMREOFMHE) 7 v F - F=Y 7 iE#x kT 5.

8. European Initiative for Exercise is Medicine (EIEIM) %MEUF % FARTGEI O8N % 23170y 7
B #A (“Hamburg Declaration, Global Alliance for Promotion of Physical Activity”) (29 %
Y& LT, ER%% & Sports, Medicine and Health SummitBi I v " the Global Alliance
Day” IZZh¥ %,
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A-1. F=IEE

1. Hiura M, Nariai T, Takahashi K, Muta A, Sakata M, Ishibashi K, et al. Dynamic Exercise Elicits
Dissociated Changes Between Tissue Oxygenation and Cerebral Blood Flow in the Prefrontal
Cortex: A Study Using NIRS and PET. Advances in experimental medicine and biology.
2018:1072:269-74. (#£iid v ) (IF = 2.622)

2. Hiura M, Nariai T, Sakata M, Muta A, Ishibashi K, Wagatsuma K, et al. Response of Cerebral
Blood Flow and Blood Pressure to Dynamic Exercise: A Study Using PET. International journal
of sports medicine. 2018:39:181-8. (##id ) (IF = 3.118)

3. Steinacker M, Ackerman KE, Koubaa D, Nielsen HB, Hannafin J, Hiura M, Poli P, Smoljanovic
T, Wilkinson M, Zupet P, Lacoste A. Statement of FISA sports medicine commission: biological
effects of testosterone. Dtsch Z Sportmed. 2019:70:83-84. (£ V) (IF = 1.086)

4. Steinacker JM, Bloch W, Halle M, Mayer F, Meyer T, Hirschmiller A, Rocker K, NieB3 A,
Scharhag ], Reinsberger C, Scherr J, Niebauer J, Wolfarth B, Hannafin J, Hiura M, Wilkinson
M, Koubaa D, Poli P, Zupet P, Smoljanovic T, Nielsen HB, Copenhagen Ackerman K, Wilson F.
Fact Sheet: Health Situation for Athletes in the Current Coronavirus Pandemic (SARS-CoV-2 /
COVID-19, Dtsch Z Sportmed, 2020;71: 85-86. (7 L)

5. Hiura M, Shirai Y, Shibutani H, Funaki A, Takahashi K, Katayama Y. Estimation of cerebral
hemodynamics and oxygen metabolism during various intensities of rowing exercise: an NIRS

study, Front Physiol. 2022.March 02. doi.org/10.389/fphys.2022.828357, (&#id» ) (IF = 4.566)

C. #3{ (review)

C-2. #3EE

6. BT, Hil#Ie, WMBEOWRZE, KA R — Y K%, 2019,36:256-259.

7M. IR, EAERYE. HIER. WL, BERrO Y XA B REB AR E V7
i OBITHEREOBET, M TR R AR, A - B, ASCHSRHA - BT, 2020:44:
3740. (53, &b b)) .

8 Hili#R, =79 WA XL )Ty s A (ES) OBk EE) L RO RIS, L OB
5%, 2020;25: 92-94.

0. HilEede, A— Mg (R SeH H IS B2 20 03k« HR202012 2 C) — (V4 —% — 2R
R— Y OB LE R A, R AR — Y E, 2020.37:457-459. (7 L)
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Sports, Medicine
and Health Summit

22. - 24. Juni 2023

Congress Center Hamburg (CCH)

Invitation to the Global Alliance Day
at the Sports, Medicine and Health Summit
June 22-24, 2023 in Hamburg

Dear Signatories of the Hamburg Declaration,
Dear Prof. Hiura,

In 2021, we organized the first “Sports, Medicine and Health Summit” in
Hamburg when Dr. Ugur Erdener represented IOC at the opening
ceremony. We all support the “Hamburg Declaration” for global promotion
of physical activity which is now supported by more than 100 Institutions.
The corresponding declaration is currently in the process of being
published.

To plan the way forward, as well as to discuss the efforts made to promote
physical activity by all signatories, we would like to invite you to the
Global Alliance Day on Friday, June 23, 2023 in the Active City
Hamburg.

The Global Alliance Day will take place in conjunction with the Sports,
Medicine and Health Summit (SMHS), which will be held from June 22
to June 24, 2023.

This important meeting will be supported by the International Olympic
Committee, the World Health Organization, the International
Association for Sports Medicine (FIMS) and many other respected
organisations.

The morning will start with a session chaired by the Free and Hanseatic
City of Hamburg on German evolvement's in promoting physical activity
with several ministers and eldermen from the states of Germany and the
German Olympic Sports Confederation (DOSB).

We would be very happy to welcome you not only as a guest, but
optionally also as a speaker. Each signatory will receive an honorary
ticket to the Global Alliance Day and a free registration for the
congress. Travel expenses or hotel costs are on your own means if not
otherwise agreed in written terms.

EURDPEAN INITIATIVE FOR
EXERCISE IN MEDICINE

ExeR.cise
is Médicine

European Initiative for Exercise in Medicine
eV,

Chair: Steinacker; Jirgen Michael; M.D.,
Ph.D., Dr. med., FACSM, FECSS

c/o Ulm University
Leimgrubenweg 14
89075 Ulm
Germany

EIEIM Office

Carolin Knoke
exercise.medicine@uniklinik-ulm.de

Tel. +49 731-500-45322/ +49 731-500-45302

Sports, Medicine and Health Summit Office
Steffi Zierke
szierke@cpo-hanser.de

Chair Hamburg Declaration www.sports-medicine-health-summit.de
DGSP
ne: +49 (01731 -500-45300

Prof. Dr. med Dr. hc, LN
Exefecise
B -
rgen.steinacker@uniklinik-ulm.de

Sport- und Rehabilitationsmedizin =
sekretar: Dr. Nils Schumacher §]-Ji]~ﬁf w DK IK

Universitatsklinikum Ulm
Leimgrubenweg 14 | 82075 Uim

Phone: +49-(0)40-42838-9146 MEDIZIN
Email: nils. schumacherg@uni-hamburg.de

CPO HANSER SERVICE - Hanser & Co GmbH
CPOPJANSER®

SERVICE

Postfach 1221 | 22882 Barsbiitte
Zum Ehrenhain 34 | 22885 Barsbiitte
Phone: +49-(0140-467 08 82-0

Reinbek HRE 1501

LSt-ldMNr. DE135103788

Geschaftsfiihrer:

Dipl.Volksw. Inge Hanser, Hermann Hanser
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Sports, Medicine
and Health Summit

22. - 24. Juni 2023

Congress Center Hamburg (CCH)

Congress President
In preparation for this Global Alliance Day, we will collect data via Prof. Dr. Dr. Claus Reinsberger
questionnaires on the implementation status of efforts made to promote University of Paderborn
physical activity of all signatories from which we will then develop an
overview to discuss with you in Hamburg on June 23, 2023. Ratron

Dr. Peter Tschentscher, First Mayor of the

; ’ F d Hanseatic City of Hamb
Your contact person for the Hamburg Declaration and the Global Alliance ot s o il

Day is Carolin Knoke, office of EIEIM: exercise.medicine@uniklinik-ulm.de Program Committee

The Sports Medicine and Health Summit office contact is Steffi Zierke: Prof. Dr. Mats Borjesson, Gothenburg

szierke@cpo-hanser.de Prof. Dr. Anja Hirschmiller, Freiburg
Prof. Dr. Christine Joisten, Cologne

It would be a great honor to welcome you to Hamburg on Friday, ~ Prof Or Frank Mayer, Potsdam

June 23. 2023 Prof. Dr. Tim Meyer, Saarbricken

Prof. Dr. Yannis Pitsiladis, Brighton

Prof. Dr. Claus Reinsberger, Paderborn
Please let us know if we may schedule you to attend Global Alliance Day Prof. Dr. Kai Rocker, Furtwangen
and if you would like to contribute in a session Prof. Dr. Jurgen Steinacker, Ulm

Prof. Dr. Willem van Mechelen, Amsterdam

Your kind reply would be highly appreciated. ntee

5 Prof. Dr. Norbert Bachl, Vienna
With kind reQards' Prof. Dr. Winfried Banzer, Frankfurt
Barbara Bitzer, Berlin

Prof. Dr. Carsten Bokemeyer, Hamburg
Prof. Dr. Klaus-Michael Braumann, Hamburg
Prof. Dr. Martin Engelhardt, Osnabrick
T Prof. Dr. Karl-Heinz Frosch, Hamburg
§ Prof. Dr. Stephan Geissler, Disseldorf

Senator Andy Grote, Hamburg
Kerstin Holze, Frankfurt
Prof. Dr. Dieter Leyk, Cologne

Prof. Dr. Dr. Jurgen Steinacker Dr. Nils Schumacher Prof. Dr. Sabine Maasen, Hamburg
Chair of the European Initiative Scientific Congress Secretary prof. br. Martin Scherer, Hamburg
for Exercise in Medicine; Sports, Medicine and Health  Prof. Dr. Thomas Tischer, Erlangen
Chair of the Hamburg Summit; Prof. Dr. Gotz Welsch, Hamburg
Declaration; Hamburg University Prof. Dr. Bettina Wollesen

University Hospital Ulm Prof. Dr. Philipp Zimmer, Dortmund
Local Committee

Rando Aust

Dr Bakr Fadl

Prof. Dr. Karsten Hollander
Dr. Johannes Holz

Daniel Knoblich

Dr. Susanne Koene

Dr. lonas Leder

Prof. Dr. Rudiger Reer

Dr. Nils Schumacher

Prof. Dr. Karsten Sydow

Chair Hamburg Declaration: www sports-medicine-health-summit.de CPO HANSER SERVICE - Hanser & Co GmbH
Prof. Dr. med. Dr. h.c. J.M. Steinacker CPOMIANSER"
Sport- und Rehabilitationsmedizin ¥ - = ERVICH
Universitatsklinikum Ulm - : EmM%m Postfach 1221 | 22882 Barsbittel
Leimgrubenweg 14 | 89075 Ulm DGSP s Medicine Zum Ehrenhain 34 | 22885 Barsbiittel
Phone: +49-(0)731-500-45300 Phone: +4% - (40 -67 08 82-0
Email: juergen steinacker@uniklinik-ulm.de

Reinbek HRE 1501

Kongresssekretar: Dr. Nils Schumacher SPOR Ust-1dNr. DE135103788
Phone: +49-(0)40-42838-9146 MEDIZIN i o G aftstiihrer:
Email: nils.schumacherg@uni-hamburg.de DiplVolksw. Inge Hanser, Hermann Hanser
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Mirogabalin for Central Neuropathic Pain After Spinal Cord Injury,
A Randomized, Double-Blind, Placebo-Controlled, Phase 3 Study in Asia
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Mirogabalin for Central Neuropathic Pain After Spinal

Cord Injury

A Randomized, Double-Blind, Placebo-Controlled, Phase 3 Study in Asia

Takahiro Ushida, MD, PhD, Yoichi Katayama, MD, PhD, Yoichi Hiasa, MD, PhD, et al.
Cite as: Nzuroloy@ 2023;100:e1193-e1206. doi:10.1212/WNL.0000000000201709

Study Question
Is mirogabalin effective and safe for the treatment of central
neuropathic pain (CNeP) after spinal cord injury (SCI)?

What Is Known and What This Paper Adds

The currently available pharmacotherapies for CNeP do not
provide adequate pain relief in many cases and are associated
with both systemic and central nervous system-related ad-
verse drug reactions, including dizziness, somnolence, edema,
nausea, and constipation. Therefore, there is an unmet need
for better treatment options. This study provides Class I ev-
idence that in adult patients with CNeP due to traumatic
SCI, mirogabalin, 10 or 15 mg twice daily, effectively improves
weekly average daily pain score (ADPS) at week 14. The
favorable safety results support the use of mirogabalin as a
promising new treatment option for patients with CNeP who
cannot tolerate other pharmacotherapies.

Methods

This was a phase 3, randomized, double-blind, placebo-controlled
trial of mirogabalin for the treatment of CNeP in patients with
SCL The key eligibility criteria were patients aged 20 years or
older with CNeP due to traumatic SCI with a pain score of
240 mm on the Short-form McGill Pain Questionnaire (SF-
MPQ) visual analog scale (VAS) and an ADPS >4 on an 11-point
numerical rating scale. The study was conducted across 120 sites
in Japan, Korea, and Taiwan, and both inpatients and outpatients
were eligible to participate.

Patients were randomly allocated in a 1:1 ratio to receive
mirogabalin or placebo, with stratification factors of baseline
weekly ADPS (<6.0 or 26.0) and region (Japan or not Japan).
The randomization schedule was generated by an independent
biostatistician using an Interactive Response Technology sys-
tem and kept confidential until after database lock. Mirogabalin
was titrated up to a maximurm of 15 mg, twice daily, for a total of
14 weeks.

Each treatment group comprised 150 patients. The primary
efficacy endpoint was the change from baseline in the weekly
ADPS after 14 weeks of treatment, No notable differences be-
tween treatment groups were identified. The secondary efficacy
endpoints were the ADPS responder rate, changes in the

Copyright ® 2023 American Academy of Neurology
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SE-MPQ_and Patient Global Impression of Change (PGIC),
the weekly average daily sleep interference score (ADSIS), and
the Neuropathic Pain Symptom Inventory (NPSI). Treatment-
emergent adverse events (TEAEs) were also monitored.

Results and Study Limitations

Patients

The study enrolled 299 patients in the modified intention-to-
treat analysis set (mean age 58.5 £14.2 years, 14% female,
mean durations of SCI and CNeP due to SCI of 98.9 +114.1
and 91.3 £102.2 months, respectively.)

Efficacy

Patients treated with mirogabalin had a statistically significant
change from baseline in the weekly ADPS at week 14 vs those
treated with placebo (least-squares [LS] mean difference (95%
CI) -0.71 [-1.08, —0.34], p = 0.0001) (Table). The 230% and
250% responder rates for the weekly ADPS at week 14 were
higher in the mirogabalin group than in the placebo group; odds
ratios (95% CI) were 1.91 (1.11-3.27), p = 0.0192, for the >30%
and 2.52 (1.11-5.71), p = 0.0269, for the =50% responder rates.
The mirogabalin group also showed improvements across all
metrics of the SF-MPQ; difference of LS mean (95% CI) vs
placebo from baseline at week 14 in the VAS, =69 (-11.1 to
-2.7),p = 0.0013; sensory score,~1.7 (=2.7 to —0.6), p = 0.0017;
affective score, 0.7 (1.1 to -0.3), p = 0.000S; present pain
intensity, —0.3 (-0.5 to -0.1), p = 0.0016; and total score, 2.4
(3.8 to =1.1), p = 0.0005. The mirogabalin group showed
improvements over placebo in NPSI total score, all § subscores,
and in the ADSIS and PGIC assessments after 14 weeks of
treatment.

Safety

TEAEs occurred in 78.1% of the mirogabalin group and 55.4%
of the placebo group (although no statistical tests regarding
safety data were performed) (Table). Somnolence, dizziness,
peripheral edema, nasopharyngitis, constipation, and weight
gain were more common in patients who received mirogabalin
than in those who received placebo. Most TEAEs were mild.

The main study limitations were the relatively short duration
and that the study was conducted exclusively in Asian patients
with a creatinine clearance of =30 mL/min. Thus, long-term

60



Long- Term Safety and Efficacy of Mirogalin for Central Neuropathic
Pain : A Multinational, Phase 3,52-Week, open-Label Study in Asia

ERATRERENEHRE 24— € 4—F& BLU®—

Pain Ther
https:/fdoi.org/10.1007/540122-023-00513-1

Check for
updates

ORIGINAL RESEARCH

Long-Term Safety and Efficacy of Mirogabalin
for Central Neuropathic Pain: A Multinational, Phase
3, 52-Week, Open-Label Study in Asia

Takahiro Ushida - Yoichi Katayama - Yoichi Hiasa - Makoto Nishihara -

Fumihiro Tajima - Shinsuke Katoh - Hirotaka Tanaka -

Takeshi Maeda - Kazunari Furusawa - Yoshihiro Kakehi -

Kunika Kikumori - Masanori Kuroha

Received: December 21, 2022 / Accepted: April 3, 2023
© The Author(s) 2023

ABSTRACT

Introduction: Central neuropathic pain (CNeP)
is difficult to treat and has diverse etiology,
including spinal cord injury (CNelPSCI),
Parkinson’s disease (CNePPD), and central post-
stroke pain (CPSP). The safety and efficacy of
mirogabalin have been demonstrated in short-
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contains supplementary material available at https://
doi.org/10.1007/s40122-023-00513-1.
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term trials, including patients with CNePSCI.
The objective of our study was to confirm the
safety/efficacy of mirogabalin in patients with
CNePPD and CPSP, and obtain long-term data
for CNePSCI.

Methods: This 52-week, open-label extension
of a previous randomized controlled study was
conducted across Japan, Korea, and Taiwan.
Patients with CNePSCI, CNePPD, or CPSP
received twice daily (BID) 5-10 mg mirogabalin
for a 4-week titration period, after which the
dosage was maintained for 47 weeks at a maxi-
mum of 15 mg BID, followed by a 1-week taper
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CTHRA> b |

/T BEBERIE (intracranial pressure © ICP) & (3, EEMOIKMER, MEME (MRIE),
i (MEEFR) »oMREh2ETHD.

/T ICP BIED&E51E, GCS score=8, CT THMMRE, BEMPHRKEE, INE
HAME 90 mmHg RiBOEMEE RO BIFELETHS.

VT IcP I, EOBEDML, Z0fEh 5 RERE (cerebral perfusion pressure :
CPP) MEZ=4Y %, pressure reactivity index (PRx) DOFHEAAEETH S,

/T ICP MiasEBf#EIE, 15~25mmHg T& Y, 20mmHg 7 5 9Ll LT 284
T EREAEINETH 5.

/T ICP FT#E T3 L, —HEEYICIEMBRRY £ A » 5 BRBEAYICIT S ¥, MROEES
FEIEF ST, BHEBYCHABRIRERZEZRT 5.

Q ICP &IZATTh ?

EEE VD FHEEMANOARIE, MEE, e (BEkm, mik
(MEKR) Mo EN, BEVWAERLENS, SRUECHLTEIE—
FOEZFERLTHET (E>O— - FU—0KE). ZOESEHROE
#ZICP EWWWWET. ICP DIEEEEHEATS~15mmHg T3 A%, HEA
JRZE (FEZEAMAE, RAEERE), MEEAROEKR (EEx ), ME
BRRAROER OKEELRE) KK DTHELET. TDX S ZRiiEE ICP
TUEEVNET. ICP TS 5 &, MEZOARAREZEL (W) =%
FEZEEEMREUETH, cofiEsuies s L, bdhaFROHEM
T, ICPIXAMICERLTLEVH~IILVZTICRD T (E1).

)| ICP AEDBEBIEFATL & 52

GCS score=8, CT LTHHMERE, BRERPREEE, INHEHIMmE

1020 FS - HAFEF vol. 34 no.3 2022
1346-0935/22/ ¥ 100/ H/ICOPY
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Mild traumatic brain injury (mTBI) (ZHWT, SREEEEEIRIET 22T L, BETIESE
EDBREDEEN EOMUREL », RETIHEEZL. LAL, FEHEZPHEEICE>TmTBIO
ERIFELEBOTITEES 3.

EEETIMEE (CSDH) A EREBERIEORENEBTHY, —REICIEREDR, EROHE
ERD5. BRERFOFZELDE I TV LY, BSBAOOEMICEY, BEHOHENPIFRELR
NEREZEL, DTULHERRBIFTHL. CSDH OEHIFHICHVNT, SEMaEN, RugEH,
FERICET T3 FREM I RE h

EESHBIERNAE (CTE) 24/ T 24P, BRREFOBHESTHOATVS. BREFOKRE
L&Y, EREWESLEITEEMNI H 3.

OE R ERAERSE E AHEEGCHTIMRGHME SN D, RIMSEOEHEOER IO T 5 5741,
 BEUNEUF—alhiliTbha s, BEIELBH SN TLEBMOBEIDETE B,

~ Mild traumatic brain injury (mTBI)

fild traumatic brain injury (mTBI, EEESHGHERIAH) 12, American
iation of Rehabilitation Medicine %> World Health Organization & 3%
37, KH Centers for Disease Control and Prevention %* Department of
ans Affairs 25 DEFPMGE ST b, FhAH— Y ERIMETIL,
%&b RS (mild concussion ¥ 7213 subconcussion) % mTBI
FTHIEPFHD, TOLIHIC, mTBUIEWL DL OWFEAIEAEL, B
VB ERIIER I & o TEHRF WL DO THELET S,

TEff b, BEFBIME (Glasgow Coma Scale © GCS 13~15), 30 4

E} <812 44% CTh o7 ", GOSE < S IZHBHMEREREICIRS T, 5 Lancet Neurol 16 : 532-540, 2017

EHENRE LT — 20237
2131-0992/22/¥100/ 11/ ICOPY

1) van der Naalt J, Timmerman ME, de Kon-

NI T2, 24 W IH) L P9 0 Y135 5 B 5% 5200 72 SE NS 5 5 i o ing ME et al : Early predictors of outcome

~ MiFge a LT : : after mild traumatic brain injury (UP-
WF9ECE, 2151 64 HIZ 51 5 T Glasgow Outcome Scale Extended RSN v b vistonsd] et s,
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Mild traumatic brain injury (MTBI: BEEESMEERTES)

R BIVPY, kw EEY, Bl a-DY, HE sy
1) BERFEFHMEEAREREREAREDE, 2) BARREHERMEREE, 3) RSN L @EEEFEL Yy ¥ —

Mild Traumatic Brain Injury

Takeshi Maeda, M.D., Ph.D.”?%¥  Naoki Otani, M.D., Ph.D.”, Yoichi Katayama, M.D., Ph.D.”¥, and
Atsuo Yoshino, M.D., Ph.D.?

1) Department of Neurological Surgery, Nihon University School of Medicine, 2) Department of Anesthesiology. Nihon Uni-
versity Hospital, 3) Center for Brain and Health Sciences, Aomori University

Mild traumatic brain injury (MTBI) was first advocated by the American Association of Rehabilitation
Medicine (ACRM) in 1993 and was defined as an alteration of brain function attributable to external forces
with one or more of the following : loss of consciousness for 0-30 minutes, post-traumatic amnesia for less
than 24 hours, focal neurologic deficits that may or may not be transient, and an alteration of mental state
at the time of the accident, including any confusion, disorientation, or slowed thinking. Per ACRM defini-
tion, MTBI is defined mainly for subjective symptoms and does not consider objective findings, such as
severity and diagnostic imaging. Because of this confusion, the World Health Organization Collaborating
Centre for Neurotrauma Task Force on MTBI proposed its definition based on the review of the literature
in 2004. Their criteria are similar to those proposed by ACRM, except they specify the use of a Glasgow
Coma Scale score of 13-15 at the presentation time to a healthcare professional instead of restricting it to a
score within 30 minutes. Further, a systematic review conducted in 2014 based on this definition reported
frequent incidence of cognitive impairment of MTBI for 2 weeks after injury and consciousness disorder.
However, MTBI-related cognitive deficits were found to recover within a vear after injury, and most of
them were cerebral concussions. A concussion is representative of mild head trauma, and a single concus-
sion does not lead to brain dysfunction, such as permanent cognitive impairment. In Japan, the term
“MTBI"does not exist as a disease name in neurosurgery, nor is it a medical term with a unified definition.
However, MTBI is confused with “mild head injury,” and the term is easily used when claiming damage.
Even if a brain injury is present in “mild head trauma,” mild trauma does not cause organic brain injury.
In this review, we explain the term “MTBI” and focus on associated cognitive dysfunction from our case
studies and literature review.

(Received September 8, 2021 ; accepted October 12, 2021)

Key words : mild traumatic brain injury (MTBI), cognitive dysfunction, concussion
Jpn J Neurosurg (Tokyo) 31 : 146-153, 2022
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First dose-ranging study of remimazolam in Japanese
patients undergoing gastrointestinal endoscopy: Phase Il
investigator-initiated clinical trial

Ryoji Ichijima,’ Hisatomo Ikehara,' { Takeshi Maeda,? Tomomi Sugita,’ Toshiki Horii,
Aya Iwao," Kanako Ogura,’ Chika Kusano,’? Yuko Kondo,? Takahiro Suzuki® and

Takuji Gotoda'

'Division of Gastroenterology and Hepatology, Department of Medicine, *Division of Anesthesiology, Department
of Anesthesiology, Nihon University School of Medicine, Tokyo and Department of Gastroenterology, Internal
Medicine, Kitasato University School of Medicine, Kanagawa, Japan

Objectives: Remimazolam, an ultra-short-acting benzodi-
azepine, has been used for procedural sedation in the United
States. We conducted an investigator-initiated clinical trial to
determine the appropriate dose of remimazolam required for
sedation during gastrointestinal endoscopy in Japanese subjects.

Methods: In this single-center, open-label, uncontrolled,
phase |l trial, a three-stage cohort investigated the appropriate
initial and additional doses of remimazolam required for
gastrointestinal endoscopy. This study was designed with
advice from the Pharmaceuticals and Medical Devices Agency.
The initial and additional doses were 2 mg and 1 mg/dose, 3 mg
and 1 mg/dose, and 5 mg and 2 mg/dose in cohorts 1, 2, and 3,
respectively. Each cohort included 10 cases of upper gastroin-
testinal endoscopy and colonoscopy. The primary end-point was
the success rate of sedation during gastrointestinal endoscopy.

Results: Sedation was successful in all gastrointestinal
endoscopies in cohorts 1 and 2. In cohort 1, sedation was
achieved in five (25.0%) and 10 (50.0%) participants with the
initial dose and total dose {initial dose + additional dose <
the initial dose of the next cohort), respectively, before
endoscopy. In cohort 2, sedation was achieved in 11 (55.0%)
and 18 (90.0%) participants with the initial dose and total
dose, respectively, before endoscopy. No patient in either
cohort lost consciousness or required flumazenil or manual
ventilation.

Conclusion: Initial and additional doses of 3 mg and
1 mgldose of remimazolam, respectively, were shown to be
effective and safe for sedation during gastrointestinal endo-
scopy in Japanese patients.

Key words: colonoscopy, Japan, remimazolam, upper
gastrointestinal endoscopy

INTRODUCTION

HE DEMAND FOR sedation during gastrointestinal

endoscopy has recently been increasing. However, in
Japan very few drugs for sedation during endoscopy are
covered by health insurance, and there is a lack of data on
drug efficacy and safety, while there are no approved doses.
Therefore, the endoscopists in charge of the examination
must administer drugs at their discretion without health

Corresponding: Hisatomo lkehara, Division of Gastroenterology
and Hepatology, Department of Medicine, Nihon University
School of Medicine, 1-6 Kanda-Surugadai, Chiyoda-ku, Tokyo
101-8309, Japan. Email: h.ikehara@gmail.com

This trial was registered at the Japan Registry of Clinical Trials
(JRCT2031200360).

Received 19 March 2022; accepted 24 May 2022.

© 2022 Japan Gastroenterological Endoscopy Society.

insurance, such as benzodiazepines, for gastrointestinal
endoscopy.” Among benzodiazepines, midazolam has a
relatively short half-life of 3—4 h, which is, however,
considered to be long for use for endoscopic examination.
Therefore, patients usually need to wait in the recovery
room for 30-60 min after the examination to ensure
safety.”® Additionally, if sedation is prolonged, an antago-
nist (flumazenil) must be administered.* The half-life of the
antagonist is shorter than that of midazolam; therefore, there
is a risk of resedation.*®

Remimazolam is a novel, ultra-short-acting benzodiazepine
that has a shorter half-life (~40 min) than other benzodi-
azepines, has no active metabolites, and is less likely to affect
renal functions. Moreover, similar to other benzodiazepines,
remimazolam can be antagonized by flumazenil.°

Remimazolam has been approved by the Food and Drug
Administration for procedural sedation in the US. It has also
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