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@I EBRIERNOIMOMRERET HERAN S D & A—H—1FFET D2, #lZ, &b
BEARHEISEVHET, RBECHEENCER T 2 AR E BE ORI L L, BameE %
KETDHEINDIHABIZBNTHMHREERDH S, LIZLIEAY T OIS A
HDOHD KXV FER4T VBT R X, ZOMREEEZERT 5,

@ EJEN O R ERIIEDBRFITE VT, 24 B O CERGEIRENRD SN TND
EINDH, HEERFAMEE CES Th o 7o, BIKREBRE THOBIEE TIX. RAEO
PEOT, 2FEMUL EOMEN TEFTICTRI Lz, TOBEBE O EHBAEELZTH T,
A=A —DFRIZ»D LT BRHOAZNME & 2R ST,

ag Al BRIEOZA T ETNVINA < —BIZBHIE

a7 a2 FRAEREAZEMET S - DI (FEEHIED)

HEEH R2 ATUFUOEEEK-R

2 . o mENE
o . BEEKFR s (HED) *b
Swhk 120~135 L. PRGOS (EEEES. WEHE), 4E 30mg/kg
13:E mg/kghl & BREMBCRAIHME) (0.5mg/kg)
Zuk 20mg/kg REREMING, EBEESEM 10mg/kg
263 ] 40mg/kg BRESEOEE. HTRERCARIEEEDRE (0.17mg/kg)
Zwuk 15mg/kgbl £ {REIENNINGF], BILBEOAKL. BMEEE % 15mg/kg
5238 50mg/kg R MR/ E A R R RIS Y — LB (0.25mg/kg)
13X —_ =8 HALEES. 58k 2/6). 51T 9mg/kg
2638 S - (4.5mg/kg)
EE dmg/kgll b |HRIREOFE ((THEOE T, BiE T E, SRET| 2mg/kgRil
1338 *c EJ@%ER‘EF(DJ:—:&%) (1.5mg/kg =)
EE 2mg/kghl £ | RIREORZE (TEEOET. B TEORIRE 2mg/kgR
5238 *c ELRE) (1.5mg/kg i)
SDHR Tk 25me/kgllt b R KB R OV AR B S B, AR RSP RIS, 12.5mg/kg
23ERS EMPOBRE X (22 AROHDNI=, *d (2mg/kg)
SD&RFwh 7. 8me/ka/h BRBYA B B R ORI E <, #AMEROIC, 3B | 7.8me/ke/hRiE
6 R fE R X FZERE L= M OB A LR, (1.3mg/kg/h 3K )
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*b:HED=human equivalent dose (M@%ﬁﬁf?ﬁ&ﬁ L7k P&, flxid~T A, v b, A4 X7
5, KEH-VOHAEEZZNETN, 12501, 655D 1, 253D 1L LIZENHED TH5DH, b
O E 20mg Z{KE 50kg O ANARATHIE, 04mglkg THY ., T v b 26 EOMEEMEE
(0.17mg/kg) % x T\ 5,
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HDHIEND, AT —FLZEMEERELTND, L2rL, 23 LA, B M THMROEESL
NEZDHIDHZELEERLTWVAS,



1) World Health Organization. International Statistical Classification of Diseases and Related Health
Problems 10th Revision. Geneva: World Health Organization; 1993.
httpsi//books.google.co.jp/books?id=TwbeAtsatiUC&printsec=frontcover&dq=World+Health+Organiza
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2) HAMRR S, BAEREIRREAT A N 4 12010
http://www.neurology-jp.org/guidelinem/nintisyo.html

3) American Psychiatric Association DSM-IV-TR (2000), DSM-5(2013)

DSM-IV-TR (2000):

https://books.google.co.jp/books?id=bZuvBAAAQBAI&pg=PA2&dg=American+Psychiatric+Asso

ciation+DSM-IV-TR&hl=ja&sa=X&ved=0ahUKEwiF3uPQ1 bJAhXn46YKHeGAB-0Q6AEIPTA

F#v=onepage&q=American%20Psychiatric%20Association%20DSM-1V-TR&f=false

DSM-5(2013) http://www.psychiatry.org/psychiatrists/practice/dsm/dsm-5

4) BRER, WRAEICSE DD, L4 E, 2010

http://www.amazon.co.jp/%E8%AA%8D%ET7%IF%A5%E7%97%87%E3%81%AB%E3%81%95%E3%81
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E6%9B%B8-%E6%B5%9C-%E5%85%AD%E9%83%8E/dp/4344981820

5) DF = v Z1IfmDF = v 7 No27, Hite TFBEE L B AZE) . 2007

http://www.npojip.org/contents/book/mag027.html

6) AA—ANTUTIRIRTA RT A L TERFE, EEE - IDRIES MR, ka5
HARTA v (FEMRUETHMIR) , NPOIEAERE YT 2k & —, 20044
http://www.npojip.org/contents/book/book006.html

7) [ b, FRAH6 : ELEHIROTRHE (pp300~307)
http://www.npojip.org/contents/book/book006.html

8) ﬁﬁ%ﬁfﬁ AR T UH T TS FREDERT 5 b DOTIP198943 H

9) TfRUEE] 2 MWRHEEORBE A TIP 1995423/

10) MfEER - ARHICGEAIO KGRIV IH LTIP  19984F6 7

11) A~ F o KRBEEE R QFEAMEE. bHFEEMIZE (SBA) | ciffI3F., d.A
Z B a2—74—2A)  http://www.pmda.go.jp/PmdaSearch/iyakuSearch/

12) Creeley CE, Wozniak DF, Nardi A, Farber NB, Olney JW. Donepezil markedly
potentiates memantine neurotoxicity in the adult rat brain.  Neurobiol Aging. 2008
Feb;29(2):153-67.




13) U.S. Department of Health and Human Services, Food and Drug Administration, Center for Drug
Evaluation and Research (CDER), Guidance for Industry-Estimating the Maximum Safe Starting
Dose in Initial Clinical Trials for Therapeutics in Adult Healthy Volunteers, 2005
http://www.fda.gov/downloads/Drugs/Guidances/fUCMO078932.pdf

14) Creeley C, Wozniak DF, Labruyere J, Taylor GT, Olney JW. Low doses of memantine disrupt
memory in adult rats. J Neurosci. 2006 Apr 12;26(15):3923-32.

15) Stevens Windows to the brain

http://neuro.psychiatryonline.org/doi/abs/10.1176/jnp.23.2.jnp121

16) Frohlich J, Van Horn JD. Reviewing the ketamine model for schizophrenia. J Psychopharmacol.
2014;28(4):287-302.
17) Gaspar PA, Bustamante ML, Silva H, Aboitiz F. Molecular mechanisms underlying

glutamatergic _dysfunction inschizophrenia: therapeutic _implications. J Neurochem. 2009;
111(4):891-900
18) Nakazawa K, Zsiros V, Jiang Z, Nakao K, Kolata S, Zhang S, Belforte JE. GABAergic

interneuron origin of schizophrenia pathophysiology. Neuropharmacology. 2012; 62(3):1574-83.
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DHFEFEEI LOEET VY A~ —BEREREIC xS 2 KW G- O M7 H DN A 20k
DOFEt. HEEZE 2014;51:74-84. https://www.jstage.jst.qo.jp/article/geriatrics/51/1/51 74/ pdf
20) MMSE (Mini-Mental State Examination) : http://www.home-school.ne.jp/brain/mmse-print.pdf

21) SIB (severe impairment battery): http://www.medafile.com/zyweb/SIB.htm

22) ADCS-ADL (Alzheimer's Disease Cooperative Study- Activities of Daily Living Inventory)

http://www.dementia-assessment.com.au/function/adcs-adl scale.pdf

23) Nisbet RM, Polanco JC, Ittner LM, Go6tz J. Tau aggregation and its interplay with amyloid-p.
Acta Neuropathol. 2015;129(2):207-20.

24) Brunton LL et al. Ed, Goodman & Gilman's The Pharmacological Basis of Therapeutics 11th

ed McGraw-Hill, 2006

25) Nerve tissue, nerve cells, neuroglial cells, nerve fibers nerve endings

http:/intranet.tdmu.edu.ua/data/kafedra/internal/histolog/classes stud/en/med/lik/ptn/
1/09%20nerve%20tissue.%20nerve%20cells.%20glial%20cells. %20nerve%20fibers.%20n

erve%20endings..htm
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1) HAS - Commission de la transparence “Reevaluation des medicaments indiques dans le traitement
symptomatique de la maladie d’Alzheimer-Rapport d’evaluation” 14 September 2011, 19 October
2011:72 pages.

2) Prescrire Redaction “Medicaments de la maladie d’Alzheimer: ASMR a la baisse” Rev Prescrire
2008;28 (293): 177.

8) Prescrire Redaction “Maladie d’Alzheimer: traitement medicamenteux” Idees-Forces Prescrire
updated May 2011: 5 pages.

4) Prescrire Redaction “12-5. Patients ayant unemaladie d’Alzheimer” Rev Prescrire 2011; 31 (338
suppl. interactions medicamenteuses).

5) HAS-Commission de la transparence “Avis-Aricept’+ “Avis-Ebixa” + “Avis-Exelon” +’Avis-Reminyl”
14 September 2011, 19 October 2011:3+3+4+4 pages. Translated from Rev Prescrire February 2012; 32
(340): 105
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@ BUEMEDHEERIRE TH 5 LR IME RIEWNIFIEE (granulomatosis with polyangitis: ™
= 7 —RZEIEAE) & PRS2 % 145 4 (microscopic polyangitis) 0 B E (ANCA BE i &
R) xR L Lz 18 2 A Mo B IEE LR TIX UV VR v~ 7+ 27 m A FAIE,
YIuRAT77 IR (CP) + AT vA NHITHEMENL, 7HFATY 2 (AZ) MRS
HIEUERTE L RIF RS IR L. ENa iR LTz,

@) VX I~ T HFHIRER THWEER, 1EUE, 7HFA7Y o BER) 2RI 54
ZIN < FRUSIIERERR L RIRE TH -7,

OLNL, VIYFUvTICLDIREEEZERE L TWVWHREIL, RBEZL ORMENEND D
ZEERHMOoTBLMERDD, T2bL, SLICRHOEMTRITIEIS DL TELT,
WEIZRHEN R TH O | MEFPRIENLEDNE 5 Db RN R TH D,

B ER

1) EMA - CHMP “CHMP extension of indication variation assessment report for
Mabthera. EMEA/ H/C/000165/I1/0079” 21 March 2013: 66 pages.

2) Stone JH et al “Rituximab versus cyclophospha-mide for ANCA-associated vasculitis”
N Engl J Med 2010; 363 (3): 221-232.

3) School of Health and Related Research (ScHARR), The University of Sheffield
“Rituximab in combination with corticosteroids for the treat-ment of anti-neutrophil
cytoplasmic antibody- associated vasculitis” 30 May 2013: 151 pages.

4) Specks U et al “Efficacy of remission-induction regimens for ANCA-associated
vasculitis” N Engl J Med 2013; 369 (5): 417-427 + letters (19): 1864- 1966.

5) The British Society for Rheumatology “BSR guidelines for the management of adults
with ANCA associated vasculitis” April 2013: 65 pages.

6) Guillevin L et al. “Rituximab versus azathio-prine for maintenance in
ANCA-associated vascu-litis” N Eng J Med 2014; 371 (19): 1771-1780.

7) Prescrire Rédaction “20-1-11. Patients sous ritu-ximab” Rev Prescrire 2014; 34 (374
suppl. interac-tions médicamenteuses).

8) “Rituximab”. In: “Martindale The Complete Drug Reference” The Pharmaceutical
Press, Lon-don. www.medicinescomplete.com accessed 8 July 2014: 18 pages.

9) National Institute for Health and Care Excel-lence “Appraisal consultation document.
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Ritux-imab in combination with glucocorticoids for treat-ing anti-neutrophil
cytoplasmic antibody- associated vasculitis” July 2013: 56 pages.

10) “Comparison study of two rituximab regimens in the remission of ANCA associated
vasculitis (Mainritsan 2)”.
https://clinicaltrials.gov/ct2/show/NCT01731561?term=vasculitis+rituximab&rank=6
accessed 25 December 2015: 8 pages.

11) “Rituximab vasculitis maintenance study (Ritazarem)”. http:/clinicaltrials.gov

accessed 1 December 2014: 6 pages.
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1) EMA - CHMP “CHMP extension of indication variation assessment report for
Mabthera. EMEA/H/C/000165/I1/0079” 21 March 2013: 66 pages.

2) Falk RJ et al. “Clinical manifestations and diagnosis of granulomatosis with
polyangiitis (Wegener’s) and microscopic polyangiitis” UpToDate. www. uptodate.com
accessed 30 September 2014: 12 pages.

3) School of Health and Related Research (ScHARR), The University of Sheffield
“Rituximab in combination with corticosteroids for the treatment of anti-neu-trophil
cytoplasmic antibody-associated vasculitis” 30 May 2013: 145 pages.

4) “Granulomatose” + “Granulome”. In: “Garnier Delamare. Dictionnaire illustré des
termes de médecine” Maloine, Paris 2009.

5) The British Society for Rheumatology “BSR guidelines for the management of adults
with ANCA associated vasculitis” April 2013: 65 pages.
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a) ZRIME RVERZFIERE, HptEmE o 2 —
http://www.nanbyou.or.jp/entry/3687

b) BAMERAZEME K. EEEwRE L & —

http://www.nanbyou.or.jp/entry/86

¢) Radic M, Martinovic Kaliterna D, Radic J. Drug-induced vasculitis: a clinical and
pathological review. Neth J Med. 2012 Jan;70(1):12-7.
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THIC X 2 EERAIHEIINAKTSH Y | IBROIERIL, BAKOBIETH D, /INRITFRIC
BEAIZHE D T W, WMLWTHITIE, KoL ERE (E5) Oifa©ET, &Alc
L DM fEE - 2l - ZRTH Y EARTH D, FIRNEFIC X 2 HREIT,. BEOSRE
RSN 5,

THIEDIZ, X7 IR (RGeS ) 7 EIBE OB (D 2 38A1 2669
& BRHPERGPAZE A Z L CHRE LGRS 0, B, #HINICERTH D,
W 2 i3 2 38A] (kA OZhEIEZ U< SERAMRIER OB ARk & E 0N E
LWz, HEZEL 220y,

B ER

1) FOdeE, NREBEOTFH R - BB L $ 729 BACKRIBIZ & 5 XIS T 2 0. BRRGEE.
2013;122:524-30.
https://www.ishiyaku.co.jp/magazines/eiyo/EiyoArticleDetail.aspx?BC=061225&AC=2810

2) RPaEIE. HOER ST AR HUR B RAME R &2 %232 LTC iR ORI T A —/7MEIZ DWW T, [ET
JRYYIE R GYERFZERT http://idsc.nih.go.jp/iasr/28/326/dj3261.html
3) Australian Therapeutic Guidelines: Gastrointestinal.2002: http://www.tg.org.au/

4) WHO. WHO Model List of Essential Medicines. 19th edition (5% A )

http://www.who.int/selection medicines/committees/expert/20/EML 2015 FINAL amended AUG2
015.pdf?ua=1

5) WHO. WHO Model List of Essential Medicines for Children 5th edition (/]»/2FH)
http://www.who.int/medicines/publications/essentialmedicines/EMLc 2015 FINAL amended AU

G2015.pdf?ua=1
6) Lazzerini M. and, Ronfani L. Oral zinc for treating diarrhoea in children. Cochrane Review. 2013.

doi: 10.1002/14651858.CD005436.pub4.
http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD005436.pub4/abstract

7) Brunton L,et al edds. Goodman & Gilman’s The Pharmacological Basis of Therapeutics, 12th ed.
McGraw Hill 2011. 1337-38

8) KiMETH, BT RICLB T A Ly A& & Lz 2B AH], A R45E 2008:112 :
1153 http://jglobal.jst.go.jp/public/20090422/200902262981275515

9) BHIRT H R PREER B AT/ NI EE, /NERHERIR, 1995:48: 653-60.
https://mol.medicalonline.jp/archive/search?jo=aglsnrsd&vo=48&nu=4




10) A REEE 5 . Loperamide (2 XV BREEMEA L R &2 L 1 H A, NEER
J#%:2002;7:1161-4
http://mol.medicalonline.jp/search/result/query/%C0%B0%C4%B2%CC%F4?&v:project=mol&
query=%E6%95%B4%E8%85%B8%E8%96%AC&sortby=year desc&binning-state=binning_ar
ticle%3D%3DY%E3%81%9D%E3%81%AE%E4%BB%96%0Ayear%3D%3D2002%0A &
11) Mk —BR 5. e w7 I R/NRFTHTRL O /N FRIE S 53 2 2 Jii ik i 7] B R EL ik
ABR. /NEBHERIR  1987:40;1553-62.
https://mol.medicalonline.jp/archive/search?jo=aglsnrsd&ye=1987&vo=40&issue=6
12) EiEHR— 5. SO—108 O/NRAME FHYEIC KT 2 WA RBR AR, & K 1992:26 :
5097-101 N
http://mol.medicalonline.jp/search/result/query/%C0%B0%C4%B2%CC%F4?&v:project=mol&q
uery=%E6%95%B4%E8%85%B8%E8%96%AC&sorthy=year_desc&binning-state=year%3D%3
D1992%0A%0Amagazine%3D%3D%E5%9F%BAY%E7%A4%8EY%E3%81%A8%E8%87%A8%
E5%BA%8A%0A&
13) A=A TV TIRIRITA FT A4 U EBR. HLEREBIBRITA R A4 EEED T
At 2 — 1999.
http://www.npojip.org/contents/book/book001.html
14) REESH - ISES, BEOFZ - R BN 2EORIER. F 2. Cixo. 2013
A http://www.jiho.co.jp/shop/list/detail/tabid/272/pdid/45123/Default.aspx
15) {ERER, R XU RUERFIF OB BT, TIP, 1998 ; 1:4-5
16) ENZEEHE SN ERT RSV G 2014
http://www.nihs.go.jp/dig/sireport/weekly12/07140326.pdf
17) MEER, HAKF. FE b0 BHIE-2HBREZ T, BEOF =y 71 3MmD0F = v 7.
2004:(15);17-22.  http://www.npojip.org/contents/book/mag015.html
18) & 1—pk. MOMAEE -BAEICK T 28R E A% ORE, /NERHFK 2008:60:13-23.
https://mol.medicalonline.jp/archive/search?jo=aglsnrsd&vo=61&nu=1

19) Fedorowicz Z. et al. Antiemetics for reducing vomiting related to acute gastroenteritis in children
and adolescents. Cochrane Review. 2011. doi: 10.1002/14651858.CD005506.pub5.
http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD005506.pub5/abstract

20) Freedman SB et al. Gastroenteritis Therapies in Developed Countries: Systematic
Review and Meta-Analysis. PLoS One. 2015:10:¢0128754. 21.Pelc R et al. Pediatric
gastroenteritis in the emergency department.BMC Pediatrics 2014:14:125.

22) ART O, IRBEEREEAIED O AR AL T 2RMEL VLT AT 4 — g
& LTORTICEET 2 Bk, PEFHE.2013: 39:  430-6.
https://www.jstage.jst.go.jp/article/jjphcs/39/7/39_430/ pdf

23) MacGillivray S, Fahey T, McGuire W. Lactose avoidance for young children with acute
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diarrhoea. Cochrane Review. 2013. doi: 10.1002/14651858. CD005433.pub2

http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD005433.pub2/abstract

24) Freedman S.B. et al. Treatment of acute gastroenteritis in children: an overview of systematic
reviews of interventions commonly used in developed countries.. Evid Based Child Health.
2013;8:1123-37.

25) Freedman et al. Impact of emergency department probiotic treatment of pediatric gastroenteritis:
study protocol for the PROGUT (Probiotic Regimen for Qutpatient Gastroenteritis Utility
of Treatment) randomized controlled trial.

Trials 2014; 15:170. doi: 10.1186/1745-6215-15-170

K 3 BEER
%% : CDC.King CK%, MMWR2003 : 52(NoRR16)35 & Of
CDC. Guidelines for the Management of Acute Diarrhea After a Disaster

http://emergency.cdc.gov/disasters/disease/diarrheaguidelines.asp
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time-related bias

PPAR-y
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Web #iEEH8 : BRREIREE/ N1 7 X (time-related bias)

W (20— MIRET BIEFIRIRIIZE T b) . IR L 7= o 7 2 DE(ET 5
L IRERECERIZR B R AT, 2L OGE. T X—RA LRI Lo Clid X
KTV, AU, BB OBREIREICRET 2 —FEORSE AL T ATH D, TV
A v LFRNTIFIZ, IRERIRREZHUNTAT 5 2 &2 X - CTHIBER[RE/2 XA T A TH 5,

1. A R FEERE /N 7 X (immortal time bias)
PEFICIZ BT A A X MR (immortal time) &iX. T (HAWVIIREICEIT A
TR LARSR) BESWEIBOZ L 20D,

X 1: SREMEIZESITLEMEEE/ N4 7R (immortal B/ N4 7R Ed1EE/NA T R) -
BRI 12 AOBEIRE LEBERAARERREZEELT

SLEMIBRR 10£E B B
Jk— bk -t ER-REREROFH immortal | N'{FA | immortal  A'{TA
A time bias %L |time bias | 7L
{8 .ANo x T T =
1 2 3 4 B 6 7 8 9 10 |85 pm B o |(EFR| B
1 [ 8l o2 6]w[olz2]8
2 8| 01| 7]10]0][1]8
3 | | 8]0 [1]7]1w[o 18
[ 6] 04 2]8]D]4]2
5 | 8] 0| 1] 75518
B \ 8| 03] 5|35 35
7 0] 8 o] e|i0]o]1]8
8 0| 8 0o 8|lo|8 0|8
9 o/ sjof[sfJoJio[o]to
10 0] 8 0] 8|o|10]0]10
1 0 5[0 5]|]0]|5] 0|5
12 o 8 (o] slolio/c]10
2 N7 7F A% 2EE) EASS & 7= T SEA-F[[46 | 45 12| 79 [ 54| 53 | 13 | 94
b FoPATIL R OHM: FXEFEBEL DA —AETEAYBEERE BErsAml 2 | 2 2 [Balis 2 | 3
c immortalZs (4 AU RAVESLL) B 72 2A2E B G ET BEE (W A-4F)|43] 44 [16.7] 25|37 57 |154] 32
d SERLBMEFIZIXT TR, 10EBMTEHIMERBIES FyXt) 0.98 7.70 0.64 5.52
e FHORRLFHLELOE 1 EEF LA &Y DR
BEREA AL ZESh =B

B A P —FA TiL, immortal time bias (FEA X2 M SA T R) BNEC WK D ITiE
Iz, EEK 1%, (KIZ immortal time bias 234 U AT 03 7 S i-854 248
ELI-ETNLTHD,

EERTE, ¢ ||| ORI Efl a~e k. d L oRmm oeEl 1
immortal time (#-1 X MFR) IS T 5, 727 M AT SN D £ TOMM (721,
AP —PFETIT, 727 FANTERG SH, 2 BIRAS SN HETE TOM), SEF 4~7
I2BEWVWTT 7 FARHWLENLD DL, ZOMMFICA N b (B A) BDRIELZR)-o
7l Th D,

fEl 8, 11: DX ST, 77 FABRG ENRNHFHIZ, bLbA b (BB A)
WRAETIIE, TO%T 7 hAFHAWLND Z Lidn, HICHWSRZELTH, 0
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