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h7x140DER (2) B ok BELC g&-

 LDso (F#1E3E=: OECD SIDS)
5w hEO 200-400 mg/kg 1A E
XA 185 mg/kg (hE

e 11g/E (3—E—183%F) TLDsol ZHH 2
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7T )2 ORBROERE
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7T ) ONAREKEE T DG (777
SUREN) CHELT. 7T /SO

BE=HEL. HiEzHESED,
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- IDIREOENE
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BEmt HITAVRE M 75 A
O—b— 60 mg/100 mL O—E—¥R10 g, #5150 mL
AV AR RO—E— 57 mg/100mL AVARBba—E—2 g, #5140 mL
E5E 160 mg/100 mL #10g. 60°C60 mL, 2.5%
FLAR 30 mg/100 mL X5 g, #i% 360 mL, 1.5~4%
HFAER 20 mg/100 mL Z10g. 90°C430 mL, 1%
FE39] 08-S 20 mg/100 mL #15g. 90°C 650 mL, 0.5%
H—Aa E 20 mg/100 mL Z15g. 90°C 650 mL, 0.5%
HARF 10 mg/100 mL Z£15g. 90°C 650 mL, 0.5%
BT AU 200 mg/%E
IRSUPALLEEE 93~200 mg/1[=] Ak A
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BRICERERZDLWVA7I1s0BRENVER (1)
tH SRR EHEE (WHO)

o NITxAIE FIE.I—Eb—  FEEFHK, FaaL—k,a—
S+ . IFO—KYHEEIZEFNTT A, O—t—IIE
WAV ERORL—BRHNGERERO—DTHS

e WFIRAII. BEROMBENSDHAITA DI TSI RGEEK)
MNELGELG D=0, D740 OBEERILBIR DB EE
Es HERODIEARE, BE. FIXELEET Sa]5EEM

ZINTLVS

. DHITTAAEREH 300 mgZiB A2 AIFIEIZx LTI,

MERPHERDBAE)RVZRBT H=-6H(Z. 1FIRF (IS
7:!:4/?5@5’5’%'] BRI AHLITFEMFELTLD

WHO Restricting caffeine intake during pregnancy
http://www.who.int/elena/titles/caffeine-pregnancy/en/
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BEICEEZEEOLEVWVA7IOBERECEHER (2)

BREOTVLRXKIERE

b b 300 mg/H T R R EEHES (WHO)
200 mg/ H B B = £ #EES (EFSA)
300 mg/H Al REY
I DL 200 mg/H *1 K B R Z =8R8 (EFSA)
BELGFHEREUOFTLE |3 mg/kelhE/H FE B fa T £ 1R (EFSA)
F i (4~65%) 45 mg/ H hT 3 REA
FHE (7T~95%) 62.5 mg/ B
FHE(10~125%) 85 mg/ B
13U EDELVE |25 mg/kglAE/H
LA 400 mg/ H B B 5= =R (EFSA)
(3 mg/kgfhE/—[@E *2)
400 mg/ B hFHEFRES

* 1 FLIRICRR D A DIFE LR
*2 : —[EIGEZDERER3 mg/kghELT (Bl : KE70 kgDRk AT, #1200 mgiAF) THNERESEDORR(EECRL
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Table 2. Coffee Consumption and Total Mortality in the Multiethnic Cohort, 1993-2012

Coffee Consumption Participants, n Deaths, n Adjusted Hazard Ratio (95% ClI)
Model 1* Model 21 Model 3%

Total
None 30 082 = 1.00 (reference)
1-3 cups/mo 13 370 : NE— t NE— % ﬁk i} ==3 1.00 (0.95-1.05)
1-6 cups/wk 24 637 —— 0.97 (0.93-1.01)
1 cup/d 57 488 0.88 (0.85-0.91)
2-3 cups/d 47 282 §E t t O) Fﬁ ‘E _ 0.82 (0.79-0.86)
>4 cups/d 12 996 * ] 0.82 (0.78-0.87)
P for trend - L <0.001
Increase per cup - 0.95 (0.94-0.96)

BH2~3MLL LT

Caffeinated§
None 30082 N 1.00 (reference)
1-3 cups/mo 6721 ol o ‘ 1.05(0.98-1.13)
1-6 cups/wk 11722 & N 1.00 (0.94-1.06)
1 cup/d 37 155 0.86 (0.83-0.90)
2-3 cups/d 28 245 7900 0.98 (0.95-1.01) 0.80(0.77-0.82) 0.79 (0.76-0.83)
24 cups/d 7769 2193 1.15(1.10-1.21) 0.78(0.74-0.82) 0.79 (0.73-0.85)
P for trend - - 0.075 <0.001 <0.001

1 N1 /11 NN 1 NN

nolmon n 94) 0.93 (0.91-0.94)

Increase per cup

Increase per cup

1.04 (1.02-1.06)

0.97 (0.95-0.99)

—\®
Decaffeinated|| jj 7 : t z % E Y \jJ
None I } nce) 1.00 (reference)
1-3 cups/mo R . e e - 1.01) 0.95(0.87-1.05)
1-6 cups/wk 3979 1506 1 01 (0 96 1.07) 0.98(0.93-1.04) 1.00(0.91-1.10)
1 cup/d 8345 3502 1.04 (1.00-1.08) 0.97 (0.93-1.01) 0.98 (0.92-1.05)
2-3 cups/d 311 1177 1.06 (0.99-1.12) 0.90 (0.85-0.96) 0.85 (0.75-0.95)
24 cups/d 485 202 1.31(1.14-1.50) 0.94(0.82-1.08) 0.84(0.63-1.13)
P for trend - - <0.001 0.002 0.008

0.96 (0.92-0.99)

* Adjusted for age at cohort entry, sex, and ethnicity

t The following variables were also included to control for the effects of smoking: smoking status; average number of cigarettes; squared average

number of cigarettes; number of years smoking (time-dependent); number of years since quitting (time-dependent); and interactions between

ethnicity and smoking status, average number of cigarettes, squared average number of cigarettes, and number of years smoking.

t Further adjusted for body mass index, education, physical activity, alcohol consumption, total energy intake, energy from fat, and preexisting

illness.

§ Excludes decaffeinated coffee drinkers. .

” Excludes caffeinated coﬁee drinkers. Park, S- Y- et al- (201 7) Ann Intern Med 167- 228_235-
A%, RAAA X R

7 B Food Safety Commission of Japan
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d—b—%8r

sEE@IT (1993-2012)

d—kt— 95% HE D 95% 95%

EE @$i1—kb— (EEXE |d—kt— E@EXEA |(THA7zx EERE
fRE 7w 1.00 (1K) 1.00 (ZMKifi) 1.00 (i)
1-3 #/ H 1.00 (0.95-1.05) 1.05 (0.98-1.13) 0.95 (0.87-1.05)
1-6 /38 0.97 (0.93-1.01) 1.00 (0.94-1.06) 1.00 (0.91-1.10)
1 ¥/H 0.88 (0.85-0.91) 0.86 (0.83-0.90) 0.98 (0.92-1.05)
2-3 M/H 0.82 (0.79-0.86) 0.79 (0.76-0.83) 0.85 (0.75-0.95)
>4 F/H 0.82 (0.78-0.87) 0.79 (0.73-0.85) 0.84 (0.63-1.13)
fgi DA E <0.001 <0.001 0.008

Ba—t— GAEDA 724 VAN ETAT72) ZRRELOIRCHAX
T 1 H— LR NI COMEE (HRN—F LT F) KT,
TH 72 TH 1 Ho~=ZWP ECRIEDH,

Park, S. Y. et al. (2017) Ann Intern Med 167: 228-235.

38



dlnl

B =it B%E. 7LV N —I&.
SERRIDFETHEREMHR) v o)y P RHAREEREL

Table 4. Coffee Consumption and Cause-Specific Mortality in the Multiethnic Cohort, 1993-2012*

Coffee Heart Disease Cancer Chronic Lower Stroke Accident
Consumption Respiratory Disease
Deaths, HR(95%Cl) Deaths, HR(95% Cl) Deaths, HR(95% Cl) Deaths, HR(95% Cl) Deaths, HR(95%Cl)
n n n n n
None 2654 1.00 (reference) 2732 1.00 {reference) 372 1.00 (reference) 698 1.00 (reference) 69 1.00 (reference)
1-3 cups/mo 1210 0.97(0.88-1.07) 1239 1.03(0.94-1.14) 153 0.96(0.72-1.30) 299 0.94(0.78-1.14) 32 1.18(0.63-2.22)
1-6 cups/wk 2257 0.97(0.89-1.05) 2335 0.99 (0.91-1.07) 294 0.77 (0.60-0.99) 569 0.96(0.82-1.12) 53 1.03(0.61-1.75)
1 cup/d 5301 0.84(0.79-0.90) 6088 0.97 (0.91-1.03) 791 0.73(0.59-0.89) 1409 0.88(0.77-1.00) 98 0.68 (0.43-1.08)
2-3 cups/d 3457 0.79(0.73-0.85) 4567 0.92 (0.86-0.98) 635 0.68(0.55-0.84) 808 0.73(0.63-0.84) 95 0.81(0.50-1.32)
=4 cups/d 964 0.75(0.68-0.84) 1390 0.97 (0.87-1.06) 238 0.79(0.59-1.06) 200 0.72 (0.57-0.91) 19 0.73(0.33-1.61)
P for trend - <(0.001 - 0.023 - 0.015 - <0.001 - 0.24
Increase per - 0.94(0.92-0.95) - 0.98 (0.97-1.00) - 0.95(0.90-1.00) - 0.91 (0.88-0.95) - 0.91(0.80-1.04)
cup
Alzheimer Disease Diabetes Mellitus Influenza and Kidney Disease Intentional Self-Harm
Pneumonia
None 248 1.00 (reference) 386 1.00 (reference) 261 1.00 (reference) 186 1.00 (reference) 30 1.00 (reference)
1-3 cups/mo 117 1.01(0.72-1.41) 183 1.05(0.83-1.34) 106 0.95(0.70-1.29) 80 0.75(0.52-1.08) 15 1.06(0.41-2.76)
1-6 cups/wk 173 0.92(0.69-1.24) 322 1.00(0.82-1.22) 231 1.12(0.86-1.45) 160 0.83(0.61-1.12) 24 0.73(0.29-1.88)
1 cup/d 467 0.90(0.71-1.14) 704 0.85(0.72-1.00) 620 1.03(0.84-1.28) 289 0.60 (0.46-0.78) 64 0.91(0.45-1.86)
2-3 cups/d 332 1.16(0.90-1.49) 473 0.77 (0.64-0.93) 361 0.90(0.71-1.14) 214 0.59(0.45-0.79) 59 1.17(0.57-2.42)
=4 cups/d &7 1.33(0.86-2.04) 135 0.86(0.65-1.14) 94 1.02(0.72-1.45) 46 0.42 (0.26-0.67) 10 0.53(0.16-1.82)
P for trend - 0.066 - 0.009 - 0.38 - <0.001 - 0.86
Increase per - 1.07 (1.00-1.15) - 0.94 (0.90-0.99) - 0.98(0.93-1.04) - 0.84(0.77-0.91) - 0.97 (0.80-1.17)
cup

HR = hazard ratio.

* The following variables were included to control for the effects of smoking: smoking status; average number of cigarettes; squared average
number of cigarettes; number of years smoking (time-dependent); number of years since quitting (time-dependent); and interactions between
ethnicity and smoking status, average number of cigarettes, squared average number of cigarettes, and number of years smoking. The models were
also adjusted for age at cohort entry, sex, ethnicity, body mass index, education, physical activity, alcohol consumption, total energy intake, energy

from fat, and preexisting illness.
Park, S. Y. et al. (2017) Ann Intern Med 167: 228-235.
M ERRLEES

7 B Food Safety Commission of Japan
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dA—kE—ZBROCE &EARIT (1993-2012)

J—k— 21 TR
BEE URY AT Hh UERE MESES FiX
ERL 100 (BHHH) 1.00 (SR 1.00 (ZMif) 1.00 (ZIif) 1.00 (ZIfif)
1-3 ¥/ H 0.97 (0.88-1.07) | 1.03 (0.94-1.14) 0.96 (0.72-1.30) |  0.94 (0.78-1.14) | 1.18 (0.63-2.22)
1-6 F/5H 0.97 (0.88-1.05) | 0.99 (0.91-1.07) 0.77 (0.60-0.99) |  0.96 (0.82-1.12) | 1.03 (0.61-1.75)
1 #/H 0.84 (0.79-0.90) | 0.97 (0.91-1.03) 0.73 (0.59-0.89) |  0.88 (0.77-1.00) | 0.68 (0.43-1.08)
2-3 #/H 0.79 (0.73-0.85) | 0.92 (0.86-0.98) 0.68 (0.55-0.84) |  0.73 (0.63-0.84) | 0.81 (0.50-1.32)
>4 /1 0.75 (0.68-0.84) | 0.97 (0.87-1.06) 0.79 (0.59-1.06) |  0.72 (0.57-0.91) | 0.73 (0.33-1.61)
RO EE  <0.001 0.023 0.015 <0.001 0.24
J—k—  FILYN 17T
BHE 1~N¥—9® HEER % 2 - Biligt & higiim =E73
fRE 0 1.00 (=I&iH) 1.00 (Z=HKififi) 1.00 (=) 1.00 (=) 1.00 (=)
1-3 ¥/ A 1.01 (0.72-1.41) | 1.05 (0.83-1.34) 0.95 (0.70-1.29) |  0.75 (0.52-1.08) | 1.06 (0.41-2.76)
1-6 /3 0.92 (0.69-1.24) | 1.00 (0.82-1.22) 1.12 (0.86-1.45) |  0.83 (0.61-1.12) | 0.73 (0.29-1.88)
1 #/H 0.90 (0.71-1.14) | 0.85 (0.72-1.00) 0.73 (0.59-0.89) |  0.60 (0.46-0.78) | 0.91 (0.45-1.86)
2-3 #/H 1.16 (0.90-1.49) | 0.77 (0.64-0.93) 0.90 (0.84-1.28) |  0.59 (0.45-0.79) | 1.17 (0.57-2.42)
>4 /[ 1.33 (0.86-2.04) | 0.86 (0.65-1.14) 1.02 (0.72-1.45) |  0.42 (0.26-0.67) | 0.53 (0.16-1.82)
WROAEEE  0.066 0.009 0.38 <0.001 0.86

TIVINA =W, £V 7IVLZ VY -
Migs. S, Atz —e—DfikiH &
Bz L

Park, S. Y. et al. (2017) Ann Intern Med 167: 228-235.
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THE MAXIM OF PARACELSUS
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“‘All substances are poisons:
there is none which is not poison.
The dose differentiates a poison
from a remedy.”

Paracelsus

ENENEIZERD D,

S ERRLERS
7 B Food Safety Commission of Japan

42



BAATUELERIVAB S LA AFRE

‘ mrsggsn  NARE
:?_) 3 Active treatment _ fw 1/|5 %1 = _IJ L )
§ § 4 1__|- H_ n_t%ﬁ
8E RCT
< 8 e Placebo
=
o A SER ]
E BEREEH
= 1-
3
0 12 26 3 48 60 72

Months after Randomization

Figure 1. Kaplan—Meier Curves of the Cumulative Incidence of
Lung Cancer among Participants Receiving Active Treatment
and Those Receiving Placebo.

Data are shown only through 52 years of follow-up because of
the small numbers of participants beyond that time.
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