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Estimation of Threshold Dose Using a Change-Point Regression Model
—Application for the Safety Assessment of Amino Acids by Systematic Review-
(EERERETFLEAV-REREEE - XTFIT4 v LEa—I2& 37 S/ BORLMFHE~DEH)
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Fig. 1 An example of hockey stick model.
The model is characterized by a biphasic manner, with regions that are not dose-responsive and regions
that are dose-responsive. Theoretically, threshold dose should be between NOAEL and LOAEL.
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(A)random sequence generation : ElftROERITEY M 2

(B) allocation concealment : BIHEROBRS EEBELIH 2

(C) blinding of participants and personnel | &=, A AE. SEER

(D) blinding of outcome assessment } BERESATLS,?

(E) incomplete outcome data : F+HET 7+ h LAT—Z ~ADORLBILELIH ?
(F) selective reporting: BIRM7 T+ h LHEITHE> TOEND ?

(G) other sources of bias : /3 7 AU R I273Y /5L DIEMISELVH 2

Fig. 2 Assessment of risk of bias for 30 selected human studies: summary of items of bias.
Risk of bias for all trials is presented as percentages of trials with low, high, or unclear risk of bias in
each assessment item.
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Table 1 Results of w-CPRM on each weight.

Weight Xep B AlChin P-value
w1 7531 2.716e-05 -62.31 4.26e-09
Wy 10912 3.196e-05 -52.10 2.06e-08
w3 8754 2.912e-05 -61.77 2.5e-09

INER (wy) EAHER (w3) (XA T RoB #AMiO#E R ZFIH L7228, #ifkidRE < B oT.
wy &S L, ws DEIEEIT L Y {KHED 8754 mg/one-time dose Td > 7273, w3 D F Bwsr LV
bET IV DOUEED RS S T2 (Table 1), BIETRSE O AIC 7’0 v FTH LV BfEREZHE LS
TV R 7 7 7GR & AR LT

L-Arg O BB £ 1T, 763D 55T 12000mg/day (4000mgx3 times) & HEE 4172 (OSL) . L
ML, w ZEAMTELUTHEM L w-CPRM @ AIC 7’12 7 7 A /L7 5 4000 mg/time D FFOD
AIC I, -52.83 T& > 7=. 753 1mg/one-time dose & #EESIVZIRFD AIC 13-62.31 THY, 5 [alHEE
ENT-BEEITIVEDEIZIE SN TWNDHEB BN, 18 H OAX YT T SN D EAHT w
ZRIRLIZAESE, A RIERA LMD 2 SO BEAAFT LT, AIC B3t /haL, ET /DY
TILEVRID STz, 2D, e MR E LT L-Arg £ DB RIS IBIT DI LEE R O BE
21, 7531 mg/one-time dose &I I#rL7=(Kuramochi et al. Amino Acids 2023 (online ahead)).
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Fig. 3 Interpretation of the w-CPRM assessment reflecting the heterogeneity of each study.



