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REEFRIER N >1.2 x ULN, TG RFEW®, THIE
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BEXE T W0 RIS, € 5 — 1 AE Zr Bbn i,
SEASAFIERE | WER Y R AT, R
REZIRF LA, FERERE b, SR AR
ISR B b bR, B LA T e S MEIEA,, X AE



Hh | &N

- 566 - T E 25 56 K44 (Chin J New Drugs Clin Rem ) , 2024 4E 8 [, 4543 % 45 8 11}

FEBE A A e RS (183 24 T 000 S P 4 ) i 1, %of
TH 2 FIH R B EE, A () FETARN AE
bR e, EAE#E S B CTCAE, DAIDS, CP I %5ix
e, 5 A b E R A2 R R E B T B R 56 2256
ZEAITA . THEJRHIER, MERFERRZ AL, W
FA L FARE B S48 IE

REERERRZE (HHERIFRSF) HEHE (LH
KEMERLERE ), B ( DT HEITK A LR ),
P ( LTI O ERE ), L B (LR E
SRR E S B ), 42 R ( L2 SR IR A G ),
B (EHRERETLER), 257 (K%
BRI ERE), B 8 (HIT KA 2R GEMHE S KR ),
R ( RETTIRIC K O BERE ), TR (5 H KA
BB ), Wi (2 B RFMEERLER ), & B
( BT BERE ), JoME% (i E 2y R2EHE
BEJEEERE ), K ¥ (B R RFEMERILERE ), REH
( g B2y R B B EE B )

g (e RB505) & METRRIL RLT.
Xty X wy R T 4R B (RIETIRIL X L BERE )

[ &7 30k |

[1] SUNTHARALINGAM G, PERRY MR, WARD S, et al. Cytokine
storm in a phase 1 trial of the anti-CD28 monoclonal antibody
TGN1412 [ J ] . N Engl J Med, 2006, 355 (10) : 1018 -1028.

[2] European Medicines Agency. Guideline on strategies to identify
and mitigate risks for first-in-human and early clinical trials with
investigational medicinal products [ EB/OL ] . (2017-07-20)
[2023-10-08 ] . https://www.ema.europa.eu/en/documents/
scientific-guideline/draft-guideline-strategies-identify-mitigate-
risks-first-human-early-clinical-trials-investigational _en.pdf.

[3] R R RIBRACRIT T B2 76T ORI B PR X
R SR 1 SR (—) [J ] BifgBe2y 2022, 43 (13)
63-65. WU YJ. Guideline on strategies to identify and mitigate
risks for first-in-human and early clinical trials with investigational
medicinal products ( 1) J |. Shanghai Med Pharm J, 2022, 43( 13 ):
63-65.

(4] BRUNZY SIS AR i 22 bigy , SR . U RIREAR
WFFE B 2570 U MR e AT v XS ) S A 5
SR (=) [J] . E#EEEZY , 2022,43 (15) : 35-36. European
Medicines Agency Committee for Medicinal Products for Human
Use, WU YJ. Guideline on strategies to identify and mitigate risks
for first-in-human and early clinical trials with investigational
medicinal products (2 ) J |. Shanghai Med Pharm J, 2022, 43( 15 ):
35-36.

(5] BRUNZGSE IR AT 247 & Doy, S5E . SUIHIFEAT
FFE B 2570 1 U MR S DA 16 v XU ) SR i 5
JE (=) [J] . F¥#EEEZY, 2022,43 (17) : 53-57. European

https://www.cnki.net

Medicines Agency Committee for Medicinal Products for Human
Use, WU Y. Guideline on strategies to identify and mitigate risks
for first-in-human and early clinical trials with investigational
medicinal products (3) [ J ] . Shanghai Med Pharm J, 2022, 43
(17) :53-57.

[6] CHEN C, LOU N, ZHENG X, et al. Trends of phase I clinical
trials of new drugs in mainland China over the past 10 years
(2011-2020) [ J ] . Front Med, 2021, 8 : 777698.

[7] U.S. Department of Health and Human Services. Common
terminology criteria for adverse events ( CTCAE ) v5.0 [ EB/OL | .
(2017-11-27)[2023-10-08 | . https://ctep.cancer.gov/proto
coldevelopment/electronic_applications/docs/ctecae_v5_quick_
reference_5x7.pdf.

[8] DAIDS. Division of AIDS ( DAIDS ) table for grading the severity of
adult and pediatric adverse events (corrected version 2.1) [ EB/
OL].(2017-07)[ 2023 -10-08 ] . https://rsc.niaid.nih.gov/
sites/default/files/daidsgradingcorrectedv21.pdf.

[9] SIBILLE M, PATAT A, CAPLAIN H, et al. A safety grading scale
to support dose escalation and define stopping rules for healthy
subject first-entry-into-man studies: some points to consider from
the French Club Phase I working group [ J | . Br J Clin Pharmacol,
2010,70 (5) : 736-748.

[10] R ME RS, A N RN F K TR b
25 25 Wil PR X 55 0 A MMLYE [ EB/OL | . (2020-04-
23)[2023-10-08 ] . https://www.gov.cn/gongbao/content/2020/
content_5525106.htm.

(1] BT, 8 B, HoRfE . 1 i R e 52 104 ) ik
SRR A ——k [ LR R AR WA [0 ] .
25 5IREJE | 2018, 37 (3) : 143-147. YANG GY, QIAN W,
XITAO DW. Dose escalation and stopping rules for healthy subjects
in phase | clinical trials, an introduction of points from French Club
Phase I working group [ J ] . Chin J New Drugs Clin Rem, 2018, 37
(3) :143-147.

[12] J5oper, Pl a2 (M9 iz, deat : AR TR
#1 ., 2018. WAN XH, LU XF. Diagnostics [ M ] . 9th ed. Beijing:
People’s Medical Publishing House, 2018.

[ 13] GENEVAII, CUZZO B, FAZILI T, et al. Normal body temperature:
a systemalic review [17. Open Forum Infect Dis, 2019, 6 (4):
ofz032.

[14] BB, fHokdd, £ R, AREE [M] 9. Jbat - AR
PA R 2018, GE JB, XU YJ, WANG C. Internal medicine
[ M ] . 9th ed. Beijing: People’s Medical Publishing House, 2018.

[15] International Council for Harmonisation of technical requirements
for registration of pharmaceuticals for human use. The clinical
evaluation of QT/QTe interval prolongation and proarrhythmic
potential for nonantiarrhythmic drugs [ EB/OL | . (2005-05-12)
[ 2023-10-08 ] . https:/database.ich.org/sites/default/files/E14_
Guideline.pdf.

[16] FEBRAFIZG GO PR 2x, RS2 i W R 24



B 25 Sl R

AZ%E (Chin J New Drugs Clin Rem ) , 2024 E8H, a3l ey

567 -

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

Hh | &N

FIEHLL . B4, ARGLO AR T 2GWIE QT/QTe [AIYIFE 1< A i
TE SO0 H R HAE T I RPN [ EB/OL ] . (2005-05-12)
[ 2023-10-08 | . https://www.cde.org.cn/ichWeb/guidelch/downlo
adAtt/2/63cfef364fefd0aa4bh852359d125¢c2f.

SIBILLE M, DEIGAT N, DURIEU I , et al. Laboratory data in
healthy volunteers: reference values, reference changes, screening

and laboratory adverse event limits in phase I clinical trials [ J ] .

Eur J Clin Pharmacol, 1999, 55 (1) : 13-109.
gk Bk, FUETE I PRI T SR (AT O R A TR
% [T EIRIR 2y %A, 2017, 33 (17) = 1615-1617.

ZHANG , SHAN AL. Some opinion of dose the abnormal value
have clinical significance in the clinical trial [ J ] . Chin J Clin
Pharmacol, 2017, 33 (17) : 1615-1617.

KING D, ARMSTRONG MJ. Overview of Gilbert’s syndrome [ J | .
Drug Ther Bull, 2019, 57 (2) :27-31.

EOCR B, A, 45 . 54794 I HECE LI B IRLT K
SR ATRHERTSE [J] . KB R SR IR, 2010, 7 (22) -
2457-2458. CAO W], SHAO MX, WANG ZJ, et al. Study of serum
TBIL concentration in the population of China [ J ] . Lab Med Clin,
2010,7 (22) :2457-2458.

S B URABEE L SROCH:  AF L (AR BN A RN
LAESHIXE B [T] . AP, 2020, 35 (8) : 749-
752. WU Q, SHEN JF, WU WH, et al. Establishment of reference
intervals of total bilirubin and direct bilirubin by indirect method
[J].Lab Med, 2020, 35 (8) : 749-752.

KASHANI K, ROSNER MH, OSTERMANN M. Creatinine: from
physiology to clinical application [ J | . Eur J Intern Med, 2020, 72:
9-14.

KASHANI K, ROSNER MH, OSTERMANN M. Corrigendum to
‘Creatinine: from physiology to clinical application’ [ European
Journal of Internal Medicine 72C (2020)9-14 ][ J] . Eur J
Intern Med, 2023, 116: 168 —169.

ZHANG M, ZHU X, WU ], et al. Prevalence of hyperuricemia
among Chinese adults: findings from two nationally representative
cross-sectional surveys in 2015 - 16 and 201819 [ ] |
Immunol, 2022, 12: 791983.

o ] B T 2 A R G 532 v PR R MILAE A DG 5
BT LR LR . P S BRI AT A SCHIRILT T 22
FH 380 (2023 40 ) [J ] P ESTNARRRR, 2023,
43 (6) : 461-480. Critical Metabolism Branch of China National

. Front

Health Association, Multi-disciplinary Expert Group on Diagnosis

and Treatment of Hyperuricemia and Related Diseases. China

https://www.cnki.net

[26]

[27]

[28]

[29]

[30]

[31]

[33]

multi-disciplinary expert consensus on diagnosis and treatment of
hyperuricemia and related diseases (2023 edition ) [ J ] . Chin J
Pract Intern Med, 2023,43 (6) : 461 -480.

e I R AR I PR A BE 224 B R AR . et =
B MUAE N R B 2R ] ()] L v EPEFR SR . 2023,
38 (6) : 621-633. The Task Force for Multidisciplinary Expert
Consensus on the Clinical Management of Hypertriglyceridemia.
Multidisciplinary expert consensus on the clinical management of
hypertriglyceridemia [ J ] . Chin Circ J, 2023,38 (6) : 621 -633.
T L I R BTG e KR D1 ey . hIEIILIRE
M (202348 ) [J] . PIEEIRAGK , 2023, 38 (3) : 237-271.
Joint Committee on the Chinese Guidelines for Lipid Management.
Chinese guidelines for lipid management (2023 ) [ J ] . Chin Circ J,
2023,38 (3) :237-271.

MR EPOR, B ¥ BT AR B PRS0 KU U
AR ) SREms 1) — e % & [0 ] . AT 252435, 2020, 29
(18) : 2060-2065. DAI XD, WANG QL, SUN T. The general

considerations about strategies to identify and mitigate risks for

early clinical trials of investigational new drugs [ J ] . Chin J New
Drugs, 2020,29 (18 ) : 2060-2065.
) ¢ 245 M B A R 24 i AT P L I IR IR P i 25 )

P T A543 U Ak FR KT 45 S W [ EB/OL ] . (2023~
07-07)[2023-10-08 ] . https://www.cde.org.cn/main/news/
viewInfoCommon/c52487dac83ed5d20{e282d76¢74e02d.

de BRUYNE M. The electrocardiogram in the elderly: diagnostic
and prognostic studies [ D | . Erasmus MC: Erasmus University
Rotterdam, 1997.

O’SULLIVAN C, DUGGAN J, ATKINS N, et al. Twenty-four-hour
ambulatory blood pressure in community-dwelling elderly men and
women, aged 60— 102 years [ ] ] . J Hypertens, 2003, 21 (9) :
1641-1647.

A g, TG TR X 65 0 LA AR A A
LR [T i EARHES: 2012, 15 (21) : 2448-2449.
ZHU Q, HAN PF. Results of physical examination of over-65-year-
old elderly in a community of Shanghai [ J | . Chin Gen Pract,
2012, 15 (21 ) :2448-2449.

JURAB RS IR R 2 T - 7 AR IR (2020
AERR) [J] . A H 2, 2020, 30 (11) : 731-740. Guangdong
Pharmaceutical Association. Consensus of expert on safety

evaluation of drug clinical trial in Guangdong ( version 2020 ) [ J | .
Pharm Today, 2020, 30 (11) :731-740.



