- 1120 - Hasgaatz Drug Evaluation Research FE40EFEH] 2019F6 8

[ %2HF40 ]
MAZGEMNKAFRFBEESLSHFTHXENRERREAHEFMR

PR, REHY, OB MR, BIER, GREH, B R, EEA, sk
1. WL B R B 2 P B 78 Aoty , WPV BTN 310053
2. R KRR S MR A RA R, 2 &8 230088

5 E: B NS ERE SRV A 2 A S, R IR GO RE UBABEAT B R 4 2 E e
PO IR RG %A AT AT, ik EEAAEERRINE BG40 X S, 32 Rikread
HEEWERD, N4, B ARG, Ve AR DY SEALE IR TR T (BRI D) K. WAEAL, 2R RG AT
ZW, BXim GRS T mL QA A, UM EHE R EEN (EAREEED 0.5mL (1AM AFEM1ImL 2 A
U ME, FRATAGZI 1, FEAZG A B BRI FE R R 1] 5 103 PR I 5 5 R UG TE 3R s 22 4 24 3 2R 06 B dis
MR AR B IR G 3R 24, D RIBN ARG RELZE 0~24 h I O, RIBEEM S E, IR IRE
YU 0~2. 5~6. 23~24 hiFf [ B IR A8 CREROR B FER A Do 48 5R BRI 3 IR T DU BB AL s s ey (M2
FRIERE) A% w77 DL R A 76 TR o B . LR IR L ARIR S S T R IR W B . B I B AR AR I 3h
VIR I IR CRERRE T B sl B AR L. 40 EARRKAELME T, PIRE LK im U E L%
WREERET (HEAREERD), W EBEBEIFRASL. ORGSR LR, FIFADSFCAEN RG4S HEL AR
AT Z A T GO . PR ARG BA RIFFTATY, fFE0EFIBREN, RHEATEESRAENReY
SIS TN

XA EEAATENNE: TedEY, TOEN RS MR, R, W EAWDREEEE (R, Ol
FRG: W RS

FESAES: RI653 XEKARERS: A NERE: 1674-6376 (2019) 06-1120-08

DOI: 10.7501/j.issn.1674-6376.2019.06.012

Safety pharmacology study in cynomolgus monkeys combined with repeat-dose
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Abstrcact: Objective The feasibility of the study of cardiovascular and respiratory safety pharmacology using non-invasive
telemetry technology combined with repeated toxicity test was explored by the example of safety pharmacology study in
cynomolgus monkeys. Methods As a case, this study observed the effects of quadrivalent recombinant norovirus vaccine (pichia
pastoris), on the respiratory and cardiovascular systems in conscious cynomolgus monkeys combining with the repeat-dose toxicity
test of quadrivalent recombinant norovirus vaccine (pichia pastoris). A total of 40 cynomolgus monkeys were used for repeat-dose
toxicity test, 32 of them were subjected to safety pharmacology study. Animals were divided into four groups, namely blank control

group, adjuvant control group, low dose group and high dose group of quadrivalent recombinant norovirus vaccine (pichia pastoris).
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Animals in blank control group did not administrate any article, and those in other three groups were intramuscularly injected with
adjuvant 1 mL (2 human dose)/monkey, quadrivalent recombinant norovirus vaccine (pichia pastoris) 0.5 mL (1 human dose) /
monkey, 1 mL (2 human dose) / monkey, once every 4 weeks, a total of 4 times for repeat-dose toxicity test. The cynomolgus
monkeys began formal testing after the adaptive training of wearing the vest and fixed in the monkey chair. The data of safety
pharmacology test were collected on the first and third administration, and the parameters of respiration, electrocardiogram, body
temperature from 0 to 24 hours after administration were collected using the telemetry system, and the data of blood pressure in
period of 0-2, 5-6, 23-24 hours after administration were collected for the monkey fixed on the monkey chair. Results The first and
third administration of quadrivalent recombinant norovirus vaccine (pichia pastoris), in low or high dose, or adjuvant control all had
no significant effect on the respiratory, electrocardiogram, blood pressure and body temperature in cynomolgus monkeys. The
fluctuation of the few indexes in some periods was related to the normal stress in the state of restraint or the circadian rhythm of the
monkey. Conclusion Under the conditions of this test, single or multiple intramuscular injections of preventive biologics
quadrivalent recombinant norovirus vaccine (pichia pastoris) had no significant effect on the respiratory and cardiovascular system
in cynomolgus monkeys. It is feasible to perform a safety pharmacology study combined with a repeat-dose toxicity test using a non-
invasive telemetry system, which would be following animal welfare 3R principle, especially be suitable for safety pharmacology
studies after multiple administration.

Key words: toxicity test of repeated administration; safety pharmacology; non-invasive telemetry system; combined study;

cynomolgus monkey; quadrivalent recombinant norovirus vaccine (pichia pastoris); cardiovascular system; respiratory system
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Fig. 1 Effect of quadrivalent recombinant norovirus vaccine (pichia pastoris) on respiratory indexes of cynomolgus mon-

keys by im injection ( X £s, n=8)
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