Table S3. Characteristics of included studies reporting sepsis interventions
	N
	First Author, Year 
	Country 
	Animal model/strain
	Age (wks)
	Sepsis Model 
	Treatment
	Exp Groups 
	N male 
	N female

	1 
	Baer, 2025*
	USA
	Mouse:  C57/BL6 MMP7+/+, C57/BL6 MMP7-/-
	8-15
	FIP 
	MMP7 Knockout
	MMP7+/+ MMP7 KO
	6-7/group
	7-9/group

	2 
	Vieira, 2025*
	Brazil 
	Rat: Winstar
	52
	CLP
	High fat, high fructose diet
	Control, HFHFr
	10/group
	10/group

	3 
	Cani, 2025*
	Canada
	Mouse: PAD4-/-, WT C57Bl/6
	10-13
	FIP 
	Antibiotics
	Control, Antibiotics
	14, 8
	8, 6

	4 
	Entsie, 2025*
	USA 
	Mouse: C57BL/6J
	8-10
	CLP
	MRS2279 (10mg/kg), Ticagrelor (30mg/kg)
	Control, MRS2279, Ticagrelor
	8, 12, 5
	6, 8, 8

	5 
	Xiong, 2025*
	Germany
	Mouse: FVB/N and FVB/N.129-Prkcatm1Jmk/J
	8-12
	FIP
	PKCα Knockout
	Control, PKCα KO
	3-7/group
	3-7/group

	6 
	Speer, 2025
	USA
	Mouse: C57BL/6J 
	<24h (neonate)
	E. coli
	Gentamicin or cefotaxime +/- Pentoxifylline(PTX)
	Control, Gent, PTX, Gent+PTX
	NR
	NR

	7 
	Qiang, 2024*
	USA
	Mouse: BALB/c 
	7-8
	CLP
	Progesterone–entrapping DM-β-CD nanoparticle
	Vehicle, PRO-DM-β-CD 
	20/group
	30/group

	8 
	Davies, 2024*
	USA
	Mouse: BALB/c
	7-9
	Virulent Y. pestis C12, Aerosolized
	Vaccines: Δ caf1 or Δ yopD/Δ caf1, rF1-V + adjuvants (CpG + Alhydrogel)
	Δ caf1, Δ yopD/Δ caf1, rF1-V, rF1-V
	10/group
	10/group

	9 
	Liu, 2024*
	Germany 
	Mouse: C57BL/6J
	8-12
	FIP 
	Metamizole, Meloxicam
	Control, Metamizole, Meloxicam 
	23/group
	23/group

	10 
	Khan, 2024*
	Australia 
	Mouse: C57BL/6J, EphA2-/- C57BL/6J
	10-12
	CLP
	EphA4-Fc 
	IgG-Fc, EphA4-Fc (pre), EphA4-Fc (post)
	15/ group
	15/ group

	11 
	Earhart, 2023*
	USA
	Mouse: C57bl/6 background, B6.129S7-Rag1tm1Mom/J
	8-16
	B. gladioli, RO
	Candida albicans pre-training
	Control, C. albicans pretraining
	5/group
	5/group

	12 
	Osuru, 2023*
	USA
	Rats: Sprague–Dawley
	10
	CLP
	Exercise 
	Control, Exercise
	4-5/ group
	3-4/ group

	13 
	Nookala, 2023*
	USA
	Mouse: DQA1*0301/DQB1*0302
	20-24
	Group A Streptococcus, SC
	Clindamycin 
	Control, Clindamycin
	4, 5
	3, 4

	14 
	Davis, 2023*
	USA
	Mouse: STAT3f/f_Adipoq-Cre-, STAT3 f/f_Adipoq-Cre+
	12-14
	CLP
	Knock-out 
	Control, STAT3 KO 
	10/ group
	10/ group 

	15 
	Dolin, 2023*
	USA
	Mouse: C57BL/6
	8-10
	FIP
	All-trans-retinoic acid (RA), activated vitamin A 
	Control, RA
	5/group
	5/group

	16 
	Baer, 2023*
	USA
	Mouse: C57BL/6
	8-12
	FIP 
	Liraglutide
	Control, Liraglutide
	10/group
	10/group

	17 
	Liao, 2022*
	USA
	Mouse: C57BL/6
	10-12
	CLP
	18-mer, 20 mg/kg
	Control, 18-mer, 6-mer 
	22/group
	6/group

	18 
	Lin, 2023*
	USA
	Mouse: Tram−/−, C57BL/6, BALB/c
	6-8
	FIP
	TRAM2 Knockout
	Control, TRAM2 KO
	7/group
	6, 5

	19 
	Sharma, 2023*
	Canada 
	Mouse: C57BL/6
	9-13
	FIP (various doses at 2 different sites (S1 and S2)
	Early antibiotics (imipenem), Late antibiotics (imipenem)
	FIP (4 doses, S1), FIP (3 doses, S2), Early and late antibiotic
	3–4 / group
	3-4 / group

	20 
	Walker, 2022*
	United Kingdom 
	Mouse: C57Bl/6, iRhom2−/−
	8-12
	FIP 
	iPhrom2 Knockout
	Control, iRhom2 KO
	5-6/ group
	5-6/ group

	21 
	Boadi Amoafo, 2022*
	USA
	Mouse: C57BL/6
	8-10
	CLP
	Ticagrelor, MRS2279 
	Control, Ticagrelor, MRS2279
	5/group
	5/group

	22 
	Simmon, 2022*
	USA
	Mouse: C57BL/6
	9
	Streptococcus pneumoniae TIGR4, IT
	Prevnar 13
	Control, Prevnar 13
	6/ group
	6, 9

	23 
	Stevens, 2022*
	Australia 
	Mouse: C57BL/6J
	0-2
	CLP
	Pentavac SII (DTPw-HepB-Hib)
	Control, Pentavac
	25/group
	25/group


	24 
	Goswami, 2021*
	USA
	Mouse: C57BL/6J, IRF3-KO
	82
	CLP
	IRF3 Knockout
	Control, IRF3 KO
	5/group
	5/group

	25 
	Yang, 2020*
	China 
	Mouse: C57BL/6
	7
	CLP
	miR-129-5p agomir 

	Control
miR-129-5p agomir
	4/group
	4/group

	26 
	Willix, 2020*
	USA 
	Rat: Sprague Dawley
	12-16
	Y.pestis CO92 
	Doxycycline (Dox), Protoporphyrin (Pro), Combination 
	Control, Dox, Pro, Dox + Pro
	5-6/group
	5-6/group

	27 
	Sun, 2020*
	China 
	Mouse: C57BL/6, OVX
	10
	E. coli (15597)
	Beta-glucan particles 
	Control, Beta-glucan
	5/group
	15/group

	28 
	Stull-Lane, 2020*
	USA
	C57BL/6J-Slc11a1+/+ 
	9
	S. Typhimurium (D23580, SL1344, SARA16)
	Retinyl Palmitate (RP), Enrofloxacin (Enro) 
	Control, RP, Enro, RP+Enro
	4-8/ group
	4-8/ group

	29 
	Shi, 2020*
	USA 
	Mouse: BALB/c
	8-10, 11 months 
	CLP 
	Telodendrimer nanotrap (TD NT) resins, Imipenem/cilastin (IMI)
	Control, IMI, TD NT, TD NT + IMI
	10/group
	10/group

	30 
	Perlee, 2020
	Netherlands
	Mouse: C57Bl/6, Casp11-/- 
	8-10
	K. pneumoniae serotype 2
	Casp11 Knockout
	Bacteraemia
	7/group
	7/group

	31 
	Hoffman, 2020*
	USA 
	Mouse: C57BL/6, Global BNP-KO mice
	7-12
	CLP
	JNK inhibitor (SP600125), 19B3 Monoclonal Antibody
	Control, JNK inhibitor, 19B3 mAb
	15/ group
	15/ group

	32 
	Chen, 2020*
	USA 
	Mouse: Balb/C 
	7-8
	CLP
	Anti-Tetranectin (TN) monoclonal antibodies (mAb)
	Control, TN mAb 
	9-20/group
	10 per group

	33 
	Zarjou, 2019*
	USA
	Mouse: H-ferritin floxed (FtH^fl/fl) and myeloid-specific H-ferritin deletion (FtH^LysM-/-) C57Bl/6J / Sv129 background
	10-14
	CLP
	Recombinant human FtL
	Control, FtL
	11/group
	11, 7

	34 
	Shutinoski, 2019*
	Canada
	Mouse: C57BL/6J 129.Lrrk2KO/KO 
	NR
	Salmonella SL1344
	LRRK2 Knockout
	Control, LRRK2 KO
	3-6/group
	3-8/group 

	35 
	Peng, 2019*
	China 
	Mouse: WT, Nur77^-/-
	8-10
	CLP
	TR3/Nur77 Knockout
	Control, Nurr77 KO
	22, 11
	21, 11

	36 
	Paik, 2019
	USA 
	Mouse: C57BL/6J
	4-8
	S.aureus
	Probiotic Exopolysaccharide (EPS)
	Control, EPS
	NR
	NR

	37 
	Owen, 2019*
	USA 
	Mouse: C57BL/6 
	16 months 
	FIP 
	Antibiotics (imipenem) and saline
	Control, Antibiotics/saline
	10, 54
	6, 11

	38 
	Luptak, 2019*
	USA 
	Mouse: FVB (WT) and CAT
	15-35
	CLP
	Myocardial catalase overexpression
	Control, Myocardial catalase overexpression
	5/group
	5/group

	39 
	Ahmad, 2019*
	USA
	Mouse: C57BL6 (old) Balb/c (young)
	8-72
	CLP
	Olaparib
	CLP young, CLP young + Olaparib, CLP old, CLP old + Olaparib
	6, 6, 10, 10
	5, 5, 10, 10

	40 
	Mathieu, 2018*
	France 
	Rat: Wistar
	9-12
	CLP
	Landiolol
	Control, Landiolol
	7/group
	7/group

	41 
	Lewis, 2018*
	USA 
	Mouse: C57BL/6J, BALB/C
	8-12, 40-50 
	CLP
	Imipenem-cilastatin (antibiotics)
	Antibiotics at t=0, t=4h post induction
	9-10/group
	10-12/group

	42 
	Xiao, 2015*
	China 
	Rat: Sprague-Dawley, Rabbits 
	NR
	CLP
	Arginine Vassopressin, Terlipressin
	Control, Arginine Vassopressin, Terlipressin
	16/group
	16/group

	43 
	Youssef, 2017*
	USA
	Mouse: C57Bl/6, OVX and sham OVX C57Bl/6 mice 
	8, 9-10 for OVX
	Prevotella intermedia, Streptococcus intermedius, Fusobacterium nucleatum, Peptostreptococcus micros, all PO
	IL-1α, IL-1β and IL-1αβ antibodies
	Control, IL-1α, IL-1β, IL-1αβ
	8/group
	8/group

	44 
	Vandereyken, 2017*
	Belgium 
	Mouse: C57BL/6-CD45.2, Phosphatase 3 Deletion (DUSP3-/-)
	NR
	CLP
	DUSP3 Knockout 
	Control, DUSP3 KO
	9-10/ group
	11/group

	45 
	Laukova, 2017
	Slovakia 
	Mouse: C57BL/6, CD1
	4-6 months
	 E. Coli 536 (clinical uropathogenic isolate, O6:K15:H31)
	Deoxyribonuclease (DNase)
	Control, Bacteremia, Bacteremia + DNase
	NR
	 NR

	46 
	Kennedy, 2014*
	USA
	Mouse: BALB/c
	12 
	CLP
	Buprenorphine
	Control, Buprenorphine
	10/group
	52/group

	47 
	Short, 2013
	USA
	Mouse: C57BL/6, COX-2-deficient
	8-12
	CLP
	Celecoxib
	Control, CLP, Celecoxib (0.5, 5 mg/kg)
	NR
	NR

	48 
	Hwang, 2012*
	Taiwan
	Rat: Sprague-Dawley fed carbon tertrachloride
	NR
	CLP 
	Immune Enhancing Diet (Nu-immune)
	Control, Immune Enhancing Diet
	28/group
	23/group

	49 
	Cotroneo, 2012*
	USA
	Mouse: C57BL/6
	12 
	CLP
	Buprenorphine 
	Control, Buprenorphine
	20/group
	20/group

	50 
	Newsome, 2011*
	USA
	Mouse: CD-1
	6-8 
	CLP
	PGG glucan
	Control, PGG glucan
	21, 20
	24, 25

	51 
	D'Arco, 2021*
	USA
	Mouse: C57BL/6J
	6 
	Y.pestis CO92pgm
	Vaccination: TMV-F1/V orV+rF1 
	Control, TMV-F1/V, rF1+ rV
	13/group
	13/group

	52 
	Speer, 2020*
	USA
	Mouse: C57BL/6J 
	<24h (neonate)
	E. coli
	Gentamicin + Pentoxifylline
	Control, Gent, Pent, Gent+Pent
	59
	109


* Studies that were included in meta-analysis
Abbreviations: CFU: colony forming unit; CLP: cecal ligation and puncture; FIP: fecal induced peritonitis; IN: intranasally; IP: intraperitoneally; IT: intratracheally; IV: intravenously, KO: knockout; N/A: not applicable; NR: not reported; PO: orally; RO: retro-orbitally; SC: subcutaneously; Tmt: Treatment

