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PGD Mitigation Strategies/Trials References

Ex-Vivo Lung Perfusion (96-101)
In situ Thoracoabdominal Normothermic Regional Perfusion (102-104)
Venoarterial Extracorporeal Membrane Oxidation (106, 110-117)
Immunosuppression (118, 119)
High-Resolution HLA Matching (120-122)
Plasmapheresis/Deser{sitizati(lm in‘ Setting of +Donor (124-126)
Specific Antibodies
Annexin V Homodimer Therapy (127)
Alpha-1-Antitrypsin Infusion Therapy (128)
Adenosine A2, Receptor Agonist Therapy (129)
Anti-Complement Therapy (133, 134)
IL-10 Immunomodulation (133, 134)
H19 Long-Noncoding RNA Silencing (135)

Protein Kinase C Knockdown (137)
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Mechanical Interstitial PaO2/

Circulatory Infiltrates on  FIO2 Ratio
Support Chest X-Ray

0 No No >300
1 No Yes >300
2 No Yes 200-300
3 Yes* Yes <200

*Requirement of Mechanical Circulatory Support is automatically graded as PGD3.
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Smoking

Aspiration/Infection
Alcohol Use
Size Mismatch
Vaping
Tllicit Drugs

Donation After
Cardiac Death

Donor Sex

Trauma/
Pulmonary Contusions

Donor Age

Definite (Current
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(Former Smoker)

Probable
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Unlikely
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Unlikely
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References

Pulmonary Hypertension Probable (12, 53, 76-78)
African American Race Probable (45, 66, 67)
History of Pleurodesis Probable (68, 69)

Female Sex Probable (45, 66, 67)
Obesity Probable (45, 66, 67)
COVID-19 Lung Disease Possible (81-85)
Frailty Unlikely (73)
COPD Unlikely (45, 67)
ILD Unlikely (45, 67, 74-76)
Age Unlikely (45)
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Mechanism Signaling axis/ Involved cell/ Regulation description Impact on

Trigger organelle IRI
Innate immunity-mediated PGAMS5-Mitofilin-cGAS- Mitochondria Promote DAMP sensing Proinflammatory  (56)
inflammatory response STING
RIP3-Mitofilin-cGAS- Mitochondria Promote DAMP sensing Proinflammatory  (57)
STING-p65
PINK1-cGAS-STING Macrophage Promote PINKI-induced mitophagy to suppress  Anti- (58)
STING-mediated inflammatory inflammatory
eCIRP-STING Macrophage Promote DAMP sensing Proinflammatory  (59)
HDAC3-p65-cGAS-STING Microglial cell Promote DAMP sensing Proinflammatory  (60)
STING-NLRP3 Macrophage Upregulate NLRP3 Proinflammatory | (61)
STING-TBK1/AMPK Macrophage Upregulate AMPK Anti- (62)
Downregulate HIF-1o. inflammatory
mtDNA-STING Microglial cell Promote DAMP sensing Proinflammatory  (63)
dsDNA-cGAS-STING T cells Promote DAMP sensing Proinflammatory  (64)
IF116-STING-NF-kB Mitochondria Promote mitophagy, EC activation Anti- (65)
inflammatory
cGAS-STING-ERS Lung epithelial type | Promote ERS Proinflammatory | (66)
11 cell
TXNIP-NRF2-OASL1- Macrophage Upregulate OASLI to promote STING-mediated Proinflammatory  (67)
STING/TBK1 TBKI1 activation
STING-AMPK Unavailable Upregulate AMPK Anti- (68)
inflammatory
BMDM Promote lipid peroxidation Proinflammatory | (69) ‘
STING-mediated lipid ‘
peroxidation
Programmed cell death c¢GAS-STING-Bcl-2/Bax/ Cardiomyocyte Activate Bcl-2/Bax/Caspase-3 Anti-apoptosis (70)
Caspase-3
miR-24-3p-STING-IRF3 Hepatocyte Upregulate miR-24-3p to downregulate STING Anti-apoptosis (71)
cGAS-STING-NCOA4 Neuron Upregulate NCOA4 Pro- (72)
ferritinophagy
PI3K-PKB-cGAS-STING Neuron Activate PI3K-PKB pathway to suppress cGAS- Pro-autophagic | (73)
STING-mediated over autophagy cell death
25-HC-mTOR/STING Neuron Downregulate mTOR/STING to suppress Anti-autophagic (74)
STING-mediated over autophagy cell death
cGAS-mediated regulation Hepatocyte Regulate autophagy Anti-autophagic (75)
of autophagy cell death
TBK1-FMR1 Renal tubular Upregulate FMR1 Anti-ferroptosis (76)
epithelial cells
mtDNA-STING-IFN/TNF- | Intestinal Upregulate IFN, TNF-o: Pro-necroptosis  (77)
o endothelial cell
STING-calcium-dependent Macrophage Upregulate calcium-dependent caspase 1- Pro-pyroptosis (78)
caspase 1-GSDMD GSDMD

BMDM, bone marrow derived macrophage; STING, stimulator of interferon genes; TBK1, TANK-binding kinase 1; TXNIP, thioredoxin-interacting protein; HIF-1c, hypoxia-inducible factor-1
alpha; AMPK, AMP-activated protein kinase; NLRP3, nucleotide-binding domain and leucine-rich repeat containing protein 3; eCIRP, extracellular cold-inducible RNA-binding protein;
DAMP, damage-associated molecular pattern; IF116, interferon gamma- inducible factor 16; EC, endothelial cell; cGAS, cyclic GMP-AMP synthase; ERS, endoplasmic reticulum stress; 25-HC,
25-Hydroxycholesterol; IRI, ischemia-reperfusion injury.
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