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Simple Sepsis Pathophysiology

Sepsis is not infection. 
“Sepsis is a life-threatening organ 

dysfunction caused by a dysregulated 
host response to infection.”

Singer, et al. The Third International Consensus Definition for Sepsis and Septic Shock. JAMA, 2016. 801-810. 
https://jamanetwork.com/journals/jama/fullarticle/2492881

https://jamanetwork.com/journals/jama/fullarticle/2492881


Body Is Invaded by a Pathogen
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Immune Response Is Triggered
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White blood cells 
increase to kill the 
invading pathogen, 
producing 
inflammatory 
mediators such as 
histamine, interferons, 
interleukins, and 
tumor necrosis factor.



Response to Inflammatory Mediators

• Vasodilation

• Capillary leak

• Blood clotting
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Insufficient Blood Flow to Organs

Vasodilation, 
capillary leak, and 
blood clotting 
can decrease 
blood flow to 
organs and 
extremities.
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Metabolic Acidosis

Hypoperfused kidneys: 
• Cannot get rid of 

waste.
• Cannot produce 

enough bicarbonate 
to balance the pH.

• Will lead to an 
increase in lactic 
acid.
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Septic Shock

• “Patients with septic shock can be clinically identified by
a vasopressor requirement to maintain a mean arterial
pressure of 65 mm Hg or greater and serum lactate level
greater than
2 mmol/L
(>18 mg/dL) in
the absence of
hypovolemia.”

• If septic shock
continues, organs
can fail.
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Specification Manual for National Hospital Inpatient Quality Measures Discharges 01-01-22 (1Q22) through 06-30-22 
(2Q22) p 1-117. https://qualitynet.cms.gov/files/614b2909edc6060022004896?filename=HIQR_SpecsMan_v5.11a.zip 

https://jamanetwork.com/journals/jama/fullarticle/2492881


Multi-Organ Failure

• Related to decreased blood flow
• Increases the likelihood of death
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Death

• Related to multiple organs failing at the same time
• Cessation of life
• Permanent cessation of all vital bodily functions
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Simplified Sepsis Pathophysiology

Body invaded by pathogen

Immune response

Vasodilation, capillary leak, blood clotting

Decreased blood flow to organs

Metabolic acidosis

Septic shock

Multi-organ failure

11

Death



References

• Centers for Disease Control and Prevention (CDC). How infections spread. https://
www.cdc.gov/infectioncontrol/spread/index.html

• Davis CP. Medical definition of death. MedicineNet. 2021.
https://www.medicinenet.com/death/definition.htm

• National Institutes of Health (NIH). Staying Safe from Sepsis. News in Health. 2021. 
https://newsinhealth.nih.gov/2021/01/staying-safe-sepsis

• Quinn A. Metabolic acidosis in emergency medicine. Medscape.2020.
https://emedicine.medscape.com/article/768268-overview

• Specification Manual for national Hospital Inpatient Quality Measures Discharges 
1-01-22 (1Q22) through 06-30-22 (2Q22) p 1-117.
https://qualitynet.cms.gov/files/614b2909edc6060022004896?
filename=HIQR_SpecsMan_v5.11a.zip

•  • Thomas CP. Metabolic acidosis. Medscape. 2020.
https://emedicine.medscape.com/article/242975-overview

12

https://www.cdc.gov/infectioncontrol/spread/index.html
https://www.medicinenet.com/death/definition.htm
https://newsinhealth.nih.gov/2021/01/staying-safe-sepsis
https://emedicine.medscape.com/article/768268-overview
https://jamanetwork.com/journals/jama/fullarticle/2492881
https://emedicine.medscape.com/article/242975-overview


Thank you!

Information: HospitalQuality@hsag.com
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This material was prepared by Health Services Advisory Group (HSAG), a Hospital Quality Improvement Contractor (HQIC) under contract with the Centers for Medicare & Medicaid Services (CMS), 
an agency of the U.S. Department of Health and Human Services (HHS). Views expressed in this material do not necessarily reflect the official views or policy of CMS or HHS, and any reference to a 
specific product or entity herein does not constitute endorsement of that product or entity by CMS or HHS. Publication No. XS-HQIC-IP-11082021-01 
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