ANNEX A — SUPPLEMENTARY REFERENCE

Annex A — The Antibiotic Timing Controversy in Sepsis

A supplementary reference for narcissismkills.co.uk — The Problem (Section 2)

Introduction

Section 2 of the parent document cites Kumar et al. (2006) as the foundational study establishing that delay in effective
antibiotic administration during septic shock increases mortality by approximately 7.6% per hour across the first six hours.
That finding remains embedded in the Surviving Sepsis Campaign guidelines and underpins the NEWS?2 triage scoring
system's emphasis on rapid escalation in suspected sepsis. However, subsequent research has complicated the picture, and
this field has become an area of active scientific debate.

The Original Claim: Kumar et al. (2006)

Kumar A, et al. Duration of hypotension before initiation of effective antimicrobial therapy is the critical determinant of
survival in human septic shock. Crit Care Med. 2006;34(6):1589—-1596. PMID: 16625125.

Retrospective cohort of 2,731 adult patients with septic shock across 14 ICUs in the US and Canada (1989-2004). Key
finding: survival was 82.7% when effective antibiotics were given within 30 minutes of documented hypotension, falling
to 77.2% within one hour and approximately 42% by six hours — a mean mortality increase of 7.6% per hour of delay.
This became the cornerstone reference for the one-hour antibiotic bundle in sepsis management.

The Nuanced Challenge: Im et al. (2022)

Im Y, Kang D, Ko R-E, et al. Time-to-antibiotics and clinical outcomes in patients with sepsis and septic shock: a
prospective nationwide multicenter cohort study. Critical Care. 2022;26:19.

This prospective study introduced an important clinical distinction:

e Septic shock: Antibiotics within one hour were significantly associated with reduced in-hospital mortality (adjusted
OR 0.66; 95% CI 0.44-0.99; p=0.049). Every one-hour delay within a three-hour window carried a 35% increased
mortality risk. The Kumar principle holds clearly in this group.

e Sepsis without shock: The association between early antibiotic administration and reduced mortality was not
statistically significant (adjusted OR 0.85; p=0.300). The case for a strict one-hour threshold in haemodynamically
stable patients is substantially weaker.

The authors also noted that the Infectious Diseases Society of America (IDSA) and the American College of Emergency
Physicians (ACEP) had formally questioned the one-hour mandate for all sepsis presentations, citing concerns about
unnecessary broad-spectrum antibiotic exposure and diagnostic uncertainty. In some ICU settings, more than 40% of
patients initially treated for sepsis may not have had a confirmed infection.
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Methodological Critique: Gheeraert et al. (2024)

Note: Citation accessed via PubMed ID 37531612; full text not directly retrieved. Attribution should be confirmed before formal
citation.

Systematic review and meta-analysis published in Critical Care Medicine (2024). Central challenge: the "every hour
counts" linear relationship between antibiotic delay and mortality may not hold across all sepsis presentations. Specific

criticisms include:

e Studies adjusting for insufficient clinical covariates

e Combining heterogeneous populations (sepsis and septic shock) without stratification

e "Time-zero" definition bias — difficulty accurately determining when sepsis began artificially inflates the apparent
benefit of speed

e Linear model assumptions that do not reflect the clinical reality of diminishing returns in haemodynamically stable
patients

The Broader Picture

The core time-critical principle remains robust and unchallenged in the context that matters most for the Ident-a-Narc
thesis: the patient already in circulatory failure. For established septic shock, the evidence from both Kumar (2006) and Im
(2022) is consistent — delay kills, measurably, per hour.

What is contested is whether the same strict linear rule applies to all presentations of suspected sepsis. This is a clinically
important distinction, but it does not weaken the fundamental argument of this document: that any obstruction delaying a

paramedic crew from reaching a patient developing septic shock is a quantifiable driver of preventable death.

The NEWS2 scoring system addresses this directly. Rather than relying on a single biomarker or a single time-target,
NEWS?2 aggregates multiple physiological indicators of deterioration — respiratory rate, oxygen saturation, blood
pressure, pulse rate, level of consciousness and temperature — to identify patients at high risk of sepsis progression. A
high aggregate NEWS2 score, particularly in an older patient, is a recognised trigger for blue-light conveyance to
resuscitation, independent of the antibiotic-timing controversy. The escalation imperative remains.

Summary Table
Study Finding Status
Kumar et al. (2006) 7.6% mortality increase per hour delay — septic shock Landmark; widely replicated in
shock cohorts
Im et al. (2022) Hourly delay effect confirmed in shock; not significant in Active guideline influence
sepsis without shock
Gheeraert et al. (2024) Linear model questioned; methodological biases identified Contested — confirm full citation
IDSA/ACEP Formal objection to one-hour mandate for all sepsis Institutional challenge
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