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What Was the Comparator? Why Vaccine Safety
Claims Begin with Trial Design

Abstract

Public arguments about vaccine safety often collapse a complicated evidence base into the sentence “it was
tested” or “it was not tested against an inert placebo.” Neither statement, standing alone, is sufficient. This
paper proposes a transparent vocabulary for vaccine trial comparisons: saline placebo, adjuvant-containing
control, another vaccine, reduced-dose regimen, and observational standard-of-care comparison. The central
argument is that what a trial can establish depends on the comparator chosen, the endpoints measured and the
duration of follow-up. This is a methodological challenge, not evidence that all vaccines are unsafe.

Trials answer contrasts, not every imaginable question

A randomized trial identifies differences between groups assigned to particular interventions. When a candidate
vaccine is compared with saline, the contrast can capture a wider range of product-related events during the
study window. When it is compared with an existing vaccine, the question may instead be whether one product
is more effective or harmful than another. An active comparator can be ethically and scientifically appropriate,
especially when a licensed effective vaccine already exists; it simply answers a different question from a truly
inert control.

Adjuvant-containing controls may isolate the contribution of a particular antigen while leaving certain adjuvant
effects shared by both groups. That can be highly informative about the antigen and less informative about the
total effects of the formulation. These are not hidden defects by definition. They are design properties that
should be stated in ordinary language, along with the scientific and ethical reasons the design was chosen.

The omitted-time problem

Trial follow-up may be excellent for immediate local reactions yet too short or too small to detect very rare,
delayed or long-latency conditions. If an adverse event occurs in one of hundreds of thousands of recipients, a
modest prelicensure trial may not have the statistical power to characterize it. Postauthorization observational
systems are therefore not an admission that trials were worthless; they are a complementary method for finding
effects trials cannot reliably detect.

A valuable public audit would display, for each product, the formulation, randomization procedure, comparator
type, blinding, duration, active symptom solicitation, serious-adverse-event definitions, major exclusions and the
outcome for which the trial was powered. Those questions can challenge overconfident claims without presuming
a predetermined result. They should also distinguish primary trial reports from later amendments and
product-specific evidence.
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The vaccine-specific argument

There is no meaningful scientific category called “all vaccines” for risk assessment. A live-attenuated childhood
vaccine, a protein-conjugate vaccine, a recombinant product and an mRNA vaccine differ in biological
mechanism and known adverse-event profiles. A critical analysis that treats them as identical weakens the very
investigation it intends to strengthen. The most compelling challenges arise where a particular product's
asserted safety conclusion exceeds what its direct comparator and observation period can establish.

The analysis must also preserve the opposing half of the equation: vaccines can prevent severe infectious
outcomes, and the risks of infection vary by age and host conditions. The relevant clinical decision is not whether
one can imagine a biological harm, but what reliable evidence indicates about its magnitude relative to the
preventable disease risk in a given population.

Intellectual discipline in controversy

An inert-placebo demand can be a useful question but not a universal ethical requirement for every later trial.
Similarly, an active-comparator trial should not be described to the public as proving the same thing as a
saline-controlled trial. Both overstatements collapse a richer landscape of evidence. Transparent comparators
improve public understanding precisely because they expose the boundaries of inference.

The frontier proposal is an openly readable, product-by-product comparator ledger. Its purpose would be to make
the evidence inspectable rather than to replace it with confidence, suspicion or slogans.

Every randomized result is conditional on its comparator

A trial estimates the effect of assigning one intervention rather than another under the study's eligibility criteria
and follow-up. A vaccine compared with saline placebo can answer a different question from the same vaccine
compared with an adjuvant-containing preparation or an already licensed vaccine. An active comparator may be
ethically necessary when withholding a proven vaccine would expose participants to avoidable harm. It is
therefore wrong both to claim that any trial without saline is automatically invalid and to suggest that all possible
safety questions have been answered by a successful active-comparator trial. The exact contrast must be
specified. If two arms share an adjuvant, that comparison may estimate the effect of additional antigen-related
components while having limited ability to isolate adverse effects common to the adjuvant.

Follow-up windows and event rarity shape what can be known

A study powered to detect a common infection outcome might not reliably detect an adverse event occurring
once in tens of thousands of recipients. Short follow-up can characterize immediate reactogenicity while missing
outcomes that develop later. Conversely, a vague claim that an event might arise decades afterward does not
establish such a risk; it defines a question requiring an outcome, latency model and feasible comparison.
Prespecified active surveillance, medical-record linkage and postauthorization studies can help bridge this gap.
Investigators should report actual numbers of participants, person-time, exposure definitions, event
ascertainment, missing follow-up and confidence intervals, so readers can judge what the trial did and did not
exclude.
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Comparator selection can create interpretive asymmetry

Suppose a new product and the comparator produce similar rates of headache. That result does not tell us
whether both are above a no-intervention baseline unless independent evidence supplies that baseline. Equally,
if the new product causes fewer headaches than a reactogenic comparator, the relative advantage may still be
clinically meaningful. Absolute and relative risk provide complementary information. A critical review should
separate those quantities, identify expected background incidence and consider trial blinding, differential
unblinding, crossover, protocol deviations and the definition of serious adverse events. These details matter
more than the emotionally persuasive but underspecified phrase “the trial had no real placebo.”

A transparent dossier for each vaccine question

The Institute could develop a standardized review table naming the product, age group, schedule, randomization
procedure, comparator composition, co-administered vaccines, primary efficacy endpoint, prespecified safety
outcomes and duration of follow-up. Where randomized evidence cannot answer a rare-event question, the
dossier should specify which linked-registry or self-controlled designs address it next. The conclusion should
never extend beyond the evidence: a strong benefit against a defined disease does not imply zero adverse
effects, and the identification of an adverse effect does not establish that overall benefits are absent. Good
safety science asks more difficult, narrower questions than either blanket reassurance or blanket suspicion.

What an ideal comparator table would show

Each safety paper should include a row for the intervention and a row for the alternative that participants
actually received, including all ingredients known to matter, the schedule and the conditions under which care
was delivered. It should separate investigator-assessed adverse events from solicited common symptoms and
specify whether events were independently adjudicated. This helps readers distinguish an absence of observed
rare harm from a trial genuinely powered to exclude that harm. A trial with zero cases among a modest sample
does not prove the true event risk is zero; uncertainty remains and can be estimated statistically. For established
vaccines, an active comparator may be scientifically informative and ethically preferable. The point is to ask
which contrast answers a specific hypothesis, then use complementary postauthorization designs for unresolved
outcomes. The same principle applies to drugs, surgical procedures and nutritional protocols and should not be
invoked selectively only when a particular intervention is controversial.

Evidence boundary

This conceptual paper evaluates trial logic. It does not claim that any specific vaccine lacked adequate testing,
caused a particular disorder, or should be avoided. Such conclusions require named products and examination of
their complete records.

ABSURD HEALTH INSTITUTE | VOLUME ONE | CORRECTIVE EDITION



