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Controlling principle. Evidence grading is a transparent judgment about confidence in a body of evidence, not a count of positive studies.
Certainty, magnitude, consistency, directness, precision, and benefit-risk should be assessed explicitly and kept separate from devel opment
stage, regulatory status, guideline position, and manufacturing quality.

Point-by-point framewor k

Controlling Point Primary question I nter pretive boundary

Certainty of evidence How confident are we that the estimated effect is Study design alone does not determine certainty; bias,
sufficiently close to the true effect for the decision? | inconsistency, indirectness, imprecision, and reporting
concerns matter.
Magnitude of effect How large is the observed benefit or harm? Relative effects should be interpreted with absolute

effects, baseline risk, confidence intervals, durability, and
clinical importance.

Consistency Do independent studies produce reasonably Inconsistency may reflect genuine product, dose,
compatible findings? population, endpoint, or methodological heterogeneity

rather than random noise.

Directness How closely does the evidence match the actual Extrapolation across species, diseases, surrogate
population, intervention, comparator, and outcomes, routes, or materially different products lowers
patient-important outcomes? directness.

Precision How narrowly is the treatment effect estimated? Wide confidence intervals can leave important benefit,

little effect, and harm simultaneously plausible.

Risk-benefit balance Do expected benefits outweigh known and potential | Benefit-risk depends on severity, aternatives, certainty,
harmsin the defined clinical context? durability, reversibility of harm, baseline risk, and patient
preferences.

Evidence-handling rules

Positive evidence should lose confidence when bias, inconsistency, indirectness, or imprecision weakens the inference. Negative evidence
becomes more convincing when direct, precise, consistent studies exclude a clinically important effect. Evidence remains inconclusive when
materialy different outcomes remain compatible with the data.

For MSC and extracellular-vesicle studies, certainty cannot be transferred automatically between products with different tissue sources,
manufacturing processes, characterization, potency, dose, route, storage, populations, or indications.
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