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Figure 3-3. Identifying Adverse Health Effects: Sequence of 'effects' in increasing
order of severity

1. Biochemical changes within the homeostatic range and without indication of adverse
sequelae

l

2. Biochemical changes outside the homeostatic range without known sequelae
i
3. Biochemical changes outside the homeostatic range that represent a biomarker of
potential adverse effects due to excess

!

4. Clinical features indicative of a minor but reversible change

!

5. Clinical features of significant but reversible effects

!

6. Clinical features indicative of significant but reversible organ damage

i

7. Clinical features indicative of irreversible organ damage.

Note: Adapted from Renwick et al., 2004; 'features' includes signs and symptoms

(2) TETURT—IJILOERE (A~C DHEE)
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Box 4-1. Recommendations for Practice: Useful characteristics to identify high-
quality observational studies

e Unbiased selection of the cohort (prospective recruitment of subjects)

e Adequate description of the cohort

e Use of a validated dictary assessment method

e Quantification of the type and amount of nutrient intake

e Use of a validated method for ascertaining the endpoints/clinical outcomes
¢ Documentation of drugs preseribed/used

¢ Low number and random distribution of drop-outs

e Adequate follow-up period

e Complete follow-up

e Appropriate analysis (e.g. multivariate adjustments) and reporting of results

e No know pre-existing illness
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<EKEBRDTDHBLRBRIEREDROA (BR3) GGRE) >
(p46) Box 4-2. Recommendations for Practice: Useful categories for specifying a

single summary rating of study quality

At Least bias, results are valid. A study that mostly adheres to the commonly
held concepts of high quality for the particular level of study design; clear
description of the (sub)population or study subjects, setting, intakes, and
comparison groups; appropriate measurement of outcomes; appropriate
statistical and analytic methods and reporting; no reporting errors; clear

reporting of dropouts; and no obvious bias.

B: Susceptible to some bias, but not sufficient to invalidate the results. A study
that does not meet all the criteria in category A. It has some deficiencies but
none likely to cause major bias. Study may lack information—thus making

assessment of the limitations and potential problems difficult

C: Significant bias that may invalidate the results. A study with serious errors in
design, analysis, or reporting. These studies may have large amounts of

missing information or discrepancies in reporting.

(p48)
4.2.4 Summarizing and presenting results
The identification of candidate adverse health effects sets the stage for the selection of
the critical adverse health effect, which, in turn, serves as the basis for deriving a UL
and allows characterization of the hazard. The risk assessor provides data concerning
adverse health effects in a coherent summary, evaluates and rates studies, and

presents meaningful information in summary form.

Overall, the summary from the nutrient substance hazard identification process

contains all relevant information and documentation on the approaches used. At a
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minimum, the presentation of findings should include a summary description that

includes the information listed in Box 4-4.

Box 4-4. Information Important to the Review of Individual Studies

e Subjects’ age, sex, health, race/ethnic background (or, in the case of animal studies,
species and strain)

e Size of study

e Nature of nutrient substance studied

e Range of intakes

e Duration of intakes

e Background diet and intakes from (as applicable) food, supplements, and water
e Intake assessment method(s)

e Characteristics of the nutrient substance studied

e Endpoints investigated

e Relationship between intake and response (i.e. adverse health effect)

e Nature of critical adverse health effect (validation and quality criteria for the selected
endpoint, 1.e. biomarker of effect or clinically observable effect) and why selected

e Effect size (relationship with intake, subgroups, other factors)
e (Confounders (e.g. susceptibility, use of medications) and effect modifiers
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