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Note: It will be at the discretion of the protocol chairs and teams to alter the definitions to address their protocol-specific hypotheses. 


Proposed laboratory-based definitions to infer mechanism and timing of

HIV transmission in infants breast fed by HIV infected women
 (By the Perinatal sub-committee group and the IMPAACT Laboratory Committee)

Note: These definitions are for IMPAACT research purposes only and are not intended as recommendations for routine clinical care. Investigators should continue to assess contingencies in light of their scientific questions, endpoints, specific populations and types of assay used.   Please remember that most RNA kit inserts clearly state that the assays are not intended to be used as a screening test for HIV or as a diagnostic test to confirm the presence of HIV infection. Procleix is for screening: The package insert states “The Procleix HIV-1 Discriminatory Assay may be used as an aid in the diagnosis of HIV-1 infection.“  There is NO diagnostic assay that has been cleared by the FDA for diagnosis of infants. 
Additional caveats:  1) data suggesting that 18 months was a suitable cutoff came from US populations using first generation HIV-1 EIAs.  More recent data from both Africa and the US using rapid antibody tests and third generation EIAs suggest that seroreversion may occur between 18-24 months in 5-10% of children. 2) RNA can be falsely negative if the child is on ARVs depending on sensitivity of assay and especially if done on DBS where level of sensitivity may be less.  3) DNA may be falsely negative due to insufficient number of cells. Therefore, the methodology used should include ways to ensure enough cells are assayed.

A. Intrauterine HIV infection 
1. Positive HIV nucleic acid (DNA or RNA) detection test on a specimen collected BEFORE 72 hours of age
and 
2. At least ONE of the following confirmatory test results from a specimen drawn on a different date:
(a) Positive HIV nucleic acid detection test 
or
(b) Positive HIV p24 antigen test
or
(c) Positive (confirmed reactive) HIV serologic* test AT OR AFTER 18 months of age
**B(1). Intrapartum or early breast-feeding HIV infection

1.  Negative HIV nucleic acid detection test on a specimen collected BEFORE 72 hours of age
and
2.  Positive HIV nucleic acid detection test BETWEEN 72 hours and 42 days (inclusive) post birth
and 

3. At least ONE of the following confirmatory test results from a specimen drawn on a different date:
(a) Positive HIV nucleic acid detection test

or
(b) Positive HIV p24 antigen test 

or
(c) Positive (confirmed reactive) HIV serologic* test AT OR AFTER 18 months of age
B(2). Intrauterine or Intrapartum or early breast-feeding HIV infection

1. No results BEFORE 72 hours of age
and

2. Positive HIV nucleic acid detection test AT OR BEFORE 42 days of age
and 

3. At least ONE of the following confirmatory test results from a specimen drawn on a different date:

(d) Positive HIV nucleic acid detection test

or
(e) Positive HIV p24 antigen test 

or
(f) Positive (confirmed reactive) HIV serologic* test AT OR AFTER 18 months of age
**C. Late breast-feeding HIV infection
1. Negative HIV nucleic acid detection test on a specimen collected AT OR AFTER 42 days of age
and 
2. Positive HIV nucleic acid detection test on a specimen collected on a later date

and 

3.  At least ONE of the following confirmatory test results from a specimen drawn on a different date:

(a.) Positive HIV nucleic acid detection test 

or
(b.)  Positive p24 antigen test
or
(c.) Positive (confirmed reactive) HIV serologic* test AT OR AFTER 18 months of age
D. HIV Uninfected 
1. Negative HIV nucleic acid (DNA or RNA) detection test on  two specimens collected 
(a) MORE THAN 56 days after complete weaning (no exposure to human milk)

and

      (b) At least 4 weeks apart



and
(c) MORE THAN 14 days after discontinuation of antiretroviral exposure 
or

 2.  Negative HIV serologic test AFTER 12 months of age and at least 8 weeks after weaning (NO exposure to breast milk in the past 8 weeks).
E. Probably Infected and Probably Uninfected  

1. Probably Infected (In-Utero)
Infants with one Positive specimen by DNA/RNA BEFORE 72 hours of age
and

Repeat Positive assay on the same specimen 

and 

Clinical symptoms consistent with WHO criteria

or

Death/Lost-to-Follow-up
2. Probably Infected (Intrauterine/Intrapartum/Early breastfeeding) 

Infants with one Positive specimen by DNA/RNA at any time after 72 hours or p24 Ag > 28 days of age
and
Repeat Positive assay on the same specimen 

and 

Clinical symptoms consistent with WHO criteria

or

Death/Lost-to-Follow-up
3.  Probably Uninfected at Last Visit 
(a) Infants with >1 Negative HIV DNA/RNA > 6-8 weeks of age
and 

Stopped ARV prophylaxis >2 weeks prior to HIV nucleic acid amplification tests
or 

(b) Negative HIV serology > 12 months of age and at least 8 weeks after weaning (NO exposure to breast milk in the past 8 weeks).
4.  Probably Uninfected with False Positive Result
Infants with one Positive DNA/RNA or p24 Ag assay 

And either
(a) All Subsequent Negative DNA/RNA at > 2 time points after 8 weeks of age, more than 56 days after complete weaning (no exposure to human milk), and more than 2 weeks after stopping ARV prophylaxis.
or

(b) Negative HIV serology > 12 months of age and at least 8 weeks after weaning (NO exposure to breast milk in the past 8 weeks) 
F. Indeterminate HIV Infection  

Those infants who do not meet the above criteria in A-E will be classified as indeterminate 
Note: Infants who do not meet these criteria in Sections A-E will have further evaluation of clinical and laboratory results by the study team for determination of status (e.g. infants who die with prior negative viral assays, or without samples, those with more than one positive assay with subsequent negatives etc.). 

Note: RNA threshold will be dependent on protocol entry or endpoint, the assay, the type of specimen, the antiretroviral drug(s), and the availability of the assay in the country. 
* Confirmed serology by 2 positive results (rapid tests or ELISA or other confirmatory test)
** Exceptions to Sections B and C: When a mother is receiving effective ART with plasma HIV-1 RNA <50c/ mL at the time of delivery, a DNA test would be preferable.

