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2.0 Abbreviations

AE Adverse event

ART Antiretroviral therapy

CDC Centers for Disease Control and Prevention

CHIPS Collaborative HIV Paediatric Study

CTCAE Common Toxicity Criteria for Adverse Events

DAIDS Division of AIDS

EMA European Medicines Agency

EPPICC European Pregnancy and Paediatric Infections Cohort Collaboration

EU European Union

GGT Gamma glutamyl transferase

HDL High-density lipoprotein cholesterol

HICDEP HIV Cohorts Data Exchange Protocol

HIV Human immunodeficiency virus

LPV/r Lopinavir/ritonavir (Kaletra)

NHLBI National Heart, Lung, and Blood Institute

NIH National Institutes of Health

NSHPV National Study of HIV in Pregnancy and Childhood

PASS post-authorization safety study

PENTA Paediatric European Network for Treatment of AIDS

SAE Serious adverse event

SmPC Summary of Product Characteristics

UK United Kingdom

ULN Upper limit of normal

US United States

VL Viral load

3.0 Responsible Parties

AbbVie Deutschland GmbH & Co. KG

Paediatric European Network for Treatment of AIDS (PENTA).
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4.0 Abstract

Title:  EPPICC study assessing the safety and efficacy of Kaletra oral solution in 

children aged 14 days to 2 years with HIV-1 infection in Europe

Rationale and Background:  On 26 July 2017, the European Commission approved 

the extension of the indication of Kaletra (80 mg + 20 mg)/mL oral solution to include 

children 14 days of age or older for the treatment of human immunodeficiency virus 

(HIV)-1.

Kaletra oral solution has a high content of ethanol and propylene glycol. The 

Summary of Product Characteristics (SmPC) includes a warning regarding its use in 

very young children, which may lead to chronic exposure to propylene glycol and 

ethanol and related toxicities in the pediatric population. The European Medicines 

Agency (EMA) has also highlighted concerns regarding medication errors that could 

result in overdose, which could also increase exposure to these excipients.  In 

addition, EMA has also highlighted concerns regarding lack of efficacy/viral 

resistance in relation to potentially suboptimal pharmacokinetic parameters in young 

children receiving Kaletra.

In January 2018, the CHMP requested that AbbVie set up a pharmacovigilance cohort 

from existing European paediatric cohorts such as European Pregnancy and Paediatric 

Infections Cohort Collaboration (EPPICC) in order to be able to detect any safety 

issue in relation to propylene glycol or ethanol toxicity.

The EPPICC pharmacovigilance network includes 21 cohorts from 16 European 

countries and Thailand.

The rationale for this study is multifold. The study shall describe the characteristics of 

children less than 2 years of age while treated with Kaletra oral solution at or after the 

approval date of 26 July 2017 in the EMA scope of authority within Europe. The 

study will also assess the appropriateness of Kaletra oral solution formulation dose for 

weight or body surface area while under 2 years of age and the safety and tolerability 
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of Kaletra in children under 2 years of age by describing adverse events (AEs)

experienced while on Kaletra, in particular in relation to propylene glycol or ethanol 

toxicity.  In addition, the study will assess the immune and virologic response to 

Kaletra-containing therapy and the incidence and reasons for discontinuation of 

Kaletra.

Research Question and Objectives:  The study objectives, in children under 2 years

of age, are to:

1. describe the characteristics of all children treated with Kaletra (including off-

label use) in the EPPICC network in the EMA countries within Europe at or 

after the approval date 26 July 2017

2. assess the appropriateness of Kaletra dose for weight or body surface area using 

the AbbVie Kaletra SmPC as a reference 

3. evaluate the safety and tolerability of Kaletra by the following:

● describe discontinuation of Kaletra and reasons (in particular toxicity-

related)

● describe clinical adverse events while on Kaletra or up to 3 months after 

discontinuation of Kaletra, in particular in relation to study drug or 

propylene glycol or ethanol toxicity 

● assess the incidence of clinically significant laboratory abnormalities 

(Division of AIDS [DAIDS] grade 1 – 4)

● assess the immune and virologic response to Kaletra-containing therapy

Study Design:  This is a descriptive cohort study.  In this study, patients will be 

included based on their exposure to Kaletra while < 2 years of age and they will be 

followed over time to ascertain the occurrence of key outcomes of interest (e.g., AEs).

Population:  All HIV-1–infected patients < 2 years of age within EMA countries of 

Europe are eligible for inclusion if treated with Kaletra oral solution at or after the 

approval date (26 July 2017).
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Variables:  Variables to be collected on all children taking Kaletra will include

demographic data, medical history, all antiretroviral prophylaxis and treatments 

received, other concomitant medications, anthropometric measurements, CD4 and 

HIV-1 RNA viral load (VL), AEs, discontinuation of study drug, follow-up, and 

laboratory markers routinely conducted as part of standard of care.

Among patients who experience serious adverse events (SAEs) while on Kaletra or 

clinical AEs reported by the attending clinician as causally related to Kaletra 

(possibly, probably or definitely), a detailed questionnaire will be sent to the clinic.  

The questionnaire seeks further information on the type of event, if it was related to 

ethanol and/or propylene glycol related toxicities or medication errors, the laboratory 

tests conducted, interventions the patient underwent for these events and their 

outcome.

Data Sources:  Pooled analysis of pseudonymized individual patient clinical and 

laboratory data from the following European Union (EU) cohorts participating in the 

EPPICC pharmacovigilance program (confirmed to have eligible patients, as of 

August 2019):

● Hospital St Pierre Cohort, Brussels, Belgium

● Copenhagen Cohort, Denmark

● Greece Cohort

● Italian Register for HIV Infection in Children, Italy

● Polish Paediatric Cohort

● CoRISPE-cat, Catalonia, Spain

● CoRISPE-S, Spain (now including the Madrid Paediatric Cohort Study)

● Collaborative HIV Paediatric Study (CHIPS) and National Study of HIV in 

Pregnancy and Childhood (NSHPC), United Kingdom (UK)/Ireland

Other EU cohorts within EPPICC who may have eligible patients in the future:

● ATHENA national observational HIV cohort, Netherlands
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● Centro Hospitalar do Porto, Porto, Portugal

● "Victor Babes" Hospital Cohort, Romania

● Karolinska University Hospital, Stockholm, Sweden

Study Size:  As per the Year 1 report with data lock date of 16 May 2019, among EU 

cohorts in EPPICC, 14 patients were reported to meet the study inclusion criteria by 

that date amongst cohorts participating in this study.  This number is expected to

increase over time as newly diagnosed infants receive Kaletra in this post-approval 

period.

Data Analysis:  Data from EPPICC will be summarized using descriptive statistics

for the set of all patients and for each of the 4 groups described below.  Due to the 

expected small sample size, graphic summary of individual patient response 

(e.g., CD4 and HIV-1 RNA viral load over time on Kaletra) may be explored.

Patients will be categorized to a group based on their age, weight (or body surface 

area where height data are available), dose, and dosing frequency on the day of first 

reported Kaletra exposure.  The 4 groups are as follows:

Group 1: Licensed: patients 14 days to < 2 years of age initiating on a licensed 
dose

Group 2: Unlicensed: patients 14 days to < 2 years of age initiating on an 
unlicensed dose

Group 3: Patients < 14 days of age

Group 4: Patients 14 days to < 2 years of age with missing weight and/or dose 
data at Kaletra initiation

The number of children meeting the inclusion criteria for the study during each 

reporting interval and cumulatively will be presented.  The duration of Kaletra 

exposure (censored at earliest of 2 years of age or at 3 months after discontinuation of 

Kaletra or at date of death or last visit) will be summarized in months and patient-

months.
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To address the first study objective, demographic, medical history including 

antiretroviral therapy [ART] regimen, concomitant medication, and anthropometric 

data (including body surface area) will be summarized.

To address the second study objective, patients who received off-label use, licensed 

dosing, and unlicensed dosing will be summarized.

To address the third study objective, the following will be summarized:

● Patients who discontinued Kaletra, along with a summary of the reasons for 

discontinuation

● Patients followed up to 2 years of age, along with a summary of the reasons for 

drop out

● Laboratory abnormalities by grade to reflect the incidence of laboratory 

abnormalities whilst exposed to Kaletra while < 2 years of age.

○ Division of AIDS (DAIDS 2014) gradings for pediatric laboratory AEs 

will be used to categorize the severity of results, where available.  Gamma 

glutamyl transferase (GGT) will be graded using Common Toxicity 

Criteria for Adverse Events (CTCAE) 4.03, and high-density lipoprotein 

cholesterol (HDL) will be graded using the US National Heart, Lung, and 

Blood Institute (NHLBI) categories; results by severity will be presented as 

numbers of events and rates per 100 person-years of follow-up, provided 

there are sufficient numbers of patients in follow-up (n ≥ 20) to provide a 

meaningful estimate.  Among patients who experience a DAIDS grade 3 or 

4 event, additional details will be collected with follow-up data up to the 

age of 3 years or the end of the study period.

● AEs; AEs considered related to Kaletra, propylene glycol, and ethanol; SAEs; 

and SAEs considered related to Kaletra propylene glycol, and ethanol.

○ Among patients who experience a clinical AE causally related to Kaletra 

and have the additional questionnaire completed, a detailed summary of the 

event, additional tests conducted, treatment and outcome will be provided 

on a patient-level basis.
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To address the fourth study objective, patients with an HIV-1 RNA value ≥ 50, ≥ 400, 

and ≥ 1000 copies/mL while receiving Kaletra will be summarized, as well as CD4 

counts and percentages.

Milestones:  Major study milestones and their planned dates are as follows.

Study duration:  3 years (August 2018 – September 2021)

Preliminary timeline and key milestones are described below:

Year 1 (2018 – 2019) – Completed

● Finalize study protocol and standard operating procedure for data merger: 

August – September 2018

● Submission to ethics approval and regulatory approval at cohort level, sign 

data sharing agreement with cohorts:  October 2018

● Data merger:  October – November 2018

● Data cleaning:  November – December 2018

● Preliminary analysis and initial report*:  first draft early December

● Final draft of preliminary report to AbbVie:  20 December 2018

● AbbVie submit preliminary report to EMA:  25 January 2019

● Draft/Final study report for Year 1:  June 2019

● AbbVie report to EMA:  July 2019

* The preliminary report may be limited to data from a subgroup of cohorts if 

others are delayed by ethics approval.

Year 2 – 3

Annual milestones (for 2020 and 2021*):

● Data merger:  January

● Data cleaning:  February – March

● Analysis and write up:  April – July
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● Draft/final report to AbbVie:  August

● AbbVie submission to EMA:  25 September annually

* Following the reclassification of this study to a PASS, some cohorts will 

require ethics approval of the updated protocol.
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5.0 Amendments and Updates

The study was reclassified as a post-authorization safety study (PASS) on 

28 November 2019; the study protocol, therefore, has been updated using a PASS 

template.  Following the reclassification of this study to a PASS, some cohorts will 

require ethics approval of the updated protocol.

6.0 Milestones

Major study milestones and their planned dates are as follows.

Study duration: 3 years (August 2018 – September 2021)

Preliminary timeline and key milestones are described below:

Year 1 (2018 – 2019) – Completed

● Finalize study protocol and standard operating procedure for data merger: 

August – September 2018

● Submission to ethics approval and regulatory approval at cohort level, sign 

data sharing agreement with cohorts:  October 2018

● Data merger:  October – November 2018

● Data cleaning:  November – December 2018

● Preliminary analysis and initial report*:  first draft early December

● Final draft of preliminary report to AbbVie:  20 December 2018

● AbbVie submit preliminary report to EMA:  25 January 2019

● Draft/Final study report for Year 1:  June 2019

● AbbVie Year 1 report to EMA:  July 2019

* The preliminary report may be limited to data from a subgroup of cohorts if 

others are delayed by ethics approval.
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Year 2 – 3 (2020 – 2021)

Annual milestones:

● Data merger:  January

● Data cleaning:  February – March

● Analysis and write up:  April – July

● Draft/final report to AbbVie:  August

● AbbVie submission to EMA:  25 September annually

7.0 Rationale and Background

On 26 July 2017, the European Commission approved the extension of the indication of 

Kaletra (80 mg + 20 mg)/mL oral solution to include children 14 days of age or older for 

the treatment of human immunodeficiency virus (HIV)-1.

Kaletra oral solution has a high content of ethanol and propylene glycol.  The Summary of 

Product Characteristics (SmPC) includes a warning regarding its use in very young 

children, which may lead to chronic exposure to propylene glycol and ethanol and related 

toxicities in the pediatric population.  The European Medicines Agency (EMA) has also 

highlighted concerns regarding medication errors that could result in overdose, which 

could also increase exposure to these excipients.  In addition, EMA has also highlighted 

concerns regarding lack of efficacy/viral resistance in relation to potentially suboptimal 

pharmacokinetic parameters in young children receiving Kaletra.

In Europe, several established, prospective observational cohort studies of HIV-1–infected 

children and adolescents participate in the European Pregnancy and Paediatric Infections

Cohort Collaboration (EPPICC).  The EPPICC pharmacovigilance network includes 

21 cohorts from 16 European countries and Thailand.

The rationale for this study is multifold.  The study shall describe the characteristics of 

children less than 2 years of age while treated with Kaletra oral solution at or after the 

approval date of 26 July 2017 in the EMA scope of authority within Europe.  The study 
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will also assess the appropriateness of Kaletra oral formulation dose for weight or body 

surface area while under 2 years of age and the safety and tolerability of Kaletra in 

children under 2 years of age by describing adverse events (AEs) experienced while on 

Kaletra, in particular in relation to propylene glycol or ethanol toxicity.  In addition, the 

study will assess the immune and virologic response to Kaletra-containing therapy and the 

incidence and reasons for discontinuation of Kaletra.

8.0 Research Question and Objectives

The study objectives, in children under 2 years of age, are to:

1. describe the characteristics of all children treated with Kaletra (including off-label 

use) in the EPPICC network in the EMA countries within Europe at or after the 

approval date 26 July 2017

2. assess the appropriateness of Kaletra dose for weight or body surface area using the 

AbbVie Kaletra SmPC as a reference 

3. evaluate the safety and tolerability of Kaletra by the following:

● describe discontinuation of Kaletra and reasons (in particular toxicity-related)

● describe clinical AEs while on Kaletra or up to 3 months after discontinuation 

of Kaletra, in particular in relation to study drug or propylene glycol or ethanol 

toxicity

● assess the incidence of clinically significant laboratory abnormalities (Division 

of AIDS [DAIDS] grade 1 – 4)

4. assess the immune and virologic response to Kaletra-containing therapy

9.0 Research Methods

9.1 Study Design

This is a descriptive cohort study.
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9.2 Setting

Eligible subjects will be HIV-1–infected children < 2 years of age taking Kaletra oral 

solution in "real-life" routine care settings in EMA countries within Europe.

Data will be collected by annual pooling of pseudonymized individual patient data for the 

time interval during which each patient is included in the study. Patients in the 

participating cohorts are followed up throughout their time in pediatric HIV care, which 

may be longer than the time interval of the study.

For this study, children enter at risk of events at start of Kaletra and are censored at the 

earliest of the following: 2 years of age or at 3 months after discontinuation of Kaletra or 

at date of death or last visit.

To fully assess the outcomes of AEs including clinically significant laboratory or clinical 

findings which occur while < 2 years of age (e.g., if resolved or not), follow-up data will 

be collected for all patients who experience such AEs up to 3 years of age or the end of 

the study period, whichever is earlier.

Example patients are represented in Figure 1 to illustrate the inclusion criteria.  

Patients A, B, and C all meet the inclusion criteria for this study with one or more 

episodes on Kaletra while < 2 years of age at or after the approval date. Patient D had 

one episode on Kaletra while < 2 years of age, but this episode ended prior to the approval 

date and, therefore, Patient D would be excluded from the study.
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Figure 1. Example of Patients Who Meet Inclusion Criteria for the Study by 
Age and Timing of Kaletra Exposure Relative to the EMA 
Approval Date (Indicated by Red Dashed Line)

LPV/r = lopinavir/ritonavir (Kaletra)

The data merger will include all children < 2 years of age who received Kaletra oral 

formulation at or after the EMA approval date. In the second and third year of this study, 

follow-up data will be reported on existing patients, as well as data on any new patients 

commencing Kaletra in the intervening period.

An EPPICC standard operating procedure has been developed and the data merger will 

follow the HIV Cohorts Data Exchange Protocol (HICDEP).

9.3 Variables

Variables to be collected on all children taking Kaletra will include:

● Demographic data:  date of birth, sex, mode of infection, ethnicity, country of 

HIV care

● Medical history: birth weight, prematurity, United States (US) Centers for 

Disease Control and Prevention (CDC) events, hepatitis B and C co-infection 

status

● All antiretroviral prophylaxis and treatments received, start and stop dates, 

prescribed dose, formulations, reason for stopping
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● Other concomitant medications, including start and stop dates

● Anthropometric: weights and heights at every clinic visit

● CD4 and HIV-1 RNA viral load (VL): all CD4%, CD4 cell count, VL 

measurements and dates, and VL lower limit of detection.

● Adverse events: clinical AEs and serious adverse events (SAEs), onset and 

end dates, severity of event, causal relationship with Kaletra, all antiretroviral 

therapy (ART) drugs at time of event, concomitant medication at time of 

event, outcome of event, and SAE category, if applicable

● Discontinuations of study drug, including the reasons (e.g., AEs, etc.)

● Follow-up: follow-up status, date of death/loss to follow-up/withdrawal from 

study/transfer to other clinics, or date of last visit.

The following laboratory markers routinely conducted as part of standard of care will be 

collected, commencing up to 12 months prior to start of Kaletra (where available) and 

data will be censored when the patient reaches 2 years of age or at 3 months after 

discontinuation of Kaletra:

Marker Lab_ID Marker Lab_ID

Absolute neutrophil count ANC Lipase LIP

Total cholesterol CHOL Serum HDL HDL

Triglycerides TRIG Serum LDL LDL

Alanine aminotransferase ALT Alkaline phosphatase APT

Total bilirubin TBIL Aspartate aminotransferase AST

Gamma-glutamyl transferase GGT Serum phosphate PHOS

Blood glucose fasting FPG Serum calcium S-Ca

Blood glucose non-fasting Non-FPG Serum creatinine S-CREAT

Pancreatic amylase P-AMY

Among patients who experience SAEs while on Kaletra or clinical AEs reported by the 

attending clinician as causally related to Kaletra, a detailed questionnaire (Annex 3) will 

be sent to the clinic.  The questionnaire seeks further information on the type of event, 

including questions that help the study team assess the relationship of events to ethanol 

and/or propylene glycol related toxicities or medication errors (including overdosing), the 
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laboratory tests conducted, interventions the patient underwent for these events and their 

outcome. In addition, EPPICC will notify AbbVie of such events within 7 working days 

of the event being confirmed following data cleaning/management.

9.4 Data Sources

Pooled analysis of pseudonymized individual patient clinical and laboratory data from the 

following European Union (EU) cohorts participating in the EPPICC pharmacovigilance 

program (confirmed to have eligible patients, as of August 2019):

● Hospital St Pierre Cohort, Brussels, Belgium

● Copenhagen Cohort, Denmark

● Greece Cohort

● Italian Register for HIV Infection in Children, Italy

● Polish Paediatric Cohort

● CoRISPE-cat, Catalonia, Spain

● CoRISPE-S, Spain (now including the Madrid Paediatric Cohort Study)

● Collaborative HIV Paediatric Study (CHIPS) and National Study of HIV in 

Pregnancy and Childhood (NSHPC), United Kingdom (UK)/Ireland

Other EU cohorts within EPPICC who may have eligible patients in the future:

● ATHENA national observational HIV cohort, Netherlands

● Centro Hospitalar do Porto, Porto, Portugal

● "Victor Babes" Hospital Cohort, Romania

● Karolinska University Hospital, Stockholm, Sweden

9.5 Study Sample Size

As per the Year 1 report with data lock date of 16 May 2019, among EU cohorts in 

EPPICC, 14 patients were reported to meet the study inclusion criteria by that date and 
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were included in the study. This number is expected to increase over time as newly 

diagnosed infants receive Kaletra in this post-approval period.

9.6 Data Management

Data will be subjected to a battery of logical and consistency checks in order to assess 

accuracy and completeness.  Any data queries arising will be discussed and resolved with 

the relevant cohort data managers, before data are pooled into a joint study database. The 

study database corresponding to each study report will be locked prior to data analysis.

All data transfer will take place using a secure encryption process. Data will be stored on 

secure servers and backed up daily. Access to data will be limited to authorized users 

only.

9.7 Data Analysis

Data from EPPICC will be summarized using descriptive statistics (proportions, means, 

medians, interquartile ranges) for the set of all patients and for each of the 4 groups 

described below.  Due to the expected small sample size, graphic summary of individual 

patient response (e.g., CD4 and HIV-1 RNA VL over time on Kaletra) may be explored. 

No imputation of missing data will be performed.

Patients will be categorized to a group based on their age, weight (or body surface area 

where height data are available), dose and dosing frequency on the day of first reported 

Kaletra exposure.  The 4 groups are as follows:

● Group 1: Licensed: patients 14 days to < 2 years of age initiating on a licensed 

dose

● Group 2: Unlicensed: patients 14 days to < 2 years of age initiating on an 

unlicensed dose

● Group 3: Patients < 14 days of age

● Group 4: Patients 14 days to < 2 years of age with missing weight and/or dose 

data at Kaletra initiation
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The number of children meeting the inclusion criteria for the study during each reporting 

interval and cumulatively will be presented.  The duration of Kaletra exposure (censored 

at earliest of 2 years of age or at 3 months after discontinuation of Kaletra or at date of 

death or last visit) will be summarized in months and patient-months.

To address the first study objective, demographic, medical history including ART 

regimen, concomitant medication, anthropometric data (including body surface area), will 

be summarized.

To address the second study objective, the numbers and proportions of patients who 

received off-label use (< 14 days of age), licensed dosing (as per recommendations in the 

Kaletra SmPC) and unlicensed dosing will be presented.

To address the third study objective, the following will be presented:

● The number and proportion of patients who discontinued Kaletra, along with a 

summary of the reasons for discontinuation will be presented.

● The number and proportions of patients followed up through to 2 years of age, 

along with a summary of the reasons for drop out will be presented.

● Rate of laboratory abnormalities by grade, if numbers are sufficient (if n ≥ 20): 

All children ever exposed to Kaletra, with laboratory data available are 

included in the laboratory analysis with follow-up from start of Kaletra and 

censored at the earliest of the following: 2 years of age or at 3 months after 

discontinuation of Kaletra or at date of death or last visit, to reflect the 

incidence of laboratory abnormalities whilst exposed to Kaletra while 

< 2 years of age.

○ Division of AIDS (DAIDS 2014) gradings for pediatric laboratory AEs

will be used to categorize the severity of results,1 apart from high-density 

lipoprotein cholesterol (HDL) and gamma glutamyl transferase (GGT), 

where DAIDS gradings are not available.  Therefore, GGT will be graded 

using Common Toxicity Criteria for Adverse Events (CTCAE) 4.03: 

Grade 1 is > upper limit of normal (ULN) to 2.5 × ULN, Grade 2 is 

> 2.5 ULN to 5.0 × ULN, Grade 3 is > 5.0 to 20.0 × ULN, and Grade 4 is 
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> 20.0 × ULN.  For HDL, guidelines from the US National Heart, Lung, 

and Blood Institute (NHLBI) will be used instead to categorize HDL levels 

as "acceptable" (> 45 mg/dL), "borderline" (40 – 45 mg/dL), or "low"

(< 40 mg/dL).2  For each test type, results by severity will be presented as 

numbers of events and rates per 100 person-years of follow-up, provided 

there are sufficient numbers of patients in follow-up (n ≥ 20) to provide a 

meaningful estimate. Among patients who experience a DAIDS Grade 3 

or 4 event, details will be provided of the duration of the event, other ART

drugs received at time of event and if the event resolved, allowing for 

follow-up data up to the age of 3 years or the end of the study period.

● The numbers and proportions of patients reporting AEs; AEs considered 

related to Kaletra; SAEs; and SAEs considered related to Kaletra, propylene 

glycol, and ethanol will be presented.

○ Clinical AEs will be coded using an in-house coding system used by the 

Medical Research Council Clinical Trials Unit (MRC-CTU) at University 

College London (UCL).  This coding system has been validated in 

international trials and codes AEs according to the body system affected 

(similar to the Medical Dictionary for Regulatory Activities (MedDRA) 

coding system).

○ Among patients who experience a clinical AE causally related to Kaletra 

and have the additional questionnaire completed, a detailed summary of the 

event, additional tests conducted, treatment and outcome will be provided 

on a patient-level basis.

To address the fourth study objective, the number and proportion of patients with an 

HIV-1 RNA value ≥ 50, ≥ 400, and ≥ 1000 copies/mL while receiving Kaletra will be 

presented, as well as CD4 counts and percentages.

9.8 Quality Control

As stated above, data will be subjected to a battery of logical and consistency checks in 

order to assess accuracy and completeness.  Further data checks will also be conducted by 

the study statistician prior to data analysis.
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9.9 Limitations of the Research Methods

This is a descriptive observational study that will include the reporting of the causal 

relationship between Kaletra exposure and any clinical AEs based solely on the attending 

clinicians' opinion.  Numbers of eligible children may be small, particularly in the 

first year of the study, and data may not always be available for some outcomes of interest 

(e.g., laboratory markers).  The retrospective nature of the data collection means that some 

data may be missing.

There are differences in data collection methods as well as clinical practices across 

countries, cohorts and sites.  All EPPICC cohorts, however, follow the same standard 

operating procedure when providing data.  This minimizes the risk of differences and 

biases arising from heterogeneity of reporting.  EPPICC cohorts also vary widely with 

respect to national coverage.  Some have complete coverage of all children diagnosed 

with HIV (e.g., CHIPS UK and Ireland cohort) whilst others are single clinic cohorts, 

which include all children attending that clinic.

EPPICC cohorts include both children born in the country of care and those born abroad 

(commonly sub-Saharan Africa).  Those born abroad tend to be older at first presentation

to care in Europe and have survived the high mortality period of early infancy without 

ART in their country of origin.  This could potentially lead to the inclusion of patients 

with less severe disease in early childhood in this study resulting in selection bias.

10.0 Protection of Human Subjects

This is an observational study utilizing data obtained in routine care; no patients will 

experience any changes to their care as a result of being included in the study.

11.0 Management and Reporting of Complaints (Safety 
and Quality)

This is a non-interventional database study based on secondary use of data collected for 

other purposes.  No reporting of individual AEs to regulatory agencies is planned for this 
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database study because there is no access by AbbVie to individual patient/subject records.  

Pre-specified health outcomes of interest, including any that qualify as AEs, will be 

summarized as part of each interim analysis and in the final study report, which will be 

provided to regulatory agencies by AbbVie as required.

In addition, relevant safety information will be summarized in the appropriate Periodic 

Safety Update Reports, Periodic Benefit Risk Evaluation Reports, and/or Development 

Safety Update Reports if required.

12.0 Plans for Disseminating and Communicating Study 
Results

AbbVie shall communicate study results via the annual report to the EMA, which also 

will include an annual search for case reports in the AbbVie global safety database and a 

literature search.

13.0 References

1. Division of AIDS National Institute of Allergy and Infectious Diseases, National 

Institutes of Health, US Department of Health and Human Services. Division of 

AIDS table for grading the severity of adult and pediatric adverse events. 

Version 1.0. December 2004; clarification 2009, Bethesda, MD: 2014 [cited 

2020 March 03].  Available at:  https://rsc.niaid.nih.gov/clinical-research-

sites/daids-adverse-event-grading-tables.

2. US National Institute of Health Lung and Blood Institute. Expert Panel on 

Integrated Guidelines for Cardiovascular Health and Risk Reduction in Children 

and Adolescents: Summary Report [cited 2020 March 03].  Available at:  

https://www.nhlbi.nih.gov/files/docs/peds_guidelines_sum.pdf.

25



Lopinavir/ritonavir
P19-106 Protocol
EUPAS32607

Annex 1. ENCePP Checklist for Protocols
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Annex 2. List of Protocol Signatories

AbbVie Signatories

Name Title Functional Area

Pharmacovigilance and Patient Safety

Global Epidemiology

Data and Statistical Sciences

Global Medical Affairs

Global Regulatory Strategy, Western 
Europe Regulatory Affairs

QPPV

Medical Writing

EPPICC Signatories

Name Title Functional Area

Epidemiology

Epidemiology

Data Management

Statistics

Epidemiology

Clinical

33



Lopinavir/ritonavir
P19-106 Protocol
EUPAS32607

Annex 3. Related Adverse Event Questionnaire
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EPPICC Kaletra (LPV/r) Pharmacovigilance Study Related Adverse Event (AE) Questionnaire: Please complete if a child experienced an adverse event considered to be causally 
related to Kaletra  
 

Please provide any additional relevant information that would provide clarity to the case    EPPICC Kaletra Pharmacovigilance Study: AE Form V1.1 (30.Nov 2018)      1 
  

Details of adverse event: 
Adverse Event  Event Onset(d/m/y)  Outcome 

(dd/mm/yy) 
Event 

Criteria+ 
Causality++  Outcome Status** 

        Kaletra: 
Propylene glycol: 
Ethanol:

 

        Kaletra: 
Propylene glycol: 
Ethanol:

 

        Kaletra: 
Propylene glycol: 
Ethanol:

 

+ Event Criteria codes: Death, Hospitalization, Prolonged Hospitalization, Congenital anomaly, Life‐threatening, Medically Important, Persistent or Significant Disability, or Non serious 
++Please state if the event was causally related to each of the following: Kaletra, propylene glycol, and ethanol: Definitive, Probably related, Possibly related, Unlikely/Remotely related or Not assessable/unknown.  
**Outcome codes: Death, Recovered, Not recovered, Recovering, Worsened, Unknown, or Recovered with Sequela (provide Sequela if available) 
Details of antiretroviral use at time of event:  

Name  Prescribed 
Dose 

Dose 
given 

Device 
used* 

Device 
ml size 

Administered 
by** 

Dose 
Form*** 

 

Frequency  Route  How many 
doses or 
over what 
timeframe 

Start Date 
dd/mm/yy 

End Date 
dd/mm/yy 

Indication  If stopped, 
did event 
abate? 
If so, 

provide 
date 

                           
                           
                           
                           
* Device could include (Syringe, measuring spoon, medication dose cup, IV, Pump) ** Administered by could include (physician, pharmacist, nurse, healthcare provider, parent, or caregiver)  
 *** Dose form could include: IV solution, Tablet, Capsule, solution, gel, syrup, granules etc 
Please provide detailed event information including symptoms the patient experienced leading up to the events: ___________________________________________________________________ 
_______________________________________________________________________________________________________________________________________________________________ 

If Kaletra overdose was suspected, please provide reason overdose occurred, if known:_________________________________________________________________________________________ 

_______________________________________________________________________________________________________________________________________________________________ 

Please provide Kaletra product Lot number for time of event: _________   Expiration date __________  Lot number and expiration for device (if appropriate) _____________________ 
If unable to provide Lot number, provide rationale: discarded ☐ not accessible to physician ☐ not on patient’s file ☐ did not receive in original package ☐ not legible on package ☐ 
Details of Concomitant (C), Past (P), Treatment (T) medication: (Please include herbal, recreational, OTC medication and supplements): 

Reporter Information.   Position:                                                         Country:                                                                                   Date (dd/mm/yy):  

Patient Information: 
Patient ID:  Sex: Male  ☐  Female ☐  Month and year of birth (mm/yy):  Height at time of event:                     

cm ☐   inches ☐ 
Weight at time of event :                         
kg ☐ pounds ☐ 

Allergies:  Yes ☐   No ☐ (type and manifestation)      
Patient Medical History (include family history, (risk factors), HIV,…): 
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related to Kaletra  
 

Please provide any additional relevant information that would provide clarity to the case    EPPICC Kaletra Pharmacovigilance Study: AE Form V1.1 (30.Nov 2018)      2 
  

Name  C, P or T  Form  Dose  Frequency  Route  Start date   End Date  Indication 
                 
                 
                 
Details of laboratory and diagnostic test conducted: 

Laboratory test  Prior to Event 
 

Test Peak during event 
 

When event 
improved/resolved 

Reference 
range 
(including units 
of measure)  

  Diagnostic 
test 

Date 
(dd/mm/yy) 

Results (key findings) (If desired 
attach results) 

Drug level                  Glasgow 
coma scale 

   

CBC                  X‐Ray     
BUN                  EKG     
Creatinine                  BP     
Liver panel                  Pulse     
Blood gases                  EEG     
Sodium                  MRI     
Potassium                  CT     
Chloride                       
O2 sat                         
Serum osmolality                       
Glucose                       
Ethanol (blood alcohol) 
level 

                     

Serum propylene 
glycol level 

                     

Viral RNA (copies/ml)                       
Protease Inhibitor 
resistance mutations 

                     

                  
Please provide details of treatment or interventions the patient underwent for the events: _____________________________________________________________________________________ 
_______________________________________________________________________________________________________________________________________________________________ 
 
If Kaletra was discontinued, was it restarted?  Yes  ☐  No ☐.  If Yes, provide details of restart:        Date (dd/mm/yy):  ___________                           Dose  _________________________ 
If resistance is suspected, has this patient been treated with other protease inhibitors prior to Kaletra therapy? _____________________________________________________________________  
Please provide evidence of loss of virologic response (i.e. HIV viral RNA load, copies/mL) or of development of resistance of lopinavir/ritonavir, if suspected (three or more of the following  
lopinavir‐associated amino acid substitutions L10F/I/R/V, K20M/R, L24I, V32I, L33F, M46I/L, I47V/A, I50V, F53L, I54L/A/M, L63P, A71V/T, G73S, L76V, V82A/F/T/S, l84V and L90M):______________ 
________________________________________________________________________________________________________________________________________________________________  

 
If the patient died, Date of Death:  ______/______/______ (dd/mm/yy)  Autopsy:  Yes ☐   No ☐   Unknown  ☐  Autopsy Date:  _____/_____/______ (dd/mm/yy) 
Autopsy results:                                                                                                                Cause of Death:                                                                                                                                                                                        
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