[image: image1.png]' I I.
malariain

pregnancy
consortium




MiP SOP 003

Title: Guide to Pregnancy Outcome and Infant Assessment

Developed by: Prof. Andy Stergachis, Dr Esperança Sevene, Dr Stephanie Dellicour

With funding from: Malaria in Pregnancy Consortium through a grant from the Bill & Melinda Gates Foundation to the Liverpool School of Tropical Medicine

	GUIDE TO PREGNANCY OUTCOME AND INFANT ASSESSMENT



	Version number xx
	Effective date:  




1.0
PURPOSE
The purpose of this Standard Operating Procedure (SOP) is to outline the necessary procedures for pregnancy outcome and infant assessment and data recording for clinical trials sponsored by the Malaria in Pregnancy (MiP) Consortium.  

2.0 DEFINITIONS

Adverse Pregnancy Outcome:

Means any pregnancy resulting in miscarriage or spontaneous abortion (<28 weeks of gestation); or stillbirth (>28 weeks or >500 g); or any congenital malformation.

Congenital Malformation

A major congenital malformation is any medical condition that is present at birth (although it may be recognized before birth, after birth, or never) that has major cosmetic or functional significance. Congenital disorders can be a result of genetic abnormalities, the environment, a mixture of both, errors of morphogenesis or unknown factors. The most severe anomalies are incompatible with life; others require fetal intervention or special delivery procedures or require surgery in the neonatal period.
Developmental Disability

Disorders in which there is a delay in development based on that expected for a given age level or stage of development. These impairments or disabilities originate before age 18, may be expected to continue indefinitely, and constitute a substantial impairment.

3.0 SCOPE 

This SOP describes to trial/research staff the procedure for recording and reporting on the assessment of the pregnancy outcome and infant. 

4.0 RESPONSIBLE PERSONNEL

The MA Coordinator has overall responsibility for the conduct of the study. In a multi-site study, the MA Coordinator has co-ordinating responsibility for recording standardised information on pregnancy outcome and infant assessment. 

The Principal Investigator (PI) has responsibility for the research at a local site where the study involves specified procedures requiring site-specific assessment. There should be one PI for each research site. In the case of a single-site study, the MA Coordinator and the PI will normally be the same person. 

Investigator Responsibilities

· Ensure trial staff are trained and that SOPs are available

· Assess in a standardised way, collect and record each pregnancy outcome

· Keep detailed record of all pregnancy outcome and infant assessment

· In studies including a follow up of infants at 1 year of age, infant should be assess and information collected as specified in the study protocol

· Report serious adverse pregnancy outcome, including miscarriage, stillbirth, and congenital malformation detected in infants, on pregnancy outcome assessment form as an SAE to MA Coordinator, DSMB and/or REC and Regulatory Authority within agreed timeframe

· Assess any serious adverse pregnancy outcome for causality and severity 

· Break treatment codes before submitting expedited reports to DSMB and REC for specific subjects if required

Safety Working Group Responsibilities

See Safety Working Group SOP 004 Terms of References (section 2.1.2)

5.0
PROCEDURE

PROCEDURAL OUTLINE

	Time point
	Staff member

responsible
	Key data elements captured
	Form used
	Follow-up needed

	Enrolment
	
	· LMP

· Ultrasound

· Drug exposures before attendance (1st trimester)

· Obstetric history
	Study CRF
	

	Scheduled study visits*
	
	· Miscarriages

· Pregnancy progress

· Drug exposures since enrolment
	Study CRF
	Miscarriages complete SAE Pregnancy outcome report form send to DSMB/SWG

	Delivery
	
	· Ballard score for gestational age assessment

· Drug exposures since last visit

· Birth outcome

· Surface exam
	Birth outcome form
	Stillbirth or Congenital malformation complete SAE Pregnancy outcome report form send to DSMB/SWG

	6 week visit
	
	· Surface exam 

· Developmental indicators
	6 week form
	Developmental delays or Congenital malformation complete SAE Pregnancy outcome report form send to DSMB/SWG

	1 year visit
	
	· Surface exam 

· Developmental indicator
	1 year form
	Developmental delays or Congenital malformation complete SAE Pregnancy outcome report form send to DSMB/SWG


* Timing and number of visits will vary by trial.

5.1 Which Pregnancy Outcome to record and to report
MA Coordinator/PI must record all pregnancy outcome using the MiP Pregnancy Outcome Assessment form (see Appendix A for template).

The trial team must be trained to identify any adverse pregnancy outcome and perform a detailed surface examination to detect congenital malformations. In case of a serious adverse pregnancy outcome (including miscarriage, stillbirth, and congenital malformation), the PI should notify the MA Coordinator immediately (within 48hrs) and the MA Coordinator should report this as an SAEs to the DSMB, SWG and REC (where required) within 7 days if the event is fatal or life-threatening or otherwise within 15 days and to the regulatory authority as required.
5.2 Complementary information for adverse outcomes

For each adverse pregnancy outcome, complimentary information should be collected to enable adequate assessment of the case by the DSMBs, SWG and Independent Safety Panel. In all case this should cover details of delivery where appropriate as reported on Partograph, information on malaria infection including symptomatic and asymptomatic infections, and where possible information on malaria smears for 1) placenta, 2) maternal peripheral parasitemia, 3) cord blood and 4) baby. Guidelines for specific outcomes are listed in the table below:
	Adverse Pregnancy Outcome
	Data elements 

	Miscarriage
	· Did the mother have a recent fever?

· Was the delivery spontaneous or induced?

· Sample of the placental/fetal tissue for malaria testing

· Result of maternal peripheral smear

	Stillbirth
	· When did the baby stop moving?

· Does the mother have a history of stillbirths

· Did  the mother have a recent illness (in the last 3 weeks)?

· Did the mother have a recent fever?

· What is the mother’s BP and HCT% at delivery?

· What is the last known fundal height?

· Was the baby suspected to be small for gestational age, or large for gestational age?

· What is the mothers blood glucose?

· A placental biopsy is needed for all stillbirths, which should include time of the biopsy, and a placental photograph.

· Was the baby moving prior to labor?

· Was the baby moving prior to delivery?
· Cause of stillbirth (e.g. syphilis (TORCH viruses), high fever or acute maternal illness, severe anaemia, hypertension and preeclampsia, placental insufficiency, diabetes, rhesus incompatibility, postmaturity, abruptio placentae, fetal abnormalities, unknown causes (50% of all cases))

	Congenital Malformation
	Family history of congenital malformations


5.3 Which Infant abnormalities to record and to report
MA Coordinator /PI must record all infant assessment using the MiP Infant Assessment form (see Appendix B for template).

The trial team must be trained to identify any congenital malformations and developmental disabilities. In case an abnormality or an SAE is detected, the PI should notify the MA Coordinator immediately (within 48hrs) and the MA Coordinator should report the SAEs to the DSMB, SWG and REC within 7 days if the event is fatal or life-threatening or otherwise within 15 days and to the regulatory authority as required.
6.0
INTERIM AND ANNUAL SAFETY REPORT

See SOP 002 for details
7.0
OTHER RELATED PROCEDURES

	SOP 001
	Recording , Management and reporting of adverse events 

	SOP 002
	Guide to Safety Report Preparation and Submission 


8.0
REFERENCES

ICH GCP
GLOSSARY OF TERMS

Adverse event (AE) Any untoward medical occurrence that may present during treatment with a pharmaceutical product but which does not necessarily have a causal relationship with this treatment.

Adverse reaction (AR) means any untoward and unintended response in a subject to an investigational medicinal product which is related to any dose administered to that subject

Causality  The relating of cause to the effect produced.    

Body system is classified according to the following: 1) Neurotoxicity; 2) Hepatotoxicity; 3) Cardiovascular Toxicity; 4) Haematological Toxicity 5) Metabolic; 6) Dermatologic Toxicity; 7) Gastro-intestinal; 8) Respiratory;  9) Allergy/Immunology; 10) Other 

Clinical Report Form (CRF) A record of data collected on each participant during a clinical trial, as outlined in the study protocol.
Data Safety Monitoring Board (DSMB) independent body of experts who monitor participant safety and the efficacy of the study product while a clinical study is taking place.

Good Clinical Practice (GCP) is defined as a ‘standard for the design, conduct, performance, monitoring, auditing, recording, analyses and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and  that the rights, integrity and confidentiality of trial subjects are protected’ 

MA Coordinator The investigator who takes primary responsibility for the conduct of the trial. If the trial involves multiple sites there will be a principal investigator at each site taking responsibility for their site. 
Principal Investigator (PI) Investigator at trial site

Pharmacovigilance  The science and activities relating to the detection, assessment, understanding and prevention of adverse effects or any other drug-related problems.

Post-marketing surveillance  The study of drug use and drug effects after marketing, which employs epidemiological methods.

Regulatory Authority (RA) Competent authority in the trial’s country, responsible under its national law for the control or regulation of clinical trials.

Research Ethic Committee (REC)

Serious Adverse Events (SAE), Serious Adverse Reaction (SAR) means an adverse event, adverse reaction or unexpected adverse reaction respectively that 

· results in death

· is life threatening

· requires hospitalisation or prolongation of existing hospitalisation

· results in persistent or significant disability or incapacity or

· consists of a congenital anomaly or birth defect

Signal  Reported information on a possible causal relationship between an adverse event and a drug, the relationship being unknown or incompletely documented previously.  Usually more than a single report is required to generate a signal, depending upon the seriousness of the event and the quality of the information.

Suspected Serious Adverse Reaction (SSAR) means an adverse reaction that is classed in nature as serious and which is consistent with the information about the medicinal product in question set out

· in the case of a licensed product, in the summary of product characteristics (SmPC) for that product

· in the case of any other investigational medicinal product, in the Investigator’s Brochure (IB) relating to the trial in question

Type A reactions  Adverse reactions which are a result of an exaggerated but otherwise usual pharmacological effect.  These tend to be common, dose-related, predictable and less serious.  They can usually be treated by reducing the dose of the drug.

Type B reactions  Adverse reactions which are aberrant, and may be due to hypersensitivity or immunologic reactions.  These tend to be uncommon, not related to dose, unpredictable and potentially more serious.  They usually require cessation of the drug.

Unexpected adverse reaction  An adverse reaction, the nature or severity of which is not consistent with domestic labelling or market authorization, or expected from characteristics for the drug. 
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