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Appendix A. Sample Schedule Table / Trial Calendar

Trial ID:____________________


	
	Screening
Visit 
	Visit 1
	Visit 2
	Visit 3
	Visit 4
	Visit 5
	Final Visit

	Trial Timeline [e.g.]
	[Day -2 to  -1]
	[Day 0]
	[Day 14]
	[Day 28]
	[Day 56]
	[Day 84]
	[Day180]

	Trial Window [e.g.]
	
	
	[± 1 day]
	[±2 days]
	[±3days]
	[±4 days]
	[±5days]

	Sign Informed Consent
	X
	
	
	
	
	
	

	Inclusion / Exclusion Criteria
	X
	
	
	
	
	
	

	Demographic Data / Interview
	X
	
	
	
	
	
	

	Medical History
	X
	
	
	
	
	
	

	Concomitant Disease(s)
	X
	X
	X
	X
	X
	X
	X

	Medication History
	X
	
	
	
	
	
	

	Concomitant Treatment*
	X
	X
	X
	X
	X
	X
	X

	Physical Examination
	X
	
	
	X
	
	X
	X

	Pregnancy Test
	X
	
	
	
	
	
	X

	Administration of Vaccine Product 
	
	X
	
	
	
	
	

	Special Procedures
	X
	X
	X
	X
	X
	X
	X

	Clinical Laboratory Evaluations
	X
	X
	X
	X
	
	
	

	Specific safety labs
	X
	
	
	X
	
	
	X

	Safety Assessment**
	X
	X
	X
	X
	X
	X
	X

	Review of Tools for Trial participant, including Diary Card
	X
	X
	X
	
	
	
	X



* After Day 28 post-vaccination, it is typical to only capture concomitant medications associated with the treatment of SAE, new onset of chronic illnesses, and adverse events of special interest.
** Solicited local and systemic AEFI will be captured as indicated in the protocol e.g., recording information in a diary daily for 14 days post-vaccination. From Day 0 to Day 28 post-vaccination, all unsolicited AEFI will be captured. After day 28 post-vaccination, it is typical for the safety assessments to only include SAE, new onset of chronic illnesses, and adverse events of special interest.







1

Appendix B. Data Collection Forms

We encourage the use of the template data collection forms provided in this Appendix. 
As described in Section 7.2, the procedure of safety data collection can typically be classified into three stages: baseline assessment, case identification, and follow-up. To prevent duplicate data collection at different stages, the data collection forms are classified into three forms for different purpose of use:

Appendix B-I. Baseline assessment form: 
to be used for baseline information collection for each participant independent from AEFI.

Appendix B-II. AEFI report form: 
to be used when an AEFI is reported at the first time.

Appendix B-III. Follow-up form: 
to be used for all follow-up visits after the above stage. 
Appendix B-I. Baseline Assessment Form


		Trial ID:____________________
Participant ID:__________________
Medical record ID:____________
Date:______________
Site:_______________






A. Vaccinee /Control
1) participant ID: ___/___/____ (DD/MM/YYYY )  2) Sex: □M   □F       3) Ethnicity or race:___________  4) Weight (kg): _______  17) Height (cm): _______
5) Infants:  Gestational age (weeks/days):____/_ ___ 6) Infants: Birth weight (g)________
 B.  Medical History 
7) Pre-vaccination signs or symptoms on day of vaccination (e.g. cold, fever):      □Yes    □No       □Unknown                 If YES, please describe: ________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
8) Underlying or concomitant disease(s):                                                                 □Yes    □No       □Unknown                  If YES, please describe (including resource of the diagnoses when available, e.g. contact information of physician or hospital):
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
9) Any other significant medical history including treatment (e.g., hospitalizations, pregnancy, allergies, seizures, events similar to or related to the solicited AEFI, and the resource information of the diagnoses)
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
10) Any previous exposure to either the vaccine specific infectious agent or - if vector based vaccine- the vector (e.g., previous vaccination, resident of endemic area)
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
11) Any medication 3 months prior to, during, and after the AEFI including prescription and non-prescription medication (e.g., herbal or homeopathic medication) as well as medication with long half-life or long term effect (e.g., immunoglobulins, blood transfusion, immunosuppressants, oral or intravenous corticosteroids), that could affect the evaluation of an AEFI, but other than treatment given for the AEFI.   □Yes   □No       □Unknown        If YES, please specify including the date(s), that the medication was given:
____________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

12) Relevant family history?  □Yes    □No        □Unknown    If yes, please specify:
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

13) Any local disease outbreaks?                                   □Yes    □No        □Unknown    If yes, please specify:
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

C. Recorder:
14) Date of this report: ___/___/___ (DD/MM/YYYY)             15) Time of this report (hh:mm; 24-hour clock)  ___:____   
16) First name   ___________________    17) Last name: ___________________

 Appendix B-II.  AEFI Report Form                                                                                                
 

		Trial ID:____________________
Participant ID:__________________
Medical record ID:____________
Event identifier:______________







Participant and reporter identity is confidential. Complete the form to the best of your abilities. 
Should you require more space than provided to report all relevant data, please use additional pages and refer to the respective item number.

A. Source of Information/ Reporter 

1) Date of this report: ___/___/___ (DD/MM/YYYY)                   2) Time of this report (hh:mm; 24-hour clock)  ___:____   
3) First name: ___________________ Middle initial: _______  Last name: ____________________________________

4) Phone [+country code (area code) phone number]: +____ (_____)____________Fax: +____ (_____)______________ 
E-mail:_________________________________
5) Organization: _____________________________________________6) Street: _____________________________________________
7)  Postcode/ ZIP: _________        8) City:______________     9) State/Province: _________________ 10) Country:__________________

11) Primary source of information:  □Investigator                                      □Other(specify)__________
12) Modality to capture event:        □  Scheduled trial follow-up visit       □Self-presentation to health facility          
□ Other:_____________________________  

B. Adverse Event* (AEFI) 
* If more than one event, complete one form per event

13) Initial diagnosis:________________________________________ 14) Date of diagnosis: __ _/__ _/__  _(DD/MM/YYYY)

15) Was the participant seen by a physician for the present complaint?         □Yes    □No       □Unknown     

16) Contact information of Physician:_______________________

17)  Was the participant hospitalized for the present complaint?                  □Yes     □No       □Unknown    
          IF yes, contact of hospital:_______________________________________   18) Admission date:  ___/___ /____ (DD/MM/YYYY)

19) Date and time of 	□ onset (first sign indicative of AEFI) ___/___/___ (DD/MM/YYYY)   ___/___ (hh:mm 24-hour clock )
		or 	□ first observation (if onset unknown)   ___/___/___ (DD/MM/YYYY)   ___/___ (hh:mm 24-hour clock )
 
20)  Detailed history of present complaint(e.g.,  type of pain, progression of symptoms and signs after the first observation)including times and dates:
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

21) Findings on physical examination including times, dates, and values and units of routinely measured parameters.
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

22) Further investigations (e.g., laboratory findings, radiographs surgical and/or pathological findings and diagnoses). 
For each investigation, provide investigation name, date, findings and diagnosis, and source of information:
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

23) Detailed record of treatments given for the AEFI including times, dates, progress of clinical condition and treatment provider:
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

24) Was there recurrence of the event after initial AEFI or did the participant experience any AEFI to previous doses of the same vaccine?      
□Yes    □No     □Unknown   □ N/A                     If YES, describe in detail including dates of occurrence:
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________ 
25) Any other significant medical history including treatment (e.g., hospitalizations, pregnancy, allergies, seizures, events similar to or related to the AEFI)
____________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

26) Did the event meet any criteria for a SAE?                                               □ Yes    □ No        □ Unknown                       
□   Hospitalized for the AEFI                Admission: ___/___/___ (DD/MM/YYYY)                Discharge:___/___/___ (DD/MM/YYYY) 
□   Not recovered; persistent signs and symptoms:___________________________________________________________________________
□   Disability resulting from AEFI:________________________________________________________________________________________
□   Life-threatening: _________________________________________________________________________________________________
□   Death           Date of death :  ___/___/___ (DD/MM/YYYY)   
 Cause of death is based on autopsy          □ Yes    □ No        □ Unknown
             If YES, please specify __________________________________________________________________________________________
___________________________________________________________________________________________________________________
□  Other medically important condition (e.g., New onset chronic disease):_________________________________________________________

C. Most Recent Immunization(s) prior to AEFI 
27) Date  ___/___/___ (DD/MM/YYYY)     15) Time ___/___ (hh:mm 24-hour clock ) 
28) Location (e.g. field site, hospital, physician’s office, home, other): ________________
29) Please list all past routine and experimental immunizations. For each immunization, provide vaccine name and administration date

	
	Investigational Vaccine
	Co-administered Vaccine(s)

	30) Vaccine
	
	

	31) Manufacturer
	-
	

	32) Lot number
	
	

	33) Lot of diluent(s)
	
	

	34) Multi- or monodose vial
	
	

	35) Expir. date (DD/MM/YYYY)
	
	

	36) Volume
	
	

	37) No. of dose in series(e.g. 1st, 2nd, 3rd)
	
	

	38) Route
	
	

	39) Anatomical siteof injection
	
	

	40) Device (e.g.,type of syringe including needle length and gauge, biojector, electroporation, patch or other device)
	
	

	41) Source of information (e.g., vaccination record, key interview, investigator’s report etc.)
	
	

	42) Any violation of administration protocol for vaccine
	
	



Appendix B- III. AEFI Follow-up form
Should you require more space than provided to report all relevant data, please use additional pages and refer to the respective item number.

		Trial ID:____________________
Participant ID:__________________
Medical record ID:____________
Event identifier:______________


Date of initial report: 



A. Source of Information/ Reporter 

1) Date of this report: ___/___/___ (DD/MM/YYYY)                   2) Time of this report (hh:mm; 24-hour clock) ___:____   
3) First name: ___________________ Middle initial: _______ Last name: ____________________________________

4) Phone [+country code (area code) phone number]: +____ (_____)_____________Fax: +____ (_____)______________ 
E-mail:_________________________________
5) Organization: _____________________________________________6) Street: _____________________________________________
7)  Postcode/ ZIP: _________        8) City:_______________     9) State/Province: ________________ 10) Country:__________________

11) Primary source of information:  □Investigator                                      □Other(specify)__________
12) Modality to capture event:        □  Scheduled trial follow-up visit       □Self-presentation to health facility          
□ Other:_____________________________  

B: AEFI Follow-up (only to be completed if form is specified as follow-up form in title of the form)
13) Final Diagnosis of AEFI:_________________________________________ 14) Date of final diagnosis: ___/____/_____(DD/MM/YYYY)
15)Has causality assessment been done?  □ Yes    □ No        □ Unknown 
       If YES, is the AEFI causally related?    □ Related    □ Not related      □ Unknown  
                    Describe in detail how the causality assessment has been done and contact information of the correspondent of the assessment ________________________________________________________________________________________________________________________________________________________________________________________________________________________________________                    
16) Has participant's condition returned to pre-vaccination health status?       □ Yes    □ No        □ Unknown
      If YES, indicate when pre-vaccination heath status was reached:                    ___/___/___ (DD/MM/YYYY) 
      If NO, what is the current status? (e.g. therapeutic intervention, persistence of the event, sequelae, death, or description of any other outcome. 
       In the case of death, post mortem findings should be specified, if available.________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
17) Did the event meet any criteria for a SAE?                                               □ Yes    □ No        □ Unknown                       
□   Hospitalized for the AEFI                Admission: ___/___/___ (DD/MM/YYYY)                Discharge:___/___/___ (DD/MM/YYYY) 
□   Not recovered; persistent signs and symptoms:_________________________________________________________________________________
□   Disability resulting from AEFI:________________________________________________________________________________________
□  Life-threatening: _________________________________________________________________________________________________
□   Death           Date of death :  ___/___/___ (DD/MM/YYYY)   
                          Cause of death is based on autopsy          □ Yes    □ No        □ Unknown
    If YES, please specify __________________________________________________________________________________________
___________________________________________________________________________________________________________________
 □  Other medically important condition (e.g., New onset chronic disease):_____________________________________________________
___________________________________________________________________________________________________________________

18) Was the participant revaccinated with the investigational vaccine(s)           □ Yes    □ No        □ Unknown            If YES, describe the doses and respective outcome 
________________________________________________________________________________________________________________________________________________________________________________________________________________________________________
If NO, the reason was    □ exclusion from further vaccination 	□ No further vaccination scheduled
Appendix C: WHO-CIOMS classification for causality assessment 
The following guidance is provided:

	Levels 
	Definition

	Very likely /certain

	Clinical event with a proximal, biologically plausible, time relationship to vaccine administration and which cannot be explained 
by concurrent disease or other drugs or chemicals

	Probable

	Clinical event with a relatively brief interval between vaccination and the event and which unlikely to be attributed to concurrent disease or other drugs or chemicals

	Possible

	Clinical event with a relatively brief interval between vaccination and the event but which could also be explained by concurrent disease or other drugs or chemicals

	Unlikely

	Clinical event with a time relationship to vaccine administration that makes causal connection improbable but which could plausibly be explained by underlying disease or other drugs or chemicals

	Unrelated

	Clinical event with an biologically incompatible time relationship to vaccine administration and which could be explained 
by underlying disease or other drugs or chemicals

	Unclassifiable
	Clinical event with insufficient information to permit assessment and identification of the cause



Note: The cause specific classification of proposed by the CIOMS/WHO Working Group on Vaccine Pharmacovigilance should be recorded, if appropriate (http://www.cioms.ch/index.php/scientific-papers, website last accessed on September 26, 2012) 
(http://www.who.int/vaccines-documents/DocsPDF05/815.pdf, website last accessed in September  2012)

Appendix D: Regulations applicable to a trial under ICH or US NIH guidance 

For a trial under ICH guidance, the following may apply:
1. Topic E6 Step 5 Note for Guidance on Good Clinical Practice CPMP/ICH/135/95 - effective January 1997) 
2. Explanatory Note and Comments to CPMP/ICH/135/95 
3. Topic E9 Step 5 Note for Guidance on Statistical Principles for Clinical Trials. (CPMP/ICH/363/96 - effective September 1998) 
4. Topic E2A Step 5 Note for Guidance on Good Clinical Safety Data management: Definitions and Standards for Expedited Reporting (CPMP/ICH/377/95 - effective June 1995) 
5. Topic E 2B (M) Step 5 Note for Guidance on Clinical Safety Data Management: Data Elements for Transmission of Individual Case Safety Reports (ICH ICSR DTD Version 2.3) (CPMP/ICH/287/95 - effective November 2000) 
6. Topic E3 Step 5 Note for Guidance on Structure and Content of Clinical Study Reports (CPMP/ICH/137/95 - effective July 1996), including annexes I to VIII. 
7. Data Handling and Record Keeping: ICH E6 5.5 – Trial Management, Data Handling and Record keeping. CPMP/ICH/135/95 July 2002
8. Article 58: Article 58 EC Regulatory No 726/2004.  EMEA/CHMP/5579/04 23 May 2005
       DIRECTIVE 2001/20/EC OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL on the approximation of the laws, regulations and administrative provisions of the Member States relating to the implementation of good clinical practice in the conduct of clinical trials on medicinal products for human use. www.eortc.be/Services/Doc/clinical-EU-directive-04-April-01.pdf  Website accessed in September 2012

For a trial under NIH guidance, the following may apply:
1. Policy on research involving clinical research http://grants.nih.gov/grants/policy/policy.htm Website accessed in September 2012
2. NIH policy and Guidelines on The Inclusion of Women and Minorities as Participants in Clinical Research 
	http://grants.nih.gov/grants/funding/women_min/guidelines_amended_10_2001.htm. Website accessed in September 2012 
3. NIH policy on IDMC http://grants.nih.gov/grants/guide/notice-files/not98-084.html Website accessed in September 2012
4. http://ght.globalhealthehub.org/site_media/media/articles/DSMB_workshop.ppt Website accessed in September 2012
5. For a trial funded by NIH, adherence to the NIH policy on research involving human subject research is recommended. For more information please see the link below.
[bookmark: _GoBack]http://grants.nih.gov/grants/policy/hs/index.htm Website accessed in September 2012. 

Appendices

‘ompiate Protocl for ClialTrit nvestigatng Vaccines - Focus
on Satety Elments

P r—— e s o
e
b e

:_"...“"M o S G S

e e—
T B A o ok




