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TEMPLATE DETAILS:
Black text is common/recommended text
Highlighted text should have hyperlinks added after drafting
Blue text should be modified as appropriate.
Red italic text is instructional and should be removed during report drafting
NOTE: It’s recommended that if NAb to multiple functional domains of a therapeutic are assessed in the same laboratory, then a single report should be generated to cover the reported data, even if different methods are used. Instructional text is included for some sections/tables, but the report author should be aware and include information where/as needed. 
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[bookmark: _Toc174690152]SIGNATURE PAGE/STATEMENT OF COMPLIANCE
This portion of the clinical study was performed according to the study protocol, bioanalytical plan, relevant SOPs and methods, following the general principles of GLP/GCP. Data included in this report were subject to 100% QC.
[At minimum, it is recommended a statement be included as to the guidelines followed in the conduct of the study. If an electronic system is used for approval and the signature page or a separate document is attached, it is advisable to indicate where signatures/approvals were captured.]
Project Manager/Principal Investigator signature
Report and/or scientific reviewer signature
[bookmark: _Toc174690153]QUALITY ASSURANCE STATEMENT (optional)
[This is a separate, optional statement from the statement of compliance as it relates specifically to any QA audits conducted during the study. CROs typically have QA involvement; Sponsor organizations may not.] 
Quality assurance statement and auditor signature 
[bookmark: _Toc174690154]LIST OF ABBREVIATIONS
To be completed/modified.
	Abbreviation
	Definition

	CPF
	cut point factor

	CP
	cut point

	CV
	coefficient of variation

	HPC
	high positive control

	LPC
	low positive control

	MRD
	minimum required dilution

	NAb
	neutralizing antibody

	NC
	negative control

	PC
	positive control

	QC
	quality control

	SOP
	standard operating procedure

	S/N
	signal to noise ratio

	
	



Should be comprehensive of any abbreviations used in report 

[bookmark: _Toc174690155]SUMMARY
This report summarizes the anti-[drug name] neutralizing antibody testing results from assessment of species matrix samples collected as part of Study Number and/or Study Name1.
Example text follows; modify as needed or if the report encompasses NAb against portions of the molecule (i.e. multifunctional therapeutics).  
Notes:
· Use of a confirmatory tier in NAb assays is uncommon thus the template doesn’t include references to a confirmatory tier – modify as necessary. 
· Titer is used throughout the document to denote magnitude of response; change where necessary if a different approach (e.g. S/N or percent inhibition) is used to show magnitude, or remove if NAb is reported qualitatively as positive/negative. 
· In the case of multiple NAb assays against the multifunctional portions of a therapeutic: where possible (eg if performed in the same lab), it’s recommended to combine the methods and results into one sample analysis report.
A total of XXX samples were analyzed for the presence of neutralizing anti-drug antibodies (NAb) to drug name at XXX laboratory according to the Bioanalytical Plan (Appendix A) using a validated/qualified electrochemiluminescent/colorimetric/competitive ligand binding/fluorometric/enzyme activity/cell based method (Appendix B). Of these XXX samples, XXX were determined to be NAb positive (response equal to or greater/less than the validation/in-study determined cut point) in the assay, and further subjected to titration analysis. (If a titer analysis is performed, specify how it is reported) Titer results are inclusive of the 1:XX minimum required dilution (MRD) and dilutions associated with sample processing steps. (e.g., acid dissociation, precipitation, etc.). In summary, xx/xx (xx%) of total number of samples or xx/xx (xx%) of total number of ADA positive samples analyzed were found to be positive for NAb.  Include additional context, if sample demographic data allows, if the NAb positive samples are primarily from specific individuals at multiple timepoints or dispersed across multiple individuals.
[bookmark: _Toc174690156]BIOANALYTICAL METHOD
· Include brief description of the molecule (monoclonal antibody, multidomain, ADC, gene therapy treatment) and method used to detect NAb. If system is complex, consider including a diagram
· Include any processing steps in the bioanalytical procedure such as acid dissociation steps or if samples require special/specific handling to preserve sample integrity.  
· Include brief statement on sample collection and testing strategy: for example, “All samples for each patient were frozen and tested in parallel on a single plate.” Or: Samples were tested at Facility X in batches of 20 as the study progressed.”
· Be specific about data reduction – note if raw response or S/N (specify if inverse normalization is being performed) or % inhibition used. Specify the type of cut point used (i.e., floating/fixed)
· Include reference table below. Modify the table as necessary to cover parameters assessed in validation. 
This table should include the tested assay validation parameters and any changes for the current study (as applicable) under changed parameter. The table below doesn’t include characteristics of a confirmatory test for NAb, as these are not typically performed. However, if the NAb testing involves a confirmatory tier, modify the table below (or add a separate table) summarizing the performance characteristics of the confirmatory method used. If the report includes assessment of more than one domain in a multiple domain biologic, a separate table should be added to cover the additional domain(s). 

	Table 5-1: Summary of Method Characteristics and Validation Parameters Including Changes for Current Study 

	Parameter
	Description

	Analyte
	

	Method ID
	(provide hyperlink to appendix B)

	Validation Project No.
	

	Platform/Assay format
	

	Matrix
	(include anticoagulant)

	Sample Pretreatment / MRD (total in-well dilution representing final matrix concentration)
	(this is the total dilution applied to the sample, both pretreatment and MRD. If desired these can be listed separate, but it must be clearly stated what is the total dilution.)

	PC Description
	(polyclonal/monoclonal, species, etc.)

	PC Concentrations (LPC, HPC)
	(in neat matrix)

	Precision (interassay)
	(include for all controls)

	Precision (intraassay)
	(include for all controls)

	Cut Point Factor (CPF or % Signal Inhibition)
	(include confidence interval*; specify disease indication as needed)

	Titration Cut Point Factor (if applicable)
	(include confidence interval)

	Sensitivity (confidence level) @ CPF or % Signal Inhibition of XXX
	

	Drug Tolerance Levels
@ CPF or % Signal Inhibition of XXX
	(ex: XX.X ng/mL NAb PC detected in the presence of XX.X μg/mL Drug 
XXX to XX,XXX ng/mL NAb PC detected in the presence of XXX μg/mL Drug)

	Target/Matrix Interference
	(include if any impact)

	Co-medication interference (e.g., biotin)
	(include if any impact)

	Other Interference Tested (if applicable)
	(include if any impact)

	Prozone/Hook effect 
	(include if any impact)

	Hemolysis
	(include if any impact)

	Lipemia
	(include if any impact)

	Pre-existing NAb (validation/in-study) if applicable
	


*Recommend 99%
[bookmark: _Toc174690157]MATERIALS
[bookmark: _Ref115691392][bookmark: _Ref115691398][bookmark: _Toc174690158]Critical Reagents
All critical reagents were qualified in validation or according to SOP XXX. The critical reagents used in this analysis are listed in Table 6-1.  [Note: CoAs do not need to be included in an appendix.]
Examples of critical reagents for inclusion in the table are listed and should be modified based on the method specific critical reagents. Note that if multiple lots of LPC/HPC are used in the study, these should also be listed. Note that information about individual lots used in the matrix pool can be maintained at the site and not included as a critical reagent. Consider including another column or additional table if the report summarizes data from multiple domains of the therapeutic.
Table 6-1: 	Critical Reagents
	Reagent
	Source
	Lot / Catalog Number / Preparation Date
	Concentration
	Expiration / Retest Date
	Storage Conditions

	Drug
	
	
	
	
	

	Cell(s)
	
	
	
	
	

	Ligand/Receptor
	
	
	
	
	

	Target
	
	
	
	
	

	Labeled Drug
	
	
	
	
	

	Labeled Target
	
	
	
	
	

	Substrate 
	
	
	
	
	

	PC stock
	
	
	
	
	

	Blocking Antibody/Reagent*
	
	
	
	
	

	LPC
	
	
	
	
	

	HPC
	
	
	
	
	

	Matrix Pool (negative control)
	
	
	
	
	


*Blocking antibody is a reagent that may be needed to prevent interferent, such as soluble target, from affecting results.

[bookmark: _Toc174690159]Equipment and Software
· Include major equipment (plate reader) and software (LIMS, statistical) with version number(s). Plate washers may also be included in this list if deemed critical to assay performance. (Freezers, for example, are not considered major equipment)
· List specific equipment IDs (for plate reader) 
Major equipment used in analysis of NAb samples was previously qualified during method validation.
[bookmark: _Toc174690160]DATA ANALYSIS
· How was data analyzed? Software used for collecting data, vs calculations, etc. Is raw response or S/N or %Inh used? If S/N is used, be explicit what N represents (e.g. OD of pooled negative control minus blank)
· Indicate how data was transferred from an instrument reader into the analysis program. (For example, if using an MSD instrument, was the text file copied into SMP or uploaded into Watson or another LIMS system.)
· Include a statement that all calculations were performed prior to rounding, if applicable.
· For study data, include how outliers were evaluated and what statistical analysis programs or outlier test were used. (An in-study cut point assessment is typically done by another group and the details of the outlier/cut point assessment are included in an associated report; otherwise, detail here as well.)
· If the report covers multiple functional domains of a therapeutic, ensure the data analysis section covers all domains 
All calculations were performed using full precision prior to any rounding. Final result data were transferred to the Sponsor/clinical database according to the specifications listed in the agreed upon Data Transfer Agreement.  

[bookmark: _Toc174690161]STUDY SAMPLE RECEIPT AND STORAGE
The following Table 8-1 summarizes sample receipt information for [all/primary] samples. An optional, detailed shipment report is presented in Appendix C [If desired or part of internal guidelines/sponsor request]. Include discussion of known temperature excursions and impact, if applicable; and if any samples received were not analyzed (and why).]
[bookmark: _Table_8-1:_][bookmark: _Toc174690162]Table 8-1: 	Sample Receipt Summary
	[bookmark: _Toc487109391]Shipments received from (originating laboratory)
	

	Total no. of samples received
	

	No. samples in good condition/other a
	

	Shipping temperature/storage temperature
	

	Samples Analyzed
	


a List any exceptional conditions of samples receipt
[bookmark: _Toc174690163]RESULTS
[bookmark: _Toc174690164]In-Study Cut Point Assessment
Modify according to evaluation used: The need to establish an in-study screening assay cut point was determined by assessing baseline samples in the NAb method and comparing results to the validated CP. Based on X [statistical method used, eg means and variances, be descriptive], it was determined that an in-study cut point was OR was not necessary.
 [If the following section is applicable, follow company’s guidance for an in-study cut point re-establishment; if the report covers multiple functional domains of a therapeutic, discuss an in-study assessment for all domains.] 
In few words describe number of samples/days/analysts and statistical analysis used (brief overview), example: To establish the in-study screening assay cut point, X number of predose/baseline samples were analyzed in X runs over X days by X analysts using X OR multiple instruments. The raw responses OR signal/noise determinations for each sample were pooled and evaluated for outliers using XX (specify, e.g. Boxplot) method. The interquartile range (75% quartile – 25% quartile) was used to determine outliers. Values with raw responses OR S/N above the upper outlier limit (75% quartile plus 3 (OR 1.5) times the inter-quartile range) and below the lower outlier limit (25% quartile minus 3 (OR 1.5) times the inter-quartile range) were considered outliers. X of X responses OR S/N were identified as outliers and removed from the cut point calculation. The resulting assay CPF was X.X (based on 99th percentile [adjust based on assay format and signal response, eg increased or decreased]).
Based on results, X cut point was used. 
[bookmark: _Toc174690165]Sample Testing Overview
All samples were analyzed within stability parameters (freeze-thaw, refrigerator, bench-top stability) established during method validation. (If samples were outside of stability, list any exceptions here). In total, X samples were analyzed in X runs, of which X runs were rejected OR all runs passed. The overall run pass rate was X%. In total, X of X (pass rate X%) screening assays, X of X (pass rate X%) titration assays (as applicable). A summary of analytical runs is presented in Table 13-1.
[bookmark: _Toc174690166]Control Performance and Acceptance Criteria 
Each acceptable run must meet the assay acceptance criteria as specified in the Bioanalytical Plan (Appendix A) and Method SOP (Appendix B). 
[If desired, a short table listing control acceptance may be added in this section.]
[list all controls as applicable and for all functional domains as appropriate, remove those not applicable] 
For each screening assay plate, X negative control wells, X sets of low positive controls (LPCs), X sets of mid positive controls (MPCs), and X sets of high positive controls (HPCs) were included.  Controls were evaluated using validation OR in-study cut point. The summary of control performance is presented in Table 13-2.  
The overall interassay precision was < 25%. [Note: there is no required acceptance criteria for interassay precision, however this may demonstrate that the assay reproducibility is under control (alternate methods may also be used). If there is a reason for large interassay CV (new lot of controls) include here for context.]
For titration assay plates, screen controls and/or a titer positive control (TPC) at 1:X, 1:X, 1:X and 1:X dilutions were/was included on each plate. Results from titration assay controls are presented in Table 13-4. Results from characterization tier controls are presented in Tables X and X (If included, tables need to be added and hyperlinked).
[bookmark: _Toc174690167]Sample Results
All samples (number of samples) were analyzed in the screening assay using the validated/in-study determined cut point of which X samples were positive for neutralizing anti-[drug] antibodies. X samples screened positive and were then analyzed in titration assays. Sample results are presented in Table 13-5. 
Reassayed samples, reason for reassay, and reported result are provided in Table 13-6. 
[Note: ensure all domains for a multi-functional domain therapeutic are discussed in this section as applicable. Additionally, if the sample demographic data allow, provide context on whether the NAb positive samples are primarily from specific individuals at multiple timepoints or dispersed across multiple individuals]
[bookmark: _Toc174690168]Deviations AND INVESTIGATIONS
No deviations from the method [or bioanalytical plan (Appendix A)] occurred during this study. 
OR
List deviations and impact to study
[bookmark: _Toc174690169]ARCHIVING
[Add information about archiving of data/samples, e.g. location, length of archive, sample disposition]
[bookmark: _Toc174690170]REFERENCES 
[Add/remove/modify as appropriate]
1. Company (Study Number). (Study Name). Study Protocol.
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8. Michaut, L., et al. 2014. Stability of anti-immunotherapeutic antibodies in frozen human serum samples. Bioanalysis. 6(10), 1395.
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[bookmark: _Toc174690171]TABLES
[bookmark: _Table_13-1:_][bookmark: _Toc174690172]Table 13-1: 	Run Summary
	Run No.
	Assay Type
	Assay Date
	Run Status
	Comment

	12345
	Screening
	01Jan2023
	Accepted
	NA

	12347
	Titer
	03Jan2023
	Accepted
	NA

	12348
	Screening
	04Jan2023
	Failed
	Add reason for failure, i.e. one LPC below CP, one HPC with unacceptable CV

	12349
	Screening
	05Jan2023
	Accepted
	Repeat of Run 12348



Note: include an additional column if results from multiple domains of a therapeutic are reported within the same report. 




[bookmark: _Toc174690173]Table 13-2: 	Screen/Titer Assay Control Performance 
[bookmark: _Toc174690174][Note: 13-3 can be used to combine control performance from screen/confirmatory runs]
	Run No.
	Plate specific CP a
	NC
	LPC
	HPC
	Pass/Fail Status [Note 1]

	
	
	Abs/RLU
	Abs/RLU
	S/N or % S/N Inhibition 
	Abs/RLU
	S/N or % S/N Inhibition
	

	12345
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	12348b
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	12349
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	12350
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	Average
	
	
	
	
	
	
	

	Std Dev
	
	
	
	
	
	
	

	%CV
	NA
	NA
	
	
	
	
	NA

	Control Acceptance criteria 
	
	
	
	
	
	
	


[bookmark: _Hlk106706879]Abs = absorbance; CP = cut point; HPC = high positive control; LPC = low positive control; NC = negative control; RLU = relative light units; etc.…
NC is the mean result of X wells
LPC/HPC values are the mean result of X wells 
Italics: %CV > 20% between wells [as based on method acceptance]
Bold: outside of established acceptance range 
a 	screening cut point factor = 1.2
b 	rejected run (or data point); data not included in run summary calculations

Note 1: alternately, a separate table of failed runs may be included
[Template Table 13-2 and Table 13-3 should be modified based on company requirements/preferences. It is meant to help track overall control performance during sample analysis. All controls and number of sets used in assay acceptance should be listed in separate rows for each run.
This table or tables should also be replicated for additional domains for a multiple domain therapeutic if data are reported in a single report.]


[bookmark: _Toc174690175]Table 13-3: 	Confirmatory Assay Control Performance [Optional Table, alternative format; remove if not used]
	Run No.
	Plate specific CP a
	NC
	LPC
	HPC

	
	
	- Analyte 
	+ Analyte  [Note 2]
	- Analyte 
	+ Analyte
	- Analyte 
	+ Analyte

	
	
	Abs/RLU
	Abs/RLU
	%Inh
	Abs/RLU
	S/N
	Abs/RLU
	%Inh
	Abs/RLU
	S/N
	Abs/RLU
	%Inh

	12345
	121.2
	101
	
	
	150
	1.49
	
	
	10000
	99.00
	
	

	12348b
	135.6
	113
	
	
	145
	1.28
	
	
	9200
	81.41
	
	

	12349
	126.0
	105
	
	
	203
	1.93
	
	
	9572
	91.16
	
	

	12350
	129.6
	108
	
	
	126
	1.17
	
	
	10399
	96.28
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	Average
	
	
	
	
	
	
	
	
	
	
	
	

	Std Dev
	
	
	
	
	
	
	
	
	
	
	
	

	%CV
	
	
	
	
	
	
	
	
	
	
	
	

	Acceptance range
	
	
	
	
	
	
	
	
	
	
	
	


Abs = absorbance; CP = cut point; HPC = high positive control; LPC = low positive control; NC = negative control; RLU = relative light units; etc.…
NC is the mean result of X wells
LPC/HPC values are the mean result of X wells 
Confirmatory cut point = 25.9%
Italics: %CV > 20% between duplicate wells [as based on method acceptance]
Bold: PC Result screened negative, or outside of established acceptance range
a 	screening cut point factor = 1.2
b 	rejected run; data not included in run summary [A separate Pass/fail status column may be used as in Table 13-2; If the additional column does not fit on the page, the footnote should suffice.  If preferred, runs may be separated into separate tables to assess acceptable and failed runs independently.]

[NOTE: Table 13-3 may be used as a combined screen/titer/confirmatory control summary table with NA or dashes in the + Analyte column for controls on screen or titer runs. A combined table allows for the whole of minus (–) Analyte imprecision results to be evaluated. Analyte should be edited to reflect the type of molecule used in the confirmatory test as it may not be unlabeled drug]
[Note 2: if done for NC, otherwise remove.]


[bookmark: _Table_13-4:_][bookmark: _Toc174690176]Table 13-4: 	Titer Assay Control Performance (If applicable)  
[bookmark: _Toc174690177][Note 3]
	Run No.
	TCP
	NC Abs/RLU
	TPC

	
	
	
	Total Dilution
[Note 3]
	
	Result
	Titer

	12351
	156
	120
	100
	
	Positive
	

	
	
	
	200
	
	Positive
	

	
	
	
	400
	
	Positive
	

	
	
	
	800
	
	Positive
	

	
	
	
	1600
	
	Positive
	

	
	
	
	3200
	
	Positive
	

	
	
	
	6400
	
	Positive
	6400

	
	
	
	12800
	
	Negative
	

	
	
	
	
	
	
	


Abs = Absorbance; NC = negative control; RLU = relative light units; = titer cut point

Titration cut point factor = 1.3
Other footnotes as needed; include TPC criteria.
NOTE: This table or tables should also be replicated for additional domains for a multiple domain therapeutic if data are reported in a single report.]

[Note 3: another option is to report only the final titer result if the table becomes overly large.] 



[bookmark: _Table_13-5:_][bookmark: _Toc174690178]Table 13-5: 	Sample Results 
[This table should be adjusted based on the Sponsor’s preference/reporting requirements. The following are suggested columns for sample demographic data to link to results, but may be changed based on preference, availability of demographics, or data transfer agreements. This template is not meant to be prescriptive, but to allow flexibility in both reporting of results and included sample demographic information.] 
	Run No.
	Subj ID
	Sample ID
	Visit
	Collect Date
	Screen Result
	Screen Assay
S/N or % Inhibition (if applicable)
	Confirmatory Result (if applicable, otherwise remove column)
	Titer Result (or S/N)
If applicable
[Note 4]
	Characterization or Domain Specificity (If applicable)
	Comment

	
	
	
	
	
	NEG
	
	
	< 50 (or NA)
	
	

	
	
	
	
	
	NEG
	
	
	< 50 (or NA)
	
	

	
	
	
	
	
	POS
	
	
	50
	
	

	
	
	
	
	
	POS
	
	
	200
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	


NEG = negative; pos = positive
[Note 4: If the report includes an assessment of multiple domains, and titer or magnitude of response is being reported, it is recommended to include titer/magnitude data in one table along with the positive results to allow for comprehensive understanding of nAb reactivity and magnitude against the multiple domain therapeutic.] 


[bookmark: _Table_13-6:_][bookmark: _Toc174690179]Table 13-6: 	Sample Reanalysis 
[the following are suggested minimum columns] 
	Subject ID
	Sample ID
	Original Run No./Tier Type
	Original Result
	Reason for Reassay
	Repeat Run No.
	Reassay Result
	Reported Result
	Comment

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	


List the data for those samples subjected to repeat analysis from analytically acceptable runs only.
Table should include:
Individual samples identified for specimen reanalysis due to unassignable cause(s) as defined in the Bioanalytical Study Plan.
Individual samples identified for specimen reanalysis due to an assignable cause(s) (e.g. CV) as defined in Bioanalytical Study Plan.
Samples inadvertently repeated in error.
Table should not include:
Individual samples repeated as a result of analytically unacceptable runs.



[bookmark: _Appendix_A:_Bioanalytical][bookmark: _Toc174690180]Appendix A:	Bioanalytical Plan 
[bookmark: _Appendix_B:_Method][bookmark: _Toc174690181]Appendix B:	Method 
[bookmark: _Appendix_C:_Sample][bookmark: _Toc174690182]Appendix C:	Sample Shipment List [Optional]
	Shipment ID / Number
	Shipped From
	Date of Receipt
	No. of Samples
	Comment(s)

	Shipment 1
	Shipper / Location
	27-Jun-2023
	27
	 

	Shipment 2
	Shipper / Location
	24-Jul-2023
	165
	 

	Shipment 3
	Shipper / Location
	07-Aug-2023
	218
	 

	Shipment 4
	Shipper / Location
	23-Aug-2023
	273
	 

	Shipment 5
	Shipper / Location
	30-Aug-2023
	32
	 

	Shipment 6
	Shipper / Location
	05-Sep-2023
	77
	 

	 
	 
	Total samples:
	792
	 



[bookmark: _Appendix_D:_In-study][bookmark: _Toc174690183]Appendix D:	In-study Cut Point Statistical Report 
[not applicable to all reports, remove if not needed]
