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Study presentation and audit context
LABO PHARMA is the sponsor of the study:
XXXXXXXXXX
The study is a Study phase III performed from 28th June 2007 to 06th September 2008. 810 patients were involved.
An audit was requested by LABO PHARMA and contracted to SUNNIKAN Consulting.
This audit aimed to check the clinical study report to ensure the global quality of the report and its reliability compared to appendices (section #14 and section #16).
[bookmark: _Toc252287258]Audit plan
The audit was performed by Frédérique ALBOUY-NAVARRO and Gaëlle ROCHETEAU, SUNNIKAN Consulting from 16th of February 2009 to 19th of February 2009.
The Provided Documents for the audit:
From LABO PHARMA: Full clinical study report (CDROM).
[bookmark: _Toc252287259]Methodology
To ensure the reliability of the clinical study report, the auditors compared the body of the report with the tables / figures / graphs (section 14) and the appendices (section16).
The chapters 100% checked were:
"3. TABLE OF CONTENTS",
"9.6 Data Quality Assurance",
"9.8 Changes in the conduct of the study and the planned analysis",
"10. "Study patients",
"11. "Efficacy evaluation",
"12. Safety evaluation".
Note 1: 	the audit / quality control includes the check of the Table of Content
Note 2: 	Statements not explicitly/directly supported are displayed in a specific table. That concerns two types of data:
interpretation,
information for which source data have not been found.
Note 3: 	derived data calculations are not checked.
Note 4: 	the medical review of the report is not planned.
Note 5: 	the reliability between section 14 and section 16 is not performed; Data supported by 2 references (section 14 and 16) is only checked by one of the two references.
[bookmark: _Toc252287260]
Executive summary
LABO PHARMA, Sponsor of the study XXXXXXXX, requested an audit of the clinical study report to SUNNIKAN Consulting.
The audit was performed by SUNNIKAN Consulting from 16th to 19th February 2009.
This audit aimed to check the clinical study report to ensure its global quality and its reliability compared to appendices.
According to the methodology, these chapters were 100% checked:
"3. TABLE OF CONTENT",
"9.6 Data Quality Assurance",
"9.8 Changes in the conduct of the study and the planned analysis",
"10. "Study patients",
"11. "Efficacy evaluation",
"12. Safety evaluation".

36 findings are detected on 140 pages checked:
7 inconsistencies between body text and section 16 (appendices),
14 internal inconsistencies between body text and section 14 (figures / tables / graphs),
4 lacks of references,
4 layouts,
5 misleading or unclear wording,
0 bad spelling,
XX inconsistencies in the body text
2 others inconsistencies (e.g. missing abbreviations).

In relation with the checked pages, the findings detected: 
do/do not/could/could not have a major impact on the efficacy evaluations,
do/do not/could/could not have a major impact on the safety evaluations.

The statements not explicitly/directly supported are reported in the table 2: "Statements not explicitly/directly supported". 
Each finding of the table 2 should be assessed in terms of risk by LABO PHARMA in order to determine whether the addition of references is needed or not.

[bookmark: _Toc212257270][bookmark: _Toc252287261]
Audit results
The observations are categorised: 
I14: inconsistency between body text and section 14
I16: inconsistency between body text and section 16
L: lack of references
A: ambiguity
M: unclear wording or layout or bad spelling
O: other
+: internal inconsistency in the body text

The audit findings are summarized in the table 1:"Audit Findings".
Statements not verified are displayed in the table 2 and categorised:
· D: derived data
· R: information for which source data have not been found,
· S: clinical or subjective interpretation.
Note: 
The quotations of documents (report or appendices) appear in italics.
The parts concerned by the observation (Table 1) or not explicitly/directly supported data (Table 2) appear in bold characters.
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	TABLE 1: Audit Findings

	I14: inconsistency between body text and section 14
I16: internal inconsistency between body text and section 16
	A: ambiguity
O: other
+: internal inconsistency in the body text
	M: unclear wording or layout or bad spelling
L: Lack of references

	N° observation
	Concerned chapter
	Page number
	Error type
	Observation
	Reference

	1
	Table of contents



	10 to 15
	O
	· needs to be updated : 
page numbering
Sections unlisted :
part 14. Tables Figures and Graphs
part 15. Reference List
part 16. Appendices
	NA


	
	List of Appendices
	NA

	
	· Appendices are not listed at the end of the report
	

	2
	4.1. Abbreviations
	18-19
	O
	· Abbreviations not listed in the glossary:
· "ICH-GCP" (p 51),
· "LS Mean" (whole CSR)
· "FAQ" (p 51),
· "DSMB" (p 108),
· "GGT" (p 129),
· "HR" (p 132)

	

	3
	[bookmark: _Toc221939928]11.4.1.1.1. WOMAC™ Pain Subscale Score, ITT Population
	76
	D
	· [bookmark: _Ref215319772][bookmark: _Toc221704796]Figure 2:	LS Mean Change (95% CI) From Baseline in WOMAC™ Pain Subscale Score (mm) (ITT Population)
	Table 14.2.1.1, p 4 to 7




	4
	11.4.1.2.1. WOMAC™ Function Subscale Score, ITT Population
	79
	D
	· [bookmark: _Ref215323526][bookmark: _Toc221704797]Figure 3:	LS Mean Change (95% CI) From Baseline in WOMAC™ Function Subscale Score (mm) (ITT Population)
	Table 14.2.2.1, p 212 to 215


	5
	11.4.1.3.1. Patient's Overall Rating of Disease Status, ITT Population
	82
	D
	· [bookmark: _Ref217889635][bookmark: _Toc221704798]Figure 4:	LS Mean Change (95% CI) From Baseline in Patient’s Overall Rating of Disease Status
	Table 14.2.3.1, p 420 to 423

	6
	12.2.1. Brief Summary of Adverse Events
	93
	L
	· Paragraph 5 : large blank between " A total of 9.6% of patients (15/156) in the naproxen 500 mg bid group, 7.5% of patients (24/322) in the" and "naproxcinod 750 mg bid group"
	NA

	7
	12.2.1. Brief Summary of Adverse Events
	94
	M
	· "Overall, the most common AEs by SOC (≥10% of patients in any treatment group) were gastrointestinal disorders and infections and infestations".
Only 8.2% of patients in the Placebo bid group reported an "Infections and Infestations AE".
	Table 15, p 95

	8
	12.2.2. Display of Adverse Events
	95
	M
	· The word "than" is missing: "The percentage of patients reporting at least one AE in the naproxcinod 750 mg bid group was lower than in the naproxen 500 mg bid group but higher  [than] in the placebo group".
	Table 16, p 96

	9
	12.3 Deaths, Other Serious Adverse Events, and Other Significant Adverse Events
	98, 102, 115
	I2
	· Reference to Section "14.3.2" instead of 14.3.3
	Sections 14.3.2 ("Compliance") and 14.3.3 ("Adverse Events")

	10
	12.3.1.3. Adverse Events Leading to Discontinuation
	100
	I2
	· "A listing of all AEs leading to permanent discontinuation of IMP is presented by patient in @@Table 14.3.3.4."
According to its title, this table is a listing of AEs leading to permanent or temporary discontinuation of IMP
	Table 14.3.3.4, p 223

	11
	12.3.1.3. Adverse Events Leading to Discontinuation
	100
	M
	· The word "group" is missing:
"A summary of all AEs leading to discontinuation of IMP in >1% of patients in any treatment [group] is presented by preferred term (…)".
	NA

	12
	12.3.3.1.1. Serious Cardiovascular Events
	103
	M
	· "Cerebral aneurysm: Patient No. 007-003 (…). Prior to SAE onset, the patient also experienced an AE of hyperlipidemia on Day 33".
Since the SAE occurred on Day 19, the AE of hyperlipidemia occurred after.
	Table 14.3.3.2, p 13

	13
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	104
	I2
	· "Only four CV AEs were evaluated as severe, of which two in the naproxcinod 750 mg bid were from the cardiac disorder SOC and two in the naproxen 500 mg bid treatment were from the vascular disorder SOC".
	Table 14.3.3.2
Patients 044-027 p 38, 201-006 p 54, 707-012 p 86, 003-002 p 103, 112-015 p 120, 004-003 p 150


	14
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	105
	I2
	· "The percentage of patients reporting at least one CV AE leading to IMP discontinuation was very low among all the treatment groups (0.9% [3/322] for naproxcinod 750 mg bid, 1.3% [2/156] for naproxen 500 mg bid and 0.6% [2/330] for placebo bid treatment groups [@@Table 14.3.3.4])".
	Table 14.3.3.4.
Patients 044-027 p 224, 502-004 p 226, 515-010 p 229, 707-012 p 231, 003-002 p 234, 518-003 p 238, 004-003 p 242, 702-004 p 250, 702-019 p 250

	15
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	105
	I2
	· "In total, three treatment‑related CV AEs, described below, were considered severe"
	Table 14.3.3.10 p 326, 332 and 340

	16
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	108
	I1
	· "A group of “potentially hypotension related AEs” was predefined (…): hypotension, orthostatic hypotension, diastolic hypotension, procedural hypotension, syncope, presyncope, syncope vasovagal, circulatory collapse, dizziness, dizziness postural, dizziness exertional, procedural dizziness, vertigo, vertigo positional, vertigo CNS origin".  
	16.1.1 (Appendix 6 of the Protocol: Set of pre-defined potential Hypotension Adverse Events), p 94

	17
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	108
	D
	· "Overall, the incidence of AEs potentially related to hypotension was similar among all treatment groups (…)". 
	Table 14.3.3.1

	18
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	110
	I2
	· "Patient No. 106-002 (…). This patient also experienced hemorrhoids (which began on Day 22 and resolved on Day 58)".
	Table 14.3.3.2, p 176

	19
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	110
	I1
	· "Patient No. 806-001, (…). The patient did not report the use of any concomitant medications during the study and completed the study".

	16.2.4.8, p 2785

	20
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	111
	I2
	· "Patient No. 709-008, a 58 year old Caucasian female in the placebo bid group, experienced hypotension at Day 9 (no BP values are available at the time of the event) which resolved on Day 10".
	Table 14.3.3.2, p 207 (93/60 MMHG)

	 21
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	112
	I1
	· "Patient No. 515-024 (…). The patient’s blood pressure measurements (in mm Hg) were (…) (-5.0/-5.0 change from Baseline) at Week 13".
	16.2.8.6.2, p 5207

	22
	12.3.3.1.2. Other Cardiovascular (CV) Adverse Events
	112
	I1
	· "Patient No. 110-024 (…). The patient’s blood pressure measurements (in mm Hg) were (…) -116.0/71.0 (-5.0/-8.0 change from Baseline) at Week 6 (…)".
	16.2.8.6.2, p 5298

	23
	12.3.3.2.2. Other Gastrointestinal (GI) Adverse Events
	115
	I2
	· "The GI AEs occurring in ≥2% of patients in any treatment group in descending order were: abdominal pain upper, constipation, dyspepsia, nausea, diarrhea, and abdominal pain".
	14.3.3.6, p 254-255

	24
	12.3.3.2.2. Other Gastrointestinal (GI) Adverse Events
	115
	I2
	· "The most common treatment related GI AEs in descending order were: abdominal pain upper, constipation, dyspepsia, nausea, flatulence, diarrhea, abdominal discomfort, vomiting, and abdominal pain".
	14.3.3.14, p 360

	25
	12.3.3.2.2. Other Gastrointestinal (GI) Adverse Events
	115
	I1
	· “Upper GI AEs” group was predefined by the DSMB and comprised the following events, as defined on a MedDRA PT basis: dyspepsia, nausea, vomiting, gastritis, gastro esophageal reflux disease, dysphagia, stomach discomfort, epigastric discomfort, and abdominal pain upper (…)".
	16.1.1. (Appendix 4 of the Protocol), p 91

	26
	12.4.1.2. Categorized Change from Baseline in SBP
	118
	M
	· "The percentage of patients with a decrease of SBP ≥10 mm Hg (…) at Week 13 compared to Baseline was lower naproxen 500 mg bid group (14.7%) than either the naproxcinod 750 mg bid (17.1%) or with the placebo bid (16.4%) and treatment groups which were comparable".
	NA

	27
	12.4.2.1. Mean Changes from Baseline in DBP, Table 24
	123
	I2
	· Change from Baseline at Week 6, Naproxen 500 mg bid, n = "145"
	Table 14.3.5.2.1, p 11

	28
	12.4.2.1. Mean Changes from Baseline in DBP, Table 24
	123
	L
	· Change from Baseline at Week 6, Naproxen 500 mg bid, (Min, Max): (-21.0, 20.0)) 
	NA

	29
	12.4.2.2. Categorized Change from Baseline in DBP, Table 25
	125-126
	I2
	· Change Category "[0, 5)" (instead of "(0,5)")
	Table 14.3.5.4.1, p 22

	30
	12.5.2.3. Abnormal Clinical Laboratory Evaluation Results
	129
	I2
	· "Patient No. 515-024 (…) in the naproxcinod 750 mg bid group (previously mentioned in Section 12.3.3.1.2 ) experienced chromaturia on Day 23. The event was considered by the investigator to be mild in severity and related to IMP". 
	Table 14.3.3.2, p 70

	31
	12.5.2.3. Abnormal Clinical Laboratory Evaluation Results
	129
	I2
	· "Patient No. 515-024 (…). The patient also experienced mild increases in ALT, AST and GGT, (…)".
	Table 14.3.3.2, p 71-72

	32
	12.5.2.3. Abnormal Clinical Laboratory Evaluation Results
	129
	I2
	· "Patient No. 515-024 (…). These events were considered as moderate and related to IMP by the investigator".
	Table 14.3.3.2, p 70-71

	33
	12.5.2.3. Abnormal Clinical Laboratory Evaluation Results
	130
	I1
	· "Patient No. 515-012 (…).This patient received the following relevant concomitant medications: valsartan, simvastatin lercanidipine, and madopar"
	16.2.4.8, p 2005-2006

	34
	12.6 Vital Signs, Physical Findings, and Other Observations Related To Safety
	132
	I1
	· "Patient No. 029-010, (…). The patient’s heart rate was reported as 62 bpm at baseline and 54 bpm on the Week 13/Exit visit ECG".
	16.2.8.6.2, p 5378-5379

	35
	12.6.3 Physical Examinations
	135
	L
	· Two large blanks between " A total of 22.4% of patients (35/156) in the" and "naproxen 500 mg bid group", and between "19.6% of patients (63/322) in the" and  "naproxcinod 750 mg bid group" 
	NA

	36
	12.6.3 Physical Examinations
	136
	L
	· Large blank between "Small reductions from Baseline in mean SBP (…) , whilst no notable changes were observed in the" and "naproxen 500 mg bid group".
	NA

	Total: 36
	
	Total: 
34/87 pages impacted
	Total:
I1: 7
I2: 14
D: 4
L: 4
M: 5
B: 0
O: 2
	NA
	NA




	TABLE 2: Statements not explicitly/directly supported

	D: derived data
	R: information for which source data have not been found 
	S: clinical or subjective interpretation

	Concerned chapter
	Page number
	Report extract
	Reason

	5.1. INDEPENDENT ETHICS COMMITTEE (IEC) OR INSTITUTIONAL REVIEW BOARD (IRB)
	26
	This study and related documents including information notice for patients and the written consent form were submitted to the French Independent Ethic Committee: CCPPRB of Hospital Saint-Louis (Paris, France) on June 23rd 2006. A favourable opinion was obtained on July 27th 2006. This study was notified to the French Competent Authorities (AFSSAPS) on August 1st 2006 and registered under the number 060736. An amendment was submitted to the CCPPRB of Hospital Saint-Louis (Paris, France) on November 14th 2006 to inform the Ethic Committee on the final number of patients included (22 instead of 20, as initially planned in the protocol) and the final number of investigational centres (7 instead of 10). Approval of this amendment was granted by the Ethic Committee (CCPPRB Paris Saint-Louis) on November 30th 2006.
	R

	5.2. ETHICAL CONDUCT OF THE STUDY
	26
	The study was conducted in accordance with the Declaration of Helsinki adopted in 1964 and revised in Somerset West (Republic of South Africa) in October 1996 (Appendix 9), the French Law Huriet- Serusclat (n°88-1138), ICH Good Clinical Practice (CPMP/ICH/135/95) adopted by the European Community and Directive 95/46/CE of the European Parliament and of the Council of 24 October 1995 on the protection of individuals with regard to the processing of personal data and on the free movement of such data.
	S

	5.3. PATIENT INFORMATION AND CONSENT
	26
	Patients gave by writing their consent to participate after receiving full information about benefits and potential harms that might be derived from study.
	S

	6. INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE
	28
	Medical Research Manager: Alain SADOUN
Clinical Project Manager: Camille BARON
Data Manager: Frédéric FAUCON
	R

	7. Introduction
	29-30
	Chapitre entier.
	S

	9.1. OVERALL STUDY DESIGN AND PLAN-DESCRIPTION
	32
	All participating investigators and centres were familiar with the treatment of patients with human normal immunoglobulin for PID and in managing adverse reactions if any. (…)
Patients' histories were recorded and all infectious episodes present in patients' local medical files and that occurred during the 6 months prior to enrollment, were noted.

	S

	9.1. OVERALL STUDY DESIGN AND PLAN-DESCRIPTION
	34
	Results of these tests were provided to the investigators. Each abnormal value had to be commented upon in the CRF and recorded in the patient medical record.
	S

	9.2. DISCUSSION OF STUDY DESIGN, INCLUDING THE CHOICE OF CONTROL GROUPS
	35-36
	Chapitre entier.
	S

	9.4.1. TREATMENTS ADMINISTERED
	38
	Each study patient received TEGELINE® over a 3-month period at the dose and frequency used during the last 6 months (optimal patient regimen). Patients were to be closely monitored and carefully observed for any symptoms throughout the infusion period. (…)
The administered dose varied from one patient to another (from 0.2 to 0.8 g/kg) as well as the infusion frequency (within a 3 or 4-week interval), but for one given patient treatment dose and frequency were to remain unchanged during the study period.
	S et R

	9.4.1. TREATMENTS ADMINISTERED
	39
	The following excipients were chosen on the basis of their stabilising effect on the protein and of their safety of use in patients at the doses used:
- Glycine, its stabilising effect on human normal immunoglobulin is well known,
- Mannitol, its concentration allows the immunoglobulins to be kept in a medium that minimises their anticomplementary activity,
- Polysorbate 80, the presence of a small quantity of this excipient in the formulation of
IGNG leads to inhibition of immunoglobulin aggregation, in the absence of albumin.
Glycine and mannitol contribute to bringing the osmolality of the product to a physiological value that is compatible with intravenous administration.
	R

	9.4.2. IDENTITY OF INVESTIGATIONAL PRODUCT(S)
	40
	No significant abnormality of the storage conditions of the IMP was observed.
	R

	9.4.5. SELECTION AND TIMING OF DOSE FOR EACH PATIENT
	40
	The selected timings of IgG infusions in the study (every 3 to 4 weeks) correspond to those already approved for TEGELINE® in the same indication and recommended in the SmPC of this product.
	R

	9.4.8. TREATMENT COMPLIANCE
	42
	A variation of ± 10% in the infusion rate was not considered as a protocol violation.
	R

	9.5.2. APPROPRIATENESS OF MEASUREMENTS
	44
	Chapitre entier.
	R

	9.5.4. DRUG CONCENTRATION MEASUREMENTS
	44-45
	Because patients were agammaglobulinemic or hypoglobulinemic, IgG replacement therapy with TEGELINE® or IGNG leads to an immediate increase of serum IgG level following the product infusion, then followed by a decrease according to the clearance pattern described in the PK model. Individual dose is assessed to reach a trough level of 6g/l that can be observed in 3 to 4 weeks according to patient when treatment is stabilised. The trough level is carefully monitored by the physician to avoid infections. Sample time collection and analysis, and frequency and dose of treatment are therefore driven by the usual time taken by the patient to reach a given IgG trough level. Serum IgG levels were determined centrally by Alphabio Laboratory (Marseille, France) under CDLPharma supervision (Marseille, France), using standardised methods. The serum samples were analysed by nephelometry (BN ProSpec®, Dade Behring) using commercially available diagnostic reagents for the quantitative determination of IgG subclasses 1-4 and of total IgG (Dade Behring Marburg GmbH, Germany).
	S

	9.6. DATA QUALITY ASSURANCE
	45-46
	In the context of the study, there was an individual CRF for each patient in a triplicate paper format (one in centre, one original and one working copy). (…)
The database and data entry screens were created in CLINTRIAL. (…)
Laboratory data were received electronically from the Central Laboratory and transferred to the database. Data edit checks programs were created and run ongoing on the database in order to check the consistency of data. Data Clarification Forms were edited and sent to investigators. All changes in the database were tracked in the audit trail. Prior to locking the database, a Data Review Meeting was conducted at LFB and a quality control was performed and errors corrected. The error rate was 0.018%. This rate is in accordance with the threshold of 0.1%, set forward in the protocol. A comparison between pharmacovigilance database versus clinical database was performed and no difference was reported.
The database was locked on April 14th 2008 before the analysis started.
Statistical analyses were performed by a statistician using the SAS software and in compliance with the LFB SOPs. The primary endpoint was re-programmed by another statistician and the results were compared.
Several audits were conducted during the clinical trial period (audit certificates are provided in appendix 16.1.8):
• One investigator site audit was performed in Pr Viallard centre on 16th and 17th of January 2007. This centre has been chosen as it was the higher recruiter of the study (7 patients included). 
• One Trial Master File (TMF) audit was performed for three investigator (Pr Fermand, Pr Viallard and Pr Durieu) on 9 and 10th of January 2007. These 3 sites were chosen based on the number of patients and presence of SAEs. 
	R

	9.7.1. STATISTICAL AND ANALYTICAL PLANS
	46-47
	The statistical analysis plan was defined in detail on April 14th 2008 before any evaluations were conducted. (…)
The following parameters were studied:
 Number of infections by month of exposure and annualised rate of infections were used for clinical efficacy assessment. The rate of infections was calculated descriptively and estimated using an exact Poisson distribution.
	R

	9.7.1. 3.1. Primary criterion
	48
	The Per-Protocol population was the primary dataset for the primary endpoint. As a sensitivity analysis, the analysis of equivalence between both treatments was repeated on the Full Analysis Set. The equivalence analysis was carried out using SAS 9.1 Mixed procedure.
	R

	9.7.1. 3.2. Secondary criteria
	50
	A 95% confidence interval of the number of infections by duration of exposure and a 95% confidence interval of annualised rate of documented infections based on this distribution were provided for each treatment. These analyses were carried out using StatXact 7 software.
	R

	9.8. CHANGES IN THE CONDUCT OF THE STUDY OR PLANNED ANALYSES
	52-53
	Secondary endpoints:
An analysis of equivalence between the two treatments was added on the sum of plasma IgG trough levels subclasses recorded at steady state in order to check the robustness of the analysis of the primary endpoint. The method was the same as the one for the analysis of the primary endpoint. A planned analysis was to pool infections occurred under TEGELINE® treatment during the 3-month retrospective period and the 3-month prospective period. Later on and from a methodological point of view, it was considered as an erroneous approach to pool retrospective and prospective data due to possible bias in data collection. Consequently, the actual analyses are only based on the prospective periods of the study. (…)
Amendment:
An amendment was submitted to the CCPPRB of Hospital Saint-Louis (Paris, France) on November 14th 2006 to inform the Ethic Committee on the final number of patients included (22 instead of 20, as initially planned in the protocol) and the final number of investigational centres (7 instead of 10).
Approval of this amendment was granted by the Ethic Committee (CCPPRB Paris Saint-Louis) on November 30th 2006. This amendment did not induce any changes in terms of protocol design, patient follow-up and safety.
	R

	10.1. DISPOSITION OF PATIENTS
	53
	Prior to the enrolment in the study, patients were regularly treated by the investigators with TEGELINE® for their chronic PID. Consequently, most of the patients to whom investigators presented the study accepted to participate. Six patients were screened but not included : 4 patients in Dr Hoarau’s centre (all were non eligible due to the presence of at least one exclusion criteria) and 2 patients in Dr Gardembas’ centre (one eligible patient refused to give her consent and one had a weight above 90 kg).
	R

	10.1. DISPOSITION OF PATIENTS
Table 10–1: Disposition of patients per centres
	53
	Colonne "Nb of screened patients"
	R

	10.2. PROTOCOL DEVIATIONS
	54
	As detailed in the following sub-sections, these protocol deviations had no impact on comparability between both treatments in terms of efficacy and safety (except for one patient who was excluded from the Per-Protocol population). Forbidden treatments taken by patients were either equally distributed between treatment periods or used for a short period of time. Time deviations for interval between two consecutive infusions and for PK sampling had a negligible impact when compared to the total of infusions and PK samplings performed throughout the study.
	R et S

	10.2.1. CONCOMITANT MEDICATION
	55
	· Use of diuretic’s treatments
In accordance with the core SPC for human normal IVIG (CPMP/BPWG/859/95 rev.1), concomitant use of loop diuretics had to be avoided during the study period to prevent acute renal failure. However two patients, n°6001 and 6002, receiving long term treatment with diuretics to treat respectively oedema and high blood pressure, were deemed not at risk of renal insufficiency by the investigator (Dr Gardembas) and therefore included without stopping diuretic treatment during study.
· Use of steroid treatments
Steroid use was not allowed during the trial as it could promote infections and bias efficacy assessment due to their immunosuppressive properties. However, there were particular circumstances in which such treatment could not be avoided: long-term treatment of concomitant disease (in this case steroid treatment was equally distributed between both TEGELINE® and IGNG periods), to treat undesirable symptoms due to AE, or to treat adverse reactions during infusion.
· Use of premedication with antihistaminic or steroids
Premedication during infusion was not allowed in order to avoid a bias in safety assessment (temporally infusion related adverse event). Nevertheless, some patients known to be prone to develop infusional AEs and received routinely premedication prior to the study, were still preventively treated as per investigator decision.
	S

	10.2.2. SELECTION CRITERIA
	58
	The only major deviation concerned patient 4001 who did not receive doses of TEGELINE® at regular intervals within the 6 months prior to inclusion and particularly between the 2 last preprotocol infusion (56 days instead of 28 days).
	R

	10.2.2. SELECTION CRITERIA
	58
	Patient n°4007 did not use a contraceptive method during the study. Nevertheless the pregnancy test was negative before the 1st IGNG infusion on December 28th 2006 and the physical examination performed by the investigator at the end of study visit was normal. 
Patients’ n°6001 and 6002 were under long-term diuretic treatment with no particular renal risk factor according to investigator.
	R

	10.2.3. INFUSION FREQUENCY
	59
	Among 218 infusions, 10 (4.6%) were outside the planned ±2 days intervals, respectively 6 (2.7%) with TEGELINE® and 4 (1.8%) with IGNG.
	R

	10.2.4. PK SAMPLING TIMES
	60
	Actually, any sample time could be exploited and used for PK parameter determination. Sampling times deviations were discussed and accepted with investigators. The main reasons were practical reasons (patient and medical staff availability).
Each patient had to be taken 6 blood samples for PK analysis in addition to routine trough measurements, corresponding to a total of 144 samples planned. Seven PK samplings out of 144 (5%) were not done : 3 patients missed one sampling time (n°1002, 1003 and 7003) and 1 patient missed four as he refused PK additional samplings during inter-visit periods (n° 7002). 
Time deviations were minor, generally sampling occurred 1 or 2 days later than scheduled, except patient n°4002 (16 days instead of the planned 9 days at Visit N°8). At 3 occasions, for early PK sampling times, samples were taken mistakenly immediately after infusion start instead of after the end of infusion: patient n°2001 (15 min and 45 min) and patient n°6002 (45 min). Although the real timing of sampling could not be the one scheduled, all IgG concentration values were used for PK parameters calculation.
	

	10.2.5. INFUSION RATE
	60
	Out of 218 infusions performed, 8 (3.7%) in 2 patients were 10% above the recommended flow rates with no consequences in terms of tolerance: patient n°1003 (7 infusions, from V3 to V9) and n°2001 (1 infusion at V2; maximum flow rate was 4.8 ml/kg/h).
	R

	10.2.6. IgG ASSAY OUTLIERS
	60
	Total IgG was measured by a total IgG quantification method (nephelemetry). Additionally, the sum of IgG subclasses used to estimate the total IgG (each of the 4 sub-classes being assayed independently by nephelemetry). Comparing results of total IgG with the sum of IgG subclasses for the same time point is an indirect method to confirm the reliability of the result. If the absolute difference between total IgG and the sum of IgG subclasses was more than 20%, total IgG results were considered as doubtful.
	R

	10.2.6. IgG ASSAY OUTLIERS
	61
	A total of 364 samples were assayed for IgG measurements over the study, from which 239 corresponded to trough values and 125 to other PK values.
Among these 364 samples, 13 values were considered as outliers: (…)
	R

	10.2.6. IgG ASSAY OUTLIERS
Table 10–7: Listing of Patients with a difference between total IgG and sum of IgG subclasses for trough samples
	62
	Données correspondant à la visite V1 pour les patients #3001, #4003 et #4006.
	R

	10.2.6. IgG ASSAY OUTLIERS
Table 10–8 : Listing of patients with a difference between total IgG and sum of IgG subclasses for PK sampling times
	63
	Données des colonnes "Sample Date" et "Sample Time".
	R

	
	63
	Additionally to the 9 samples assayed on July 4th 2007 for which total IgG values were inconsistent with their sum of IgG subclasses, 4 (1.1%) other total IgG values were considered as outliers for the following reasons: - Patient n°1001, sampling time V7+15min: the IgG value at 15min. after the end of infusion (8.24g/l) is lower than the trough level observed before the infusion (9.77g/l at V7), that was clearly not possible. It was strongly suspected that this sampling time was 15min after infusion start and not after the end of infusion as required by protocol.
- Patient n°5004, sampling times V8+9 days: the IgG value at V8+9days (17.9g/l) was not incoherence with the one obtained at V7+8days (14.9g/l) since the IgG concentration should have decreased (at least slightly) between 8 days and 9 days following the infusion, and which is surprisingly close to the V9+3days value (16.9g/l).
- Patient n°6001, sampling times V11+2days and V11+10 days: it was suspected that both tubes, V11+2days (13.9g/l) and V11+10days (16.9g/l) have been inverted as they were shipped the same day to the central laboratory.
	R

	10.2.6. IgG ASSAY OUTLIERS Table 10–9: Listing of Patients with aberrant PK values
	64
	Données des colonnes "Sample Date" et "Sample Time" pour les visites V+X MIN/DAYS
	R

	11.2.1. DEMOGRAPHIC CHARACTERISTICS AT INCLUSION
	65
	Mean population age was 42 ± 12 years and their average BMI was normal. One patient was obese (BMI >30 kg/m2).
	R

	11.2.2. TREATMENT DOSE AND IGG LEVEL
	67
	This low trough values are explained as this patient initiated IVIG (TEGELINE®) treatment only within the 6 months prior to study start.
	S

	11.2.4. PHYSICAL EXAMINATION
	68
	At baseline, at least one abnormal clinically relevant finding at physical examination was noted in 11 patients (50%). Most of the clinical findings were related to the PID.
No clinically relevant abnormality was detected on lab tests as per investigator assessment.
	S

	11.2.5. HISTORY OF INFECTION WITHIN 6 MONTHS PRIOR TO STUDY START
	70
	As stated in section 9.8, a lower incidence of infection (1.55 infections per year and patient) was observed in these two retrospective periods as compared to a former prospective TEGELINE® study (3.2 infections per year and patient) [19].
Moreover, results displayed in Table 11–7 below confirmed this difference in infection occurrence between retrospective periods and prospective one, which can be explained by an under-reporting of infections in the retrospective periods. (…)
Finally, this under-reporting can be explained by the fact that mild infectious episodes are not routinely reported in the source medical file: (…) as can be seen in Table 11–8, mild infections were not balanced between retrospective (4/28) and prospective periods (24/28), whereas moderate infections were well balanced between periods (respectively 4/9 and 5/9).
	R

	11.2.5. HISTORY OF INFECTION WITHIN 6 MONTHS PRIOR TO STUDY START
Table 11–8 : Intensity of infectious episodes during the study course
	70
	Tableau entier.
	R

	11.3.3. INFUSION RATE, ADMINISTERED DOSE
	71
	The median dose administered was 30 g (range [20; 45]) and 442 mg/kg body weight (range [286; 608]). Infused doses remained unchanged from inclusion up to study end in all patients. 
	R

	11.4.1. 1. Primary endpoint: equivalence of total IgG trough levels at steady state
	72
	Average values over the 3-month period were chosen in order to limit variability in individual trough values and to increase precision in the estimation of the real patient values. For IGNG, it was preferred to average over the last 3 months only in order to avoid interference with previous values with TEGELINE® and to ensure to be at steady state with IGNG.
The analysis of equivalence was planned on the per-protocol (PP) population as usual for bioequivalence studies.
	R

	11.4.1. 1. Primary endpoint: equivalence of total IgG trough levels at steady state
	73
	To explain the small difference in average total IgG trough levels observed between TEGELINE® and IGNG, vials from each IMP batches (TEGELINE® 26 286 106; IGNG 27 884 106; IGNG 27 885 106) have been assayed with the plasma dosing method, in a same run. The results showed a comparable difference between the plasma trough levels and both products IgG content (TEGELINE® batch: 4.64 g/100 ml; IGNG batches: 5.45 g/100 ml; 5.55 g/100ml)
	R

	11.4.1. 2.1. By visit results
	73
	Small evolution can be seen during the TEGELINE® P1 period. This slight increase can be explained as the result of the more controlled conditions during the study.
	R

	11.4.1. 3. Secondary endpoint: Sum of plasma IgG subclasses trough levels recorded at steady state (FAS population)
	75
	An analysis of equivalence between TEGELINE® and IGNG was performed for the sum of plasma IgG subclasses trough levels recorded at steady state. The statistical method used was the same as the one for the primary endpoint.
	R

	11.4.1. 4. Secondary endpoint: Analysis of IgG subclasses trough levels
	76
	IgG subclasses trough levels obtained with TEGELINE® and IGNG at steady state (P1 vs P3) reflect the proportion of each IgG subclasses (IgG1 to IgG4) as present in both batches (section 11.4.1.1).
	R

	11.4.1. 4. Secondary endpoint: Analysis of IgG subclasses trough levels
Table 11–14: Distribution of IgG subclasses FAS population versus study IMP batches
	76
	Tableau entier.
	R

	11.4.1. 5. Secondary endpoint: the infections during the study course
	76
	All types of infections were reported in the patient’s CRF on a specific infection form and not repeated in the AE CRF pages: this distinction has been duly monitored.
	R

	11.4.1. 5.2. Description of infections by nature, frequency and treatment period
	78
	Of the 29 infections in the TEGELINE® treatment period, 24 (83%) of them were considered as mild and 5 (17%) as moderate intensity. (…)
Of the 54 infections in IGNG treatment period, 44 (81%) of them were considered as mild and 10 (19%) as moderate intensity.

	R

	11.4.1. 5.7. Infection duration and other infection related events
Table 11–22: Infection duration and related events by patient (FAS population)
	83
	Les données des lignes " Annualised fever days number" et " Annualised sick days number".
	R

	11.4.1. 5.7.2. Fever episodes related to infections
	84
	Among the 29 infections observed during the 3-month TEGELINE® period, 6 (21%) fever episodes >38°C in 4 (18%) patients were reported with a median duration of 3 days and an Annualised fever days number of 2.2 days .
Among the 54 infections observed during the 6-month IGNG period, 10 (18.5%) fever episodes >38°C in 6 (27%) patients were reported with a median duration of 2 days and an Annualised fever days number of 2.5 days.
	R

	11.4.1. 5.9. Sick leaves related to infections.
	84
	Among the 29 infections observed during the TEGELINE® 3-month study period, 7 (24%) sick leaves in 6 (27%) patients were reported with a median duration of 4 days and an Annualised sick days number of 8.8 days.
Among the 54 infections observed during the IGNG 6-month study period, 2 (4%) sick leaves in 2 (9%) patients were reported with a median duration of 2 days and an Annualised sick days number of 0.3 days.
	R

	11.4.2. STATISTICAL/ANALYTICAL ISSUES
	84
	Chapitre entier.
	R

	11.4.4. DRUG DOSE, DRUG CONCENTRATION AND RELATIONSHIPS TO RESPONSE
	85-86
	Chapitre entier.
	R

	11.4.6. EFFICACY CONCLUSIONS
	88
	IgG trough level above 4-6 g/l is a desirable target (Note for Guidance on the Clinical Investigation of
Human Normal Immunoglobulin for IVIG CPMP/BPWG/388/95 rev.1). (…)
Over the 6-month study period with IGNG, no serious bacterial infection (0 per patient per year; upper 1-sided 95% confidence interval of 0.36) was reported.
	R

	12.1. EXTENT OF EXPOSURE
Table 12–1: Extent of exposure (safety population)
	89
	Données des lignes concernant le "Number of IMP infusions by infusion frequency".
	D

	12.2.2. BRIEF SUMMARY OF ADVERSE EVENTS BY INFUSION
	91
	This is partly due to AEs detected during particular observation windows which do not exist under the TEGELINE® period (1 h and 5 day following the 1st IGNG infusion), unbalanced recurrence of underlying disease (AITP in patient n°4005 leading to multiples AEs) between treatment period, and events due to seasonal allergies.
	S

	12.2.2. BRIEF SUMMARY OF ADVERSE EVENTS BY INFUSION
Table 12–3 : AE occurrence by study period and number of infusions
	91
	Le nombre de patients ayant eu des "Non serious".
	R

	12.2.2. BRIEF SUMMARY OF ADVERSE EVENTS BY INFUSION
	92
	In the same way, the number of serious AEs by patient was 0.03 and 0.02 per infusion, and 0.03 and 0.02 per month of exposure during TEGELINE® and IGNG periods
	

	12.2.3. 1. All events
	92
	The proportion of AEs by infusion is slightly higher in the IGNG treatment period (0.34 AEs per infusion) compared to TEGELINE® treatment period (0.25 per perfusion). The small difference is partly due to additional biological investigations (1h and 5 days post first IGNG infusion) that were not scheduled in the TEGELINE® period and which revealed transient and reversible lymphopenia (3 events in 3 patients : n°3001, 5002 and 5003 ) and monocytopenia (1 event in patient n°5003 concomitant to the lymphopenia occurring in the same patient).
	S

	12.2.3. 2. Blood and lymphatic system disorders
	94
	Half of these events are due to the same phenomenon (transient and reversible decrease of lymphocyte count) which could be observed only in the IGNG treatment period (1h and 5 days post infusion) as these sampling times were not scheduled during the TEGELINE® treatment period. They were considered as doubtfully or possibly related to treatment
It has to be noticed that patients from centre 1 (n°1001, 1002 and 1003) did not perform this haematological control 1h after the 1st IGNG due to local centre organization.
The other 4 AEs happened to the same patient and occurred during the IGNG period as a matter of chance. None of them were related to treatment.
	S

	12.2.3. 2. Blood and lymphatic system disorders
	96
	A transient and reversible decrease of lympocyte count in patients treated for meuromuscular disease with 2g/kg IVIG has already been observed by Dalakas et al [20] in 44 patients out of a retrospective serie of 46 patients (mean lymphocyte count decrease was 44 % when measured just after the end of infusion compared to baseline value). An absolute lymphocytopenia was defined as a cell count below 1500/mm3 and observed in 17 out 46 patients (37%). The author further concluded that lymphocytopenia occurrence was unrelated to the disease or to concurrent administration of imunosuppressive drugs. A similar significant reduction of mean monocyte count of 18% below baseline was seen following IVIG infusion in 35 out 46 patients. Dalakas et al excluded a hemodilution effect because this was not observed after infusion of an equal volume of placebo. They showed that this effect was transient and concluded that it could play a role in the immunomodulatory and immunoregulatory effect of IVIG in certain neurological conditions.
	S

	12.2.3. 3. Respiratory disorders
	98
	(Note: during the study course, cough events were described into 2 categories, either as infection treated by antibiotics, or as adverse event treated by anti-allergic, mucolytic or local treatments, or not treated at all. These 6 AEs occurred exclusively during early spring and probably correspond to allergic rhinopharyngeal syndromes including conjunctivitis).
	S

	12.2.3. 5. Discontinuation due to AEs
	98
	"All patients completed the study and no premature trial discontinuation due to AEs was observed.However, patient n°4002 who experienced pyrexia related to TEGELINE®, had his interrupted infusion for 1h30 and restarted the same day."
	R

	12.2.4. TEMPORALLY ASSOCIATED ADVERSE EVENTS
	100
	It has to be noticed that the design of the CRF could not allow, among the AEs reported on the day of infusion, an easy discrimination between AEs which started before infusion day and AEs which really occurred on infusion day. The day of infusion was indeed a study visit as well, during which the patient had a clinical exam performed by the investigator. Diagnoses reported or performed on that day did not necessarily mean that the reported AE started on that day.
Regarding the TEGELINE® period, among the 5 TAAEs reported during or within 1 hour after infusion, a starting time was specified for 4 of them (2 pyrexia, 1 hyperthermia, 1 headache), and there was thus no doubt that these events arose during infusion period. On the contrary, the 5th one (crepitations) was reported on the infusion day, but was related to a pre-existing granulomatosis according to the investigator. This AE was then reported as a TAAE even though it cannot reasonably be considered as being related to IMP infusion.
Concerning the event (lipoma) reported as a TAAE within 24 to 48 hours following TEGELINE® infusion, it was diagnosed 2 days after infusion and lasted 50 days before exeresis. This event certainly occurred by chance in this time window, but was however counted as a TAAE.
Concerning the IGNG period, 5 out of the 13 TAEEs can be considered as TAAEs without doubt (3 lymphopenias and 1 monocytopenia observed 1h after 1st IGNG infusion, and 1 erythematous rash during IGNG infusion. For the 8 other events reported as TAEEs:
- Patient n°2001: 1 abdominal pain was related to the gastric ulcer diagnosed later on in this patient, and 1 cough which lasted 57 days. None of them were related to IMP according to the investigator. (…)
- Patient n°4001: 1 crepitations related to a concomitant granulomatosis .(…)
- Patient n°4005: 1 splenomegaly and 2 thrombocytopenias related to a preexisting AITP.
	S

	12.2.4. TEMPORALLY ASSOCIATED ADVERSE EVENTS
	101
	In conclusion, when taking into account the preceding remarks, as well as the presence of additional blood controls during the IGNG period only (1h and 5 days after 1st infusion), and when looking at the known adverse effects of IVIG products (pyrexia/hyperthermia, headache, rash), one can observe a trend for a better immediate tolerance with IGNG during infusion.
In total, 8 TAAEs were considered as doubtfully or possibly related to infusion: 3 TAAEs with TEGELINE® and 5 with IGNG (including the 4 post 1st IGNG infusion events).
	S

	12.2.4. TEMPORALLY ASSOCIATED ADVERSE EVENTS
Table 12–11: List of Temporally Associated AE by patient
	102
	Ligne "Missing".
	R

	12.2.4. TEMPORALLY ASSOCIATED ADVERSE EVENTS

	102
	Of the 13 TAAEs occurring during the IGNG treatment period, 7 clinically significant abnormal values in haematological examination were observed in 4 patients (18%). Haematological determinations were investigated 1h and 5 days post first IGNG infusion and not performed during the TEGELINE® treatment period.

	R

	12.2.5. ANALYSIS OF ADVERSE EVENTS
	103
	It is well established that AEs related to IgG infusion are more frequent in patients suffering from PID compared to patients treated by IVIG in other pathologies [8].
	S

	12.2.5. ANALYSIS OF ADVERSE EVENTS
	103
	Regarding the 3 serious AEs which occurred under IGNG exposure: (…)
Concerning the gastric ulcer (patient n°2001), due to a symptomatic gastric pain relapse of mild intensity during study course, endoscopic examination was decided and for this reason this event was classified as serious.
	S

	12.3.2. NARRATIVES OF DEATHS, OTHER SERIOUS ADVERSE EVENTS, AND CERTAIN OTHER SIGNIFICANT ADVERSE EVENTS
	106
	Patient n°1001 , Serious Adverse Event: Acute C hepatitis. (…)
Quantitative analysis showed that patient was not yet infected by C hepatitis at the end of the TEGELINE® treatment period (V5), which allows excluding any virus transmission by the product. (…)
On August 9th 2007, the patient was seen by a co-investigator (Dr Arnulf) for follow-up. (…)It was further decided to implement an anti-C hepatitis treatment (September 15th) for 6 months: interferon (PEGASYS®) 180 gamma/week (…)
	S et R

	12.3.2. NARRATIVES OF DEATHS, OTHER SERIOUS ADVERSE EVENTS, AND CERTAIN OTHER SIGNIFICANT ADVERSE EVENTS
	109
	Patient n°04005. Serious Adverse Event: Hospitalization for severe thrombopenia (11 109/l). (…)
This adverse event was related to the low platelet count observed on that day: 11.109/l (local laboratory) and 20.109/l (central laboratory) according to investigator and a consequence of patient’s medical history (recurrence of AITP). (…)
This treatment was well tolerated and the weekly platelet count controls (local laboratory) gave the following results: 19.109/l (July 20th), 47.109/l (July 25th), 70.109/l (August 8th), and 96.109/l on (August 14th). The conjunctival haemorrhage was resolved without sequelae as of August 14th.
	R

	12.3.2. NARRATIVES OF DEATHS, OTHER SERIOUS ADVERSE EVENTS, AND CERTAIN OTHER SIGNIFICANT ADVERSE EVENT

	110
	Patient n°7003. Serious (non bacterial) Infection: Hypokaliema induced by major diarrhoea. (…)
In this context, the severe diarrhoea occurring on February 27th led to a weight loss of 3kg and
hypokaliema (2.4mmol/l).
	S

	12.4.1. LISTING OF INDIVIDUAL LABORATORY MEASUREMENTS BY PATIENT AND EACH ABNORMAL LABORATORY VALUE
	111
	For patient 1001, the slight increase (less than two-times the upper normal limits) in liver tests are related to a C hepatitis (positive viraemia) linked to the i.v. use of illicit drugs.
For patient 7003, the low potassium level detected at visit 6 is related to a non febrile diarrhoea episode, with body weight loss of 3kg, and 11 day duration.
In patient 7001, an elevated haptoglobin value has been observed at a single occasion. This value, while slightly increased, might, nevertheless, be considered as spurious (see details in section 12.4.2.4).
Three patients (n°3001, 5002 and 5003) had transitory decreases in lymphocyte count noted 1-hour after the first IGNG infusion. Their clinical relevance is doubtful. Such episodical changes have already been reported after infusion of various IgG formulations and their origin is unknown. They have no clinical consequences.
	S et R

	12.4.2. EVALUATION OF LABORATORY PARAMETERS
	112
	Pre-infusion laboratory parameters were only evaluated by inspection of individual values.
	R

	12.4.2. 2. Haemolysis parameters
	115
	• Red Blood Cells (RBC) (…)
Only five patients had treatment emergent variations in RBC count, abnormal level was already present at screening for the 4 other patients.
• Haemoglobin (…)
Four patients had treatment emergent decrease in haemoglobin level, values were all close to normality and none was considered as clinically significant.(...)
• Blood reticulocytes (…)
Six patients had low reticulocyte count (2001, 4003, 5003, 6001, 6002, 7003) and one patient (06-006) had an over range reticulocyte count. None of these abnormal values was considered as clinically significant. Only three patients had treatment emergent variations in reticulocytes count, abnormal level was already present at screening for the 4 other patients.
	S

	12.4.2. 3. Renal tolerance
	116
	Paragraphe "Creatinine".

	R

	12.4.2. 3. Renal tolerance
	118
	Urea: (…)
Treatment emergent elevation of urea was observed in 4 (1002, 4001; 5005, 002) of the 9 patients and abnormal values were already present at screening in the 5 others.
These elevations were transient or spontaneously normalized before the end of the observation time and none was considered as clinically significant.
	R

	12.4.2. 4. Hepatic tolerance
	118
	ALAT
Nine (9) patients had abnormal value of ALAT during the study on 26 occasions (9 under TEGELINE® and 17 under IGNG). Treatment emergent elevation of ALT was observed in 6 patients.
	S

	12.4.2. 4. Hepatic tolerance
	119
	Haptoglobin
There were 49 occurrences of abnormal values of haptoglobin during the study (15 under TEGELINE® and 34 under IGNG). Thirteen (13) patients had abnormal values at least on one occasion, but only 10 patients had treatment emergent variations(…)
The elevation of haptoglobin in patient 7001 at visit 13 (2.92g/l) was considered as clinically significant. However, all haematological values at visit 13 were normal (haemoglobin = 15.7g/l ; reticulocytes = 48 200/mm3 ; RBC = 5.49 tera/l ; haematocrit = 48% ; Coombs test <0). This haptoglobin result may be considered as spurious.
	S

	12.5. VITAL SIGNS, PHYSICAL FINDINGS, AND OTHER OBSERVATIONS RELATED TO SAFETY
	120
	Compared to baseline values, no clinically relevant changes were observed for all of these parameters.
	R

	12.6. SAFETY CONCLUSIONS
	121
	In one patient, an elevated haptoglobin value has been observed at a single occasion during IGNG period. This value, while slightly increased, might, nevertheless, be considered as spurious regarding other haematological values in this patient.
Concerning the very few and transitory decreases in lymphocyte count noted, 1-hour after the first IGNG infusion, in three patients, their clinical relevance is doubtful.
Renal function was assessed by serial creatinine (serum creatinine and creatinine clearance) and urea measurements before the initial infusion and at several time points during follow-up. No particular change was observed in renal function tests. Few and transient elevations were observed during the study course, they spontaneously normalized and none was clinically significant.
	R

	13. DISCUSSION AND OVERALL CONCLUSIONS
	122-123
	The current study was designed in full accordance with the CPMP guidelines "Note For Guidance On The Clinical Investigation Of Human Normal Immunoglobulin. For Intravenous Administration" (CPMP/BPWG/388/95 rev. 1) to document comparability of trough IgG levels at steady state between the already approved formulation (TEGELINE®) and the new IVIG (IGNG).
This study was conducted by investigators highly experienced in the management of PID patients. (…) Patients were carefully monitored at each visit to detect infections (secondary criterion) and all per and post-infusion emergent adverse events. Additionally, sparse samplings were taken to conduct a population PK evaluation of IGNG.
This study was properly conducted according to European GCP recommendations and no patients dropped out during the study. Compliance to both evaluated IVIG was precisely and regularly checked at each visit and only one relevant deviation was observed. (…)
A population PK study was performed to define the IGNG PK parameters. The results obtained for clearance and half-life time for IGNG are comparable to what has previously been documented for TEGELINE® and provide additional support for a similar PK profile, resulting in comparable trough levels after administration of the same doses at the same intervals.(…)
Finally, no differences in severity and frequency of adverse events were observed between TEGELINE® and IGNG. The few differences in nature of adverse events were inherent to the study design (additional measurements after 1st IGNG infusion) and seasonal effects.
In conclusion, this study provides the data requested by the NfG and therefore supports the therapeutic equivalence of IGNG with the reference product TEGELINE®.
	S
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