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[bookmark: _Ref212815904]Table 1. Treatment options CIDP
	Intervention
	Intervention Type
	Approval Date

	
	
	FDA
	EMA

	Hizentra
	Subcutaneous IG
	2018
	2018

	HyQvia
	Subcutaneous IG 
	2024
	2024

	Privigen
	Intravenous IG
	2017
	2013

	Gammagard Liquid (US) or Kiovig (EU)
	Intravenous IG
	2024
	2019

	Panzyga
	Intravenous IG
	2021
	N/A1

	Gamunex-C
	Intravenous IG
	2008
	N/A2

	Vyvgart/Vyvgart Hytrulo
	FcRn Antagonist
	2024
	2024

	Prednisone
	Corticosteroid 
	N/A
	N/A

	Prednisolone
	Corticosteroid
	N/A
	N/A

	Dexamethasone
	Corticosteroid
	N/A
	N/A

	Methylprednisolone
	Corticosteroid
	N/A
	N/A

	Plasma exchange 
	Plasma exchange
	N/A
	N/A


Abbreviations: CIDP = chronic inflammatory demyelinating polyneuropathy; EMA = European Medicines Agency; EU = European Union; FcRN = neonatal FC receptor; FDA = Food and Drug Administration; IG = immunoglobulin; N/A = not applicable; US = United States.
1Authorized in individual Member States via national procedures, rather than centrally via the EMA
2 All EMA approved IVIG are approved for CIDP as CIDP is a core indication for IVIG [32]


[bookmark: _Ref212815846]Table 2. Clinical summary table of included pivotal trials.
	Clinical Study
	Design, Sample Size, Treatment Arms, Key Endpoints
	Key Inclusion/Exclusion Criteria
	Results

	ADVANCE-CIDP 1 [17]
NCT025449170

	Design:
· Phase 3, double-blind, placebo-controlled

Sample Size:
· N = 132 patients (Male: 74; Female: 58) aged ≥18 years of age with diagnosis of definite or probable CIDP

Treatment:
· Patients were randomized 1:1 to receive either fSCIG (HyQvia; n = 62) or placebo (n = 70) monthly

Primary Outcomes:
· Relapse rate, assessed by the proportion of patients experiencing worsening functional disability (increase of ≥1 point relative to baseline in two consecutive aINCAT disability assessments)

Secondary Outcomes:
· Proportion of patients experiencing functional worsening, time to relapse, and least-squares mean change from baseline in RODS centile scores
· HRQoL and health status assessed by change from baseline in SF-36 and EQ-5D
· Patient treatment satisfaction assed using the TSQM-9
· Safety outcomes assessed as percentage of patients with SAE or AEs and the proportion of infusions for which infusion rate was modified owing to intolerability or AEs
	Key Inclusion Criteria:
· ≥ 18 years of age at screening
· Documented diagnosis if definite or probable CIDP confirmed by a neurologist specialized or experienced in neuromuscular diseases
· Previous response to IG treatment and receiving a stable dose of IVIG (equivalent cumulative monthly dose of 0.4-2.4 g/kg for ≥ 12 weeks prior to screening, with a dosing interval of 2-6 weeks)
· INCAT disability score of ≤7

Key Exclusion Criteria
· Concomitant steroid use
· Steroid use within 8 weeks prior to screening
· Use of immunomodulatory or immunosuppressive treatments within 6 months prior to screening

	Primary Outcome:
· Patients treated with fSCIG had significantly reduced CIDP relapse compared to placebo (9.7% [95% CI: 4.5, 19.6] vs. 31.4% [95% CI: 21.8, 43.0), P = 0.0045)

Secondary Outcomes:
· A greater proportion of patients in the placebo group (54.4%) experienced functional worsening compared to those treated with fSCIG (37.5%), for an overall treatment difference of -16.9% (95% CI: -33.02, 0.69)
· Probability of relapse was higher in the placebo vs. fSCIG group (P = 0.002)
· RODs centile scores least-squares mean difference (SD) at the end of study for patients receiving placebo vs. fSCIG was -6.1 (1.64) vs. -0.9 (1.69), respectively
· Patients in the fSCIG group showed more favorable change from baseline in both SF-36 and EQ-5D scores compared to the placebo group
· Patients preferred SCIG therapy or placebo compared to previous IVIG
· More patients receiving fSCIG vs. placebo, experienced AEs (79.0% vs. 57.1%), with the majority of AEs reported as mild or moderate, local, did not require suspension of infusion, and resolved without sequelae
· Of the 1,247 infusions, 72 (5.8%) were interrupted, stopped, or infusion rate was reduced, with < 1% affected by intolerability and/or AEs
· 3 patients receiving fSCIG discontinued intervention early because of AEs and 1 patient receiving placebo discontinued early due to AEs


	PRIMA [33]
NCT01184846

	Design:
· Prospective, multicenter, single-arm, open-label Phase III study

Sample Size:
· N = 28 patients (Male: 18; Female: 10) aged ≥18 years of age with diagnosis of definite or probable CIDP

Treatment:
· IVIG treatment with Privigen induction dose (2 g/kg bw) over 2-5 days, followed by 7 infusions of 1 g/kg bw 3-week intervals

Primary Outcomes:
· Responder rate by aINCAT disability score (measures at baseline and every 3 weeks)

Secondary Outcomes:
· Time first clinically meaningful improvement, either by aINCAT score or MRC sum score 
· Change from baseline in aINCAT score, max grip strength of dominant hand, and MRC sum score
· AE rate per infusion, severity, and relatedness to study medication, vital signs during infusion, and changes in laboratory parameters compared to baseline
	Key Inclusion Criteria:
· ≥ 18 years of age at screening
· Documented diagnosis of definite or probable CIDP as defined by the 2010 EFNS/PNS guidelines
· Previously treated or not treated with IVIG 
· Treatment-naïve defined as newly diagnosed in last 2 months or if treatment was interrupted for at least 1 year, with a progressive disease that had deteriorated in the 2 months prior to enrollment
· Patients treated during the last 6 months with a stable IVIG dose at a constant cycle length of 2-6 weeks were eligible
· IVIG pre-treated patients required to have adjusted INCAT score deteriorated by ≥1 point during the washout period of up to 10 weeks 

Key Exclusion Criteria
· Diagnosis of multifocal motor neuropathy with conduction block, monoclonal gammopathy of undetermined significance associated with anti-MAG IgM antibodies, distal acquired demyelinating symmetric neuropathy, or any disease that may have caused similar symptoms or interfered with treatment or outcomes of assessment in the study
· Abnormal laboratory parameters
· Plasma exchange 3 months prior to enrollment
· Treatment with immunomodulatory agents other than corticosteroids, methotrexate, or azathioprine within 6 months prior to enrollment, or rituximab 12 months prior to enrollment
	Primary Outcome:
· 60.7% of patients in the ITT analysis were responders by the adjusted INCAT score at study completion (95% Wilson-score CI: 42.41% to 76.43%)
· IVIG-pretreated patients demonstrated higher responder rates (76.9%; 10/13 patients) vs. IVIG-naïve patients (46.7%; 7/15 patients)
Secondary Outcomes:
· Median aINCAT score improved from 3.5 points at baseline to 2.5 points at study completion
· 18 of 28 patients responded at least once by the time of completion and half of responders showed a response after receiving the induction dose (Week 4)
· Mean (SD) max grip strength of dominant hand increased from 66.7 (37.24) kPa at baseline to 80.9 (31.06) kPa at completion
· Median (25%-75% quantile) MRC sum score increased from 67.0 (61.5-72.0) points at baseline to 75.5 (71.5-79.5) points at completion
· Median (25%-75% quantile) time to first MRC response was 6 weeks (3-9 weeks)
· Overall AE response rate was 0.417 AEs per infusion, with 88.0% of AEs reported as mild or moderate
· 67.0% of patients experience 66 AEs that occurred during or 72 hrs after an infusion, with the most common being headache, hypertension, and asthenia
· 14.3% of patients experienced 4 SAEs, with 2 patients discontinuing from the study


	PATH
Pre-Randomization Phase [34]
NCT01545076
	Design:
· PATH pre-randomization phase
· Patients (n = 245) treated with IVIG were enrolled in PATH and completed an IVIG washout period before entering a restabilization period with Privigen at time of deterioration 

Treatment:
· At time of deterioration, patients (n = 207) received an induction dose (2 g/kg bw) of IVIG Privigen given over 2 to 5 days and an additional 3 to 4 maintenance doses of 1g/kg bw every 3 weeks 

IVIG Withdrawal Period:
· Clinical deterioration defined as increase in aINCAT total score by ≥1 point, decrease in I-RODS total score by ≥4 points, or decrease in mean grip strength by ≥8 kPa

Privigen Restabilization Period:
· Clinical improvement was assessed with the same measures, including a MRC sum score by ≥3 points compared to pre-restabilization with Privigen 

	Key Inclusion Criteria:
· ≥ 18 years of age at screening with definite or probable CIDP
· Patients being treated with IVIG within 8 weeks of enrollment
· Inclusion criteria of the PATH study as seen below

Key Exclusion Criteria:
· Polyneuropathy of other causes
· any other disease that could cause neurological symptoms or signs could interfere with treatment or outcomes assessed
· severe conditions that could interfere with satisfactory conduct of the study
· history of thrombotic episodes withing 2 years of enrollment 
· known allergic or other severe reactions to blood products
· history of hemolysis after IVIG infusion
· and more
	IVIG Withdrawal Period:
· 28 patients (11.4%) did not show signs of clinical deterioration during IVIG discontinuation period and were discontinued from the study
· Clinical deterioration defined by decrease in aINCAT score by ≥1 point occurred in 73% of patients, with the remainder of patients showing deterioration by either I-RODS or grip strength

Privigen Restabilization Period:
· 91% of patients who deteriorated during IVIG withdrawal period improved their aINCAT score
· 91% of patients showed improvement in at least one of the pre-specified outcome measures
· 99% of patients showed improvement after 3 doses (Week 10)
· 21% of patients that showed improvement had better aINCAT scores than prior to IVIG withdrawal period
· 83% if patients remained clinically stable at the end of the 10- to 13-week restabilization period
· 48.3% (100/207) experienced a total of 284 AEs and 28% experienced causally related AEs


	PATH [18]
NCT01545076
	Design:
· Randomized, double-blind, placebo-controlled, phase III trial
· 3 study periods: IG dependency test period (up to 12 weeks), an IVIG restabilization period (up to 13 weeks), and a randomized SCIG treatment period (24 weeks of assessment with a final assessment at week 25)

Treatment:
· Patients were randomized to receive 0.2 g/kg (n = 57) or 0.4 g/kg (n = 58) SCIG (Hizentra) weekly vs. placebo (n = 57) for maintenance treatment for 24 weeks

Primary Outcomes:
· Proportion of patients who had CIDP relapse or were withdrawn from the study for any reason during the 24-week SCIG treatment period
· Relapse was defined as deterioration (i.e., increase) by at least 1 point in the total adjusted INCAT score at any SCIG treatment period visit compared to baseline (end of IVIG restabilization period)

Secondary Outcomes
· Time to primary endpoint, INCAT score, mean grip strength for both hands separately, MRC sum score, and I-RODS (measured at screening, during IG dependency test period, before IVIG infusion during restabilization period, at baseline, all visits during SCIG treatment period, completion visit)
· AEs per infusion
· Number and percentage of patients with AEs
· Quality of life outcomes 



	Key Inclusion Criteria:
· ≥ 18 years of age with diagnosis with definite or probable CIDP
· Received last IVIG treatment at least 8 weeks prior to enrollment

Key Exclusion Criteria:
· Polyneuropathy of other causes
· Any other disease that could cause neurological symptoms and signs or could interfere with treatment or outcomes assessed
· severe conditions that could interfere with satisfactory conducts of the study
· history of thrombotic events within 2 years before enrollment
· known allergic or other severe reactions to blood products
· history of hemolysis after IVIG infusion
· aseptic meningitis, recurrent severe headache, hypersensitivity,
· severe generalized skin reaction 
· use of prohibited medication 
· a serum IgA concentration of less than 5% of the lower limit of normal 
· HIV or hepatitis B or C 
· abnormal laboratory variables 
· pregnancy or being a nursing mother; intention to become pregnant during the course of the study
being a female patient of childbearing potential either not using or not willing to use a medically reliable method of contraception for the duration of the study
	Primary Outcomes:
· During SCIG treatment, 45% of patients had a CIDP relapse or were withdrawn from the study: 36 (63%) patients from the placebo group, 22 (39%) from the low-dose group, and 19 (33%) from the high-dose group

Secondary Outcomes:
· Median change from baseline in secondary outcomes in the high- and low-dose groups were significantly better than with placebo, except for I-RODS in the low-dose group
· HRQoL measures generally showed better outcomes for both SCIG groups than placebo
· In the placebo group, 21 (37%) patients had 52 AE over 1,514 infusions
· In the low-dose group, 33 (58%) patients had 158 AEs over 2,007 infusions
· In the high-dose group, 30 (52%) patients had 114 AEs over 2,218 infusions


	ProCID [35]
NCT02638207
	Design:
· Prospective, double-blind, randomized, parallel-group, multicenter, phase III study

Treatment:
· Patients were randomized to receive 0.5 g/kg (n = 34), 1.0 g/kg (n = 69), or 2.0 g/kg (n = 36) IVIG Panzyga over a 24-week dose evaluation 
· Following a washout phase, patients were given an induction dose of 2.0 g/kg, followed by 7 maintenance doses of 0.5, 1.0, or 2.0 g/kg ever 3 weeks

Primary Outcome:
· Proportion of responders in the 1.0 g/kg arm at Week 24, defined as decrease in ≥1 point in aINCAT score at week 6 compared to baseline, completed the 24-week study, and maintained response at Week 24

Secondary Outcomes:
· Proportion of responders in the 0.5 g/kg and 2.0 g/kg arms at Week 24 relative to baseline compared with the 1.0 g/kg arm based on aINCAT, grip strength, I-RODS score, MRC score, and time to first confirmed worsening in aINCAT score by ≥1 point from baseline
· Pain Intensity Numeric Rating Scale
· TEAEs per infusion 
· Number of patients with TEAEs


	Key Inclusion Criteria:
· ≥ 18 years of age with diagnosis with definite or probable CIDP
· Dependent on treatment with IG or corticosteroids

Key Exclusion Criteria:
· Previous failure of IG treatment
· Treatment with other immunomodulatory/suppressive agents in the prior 6 months
· Treatment with immune-chemotherapeutic regimens
· Clinical evidence of peripheral neuropathy from another cause
	Primary Outcome:
· Response rate in the 1.0 g/kg arm was 80% (95% CI: 69, 88) at Week 24

Secondary Outcomes:
· Response rates in the 0.5 and 2.0 g/kg arms were 65% (95% CI: 48, 79) and 92% (95% CI: 78, 97) at Week 24, respectively
· Responder rates in the 1.0 g/kg arm for grip strength, I-RODS, and MRC score were 65%, 55%, and 72%, respectively
· Responder rates were 56%, 38%, and 59% for the 0.5 g/kg arm
· Responder rates were 83%, 72%, and 86% for the 2.0 g/kg arm, respectively 
· Median time to improvement of ≥1 aINCAT score point from baseline was 22, 26, and 23 days in the 0.5, 1.0, and 2.0 g/kg arms, respectively
· Mean pain intensity score increased during the wash-out phase, then tended to decrease through Week 24
· In the 0.5 k/kg arm, 45.7% of patients experienced 37 related TEAEs over 230 infusions
· In the 1.0 g/kg arm, 46.4% of patients experienced 80 related TEAEs over 482 infusions 
· In the 2.0 g/kg arm, 52.6% if patients experienced 56 related TEAEs over 270 infusions 
· The most commonly reported TEAEs were headache (14.1%), allergic dermatitis (9.2%), pyrexia (7.7%), increased blood pressure (4.9%), and increased body temperature (4.9%)


	ADHERE [20]
NCT04281472
	Design:
· Multistage, double-blind, placebo-controlled, multicenter, randomized-withdrawal, phase II study
· Patients receiving CIDP treatment underwent a max 12-week run-in during which treatment was discontinued, to identify which patients were likely to have active disease (with the exception of patients with document evidence of worsening in aINCAT within 3 months prior to screening)
· Patients with ECMD (defined as at least 1 point increase in aINCAT score, at least 4-point decrease in I-RODS, or at least an 8 kPa decrease in grip strength) to enter Stage A
· Stage A: max 12-week treatment period with efgartigimod until ECI (defined as ≥1 point decrease in aINCAT from stage A baseline) confirmed on 2 consecutive visits 1 week apart
· Stage B: assessed primary efficacy of efgartigimod vs. placebo for 48 weeks, until 88 relapses occurred

Treatment:
· 1000 mg (approx. 5.6 mL) SC efgartigimod (stages A and B) vs. placebo once per week
· Stage A: 322 patients treated with efgartigimod
· Stage B: efgartigimod (n = 111) vs. placebo (n = 110)

Primary Outcomes:
· Stage A: percentage of patients with confirmed ECI
· Stage B: time to first aINCAT deterioration (increase of 1 point or more compared to Stage B baseline)

Secondary Outcomes:
· Stage A: time to initial confirmed ECI, time to first improvement in aINCAT, I-RODS, or grip strength, and change in aINCAT, I-RODS, mean grip strength, MRC sum, and TUG test scores from Stage A baseline
· Stage B: disease progression (from stage B baseline to first I-RODS score decrease of ≥4 points), proportion of patients with functional improvement ≥ 4points in I-RODS score from stage B baseline, and changes from stage B baseline in aINCAT, I-RODS, mean grip strength, MRC sum, and TUG test scores 
· Incidence and discontinuations due to TEAEs were endpoints in both Stages A and B 

	Key Inclusion Criteria:
· ≥ 18 years of age with diagnosis with definite or probable CIDP
· A CIDP CDAS score of at least 2 at screening
· INCAT score of at least 2 at first run-in visit or at Stage A baseline
· Patients receiving CIDP treatment with corticosteroids, IVIG, SCIG, or both) who were willing to discontinue treatment
· Participants who were off treatment or had never received CIDP treatment

Key Exclusion Criteria:
· Pure sensory CIDP variant
· Polyneuropathies of other causes
· Total IgG concentration less than 6 g/L at screening

	Primary Outcomes:
· Stage A: 214 (66%) patients had confirmed ECI
· Stage B: efgartigimod significantly reduced risk of aINCAT deterioration vs. placebo (HR = 0.39 [95% CI: 0.25, 0.61], P < 0.0001)
· Median time to first aINCAT score deterioration was 140 days (95%CI: 75, not calculated) in placebo treated patients and could not be calculated in efgartigimod treated patients due to fewer than half experiencing clinical deterioration

Secondary Outcomes:
Stage A: 
· 128 (40%) patients had confirmed ECI by week 4
· Time to first improvement on any of aINCAT, I-RODS, or grip strength scores in the 25th percentile was 9 days
· TEAEs were reported by 204 (63%) patients and serious TEAEs by 21 (7%) patients and 20 discontinuations due to AEs

Stage B
· 31 patients (27.9% [95% CI: 19.6, 36.3]) treated with efgartigimod had relapsed vs. 59 (53.6% [95% CI: 44.3, 63.0]) placebo treated patients (risk difference: -25.7 [95% CI: -38.0, -11.4], nominal P = 0.0001)
· The proportion of patients treated with efgartigimod that relapse were 5 (21%) patients in the previously corticosteroid treated group, 14 (29%) in the IVIG or SCIG subgroup, and 12 (31%) in the off-treatment subgroup
· efgartigimod reduced risk of CIDP disease progression based on time to first 4-point or higher decrease in I-RODS score compared to stage B baseline (HR = 0.54 [95% CI: 0.35, 0.81], nominal P = 0.0034)
· Clinical improvements in aINCAT, I-RODS, mean grip strength, MRC sum, and TUG test scores observed in stage A were maintained with efgartigimod in stage B, but partly lost with placebo
· TEAEs were reported by 71 (64%) patients treated with efgartigimod vs. 62 (56%) patients on placebo with 3 discontinuations due to AEs with efgartigimod


Abbreviations: AE = adverse events; aINCAT = adjusted Inflammatory Neuropathy Cause and Treatment; anti-MAG IgM = anti-myelin-associated glycoprotein immunoglobulin M; bw = body weight; CDAS = CIDP Disease Activity Status; CI = confidence interval; CIDP = chronic inflammatory demyelinating polyneuropathy; EFNS/PNS = European Federation of Neurological Societies/Peripheral Nerve Society; ECI = evidence of clinical improvement; ECMD = evidence of clinically meaningful deterioration; EQ-5D = EuroQoL-5 Dimension; HIV = human immunodeficiency virus; HR = hazard ratio; HRQoL = health-related quality of life; IG = immunoglobulin; I-RODS = Inflammatory Rasch-built Overall Disability Score; ITT = intention to treat; IVIG = intravenous immunoglobulins; kPa = kilopascals; LS = least squares; MRC = Medical Research Council; RODS = Rasch-built Overall Disability Score; SAEs = serious adverse events; SCIG = subcutaneous immunoglobulins; SD = standard deviation; SF-36 = 36-Item Short Form Health Survey; TEAEs = treatment emergent adverse events; TSQM-9 = Treatment Satisfaction Questionnaire for Medication; TUG = timed up and go.
Sources: As listed.

[bookmark: _Ref221028003]Table 3. Endpoint definitions and time of assessment in pivotal trials for efgartigimod, SCIG, and fSCIG for CIDP.
	Trial Name
(NCT number)
	Relapse Rate or Time to Relapse
	aINCAT* Change from Baseline
	I-RODS Change from Baseline
	Grip Strength Change from Baseline
	Timepoint for Change from Baseline Outcomes

	
	Definition
	Follow-up duration
	Definition
	Definition
	Definition
	

	PATH
(NCT01545076)
	aINCAT increase of ≥1 point from baseline, at any visit
	Up to 24 weeks
	Adjusted Inflammatory Neuropathy Cause and Treatment (aINCAT) score 
	Change from baseline in Rasch-built Overall Disability Scale (RODS) centile score 
	· Used Vigorimeter (Martin, kPa units)
· 3 measurements taken, mean calculated
· Dominant & non-dominant hand available separately
	LPDO up to 24 weeks

	ADVANCE-CIDP 1
(NCT02549170)
	aINCAT increase of ≥1 point from baseline, at 2 consecutive visits ≥7 days apart
	Up to 32 weeks
	Adjusted Inflammatory Neuropathy Cause and Treatment (aINCAT) score 
	Least-squares mean change from baseline in RODS centile score
	· Used Vigorimeter (Martin, kPa units)
· Maximum of 3 grip strength measurements per visit
· More affected & less affected hand available separately
	At end of study compared to baseline

	ADHERE
(NCT04281472)
	aINCAT increase of ≥1 point Stage B baseline, at any visit
	Up to 48 weeks
	Adjusted Inflammatory Neuropathy Cause and Treatment (aINCAT) score 
	Change from baseline over time in 24-item I-RODS disability score
	· kPa units
· Dominant hand reported (non-dominant scores noted to be similar)
	LPDO up to 48 weeks

	ProCID
(NCT02638207)
	Time to first confirmed worsening (ie, increase from baseline by ≥1 point) in the adjusted INCAT disability score
	Up to 24 weeks
	Adjusted Inflammatory Neuropathy Cause and Treatment (aINCAT) score
	Change from baseline in I-RODS score 
	· Assessed by Martin Handheld Vigorimeter using the MCID cut-off of 8kPa
· Assessed grip strength of both hands
	Least square mean change from baseline to end of study 


*In all trials, relapse was defined as aINCAT, which is identical to the INCAT disability score except that changes in upper limb function from 0 (normal) to 1 (minor symptoms) are excluded, as they were not judged by regulatory agencies to be clinically significant in all patients [36].
Bold = Key differences in outcome definition or analysis approach that may impact comparability across trials.
[bookmark: _Ref212815865]Abbreviations: aINCAT: adjusted Inflammatory Neuropathy Cause and Treatment; I-RODS: Inflammatory Rasch-built Overall Disability Scale; INCAT: Inflammatory Neuropathy Cause and Treatment; kPa: kilopascal; LPDO: last post dose observation; MCID: minimum clinically important difference; RODS: Rasch-built Overall Disability Scale.
Table 4. Results of MAIC comparing efgartigimod to IGs for CIDP
	Outcome
	HR (95% CI)
	P-value
	Meta-analysis of MAIC results
	P-value

	Time to aINCAT deterioration from baseline
	VYV vs. HIZ 0.2 g/kg
	0.5 (0.19, 1.29)
	0.15
	0.79
(0.44, 1.45)
	0.45

	
	VYV vs. HIZ 0.4 g/kg
	0.92 (0.33, 2.61)
	0.88
	
	

	
	VYV vs. HYQ
	1.30 (0.41, 4.09)
	0.65
	
	

	Outcome
	MD (95% CI)
	
	
	

	CFB in aINCAT
	VYV vs. HIZ 0.2 g/kg
	-1.13 (-2.05, -0.21)
	0.02
	-0.85
(-1.36, -0.35)
	<0.01

	
	VYV vs. HIZ 0.4 g/kg
	-0.58 (-1.45, 0.29)
	0.19
	
	

	
	VYV vs. HYQ
	-0.88 (-1.72, -0.04)
	0.04
	
	

	CFB in I-RODS
	VYV vs. HIZ 0.2 g/kg
	11.35 (3.00, 19.71)
	<0.01
	10.89
(5.83, 15.95)
	<0.01

	
	VYV vs. HIZ 0.4 g/kg
	9.35 (0.78, 17.93)
	0.03
	
	

	
	VYV vs. HYQ
	12.16 (2.67, 21.65)
	0.01
	
	

	CFB in MGS, dominant hand
	VYV vs. HIZ 0.2 g/kg
	8.14 (-2.29, 18.57)
	0.13
	9.71
(1.99, 17.42)
	0.01

	
	VYV vs. HIZ 0.4 g/kg
	11.61 (0.14, 23.07)
	0.05
	
	

	CFB in MGS non-dominant hand
	VYV vs. HIZ 0.2 g/kg
	8.35 (-1.21, 17.90)
	0.09
	8.79
(1.77, 15.80)
	0.01

	
	VYV vs. HIZ 0.4 g/kg
	9.30 (-1.04, 19.64)
	0.08
	
	


Abbreviations: aINCAT = adjusted Inflammatory Neuropathy Cause and Treatment; CFB = change from baseline; CI = confidence interval; HIZ = Hizentra; HR = hazard ratio; HYQ = HyQvia; I-RODS = Inflammatory Rasch-built Overall Disability Scale; MAIC = matching-adjusted indirect comparison; MD = mean difference; MGS = mean grip strength; VYV = efgartigimod
Source: [14]
Table 5. ITC results comparing efgartigimod to IGs for CIDP
	
	IVIG (Panzyga) vs. efgartigimod [15]
	efgartigimod vs. IGs for CIDP [14] 

	Type of ITC
	Unanchored MAIC
	Unanchored MAIC

	Data Available
	IPD for IVIG (Panzyga) vs. aggregate data for efgartigimod
	Aggregate data for IVIG (Privigen) vs. IPD efgartigimod

	Doses Compared
	IVIG 1.0 g/kg Q3W; IVIG 2.0 g/kg Q3W (LD: 0.2 g/kg)
	IVIG 1.0 g/kg Q3W (induction dose of 2.0 g/kg)

	Stage of ADHERE Trial Compared
	Stage A (open-label efgartigimod) and Stage B (double-blind, placebo-controlled part of the trial)
	Stage A (open-label efgartigimod) only

	Matching
	Matched only on age and sex at baseline; however, there are differences in prior treatment and aINCAT score*
	Due to poor overlap in baseline characteristics between the cohorts, the weighting process to match ADHERE to the IVIG studies had limited success

	Effective Sample Size
	Not reported
	Ranged from 2.3 to 4.7

	Results
	Stage A:
IVIG (both doses) vs. efgartigimod resulted in:
· High numbers of patients reaching confirmed ECI
· Shorter time to reach confirmed ECI
· Greater improvements in aINCAT score and MRC Sum Score at ECI
I-RODs score, grip strength (non-dominant and dominant) were generally not significant for IVIG
Stage B:
· Patients treated with IVIG maintained their response and did not relapse vs. 25% of patients treated with efgartigimod relapsed by week 20
	Stage A:
· ESS was very low (from 2.3 to 4.7), indicating that inference was based on a very limited number of patients
· Thus, no meaningful conclusions could be drawn from the MAIC analyses comparing efgartigimod with IVIG



*There may also be characteristics that are not possible to adjust for in the ADHERE population
Abbreviations: aINCAT = adjusted inflammatory neuropathy cause and treatment score; ECI = evidence of clinical improvement; ESS = effective sample size; IPD = individual patient data; I-RODs = inflammatory Rasch-built overall disability scale; ITC = indirect treatment comparison; IVIG = intravenous immunoglobulin; MAIC = matching-adjusted indirect treatment comparison; MRC = medical research council; LD = loading dose; SCIG = subcutaneous immunoglobulin.
Sources: As indicated
Table 6. PRISMA-NMA and NICE TSD 18 MAIC assessment tool
	Criterion
	Description
	MAIC of efgartigimod vs. IGs for CIDP
	MAIC of IVIG (Panzyga) vs. efgartigimod for CIDP

	Domain 1: Evidence identification and report (PRISMA-NMA)

	Research question clearly defined
	PICO elements and study objective clearly specified
	· Outcome not defined in the objectives
	· Although disease area is mentioned, population and outcomes are not clearly defined in the objective

	Systematic identification of evidence
	Search methods and study identification reported
	· PRISMA flow diagram provided, outlining study identification process
· Details for SLR nor feasibility assessment provided
	· NA, appears to be a targeted comparison versus efgartigimod

	Study selection process reported
	Inclusion/exclusion criteria clearly described
	· ADHERE matched to comparator trials but details not provided
· PATH (did not require a minimum INCAT score for entry) represents a broader population compared to ADHERE
· Response to IVIG a requirement in PATH and ADVANCE-CIDP 1 but not in ADHERE
	· Matched on age and sex but no patients excluded 
· Trials differ on treatment history (patients in ProCID were all previously treated with corticosteroids or IG), while patients in ADHERE could be treatment-naïve or receive a variety of different treatments

	Network structure described
	Available direct and indirect evidence presented clearly
	· NA
	· NA

	Results reported transparently
	Sufficient methodological detail provided for interpretation and replication
	· Matching and adjustment were reported, but the specific covariates used, rationale for covariate selection, and balance diagnostics were not provided
	· Matching on baseline age and sex was clearly reported; however, the rationale for limiting adjustment to these variables and consideration of additional prognostic factors or treatment-effect modifiers were not described

	Domain 2: Relevance of population adjustments (TSD 18)

	Rationale for indirect comparison provided
	Justification for conducting an ITC stated
	· Clearly stated in objective
	· Defined in the introduction  

	Rationale for population adjustment provided
	Evidence presented that population differences may bias conventional ITCs
	· A feasibility assessment was reported and population adjustment was conducted; however, baseline differences requiring adjustment and their anticipated impact on treatment comparisons were not described in sufficient detail
	· Baseline characteristics table indicate differences in age and sex that need to be adjusted for
· Adjusted results do lead to differences in efficacy estimates; however, outside of age and sex, there are notable differences for other baseline characteristics that were not adjusted for
· No evidence presented on how adjustment for these additional variables would impact results

	Target population explicitly defined
	Population for which treatment effects are estimated clearly described
	· Minimal details, only lists adult patients with CIDP
· Populations included in analyses matched and adjusted to comparator trials, but no further detail provided regarding those steps
	· Not clearly defined
· Variables adjusted for are noted but no indication on how or why they were chosen
· A subset of analyses performed comparing ProCID and Stage B of ADHERE but populations are not comparable as they differ on prior response to treatment and disease trajectory

	Anchored comparison used when feasible
	Anchored approach used when a common comparator exists
	· Yes
	· NA

	Unanchored analysis justified
	Strong assumptions and rationale discussed when unanchored methods are used
	· NA
	· No discussion on how variables were selected/not selected for adjustment

	Domain 3: Adjustment methodology

	Effect modifiers and/or prognostic factors identified
	Potential treatment-effect modifiers identified and described
	· No details provided on adjustment step 
	· No details provided on adjustment step

	Evidence supporting effect modifier selection provided
	Clinical or empirical rationale presented for selected covariates
	· None provided
	· None provided
· Concerns related to differences in baseline treatment history and disease state between studies likely remain even after adjustment of age and sex

	Baseline population characteristics reported
	Cross-trial differences presented before adjustment
	· Limited reporting
· The poster states that matching was performed on baseline prognostic factors and/or treatment-effect modifiers, but the specific characteristics used for adjustment and pre-adjustment between-study differences were not reported
	· Reported on several important baseline characteristics, however, most of these were not adjusted for during the MAIC

	Covariate selection process described
	Methods for selecting adjustment variables reported
	· No details provided
	· No details provided 

	Adjustment method clearly described
	MAIC, STC, or other adjustment methodology fully reported
	· Minimal details
· MAIC was anchored and matching/adjustment performed but not explained in detail
· Models used to estimate treatment effects in the IPD not specified
	· Minimal details
· MAIC was unanchored and matching/adjustment performed but not explained in detail
· Models used to estimate treatment effects in the IPD not specified

	Covariate balance assessed after adjustment
	Standardized balance diagnostics reported to demonstrate whether adjustment improved balance
	· None provided 
	· Qualitatively, adjustment seems to have improved balance, but no formal quantitative assessment done to evaluate improvement 

	Outcomes analyzed
	Outcome definitions and assessment timepoints aligned 
	· Outcomes and endpoint definitions reported; however, limited information was provided regarding how differences in follow-up duration, observation periods, and outcome assessment timing were accounted for in the analysis.
	· Outcomes and endpoint definitions reported; however, limited information was provided regarding how differences in follow-up duration, observation periods, and outcome assessment timing between ProCID and ADHERE were addressed in the analyses

	Domain 4: Diagnostic and robustness (TSD 18)

	Weight diagnostics reported (if applicable)
	Distribution of weights and extreme weights reported
	· Not provided
	· Not provided

	Effective sample size reported (if applicable)
	ESS reported following reweighting
	· Range provided but not listed for individual MAIC analyses
	· Not provided

	Assumptions discussed
	Key assumptions of the adjustment method explicitly stated
	· Not provided 
	· Not provided 

	Uncertainty estimation described
	Confidence intervals/credible intervals appropriately reported
	· Yes
	· Yes

	Sensitivity analyses conducted
	Alternative analyses performed to assess robustness
	· No details provided; however, meta-analysis conducted of MAIC analyses have several limitations including issues with double counting (inflating sample size) and studies pooled differ with respect to study design and populations 
	· Not detailed in the presentation

	Limitations and residual bias discussed
	Potential impact of unmeasured confounding acknowledged
	· Authors acknowledge limitations exist due to differences in included populations that could not be adjusted for, as well as potential confounding factors that were not reported in the published studies
	· Not formally, but briefly mentioned in the results that no promotional claims are made based on the MAIC study

	Domain 5: Interpretation

	Conclusions supported by evidence
	Conclusions consistent with the strength and limitations of findings
	· Authors indicate the use of rigorous methods to conduct analyses; however, methods not outlined clearly within the poster 
	· Generic conclusion provided, does not reference content of the analyses


Abbreviations: CIDP = chronic inflammatory demyelinating polyneuropathy; IG = immunoglobulin; INCAT = inflammatory neuropathy cause and treatment score; IPD = individual patient data; ITC = indirect treatment comparison; IVIG = intravenous immunoglobulin; MAIC = matching-adjusted indirect treatment comparison; NA = not applicable; NICE = National Institute for Health and Care Excellence; NMA = network meta-analyses; PICO = population, intervention, comparison, and outcome; PRIMSA = preferred reporting items for systemic reviews and meta-analyses; SCIG = subcutaneous immunoglobulin; SLR = systematic literature review; STC = simulated treatment comparison; TSD = Technical Support Document.

