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ABSTRACT

Background: ADVANCE-CIDP IVIG evaluated the efficacy and safety of immune globulin infusion (human) 10% solution
(IVIG 10%; GAMMAGARD LIQUID, also known as Kiovig) in chronic inflammatory demyelinating polyradiculoneuropathy
(CIDP) as a rescue treatment for patients relapsing during the ADVANCE-CIDP 1 trial.

Methods: Open-label ADVANCE-CIDP IVIG included adult patients with confirmed CIDP relapse (>1-point increase in
adjusted Inflammatory Neuropathy Cause and Treatment [INCAT] disability scores from pre-treatment baseline) during
ADVANCE-CIDP 1, which assessed the efficacy and safety of hyaluronidase-facilitated subcutaneous immunoglobulin (fSCIG)
10%. Patients received an induction IVIG 10% dose (2g/kg) followed by maintenance infusions at the same monthly equivalent
dose of pre-randomization IVIG, 3-weekly for 6 months. The primary outcome was the responder rate (>1-point decrease in
adjusted INCAT scores at treatment cessation vs. pre-IVIG 10% baseline, in patients receiving placebo in ADVANCE-CIDP 1).
Other outcomes included the responder rate across all patients relapsing on fSCIG 10% or placebo in ADVANCE-CIDP 1, time
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to functional improvement (> 1-point decrease in adjusted INCAT score), and change in adjusted INCAT scores and Rasch-built
Overall Disability Scale (R-ODS) centile scores from pre-IVIG 10% baseline.

Results: Overall, 20 patients received IVIG 10% (n =4 [fSCIG 10%-relapse group|; n =16 [placebo-relapse group]). Responder rate
(95% confidence interval) was 100.0% (80.6%-100.0%) in the placebo-relapse group and 95.0% (76.4%-99.1%) in the overall-relapse
population. Across all patients, median time to functional improvement was 25 days. At treatment cessation, mean changes from
pre-IVIG 10% baseline in adjusted INCAT and R-ODS centile scores were —1.9 and 12.9, respectively.

Conclusions: IVIG 10% effectively treated CIDP relapse and improved functional abilities.

1 | Introduction

Chronic inflammatory demyelinating polyradiculoneuropathy
(CIDP) is an autoimmune-mediated inflammatory condition
characterized by peripheral nerve demyelination, resulting in
progressive weakness and sensory loss in limbs [1-4]. CIDP
is a slowly progressing and commonly relapsing disease that
can impair activities of daily living [5], with additional patient
burden brought about by associated fatigue, pain, and anxi-
ety/depression [6, 7]. The current guideline from the European
Academy of Neurology and Peripheral Nerve Society recom-
mends intravenous immunoglobulin (IVIG) as a first-line
induction or maintenance therapy option for patients with
CIDP [8].

Immuneglobulininfusion (human)10%solution(GAMMAGARD
LIQUID [GGL]; Baxalta US Inc., a Takeda company, Cambridge,
MA, USA) is an IVIG 10% therapy approved in the USA for the
treatment of primary immunodeficiency diseases in adults and
children aged 2years or older, and as maintenance therapy for
adults with multifocal motor neuropathy [9]. GGL is approved
under the name Kiovig (Takeda Pharmaceuticals International
AG, Vienna, Austria) in the EU for the treatment of CIDP in
adults, adolescents, and children [10], and has also recently re-
ceived US approval as therapy to improve neuromuscular disabil-
ity and impairment in adults with CIDP [9] based on the results
of the ADVANCE-CIDP IVIG trial described in this paper. GGL/
Kiovig (or IVIG 10%) has been used extensively prior to its ap-
proval in the real-world setting [7, 11]. A large, real-world, ob-
servational study evaluated the safety of IVIG 10% versus other
comparator IVIGs approved in the USA for patients with CIDP,
and found no differences in the risks of IVIG-associated adverse
events (AEs) [11]. Other studies have evaluated the safety and
efficacy of IVIG 10% in CIDP [12-19], although the numbers of
patients enrolled were small.

The ADVANCE-CIDP 1 trial evaluated the efficacy, safety, and
tolerability of hyaluronidase-facilitated subcutaneous immu-
noglobulin (fSCIG) 10% (HYQVIA; Baxalta US Inc., a Takeda
company, Cambridge, MA, USA) as a maintenance therapy to
prevent relapse in patients with CIDP (NCT02549170). fSCIG
10% has now been approved in the USA for maintenance treat-
ment in adults with CIDP on the basis of this study [20, 21], as
well as in the EU as maintenance therapy in CIDP in adults, ad-
olescents, and children following stabilization with IVIG [22].
In the event of relapse while receiving fSCIG 10% or placebo
during ADVANCE-CIDP 1, patients were offered enrollment
in ADVANCE-CIDP IVIG, which aimed to assess the efficacy,
safety, and tolerability of IVIG 10% for the treatment of relapse

in patients with CIDP. This report provides the results of the
ADVANCE-CIDP IVIG study.

2 | Methods
2.1 | Study Design

ADVANCE-CIDP 1 was a phase 3, prospective, randomized,
double-blind, placebo-controlled study, of which ADVANCE-CIDP
IVIG was the open-label phase conducted between December
2016 and July 2020, enrolling patients from 15 sites in 10 countries
(NCT02549170). Full details of the study design, eligibility criteria,
and results from ADVANCE-CIDP 1 were recently published [20].
To enter the parent trial, ADVANCE-CIDP 1, participants had to
be at least 18years of age at screening, with a documented diagno-
sis of definite or probable CIDP [23]. Patients also had to have re-
sponded to immunoglobulin therapy in the past, have had at least
12weeks of stable IVIG treatment equivalent to 0.4 to 2.4g/kg per
month, and had an adjusted Inflammatory Neuropathy Cause and
Treatment (INCAT) disability score between 0 and 7 (inclusive). To
enter ADVANCE-CIDP IVIG, eligible patients had to have a con-
firmed CIDP relapse (a>1-point increase in adjusted INCAT dis-
ability scores from pre-treatment baseline, as determined by two
consecutive assessments obtained <7days apart) during placebo
or fSCIG 10% treatment arms in ADVANCE-CIDP 1 (Figure 1).
IVIG 10% was administered at an induction dose of 2g/kg divided
over 2-5 consecutive days, followed by maintenance infusions at
the same monthly equivalent dose as patients’ pre-randomization
IVIG, and was administered every 3weeks for 6months in total.
The IVIG 10% dose was adjusted at the discretion of the investiga-
tor, as medically necessary and/or as tolerated by the patient, with
a maximum dose of 100g/1000mL per day.

2.2 | Study Outcomes

The primary efficacy outcome was the responder rate, defined
as the proportion of patients who had an improvement in
functional disability. Response was defined as a > 1-point de-
crease in the adjusted INCAT disability score at treatment ces-
sation or the last treatment visit relative to the pre-IVIG 10%
baseline among patients who had a relapse while receiving
placebo in ADVANCE-CIDP 1 (placebo-relapse group). The
responder rate was also evaluated based on all patients expe-
riencing relapse during ADVANCE-CIDP 1 (placebo-relapse
group and fSCIG 10%-relapse group combined; n=20). The
responder rate was further evaluated based on patients expe-
riencing relapse while receiving placebo in ADVANCE-CIDP
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fSCIG 10%

19G 10% +
rHuPH20

ADVANCE-CIDP 1
Epoch 1

REIET

0.25% albumin
solution and
lactated Ringer’s
solution + rHUPH20

ADVANCE-CIDP IVIG 10%

IVIG

Epoch 2 ¢ Induction dose: 2 g/kg over

2-5 consecutive days
Patients with confirmed * Maintenance infusions:
relapse offered entry into same monthly equivalent
ADVANCE-CIDP IVIG dose as pre-randomization
(Epoch 2) IVIG, administered every
3 weeks for 6 months

FIGURE1 | Studydesign. CIDP, chronic inflammatory demyelinating polyradiculoneuropathy; fSCIG 10%, hyaluronidase-facilitated subcutane-
ous immunoglobulin 10%; IgG, immunoglobulin G; IVIG, intravenous immunoglobulin; rHuPH20, recombinant human hyaluronidase.

1 stratified by the size of the increase in the adjusted INCAT
disability score (a <2- and a > 2-point increase) relative to the
ADVANCE-CIDP 1 baseline.

The secondary efficacy outcome was the proportion of patients
with a clinically meaningful improvement in functional ability.
This was a composite outcome defined as a > 1-point decrease in
adjusted INCAT disability score at two consecutive time points,
a >8kPa increase in grip strength (in the more affected hand),
or a >4-point increase in Rasch-built Overall Disability Scale
(R-ODS) raw summed score at study completion relative to pre-
IVIG 10% baseline.

Tertiary outcomes included the median time to functional
improvement, defined as the time from the date of first IVIG
10% administration to a >1-point decrease in the adjusted
INCAT disability score relative to pre-IVIG 10% baseline, as
well as the overall mean change from pre-IVIG 10% baseline
in adjusted INCAT disability score (median values also calcu-
lated), hand grip strength, and R-ODS centile score at treat-
ment cessation. The proportion of patients whose grip strength
in the most affected hand returned to pre-SCIG baseline (or
better) in ADVANCE-CIDP IVIG, after worsening by >8kPa
in ADVANCE-CIDP 1, was also assessed. In addition, the
proportion of patients whose R-ODS scores returned to or im-
proved versus pre-SCIG baseline in ADVANCE-CIDP IVIG,
after worsening by >4 points (raw scores) or > 8 points (centile
scores) in ADVANCE-CIDP 1, was evaluated. Patient-reported
health-related quality of life (HRQoL) was evaluated using
the Short Form-36 Health Survey (SF-36) Physical Component
Summary score and EuroQoL Visual Analogue Score (EQ-
VAS), while treatment satisfaction was investigated using the
9-item Treatment Satisfaction Questionnaire for Medication
(TSQM-9). For each measure, the mean change in scores from
pre-IVIG 10% baseline (assessments made at the time of evalua-
tion for relapse in ADVANCE-CIDP 1 and just prior to initiation
of intravenous treatment) to the end of the ADVANCE-CIDP
IVIG treatment period was assessed.

Safety outcomes included the incidence of AEs, regardless of
causality, including the rates of systemic and local AEs among
all patients who received IVIG 10% during ADVANCE-CIDP
IVIG. The number and proportion of infusions for which the
infusion rate had been reduced and/or the infusion had been
interrupted or stopped owing to intolerability and/or AEs were
also evaluated.

2.3 | Statistical Analysis

The primary outcome measure (responder rate) was described
using the number (%) of patients in the placebo-relapse group
who were responders to IVIG 10%. Assuming a responder rate
of 65% for IVIG 10%, based on responder rates of 55% and 77%
from previous studies [24, 25], the estimated sample size of at
least 19 patients in the placebo-relapse group provided >90%
power to reject the null hypothesis that the responder rate is at
most 24% at the two-sided 5% significance level and allowing
for a 15% dropout rate. The overall responder rate was described
using the number (%) of patients responding to IVIG 10% in
the fSCIG 10%-relapse and placebo-relapse groups. The Wilson
score method [26] was used to calculate 95% confidence inter-
vals (CIs) for single proportions, and the two-sided Wilson score
CI was not presented for any cohort with <5 patients. The anal-
ysis of responder rate stratified by change from pre-IVIG 10%
baseline in adjusted INCAT disability score (a <2- and a >2-
point increase) was described using the number (%) of patients
in the placebo-relapse group. Time to functional improvement
was estimated using the Kaplan-Meier method. Changes in pa-
rameters from pre-IVIG 10% baseline were summarized using
descriptive statistics. SF-36 Physical Component Summary,
EQ-VAS, and TSQM-9 scores were summarized using descrip-
tive statistics. AEs were coded using the Medical Dictionary for
Regulatory Activities version 24.1 [27] or higher, and were sum-
marized descriptively.

3 | Results

3.1 | Patient Demographics and Baseline
Characteristics

During ADVANCE-CIDP 1, 28 patients experienced CIDP re-
lapse (fSCIG 10%: n=6; placebo: n=22). Of these, 21 provided
consent to enter ADVANCE-CIDP IVIG, and 20 patients re-
ceived IVIG 10% (4 and 16 patients treated with fSCIG 10% and
placebo, respectively, during ADVANCE-CIDP 1). One patient
from a US site received GAMUNEZX-C because this was the only
IVIG therapy approved by the US Food and Drug Administration
at the time of the study. Herein, the results reported are for pa-
tients receiving IVIG 10% (n=20). All 20 patients who entered
ADVANCE-CIDP IVIG completed the study with no loss to fol-
low-up. The mean patient age was 50.9years, 55.0% of patients
were female, and 80.0% were White (Table 1).
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TABLE1 | Patient demographics and baseline characteristics.

Characteristic Placebo relapse (n=16) fSCIG 10% relapse (n=4) Total (N=20)
Age, years, mean (SD) 52.0 (13.7) 46.3(23.6) 50.9 (15.5)
Sex, n (%)
Male 7(43.8) 2 (50.0) 9 (45.0)
Female 9 (56.3) 2(50.0) 11 (55.0)
Race, n (%)
White 12 (75.0) 4 (100) 16 (80.0)
American Indian or Alaskan Native 2(12.5) 0 2(10.0)
Not reported 2(12.5) 0 2 (10.0)

Ethnicity, n (%)

Hispanic or Latino 6(37.5) 0 6 (30.0)

Not Hispanic or Latino 6 (37.5) 4 (100) 10 (50.0)

Not reported 4(25.0) 0 4(20.0)
BMI, kg/m?2, mean (SD) 28.0 (4.0) 28.0 (6.2) 28.0 (4.3)

Time since first symptoms of CIDP in ADVANCE-CIDP 1 enrollment, years

n 15 4 19
Mean (SD) 6.10 (4.2) 4.70 (3.0) 5.81 (4.0)
Median (range) 5.40 (0.5-15.7) 4.20 (2.2-8.2) 5.40 (0.5-15.7)

Time since first diagnosis of CIDP in ADVANCE-CIDP 1 enrollment, years

n 16 4 20
Mean (SD) 4.43 (3.3) 2.78 (2.0) 410 (3.1)
Median (range) 3.70 (0.3-11.5) 2.55 (0.6-5.4) 3.35(0.3-11.5)

Age at first diagnosis of CIDP, years

n 16 4 20
Mean (SD) 47.5(14.2) 43.5(22.9) 46.7 (15.6)
Median (range) 49.5 (25-66) 41.5 (18-73) 47.5 (18-73)

Time to relapse in ADVANCE-CIDP 1, days

n 16 4 20
Mean (SD) 63.0 (41.7) 91.3(73.7) 68.7 (48.6)
Median (range) 49.0 (20-176) 80.0 (20-185) 51.0 (20-185)

Adjusted INCAT disability score at pre-IVIG 10% baseline

n 16 4 20
Mean (SD) 5.2(1.7) 4.8(1.9) 5.1(1.7)
Median (range) 5.0 (3.0-8.0) 5.5(2.0-6.0) 5.0 (2.0-8.0)

Maximum hand grip strength (most affected hand) at pre-IVIG 10% baseline

n 16 4 20
Mean (SD) 26.6 (23.6) 48.5(13.0) 31.0 (23.4)
Median (range) 17.5 (0.0-74.0) 46.0 (36.0-66.0) 33.0 (0.0-74.0)
(Continues)
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TABLE1 | (Continued)

Characteristic

Placebo relapse (n=16)

fSCIG 10% relapse (n=4) Total (N=20)

Centile R-ODS score at pre-IVIG 10% baseline

n 15
Mean (SD) 37.9 (17.1)
Median (range) 41.0 (6.0-63.0)

4 19
53.0 (22.3)
46.5 (36.0-83.0)

41.1(18.7)
41.0 (6.0-83.0)

Abbreviations: BMI, body mass index; CIDP, chronic inflammatory demyelinating polyradiculoneuropathy; fSCIG 10%, hyaluronidase-facilitated subcutaneous
immunoglobulin 10%; INCAT, Inflammatory Neuropathy Cause and Treatment; IVIG, intravenous immunoglobulin; R-ODS, Rasch-built Overall Disability Scale; SD,

standard deviation.

3.2 | Efficacy Outcomes

The responder rate (95% CI; primary endpoint) was 100.0%
(80.6%-100.0%) in the placebo-relapse group (Table 2). One pa-
tient in the fSCIG 10%-relapse group, who initially responded
to IVIG 10% with a 1-point reduction in INCAT score, subse-
quently developed clinical deterioration with a 1-point increase
in INCAT score while still receiving IVIG 10% prior to the
completion of the 6-month treatment period. Hence, the over-
all responder rate (95% CI) across all patients in both treatment
relapse groups (n=20) was 95.0% (76.4%-99.1%). Irrespective of
the severity of relapse in the placebo-relapse group (>2-point
[n=5/16; 31.3%] or <2-point [n=11/16; 68.8%] increases in ad-
justed INCAT disability score), the responder rate was 100%. All
patients achieved clinically meaningful improvement in func-
tional ability based on the composite outcome (Table 2), with
100.0% of patients showing improvement in INCAT disability
score, 60.0% of patients displaying improvement with respect to
grip strength in the more affected hand, and 55.0% of patients
with an increase of >4 points in R-ODS raw summed score. The
median time to improvement in functional ability was 25days
from pre-IVIG 10% baseline for all patients, with a longer me-
dian time to improvement in the fSCIG 10%-relapse group than
in the placebo-relapse group (65 vs. 23days; Figure 2). Across
all patients at treatment cessation (n =20), clinically meaningful
improvements from pre-IVIG 10% baseline in INCAT disabil-
ity score (—1.9 points [mean]; —1.0 points [median]), hand grip
strength (12.2kPa in the more affected hand [mean]), and R-
ODS centile score (12.9 points, at Week 24 [mean]) were observed
(Table 2). Overall, there were 9 patients whose grip strength in
the most affected hand had worsened by >8kPa in ADVANCE-
CIDP 1. The proportion of patients treated with IVIG 10% whose
grip strength returned to pre-SCIG treatment baseline or better
was 88.9% (8/9 patients) during ADVANCE-CIDP IVIG. In addi-
tion, there were 12 patients whose raw R-ODS scores had wors-
ened by >4 points, and 9 patients whose centile R-ODS scores
had worsened by >8 points, in ADVANCE-CIDP 1. The propor-
tion of patients receiving IVIG 10% in ADVANCE-CIDP IVIG
whose raw R-ODS scores had returned to pre-SCIG treatment
baseline or better was 66.7% (8/12 patients) for those worsen-
ing by >4 points, and 77.8% (7/9 patients) for those with centile
scores worsening by > 8 points, respectively.

3.3 | Patient-Reported Outcomes

Across all patients, the SF-36 Physical Component Summary
score and the EQ-VAS score were maintained (marginal

differences vs. baseline) or meaningfully improved during treat-
ment with IVIG 10%, with the change from baseline typically
greater for patients who relapsed on placebo during ADVANCE-
CIDP 1 (Figure 3A). At the end of treatment, the overall mean
TSQM-9 global satisfaction score was 69.5 for the placebo-
relapse and fSCIG 10%-relapse combined group. For all patients
with available data, the overall mean scores were 68.7 for ef-
fectiveness and 64.6 for convenience at the end of ADVANCE-
CIDP IVIG (Figure 3B).

3.4 | Safety Outcomes

Overall, 60 AEs were reported in 14 patients (70.0%), with
event rates of 0.15 per infusion and 3.00 per patient (Table 3).
Treatment-related AEs occurred in 11 patients (55.0%), with 2
patients (10.0%) experiencing a severe event (headache reported
by one patient and pain in the body, arms, legs, and joints re-
ported by one patient). The most frequently reported AEs (> 5%
of patients) were headache (40.0%) and pyrexia (10.0%). No pa-
tients experienced local AEs, and no patients reported serious
AEs or AEs leading to study drug withdrawal or early discontin-
uation. No deaths were reported during the study. Overall, 389
infusions were administered, of which less than 1% had the in-
fusion rate reduced or the infusion interrupted or stopped owing
to intolerability.

4 | Discussion

This study demonstrates that IVIG 10% is an efficacious in-
duction treatment for CIDP relapse. The responder rate in the
placebo-relapse group was 100%; the lower CI limit (80.6%)
exceeded the historical control placebo responder rate of 24%,
providing strong supportive evidence for the efficacy of IVIG
10% for the treatment of CIDP. Further analysis of treatment
response revealed that all but 1 patient in the overall study pop-
ulation responded to IVIG 10% treatment, and the responder
rates did not differ between subsets with and without a > 2-point
increase in adjusted INCAT disability score during the relapse
(100.0% in both groups). The secondary efficacy composite out-
come provided further support for the primary analysis results
by showing that functional improvement after initiating IVIG
10% was maintained during the remainder of the study in 95%
of the patients. Clinically meaningful improvements were ob-
served in various functional metrics, including the adjusted
INCAT disability score, hand grip strength, and R-ODS score
versus the pre-IVIG 10% baseline. After initiating IVIG 10%, the
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TABLE 2 | Efficacy outcomes.

fSCIG 10%
Placebo relapse (n=16) relapse (n=4) Total (N=20)

Primary efficacy outcome

Primary analysis of responder rate based on placebo- 16 (100.0) NA NA
relapse group, n (%)

Wilson 95% CI* 80.6-100.0 NA NA
Responder rate analysis based on all observed cases, n 16 (100.0) 3(75.0) 19 (95.0)
(%)

Wilson 95% CIP 80.6-100.0 NA 76.4-99.1

Responder rate analysis stratified by increase in adjusted INCAT disability score, based on placebo-relapse group

Increase from baseline in adjusted INCAT disability 11 (100.0) NA NA
score of <2 points, n (% of patients responding)®

Increase from baseline in adjusted INCAT disability 5 (100.0) NA NA
score of > 2 points, n (% of patients responding)©

Secondary efficacy outcomes

Improvement of functional ability, composite outcome?

Patients who improved during ADVANCE-CIDP IVIG, 16 (100.0) 4 (100.0) 20 (100.0)
n (%)
Wilson 95% CIP 80.6-100.0 NA 83.9-100.0
Met INCAT component criterion, n (%) 16 (100.0) 4(100.0) 20 (100.0)
Met grip strength component criterion, n (%) 10 (62.5) 2(50.0) 12 (60.0)
Met R-ODS raw summed score component criterion, 11 (68.8) 0 11 (55.0)
n (%)

Tertiary efficacy outcomes
Adjusted INCAT disability score

Patients with data on change from pre-IVIG 10% 15 4 19
baseline in adjusted INCAT disability score at
treatment cessation in ADVANCE-CIDP IVIG, n

Change in adjusted INCAT disability score from pre-IVIG 10% baseline at treatment cessation
Mean (SD) —2.2(1.42) -1.0(0.82) -1.9(1.39)
Median (min, max) —2.0(-5.0, -1.0) -1.0(-2.0, 0.0) -1.0(-5.0, 0.0)
Grip strength (in the more affected hand)

Patients with data on change from pre-IVIG 10% 15 4 19
baseline in grip strength (in the more affected hand) at
treatment cessation in ADVANCE-CIDP IVIG, n

Change in grip strength (in the more affected hand) from pre-IVIG 10% baseline at treatment cessation, kPa

Mean (SD) 13.9 (13.53) 6.0 (7.30) 12.2(12.73)
R-ODS
Patients with data on change from pre-IVIG 10% 15 4 19

baseline in R-ODS centile score at treatment cessation
(Week 24) in ADVANCE-CIDP IVIG, n

(Continues)
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TABLE 2 | (Continued)

Placebo relapse (n=16)

fSCIG 10%

relapse (n=4) Total (N=20)

Change in R-ODS centile score from pre-IVIG 10% baseline at treatment cessation (Week 24)

Mean (SD)

17.0 (17.58) —2.3(3.40) 12.9 (17.53)

Abbreviations: CI, confidence interval; CIDP, chronic inflammatory demyelinating polyradiculoneuropathy; fSCIG 10%, hyaluronidase-facilitated subcutaneous
immunoglobulin 10%; INCAT, Inflammatory Neuropathy Cause and Treatment; IVIG, intravenous immunoglobulin; NA, not applicable; R-ODS, Rasch-built Overall

Disability Scale.

295% Wilson CI for the estimated response rate expressed as a percentage; the lower limit was compared with a historical-control placebo response rate of 24%.
bTwo-sided 95% Wilson Cls for single proportions expressed as a percentage are not presented for any group with <5 patients.
“The overall number of patients with a change from baseline in adjusted INCAT disability score of <2 and >2 points was 11 and 5, respectively. 95% CIs are not

reported owing to 100.0% response rates.

4A clinically meaningful improvement in functional ability was defined as a > 1-point decrease in the adjusted INCAT disability score at two consecutive time points
or CIDP improvement (defined as a > 8kPa increase in grip strength in the more affected hand or a >4-point increase in raw R-ODS score at completion of the IVIG
10% treatment period [6 months] or at the last study visit of the IVIG 10% treatment period, relative to the pre-IVIG 10% treatment baseline score).

100 = —
= 80 I
[
g ]
o .
3 60
s
E
2 407 |
= [
g 20 [ —— Placebo relapse
(3 — fSCIG 10% relapse
—— Combined relapse
0 —4
I I I 1 1 1 I 1
0 1 4 7 10 13 16 22 25
) Time to improvement (weeks)
Number at risk
Placebo relapse 16 16 5 2 1 1 0 0 0
fSCIG 10% relapse 4 4 4 2 2 1 1 0 0
Combined relapse 20 20 9 4 3 2 1 0 0

FIGURE 2 | Kaplan-Meier plot for time to improvement in functional ability. Time to improvement in functional ability was defined as the time
from the date of the first IVIG 10% administration in ADVANCE-CIDP IVIG to a > 1-point decrease in the adjusted INCAT disability score compared
with the pre-IVIG 10% treatment baseline. Adjusted INCAT disability scores were identical to INCAT disability scores (scored 0-10, with higher val-
ues indicating increasing inability to make purposeful movements), with the exception that upper extremity score changes from 0 to 1 (normal to mi-

nor symptoms) or from 1 to 0 were excluded. Curves were estimated using the Kaplan-Meier method for patients who relapsed in ADVANCE-CIDP
1 and entered ADVANCE-CIDP IVIG. fSCIG 10%, hyaluronidase-facilitated subcutaneous immunoglobulin 10%; INCAT, Inflammatory Neuropathy

Cause and Treatment; IVIG, intravenous immunoglobulin.

response to treatment was rapid, with a median time to improve-
ment of 25days.

IVIG 10% treatment was associated with improvement in
HRQoL versus baseline, especially for patients in the placebo-
relapse group. Treatment satisfaction also improved among pa-
tients who received IVIG 10% relative to pre-IVIG 10% baseline,
with overall scores at the end of treatment supporting increased
treatment satisfaction. In addition, IVIG 10% demonstrated a
beneficial safety and tolerability profile during the study, with
no serious AEs or AEs leading to early discontinuation or deaths
reported [28].

The current study examined a subset of patients experiencing
relapse in the context of receiving fSCIG 10% or placebo ther-
apy. These groups may reflect different subsets of CIDP, with
potential variation in treatment response. Notably, a longer me-
dian time to improvement in functional ability was observed
in the fSCIG 10%-relapse group than in the placebo-relapse

group. Patients in the fSCIG 10%-relapse group were also
generally younger than those in the placebo-relapse group at
enrollment and had a shorter duration since their first CIDP
symptoms or diagnosis. Further studies are warranted to un-
derstand whether the population experiencing relapse while
receiving fSCIG 10% represents a distinct CIDP phenotype
characterized by a poor response to immunoglobulin treat-
ment. We acknowledge that the small number of patients in
the fSCIG 10%-relapse group may limit the interpretation of
the results.

The limitations of this study require consideration. The sample
size was small, resulting in large CIs for the point estimate for
the primary endpoint. However, the lower limit of the 95% CI
was 80.6%, supporting that IVIG 10% exhibits profound effi-
cacy in the treatment of CIDP relapse. It should also be noted
that the results of this study are applicable only to patients
who have previously responded to immunoglobulin treatment.
Furthermore, ADVANCE-CIDP IVIG was an open-label phase
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Mean score (SD)

Atbaseline  Atstudyend Change from

baseline

SF-36 Physical Component Summary Score

Numberof 14 4 18 15 4 19 14 4 18
patients

B
100 1

90

Mean score (SD)
3

At baseline At study end

TSQMm-9 Effectiveness

domain

Numberof 14 4 18 15 4 19 14 4

patients

B Placebo relapse

At baseline At study end
Convenience

B fSCIG 10% relapse

Atbaseline  Atstudyend Change from

baseline
EuroQol Visual Analogue Scale
14 4 18 15 4 19 14 4 18

At baseline At study end
Global satisfaction

18 15 4 19 14 4 18 15 4 19

I Combined relapse

FIGURE 3 | Patient-reported outcomes during ADVANCE-CIDP IVIG (A) SF-36 Physical Component Summary and EuroQoL Visual Analogue
Scale, and (B) TSQM-9 domain scores. fSCIG 10%, hyaluronidase-facilitated subcutaneous immunoglobulin 10%; SD, standard deviation; SF-36, 36-
item Short-Form Health Survey; TSQM-9, 9-item Treatment Satisfaction Questionnaire for Medication.

of the ADVANCE-CIDP 1 study, in which some outcomes were
dependent on subjective patient perception; hence, the results
may have potentially been affected by associated biases. To re-
duce the possibility of bias, the investigators who performed the
INCAT assessments did not have access to information related
to any AEs experienced by patients, and the investigators who
performed these assessments for a particular patient remained
consistent throughout the study. IVIG 10% has been approved
in multiple countries for the treatment of primary immunode-
ficiency and immune disorders, such as multifocal motor neu-
ropathy and CIDP, demonstrating a favorable safety profile [29].

The current study results are consistent with the known safety
profile of IVIG 10% and do not indicate any new safety sig-
nals [11, 28]. IVIG 10% thus recently received US approval for
the treatment of CIDP, based on the results described in this

paper [9].

In conclusion, IVIG 10% effectively treated CIDP relapse,
achieving a 100.0% response rate in patients who had a relapse
on placebo (primary outcome) and 95.0% in the overall popu-
lation, as well as improved functional ability with a favorable
safety and tolerability profile.
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TABLE 3 | Summary of AEs.

Category, n (%) Placebo relapse (n=16) fSCIG 10% relapse (n=4) Total N=20)
Patients experiencing AEs 11 (68.8) 3(75.0) 14 (70.0)
Patients experiencing systemic AEs 11 (68.8) 3(75.0) 14 (70.0)
Patients experiencing local AEs 0 0 0
Patients experiencing AEs related to 8(50.0) 3(75.0) 11 (55.0)
study treatment
Severity of AEs

Mild 8 (50.0) 1(25.0) 9 (45.0)

Moderate 2(12.5) 1(25.0) 3(15.0)

Severe 1(6.3) 1(25.0) 2(10.0)
Total infusions, n 328 61 389
Infusions that were interrupted/ 1(0.3) 1(1.6) 2(0.5)
stopped and/or had the rate reduced
owing to intolerability

Events per Eventsper Eventsper Eventsper Eventsper Events per

Category infusion patient infusion patient infusion patient
All AEs 0.11 2.19 0.41 6.25 0.15 3.00
All systemic AEs 0.11 2.19 0.41 6.25 0.15 3.00
All temporally associated AEs 0.08 1.56 0.18 2.75 0.09 1.80
Any systemic AEs related to study 0.07 1.44 0.13 2.00 0.08 1.55
treatment

Abbreviations: AE, adverse event; fSCIG 10%, hyaluronidase-facilitated subcutaneous immunoglobulin 10%.
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