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Abstract.
Background: Attempting discontinuation of treatment in patients with chronic inflammatory demyelinating polyneuropathy
(CIDP) is recommended. However, there is no evidence based regimen for tapering off subcutaneous immunoglobulin (SCIG).
This trial investigated stepwise tapering off SCIG to detect remission and the lowest effective dosage. During tapering off,
frequent vs less frequent clinical evaluation was compared.
Methods: Patients with CIDP receiving a stable SCIG dosage followed a standardized tapering off regimen: 90%, 75%, 50%,
25% and 0% of the initial dose every 12th week, pending no deterioration occurred. In case of relapse during tapering off, the
lowest effective dose was identified. Treatment with SCIG was registered for two years after participation. Disability score
and grip strength were primary parameters. Participants were randomized to clinical evaluation every 6th week (frequent) or
12th week (less frequent).
Results: Fifty-five patients were included of which thirty-five relapsed. Twenty patients (36%) were able to discontinue
treatment without relapse. In relapsing patients, median dosage could be reduced by 10% (range, 0–75). After two years,
18 of 20 patients were still in remission without treatment. Frequent clinical evaluation did not detect deterioration more
frequently than less frequent evaluation; RR 0.5 (95% CI, 0.2–1.2) (p = 0.17).
Conclusion: In stable CIDP patients, SCIG could be completely tapered off in 36% of the patients and only in 10% of these
patients relapse occurred during the following two years. More frequent evaluation was not superior to detect deterioration.
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INTRODUCTION

Chronic inflammatory demyelinating polyneu-
ropathy (CIDP) can be treated with subcutaneous
immunoglobulin (SCIG) leading to improved mus-
cle strength and reduced disability [1, 2]. Follow-up
studies have reported remission of symptoms in up
to 30% of patients with CIDP over time [3, 4]. It is
recommended to attempt dose reduction or discon-
tinuation of immunoglobulin treatment regularly to
detect clinical remission [5]. This will reduce unnec-
essary immunoglobulin treatment, reduce side effects
and result in lower costs. Evidence supporting the
efficacy of immunoglobulin treatment in CIDP is sub-
stantial, but there is a lack of knowledge on how
tapering off is performed safely and effectively.

In CIDP, initial treatment is usually given as intra-
venous immunoglobulin (IVIG). After stabilization is
obtained, treatment can be switched to SCIG, which
is often done 1 : 1 according to the weekly IVIG
dosage [1, 6–8] or with a standardized dosage of
0.2 to 0.4 g/kg/week [2]. Knowledge is lacking on
how to detect remission in CIDP other than by abrupt
discontinuation of treatment, which does not enable
detection of the lowest effective dose [9].

Detection of partial or full remission of CIDP
in patients treated with IVIG is usually done by
dose reduction at each infusion or prolonging of
the interval between infusions [10, 11]. As SCIG
is often administered every week prolonging inter-
vals between injections seems not feasible and
dosage reduction is thus the most obvious way to
detect remission. However, a study has shown bolus
administration of SCIG every second week with an
unaltered mean weekly dose to be effective [12].

The aim of our study was to determine the
prevalence of patients with CIDP in remission
after complete discontinuation of SCIG treatment
using a standardized tapering off regimen. More-
over, we aimed to determine the average reduction
of weekly SCIG dosage in patients relapsing dur-
ing tapering off. We compared frequent versus less
frequent clinical evaluation to detect deterioration of
symptoms.

METHODS

Study design and study population

Patients were eligible for inclusion if they
had a definite, probable, or possible diagnosis of
CIDP [13] including multifocal-aquired demyeli-

nating sensory and motor neuropathy (MADSAM)
and neuropathy associated with monoclonal gam-
mopathy with unknown significance (MGUS; IgA,
IgG and IgM antibodies); patients had received
SCIG for more than three months. Exclusion cri-
teria were treatment with SCIG for less than three
months or change of SCIG dosage within three
months prior to enrollment, treatment with other
immunomodulatory agents or immunosuppressants
or presence of anti-myelin associated glycoprotein
antibody (anti-MAG). Patients were treated with
either Gammanorm® (Octapharma Pharmaceuticals
AG, Austria) or Hizentra® (CSL Behring AB, Swe-
den).

Participants were recruited from four neurological
departments treating all patients with CIDP in Den-
mark. The study was performed between March 2018
and June 2022.

Reduction in weekly dosage of SCIG was per-
formed using a standardized regimen including
stepwise reduction every 12th week pending clini-
cal deterioration. SCIG dosage was reduced stepwise
as follows: 90%, 75%, 50%, 25% and 0% of the
initial, individual dosage before enrollment. Dosage
was managed for 12 weeks each and participants
completing the study were evaluated 12 weeks after
discontinuation of treatment. This resulted in a max-
imal duration of participation of 60 weeks (Fig. 1).
To secure the correct dose of immunoglobulin from
inclusion and every 12th week subsequently, the exact
dose of immunoglobulin was delivered to the partic-
ipants every 12 weeks.

Figure 1 shows randomization 1 : 1 of participants
at inclusion, participants to frequent clinical eval-
uation every 6th (black, unbroken arrow and grey,
broken arrow) or less frequent clinical evaluation
every 12th week (black, unbroken arrow).

In all participants, registration of ongoing
immunoglobulin treatment and dosage was made two
years after last follow-up visit.

Clinical evaluation

Disability was evaluated using the overall dis-
ability sum score (ODSS) with a range from 0
(not disabled) to 12 (severely disabled) and the
Rasch built overall disability score (RODS) for CIDP
(RODS-CIDP), consisting of 12 items describing
usual activities of daily living. Each item is scored
from 0 (no affection) to 2 (cannot perform), yielding
a total range of 0 to 48 [14, 15].
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Fig. 1. Study design. Numbers in boxes indicate the SCIG dosage as a percentage of the individual total dose at enrollment. *Participants were
evaluated every 6th week (grey numbers and broken arrows) (A) or every 12th week (black numbers and unbroken arrows) (B). #Medical
treatment status was evaluated two years after last visit (maximum 164 weeks).

Hand held grip strength was determined based on
the average of a triple bilateral measurement using a
JAMAR dynamometer [16].

Manual muscle strength was assessed using the
modified Medical Research Council (MRC) sum
score with bilateral evaluation of shoulder abduction,
elbow flexion/extension, wrist flexion/extension, hip
flexion, knee flexion/extension and ankle dorsal flex-
ion each ranging from 0 to 5 (normal) resulting in a
maximum score of 90 points.

Quality of life (QoL) was assessed using the
European Quality of Life – 5-dimension – 5-level
questionnaire (EQ-5D-5 L) including the Visual Ana-
logue Scale (VAS) and calculating an index value
based on a Danish population [17]. EQ-5D-5 L con-
sists of five dimensions including mobility (MB),
self care (SC), usual activities (UA), pain/discomfort
(PD) and anxiety/depression (AD). Each domain is
ranges from 1 to 5 according to level of influence. A
total score (index value) is calculated ranging from 0
to 1. Moreover, a VAS determined the patient’s self-
evaluated health on the day of examination using a
range from 0 (worst health) to 100 (best health).

Dexterity was determined using the 9-hole peg
test (9-HPT) and walking performance was evalu-
ated using the 10-meter walk test (10-MWT). In both
tests, double determination was done and the 9-HPT
was performed bilaterally [18, 19].

Response to SCIG treatment

The clinical criteria for deterioration and study
exclusion were an increase in the ODSS ≥1 point
(except an isolated increase from 0 to 1 in either arm
or leg) or a decrease in grip strength > 4 kg (8 kPa)
measured as an average value of both hands compared
to values obtained at the latest visit.

Participants who reported about clinical deteri-
oration due to tapering off were evaluated before
leaving the study. We registered whether or not
the participants met the criteria for clinical dete-

rioration. Moreover, participants could at any time
during the study request an unscheduled evaluation
and we registered whether decision of leaving the
study was made due to a scheduled or unscheduled
visit.

Statistics

At initiation of this study, approximately 120 Dan-
ish patients with CIDP received immunoglobulin
of which 81 self-administered SCIG. We aimed to
include 60 patients for this study. To our knowl-
edge, no previous studies have evaluated standardized
tapering off regimens; a power calculation could
thus not be performed. However, we did a retrospec-
tive, non-inferiority, power calculation of a binary
outcome comparing self-registration of deterioration
versus clinical determination of deterioration in the
two different follow-up regimens. Based on a pro-
portion of 19% excluded due to self-registration in
group A (6th week) versus 42% in group B (12th
week), using a statistical power of 80%, a two-sided
level of significance of 5%, and a non-inferiority level
of 10% we found that 29 participants were needed in
each group.

The primary outcomes were number of participants
able to discontinue SCIG treatment completely and
the overall reduction in the weekly SCIG dosage. We
anticipated that approximately 5 to 10% of patients
could successfully discontinue treatment and that the
average dosage of immunoglobulin could be reduced
by at least 10%.

The secondary outcome was the number of partici-
pants deteceted with clinical deterioration comparing
frequent and less frequent clinical evaluation. More-
over, the number of self-registrations was compared
to the number of clinical registrations at the outpatient
clinic.

Comparison of continuous data between the two
groups were analyzed by paired or unpaired t-tests or
Wilcoxon’s signed rank test when appropriate. Bino-
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mial data were analyzed using Fisher’s exact test due
to the low number of participants. Level of signifi-
cance was 0.05.

RESULTS

Eighty-one patients were screened for eligibility;
55 gave informed consent and were included. Of the
26 patients not included, 11 declined participation, 13
were excluded due to an unstable clinical condition

or concomitant treatment, and two were no longer on
SCIG therapy. Twenty-seven patients were random-
ized to frequent evaluation every 6th week and 28
patients to less frequent evaluation every 12th week.
All participants (n = 55) were included in the analysis
of primary outcomes and all participants with relapse
(n = 35) were included for analysis of secondary out-
comes (Fig. 2).

Baseline charateristics according to the random-
ization are displayed in Table 1.

Fig. 2. Study flowchart.

Table 1
Baseline characteristics for patients with relapse versus patients in remission

Relapse (n = 35) Remission (n = 20) P-value

Gender (M/F) 27/8 12/8 0.22
Age (years) 65 (33–82) 59 (32–79) 0.10
Weight (kg) 81 (56–140) 83 (49–121) 0.91
Duration of CIDP (months) 96 (18–264) 67.5 (13–228) 0.29
Duration of SCIG treatment (months) 41 (5–96) 38 (6–108) 0.50
Dosage of SCIG (g/week) 30 (9.9–49.5) 23.1 (9.9–56) 0.047*

Values are median (range: min–max); CIDP: chronic inflammatory demyelinating polyneuropa-
thy; SCIG: subcutaneous immunoglobulin.
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Fig. 3. Cumulative percentage of discontinued participants
according to the lowest effective dosage of SCIG.

Determination of lowest effective dosage of SCIG

Overall, 20 participants (36%) completed the study
protocol resulting in complete discontinuation of
SCIG treatment and were thus defined to be in remis-
sion according to CDAS classification 2a and 2b [4].
Among the remaining 35 participants (64%) who
relapsed during tapering off SCIG-treatment, seven
participants (13%) did not tolerate any reduction
in dosage whereas 11 participants (20%) tolerated
a reduction of 10%, 13 participants (24%) toler-
ated a reduction of 25% and three participants (5%)
tolerated halving the dosage. One participant (2%)
deteriorated after complete discontinuation of treat-
ment and recovered following treatment at a dosage
of 25% (Fig. 3). Consequently, if a 50% reduc-
tion of dosage was tolerated, the relative risk (RR)
of developing deterioration was 4.8 % (95CI, 0.7
to 20) (p < 0.0001). The median weekly dosage of
SCIG could be reduced by 25% (range, 0 to 100)
(p < 0.0001) in the entire cohort (n = 55), and by 10%
(range, 0 to 75) (p < 0.0001) in participants relapsing
during tapering off (n = 35).

Among relapsing participants, 97% could be stabi-
lized by increasing SCIG to the last given dose prior to
deterioration. Only one participant required an addi-
tional IVIG infusion to regain initial muscle strength
and level of disability.

One participant was diagnosed with ulcerative col-
itis and treated with prednisolone during tapering off.
The patient was in remission, and at the last visit pred-
nisolone was withdrawn for three months. Another
participant developed a rash during reduction of the
dosage to 90% and further to 75% despite adminis-
tering new batches of SCIG. Consent to participate
was withdrawn but no clinical deterioration occured.

According to baseline data, patients with relapse
received a higher dosage of SCIG, otherwise no dif-
ferences were seen (Table 1).

ODSS deteriorated among patients with relapse
(from 3.1 to 3.5 points, p = 0.002), whereas it
improved in patients in remission (from 2.1 to 1.9
points, p = 0.02). Among other clinical measurements
RODS, grip strength and 10-MWT deteriorated in
relapsing patients, whereas it remained stable in
remitted patients (Table 2).

At baseline, only the EQ-5D-5 L index value was
different between patients with relapse, 0.71 (95CI:
0.66 to 0.77), compared to patients in remission,
0.80 (95CI: 0.74 to 0.87) (p = 0.03). In patients with
relapse, the average VAS decreased from 74% to
60% (p = 0.02), whereas in patients in remission it
improved from 80% to 88% (p = 0.0007). The index
value improved in patients in remission (from 0.81
to 0.86, p = 0.03), and deteriorated in patients with
relapse (from 0.71 to 0.68, p = 0.048) (Table 2).

At two-year follow-up, two patients were lost to
follow-up. Eighteen of 19 patients in remission were
still in remission after two years; one resumed SCIG
treatment. Two of the 35 patients who relapsed dur-
ing tapering off SCIG were in remission. In total, 20
patients were in remission after two years and 33 were
still treated with immunoglobulin. The average SCIG
dosage in patients with relapse had been reduced to
24.6 g/week (95CI: 20.3 to 28.8) from 29.5 g/week
(95CI: 26.1 to 32.9) at enrollment (p < 0.007).

Frequent versus less frequent clinical evaluation

In the group with frequent evaluation (every 6th
week), 11 participants (41%) discontinued SCIG
treatment completely without clinical deterioration,
whereas nine participants (32%) tolerated complete
discontinuation in the group with less frequent evalu-
ation (every 12th week) (p = 0.58). When comparing
characteristics of the two groups at baseline and at
the final visit, we found no differences (Table 3).

Overall, 23 of the 35 participants who had relapse
during tapering off met at least one of the criteria
for clinical deterioration. In the group with frequent
evaluation (every 12th week), eleven out of 19 partici-
pants halted tapering at a regularly scheduled clinical
visit; six met clinical criteria for deterioration and
five because the patient wanted to halt despite not
meeting clinical criteria. In those participants who
were seen more frequently (every 6 weeks), thirteen
of the 16 participants halted tapering at a scheduled
visit; eight met the criteria for deterioration and five
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Table 2
Clinical measurements in patients with relapse and in remission

Relapse (n = 35) Remission (n = 20) Relapse vs remission P-value
Baseline Final visit P-value Baseline Final visit P-value Baseline Final visit

ODSS (point) 3.1 (2.4) 3.5 (2.2) 0.002* 2.1 (2.1) 1.9 (1.9) 0.02* 0.31 0.01*
Grip strength (kg) 28.2 (13.1) 26.9 (14.4) 0.02* 30.4 (13.1) 30.7 (13.8) 0.14 0.76 0.33
MRC (point) 87.1 (4.9) 86.7 (5.2) 0.31 87.4 (3.3) 87.9 (3.3) 0.33 0.63 0.40
RODS (point) 37.9 (10.3) 35.6 (10.8) 0.002* 40.1 (8.6) 40.4 (9.4) 0.21 0.6 0.12
9-HPT (sec) 28.3 (11.6) 26.3 (10.1) 0.19 32.0 (35.1) 30.5 (24.3) 0.33 0.53 0.37
10-MWT (sec) 7.1 (2.9) 7.8 (3.7) 0.008* 7.5 (5.0) 7.6 (6.4) 0.59 0.85 0.88
EQ-5D-5 L (index value) 0.72 (0.15) 0.69 (0.15) 0.048* 0.81 (0.1) 0.86 (0.1) 0.03* 0.03* 0.0002*
EQ-5D-5 L (VAS) 69.1 (18) 60.5 (19) 0.02* 74.8 (18) 84.4 (15) 0.0007* 0.26 <0.0001*

Last column indicates P-values of comparisons of baseline and values at final visit in the two groups. Values are mean (SD); *P < 0.05.

Table 3
Group characteristics and clinical measurements at baseline and final visit due to frequent (6th week) versus less frequent (12th week)

evaluation

Frequent evaluation Less frequent evaluation P-value
(6th week) (12th week)

N 27 28
Gender (M/F) 18 / 9 21 / 7
Body weight (kg) 81.3 (16.6) 87.3 (20.8)
Duration of CIDP (months) 86.6 (47.3) 93.3 (64.7)
Duration of SCIG 47.9 (27.0) 42.3 (29.3)
treatment (months)
Total dose (g/kg/week) 0.36 (0.13) 0.32 (0.12)
Total dose (g/week) 30.5 (13.3) 27.2 (9.5)

Baseline Final visit P-value Baseline Final visit P-value Freq. vs
less freq.
Baseline

Freq. vs
less freq.
Final
visit

ODSS (point) 2.8 (2.2) 2.9 (2.0) 0.44 3.0 (2.5) 2.9 (2.5) 0.99 0.77 0.83
Grip strength (kg) 26.3 (12.4) 25.7 (14.0) 0.37 30.9 (13.1) 31.0 (14.0) 0.97 0.17 0.15
MRC (point) 87 (4.9) 86.5 (5.9) 0.14 87.5 (3.7) 87.7 (3.0) 0.86 0.69 0.62
RODS (point) 35.8 (12.8) 37.0 (10.3) 0.12 34.5 (13.8) 37.4 (10.8) 0.67 0.39 0.80
9-HPT (sec) 32.2 (30.0) 30.4 (21.0) 0.04 27.4 (11.8) 24.7 (11.6) 0.08 0.38 0.30
10-MWT (sec) 7.2 (4.0) 7.9 (5.7) 0.14 7.2 (3.3) 7.6 (3.9) 0.58 0.93 0.83
EQ-5D-5 L (Index value) 0.74 (0.14) 0.73 (0.17) 0.07 0.75 (0.15) 0.75 (0.17) 0.81 0.90 0.52
EQ-5D-5 L (VAS) 71.3 (20.3) 64.7 (23.4) 0.20 70.1 (15.3) 71.8 (18.0) 0.46 0.37 0.29

Last column indicates P-values of comparisons of baseline and values at final visit in the two groups. Values are mean (SD); *P < 0.05.

wanted to halt despite not meeting clinical criteria.
In eight of these 13 participants, halting occurred
at one of the intermediate visits not occurring for
the other group. Eleven unscheduled visits were con-
ducted and were all initiated by participants concern
for deterioration. Three participants were from the
group evaluated every 6th week and they were alle
meeting criteria for deterioration. Eight were from
the group evaluated every 12th week and six met the
exclusion criteria.

Comparing the two regimens, the ability to detect
deterioration at unscheduled versus scheduled visits
was similar with a relative risk (RR) of 0.5 (95CI,
0.2 to 1.2) (p = 0.17). Neither merging of the inter-
mediate visit (n = 8) with unscheduled visit (n = 3) in
the frequent evaluation group disclosed a significant
difference, RR 1.9 (95CI, 0.9 to 4.4) (p = 0.18).

Clinical evaluations at the final visit in (scheduled
versus unscheduled) showed no differences. Accord-
ing to the clinical criteria for deterioration, there
was no difference between the number of partici-
pants meeting the criteria at a scheduled versus an
unshcduled visit, RR 1.6 (95CI, 0.9 to 2.7) (p = 0.14).

DISCUSSION

In this cohort study of patients with CIDP, we
applied a standardized regimen of stepwise reduction
of SCIG to sidentify patients in remission as well as
to detect the lowest effective dosage in patients still
requiring treatment. Stepwise reduction of SCIG was
safe and feasible. In 36% of the patients, SCIG could
be completely discontinued without clincal relapse
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at short term follow-up (12 weeks). In 90% of these
patients, no relapse occurred during the following
two years. Furthermore, in patients still requiring
SCIG, the median dosage could be reduced by 10%
without clinical progression. Thus, using a stepwise
reduction, clinical evaluation every 12th week as self-
registration of deterioration in performance level is
as safe and effective as clinical evaluation every 6th
week.

In CIDP, Gorson et al reported a prognosis
based on a long-term follow-up of 106 patients.
Eleven percent were in permanent remission, 19%
were in remission < 5 years, 40% were stable on
immunemodulating therapy, and 30% were sever-
ily disabled with a high disability score despite
immunemodulating treatment [4]. Furthermore, in a
Danish cohort, 53% received no treatment 15 years
after their CIDP diagnosis [20] and in a recent meta-
analysis Al-Zuhairy et al found that 40% of CIDP
patients were in remission [21]. For SCIG treatment,
the long-term prognosis and the response to tapering
off are sparsely studied. For IVIG, EAN/PNS recom-
mends considering a stepwise reduction once every
year or every second year to detect possible remission
[5], but no standardized tapering off regimen has been
suggested. In a previous study comparing steroid ther-
apy with IVIG, complete discontinuation of IVIG
treatment resulted in relapse in 85% of patients after
a median of 4.5 months [9].

Our findings support the findings by Gorson et al
reporting approximately 30% of patients with CIDP
to be in remission enabling successful tapering off all
medical treatment.

Among the relapsing participants, 35% of patients
did not accept further tapering off although not fulfill-
ing the criteria for relapse. The main reasons for this
were fear of getting worse or deterioration apart from
grip strength and disability. We found that ODSS,
RODS and MRC scores were more abnormal in
patients who met the criteria for deterioration com-
pared to those who did not. For ODSS, and to a lesser
extent RODS, this is not surprising as deterioration in
ODSS was one of the exclusion criteria and RODS is
closely correlated to ODSS [22]. However, for MRC
it seems that this parameter could be more useful
than grip strength, probably because it includes more
muscle groups. In this way, deterioration in patients
with unaffected hands could be detected. In previ-
ous studies, disability scores have been widely used
to detect deterioration or improvement in CIDP [2,
23]. Our study confirmed this and our findings sug-
gested that gait performance can be used to monitor

patients. Also, grip strength has been used as a marker
of response to treatment in CIDP with a level of 8
kPa corresponding to 4 kg being the threshold for
a clinically meaningful difference [24, 25]. More-
over, grip strength can easily be assessed providing
an objective measurement of muscle strength. How-
ever, many patients with CIDP have deficits primarily
in the lower limbs; therefore other evaluation meth-
ods than grip strength are needed to detect significant
clinical deterioration. Also, grip strength has been
shown to correlate poorly with muscle strength in the
lowers limbs [26] whereas walking performance cor-
relates with QoL in CIDP [22]. Therefore, we suggest
that evaluation of disability and walking performance
should be included in the evaluation of responsive-
ness to medical treatment of CIDP.

A recent study by Adrichem et al evaluated step-
wise withdrawal of IVIG in CIDP in a randomized,
controlled, double-blind study. This study found 59%
of patients relapsed due to withdrawal, and 42% of
patients relapsed in the IVIG continuing group; the
difference was not statistically significant. Moreover,
28% of withdrawal patients were stable 60 weeks
after the last treatment with IVIG and 97% of patients
with relapse were restablished within 12 weeks [27].
Compared to our results, we found relapse in 64% of
the patients, 36% of the patients were in remission
during long term follow-up, and 97% were restabi-
lized after increasing SCIG dose to the level when
they were last stable. As we did not include a group
of patients without withdrawal, we could not evalu-
ate the rate of patients with relapse despite continuous
treatment in our cohort.

Considering the costs of SCIG, identification of
patients in remission is highly relevant [28]. With
a price of 45D per gram of immunoglobulin and
reduced total weekly dose of 700 grams in our 55
patients, direct costs were reduced by 31,500D per
week equal to 1,638,000D per year. Moreover, savings
in equipment resulted in further savings of approxi-
mately 60,000D per year.

By randomizing participants to frequent or less
frequent clinical evaluation (at 6 or 12 weeks), we
were able to compare any difference in risk of clin-
ical deterioration. However, it could be speculated
that if a patient had a scheduled clinical evalua-
tion every 6th week they would be more reluctant
to complain about clinical deterioration between vis-
its compared with patients evaluated only every 12th
week. Therefore, we cannot exclude bias in favour of
more patients being excluded due to a scheduled visit.
A sub-analysis evaluating the number of participants
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in the frequent evaluation group who discontinued
participation at an intermediate visit (e.g., in week
6, 18, 30 or 42), we found no difference in relative
risk. This suggests that clinical evaluation every 12th
week is sufficient. To obtain further knowledge, a
study comparing no planned clinical follow-up exam-
ination with frequently planned evaluations could be
relevant.

QoL did not change in relation to randomization
and there was no difference between participants
excluded at a scheduled versus unscheduled visit or
between those who met exclusion criteria and those
who did not.

Our study has some limitations. First of all, dosage
reduction was not blinded neither to the patients nor to
the clinicians due to the design of the study including
the same treatment regimen in both groups. To secure
adherence to the scheduled reduction, only the exact
amount of SCIG required was delivered to the par-
ticipants. Moreover, a treatment diary was kept and
at every visit, blood samples were drawn analyzing
immunoglobulin G level. Secondly, patients eligi-
ble for participation had the opportunity to decline
participation according to the Helsinki criteria for
clinical studies. This has probably resulted in a higher
frequency of participation of patients in remission,
as patients unwilling to undergo dose reduction are
more likely to relapse. It could be argued that patients
who have previously tried tapering off or discontin-
ued immunoglobulin treatment and relapsed would
decline participation. This could also be the case in
patients who have the impression of a day-to-day
or week-to-week variation. In contrast, patients with
few or no symptoms of CIDP would be more will-
ing to participate. Likely, both conditions would have
increased the proportion of patients in remission in
this study and according to this scenario, it could
be argued that only 20 of 81 patients (25%) were
in remission, however 15 of the 81 screened were not
able to participate according to the inclusion criteria
but not due to unwillingness to participate. Therefore,
if one should give a more sceptic interpretation of per-
centage of patients in remission it should more likely
be a total of 66 patients, including the 11 patients
who declined, and then 20 of 66 (30%) were in remis-
sion. We consider this to be a small difference from
our conclusion of 35% being in remission as 11 of
66 patients (16,7%) declined participation. This was
considerably less than in the study by Adchrim et al in
which 36 of 90 eligible patients (37.5%) declined to
participate [27]. Thirdly, as patients could withdraw
consent to continue participation, we were unable

to further reduce dosage in some patients despite
not fulfilling our predefined criteria for meaning-
ful deterioration. In the group of relapsing patients,
34% of the participants did not fulfill the criteria,
although the majority complained about deterioration
of other functions than muscle strength (e.g., deterio-
ration in walking performance, more paresthesias or
neuropathic pain). In future studies, criteria for clin-
ical deterioration could also include deterioration in
walking performance; however, so far the effect of
immunoglobulin in CIDP has been based on the effect
on muscle strength and disability [2, 23].

CONCLUSION

Stepwise reduction of SCIG was found to be safe
and feasible in patients with CIDP. We found that 35%
patients with stable CIDP receiving SCIG as mono-
therapy were in remission and that 32% remained in
remission during two years of follow-up. If a 50%
reduction of the dose of immunoglobulin was toler-
ated, the risk of clinical deterioration was very low
(<5%). In patients still requiring immunoglobulin,
the overall dose of SCIG could be reduced by 10%.
Finally, frequent (every 6th week) and less frequent
clinical evaluation (every 12th week) was equally
effective to detect clinical deterioration. Moreover,
the number of participants excluded following an
unscheduled visit versus a scheduled visit was simi-
lar.
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