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CHRONIC INFLAMMATORY DEMYELINATING POLYRADICULONEUROPATHY
(CIDP) 

•Most common treatable chronic neuropathy worldwide

•Prevalence ranging from ∼1 to 9 cases per 100,000

•CIDP spectrum: relatively heterogeneous

•Many sets of diagnostic criteria :  based largely on 
electrophysiological findings

CIDP KEY FEATURES

Progression over at least two months

Weakness more than sensory symptoms

Symmetric involvement of arms and legs

Proximal muscles involved along with distal muscles

Reduced deep tendon reflexes throughout

Increased cerebrospinal fluid protein without pleocytosis

Nerve conduction evidence of a demyelinating neuropathy

Nerve biopsy evidence of segmental demyelination with or without 
inflammation

THE 
HETEROGENEITY 
OF CIDP
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Conclusions 
Preferential involvement of distal and proximal segments and 
uniform pathological features in typical CIDP indicate a role of 
humoral factors at site where the blood–nerve barrier is 
deficient. 
By contrast, focal lesions in MADSAM, DADS and pure sensory 
forms may share neuropathic mechanisms primarily affecting
the nerve trunk.

SURAL NERVE BIOPSY IN TYPICAL CIDP

A: Preserved fiber, 
little onion bulbs, few 
axonal sprouts
B. Naked axon
C. EM: degradation of 
myelin by macrophage
D. Small lymphocytes 
infiltration at 
epineurium

MADSAM

A. Variation of myelinated 
nerve fiber density 
(focal reduction)

B. Preserved myelinated 
fiber

C. Loss of large myelinated 
fibers, compared with 
small fiber

D. Intrafascicular variation 
and among fascicles

E. Macrophage-induced 
demyelination (similar to 
typical CIDP)

DISTAL ACQUIRED DEMYELINATING SYMMETRIC  GROUP (DADS)

A. Conspicuous onion 
bulbs, extreme 
variation in 
myelinated fiber 
density

B. High power of A
C. Macrophage –

induced 
demyelination 

Arrow: naked axon

TYPICAL CIDP
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ATYPICAL CIDP VARIANTS IGG4 AB AGAINST NODAL-PARANODAL PROT

EFNS CIDP CRITERIA

DIAGNOSTIC PATHWAY

CIDP frequently precedes the malignancy diagnosis

Most common : Hematological disorders, particulary non- Hodgkin lymphoma. 

Second most common: Melanoma, may be accompanied by antiganglioside Ab

Other cancers are rare, with variable timings and presentations but good responses 
to immunomodulation and/or cancer therapy.

Unusual neurological features such as ataxia, distal/upper limb predominance, or 
cranial/respiratory/autonomic involvement may suggest associated malignancy as 
may abdominal pain, diarrhea/constipation, poor appetite/weight loss, 
dermatological lesions, and lymphadenopathy 

Muscle Nerve. 2018 Jun;57(6):875-883.
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CIDP varies during the disease course. DADS and LSS have a less frequent response to intravenous immunoglobulin 
compared with typical CIDP, raising the possibility of a different underlying pathogenetic mechanism.

INVESTIGATIONS

TREAMENT OPTIONS (CLASS IV EVIDENCE) 
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ICE STUDY: IVIG VS PLACEBO
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Eighty-six patients were included; 

 60.5% responded at short term and 54.6% at midterm.

 At long term, 25.6% of patients were in remission, 65.1% were stable, and 9.3% 

were non-responders. 

 The only variable associated with remission was a better response during the first 6 

months of follow-up. 

Conclusions: A significant percentage of patients did not require any 

additional drugs in the long term.

 This suggests that treatment effect or disease outcome may be stable over time, and 

treatment regimens should therefore be individualized to avoid overtreatment.

The proportion of patients with adverse events did not differ between the intravenous methylprednisolone group (14 [67%] of 21) and the IVIg 
group (11 [46%] of 24; p=0.1606). 
After therapy discontinuation, more patients on IVIg worsened and required further therapy (eight [38%] of 21) than did those on 
methylprednisolone (none of ten; p=0.0317).
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INTRAVENOUS IMMUNOGLOBULIN FOR CHRONIC INFLAMMATORY 
DEMYELINATING POLYRADICULONEUROPATHY.

 The evidence from randomised controlled trials shows that intravenous 

immunoglobulin improves disability for at least two to six weeks 

compared with placebo, 

 Number needed to treat of 3.00

 During this period it has similar efficacy to plasma exchange and oral 

prednisolone. 

 In one large trial, benefit of IVIg persisted for 24 and possibly 48 

weeks.

 Cochrane Database Syst Rev 2009;(1):CD001797.

SUBCUTANEOUS IMMUNOGLOBULIN THERAPY 
FOR MULTIFOCAL MOTOR NEUROPATHY.

 MMN treated with intravenous immunoglobulin (IVIg) were switched to weekly SCIg
in a single-center, open-label pilot intervention study. 
 First group :SCIg dose equivalent to 50% of the IVIg maintenance dose. In case of deterioration, 

patients received a loading dose of IVIg and doubling of SCIg dose. 
 Second group started with a dose equivalent to the IVIg maintenance dose. 

 Outcomes: 
 Primary outcome was the Medical Research Council (MRC) sum score from 10 muscle groups.  

Secondary outcomes were grip and pinch strength, dexterity, disability, quality of life, adverse 
events, and serum immunoglobulin concentrations. 

 Results: Ten patients were included, five in both groups. 
 In the first group, one patient withdrew , four deteriorated. 
 In the second group, four out of five patients maintained muscle strength with SCIg during the 6 

months follow-up. Local adverse events were frequent, especially during first weeks of treatment, 
but generally well tolerated. 

 Seven mild systemic adverse events were reported, all but one in the first week of treatment. In 
some, but not all MMN patients in this study, 

 SCIg therapy was feasible and safe and maintained strength as well as IVIg. SCIg
may be a viable alternative maintenance therapy in some patients with MMN 
currently receiving IVIg. J Peripher Nerv Syst 2009 14:93-100.

RESULT
Incremental cost-effectiveness ratio (ICER) of US$1672.71 per QALY gained.

At a threshold of US$4672 per QALY gained, IVIG plus corticosteroids is considered a cost-
effective treatment for steroid-resistant CIDP patients in Thailand.



03-Sep-19

9

Fingolimod, a sphingosine 1-
phosphate receptor modulator, has 
been shown to reduce the rate of 
relapse, progression of clinical 
disability, and MRI evidence of
inflammatory lesion activity and 
tissue destruction in relapsing 
multiple sclerosis,

CONCLUSION

Fingolimod 0·5 mg once-daily was not 
better than placebo for the treatment of 
CIDP. 

Future trial designs should take account of 
the possibility that if IVIg is stopped 
abruptly, some patients might relapse 
soon afterwards whereas others might 
remain in remission.

TREAMENT OPTIONS (CLASS IV EVIDENCE) 
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IVIG AS SECOND LINE TREATMENT
 4.4 ผูป่้วยไดร้บั corticosteroid หรือ corticosteroid ร่วมกบัยากดภูมิคุม้กนั และมี
ลกัษณะทางคลินิกขอ้ใดขอ้หนึÉงดงัต่อไปนีÊ ‡

 4.4.1 ไดร้บัยาเป็นเวลา 1 เดือน และมี Inflammatory Neuropathy Cause and 
Treatment (INCAT) score ≥ 6 (รายละเอียดตามภาคผนวกแนบทา้ย) หรือ

 4.4.2 ไดร้บัยาเป็นเวลา 3 เดือน และมี INCAT score ≥ 2 หรือ
 4.4.3 มีผลขา้งเคียงทีÉรุนแรงในระดบั grade 3 หรือ 4 จากการใช ้corticosteroid หรือ 
corticosteroidร่วมกบัยากดภูมิคุม้กนั

การใชย้าบัญชี จ(2) 
(ร่าง) แนวทางกาํกบัการใชย้า intravenous human normal immunoglobulin, 
ขอ้บ่งใช ้โรค Chronic Inflammatory Demyelinating Polyradiculoneuropathy (CIDP) 

การใชย้าบัญชี จ(2) 
(ร่าง) แนวทางกาํกับการใชย้า INTRAVENOUS HUMAN NORMAL IMMUNOGLOBULIN, 
ขอ้บ่งใช ้โรค CHRONIC INFLAMMATORY DEMYELINATING POLYRADICULONEUROPATHY (CIDP) 

Diagnosis: EFNS criteria
 5. ขนาดยาทีÉแนะนํา และวิธีการใหย้า
 5.1 ขนาดยา IVIG ทีÉแนะนํา คือ 2 กรมัต่อนํÊาหนักตวั 1 กิโลกรมั แบ่งให ้2-5 วนั และตามดว้ยขนาด 
0.5-1 กรมัต่อนํÊาหนักตวั 1 กิโลกรมั แบ่งให ้1-2 วนั ใหย้าดว้ยวิธี continuous infusion สามารถ
ให ้IVIG ซํÊาไดห้่างกนัอย่างน้อย 4 สัปดาห ์ในกรณีดงัต่อไปนีÊ

 - ผูป่้วยอาการยงัไม่ดีขึÊ นหรืออาการเลวลง (INCAT score เท่าเดิมหรือเพิÉมขึÊ นเมืÉอเทียบกบั 
baseline) ภายใน 6 เดือนหลังใหย้า IVIG ครัÊงแรก

 -  ผูป่้วยอาการดีขึÊ นโดยมีค่า INCAT score ลดลงอย่างน้อย 1 คะแนนเมืÉอเทียบกบั baseline โดย
ใชย้าติดต่อกนัไม่เกิน 1 ปี

 5.2 สามารถใชร่้วมกบัยากดภูมิคุม้กนัอืÉนได้

การใชย้าบัญชี จ(2) 
(ร่าง) แนวทางกาํกับการใชย้า INTRAVENOUS HUMAN NORMAL IMMUNOGLOBULIN, 
ขอ้บ่งใช ้โรค CHRONIC INFLAMMATORY DEMYELINATING POLYRADICULONEUROPATHY (CIDP) 

 7.    เกณฑก์ารหยุดยา

 7.1 ตอบสนองต่อการรกัษา กล่าวคือ INCAT score ลดลงอยา่งนอ้ย 1 คะแนนเมืÉอ
เทียบกบั baseline โดยใหย้าต่อเนืÉองจนครบ 1 ปี หลงัจากเริÉมรกัษา

 7.2 ไมต่อบสนองต่อการรกัษา กล่าวคือ INCAT score เท่าเดิมหรือเพิÉมขึÊ นเมืÉอเทียบ
กบั baseline หลงัจากไดร้บัยาไปแลว้ 6 เดือน

 7.3 สถานะของผูป่้วยเปลีÉยนเป็น terminally ill

7.4 ผูป่้วยเกิดอาการขา้งเคียงจากการใชย้า IVIG จนไมส่ามารถใชย้า IVIG ต่อได ้

INCAT DISABILITY SCALE
Arm disability
0 No upper limb problems
1 Symptoms, in one or both arms, not affecting the ability to perform any of the following functions: doing all zips and 
buttons; washing or brushing hair; using a knife and fork together; handing small coins
2 Symptoms, in one arm or both arms, affecting but not preventing any of the above mentioned functions
3 Symptoms, in one arm or both arms, preventing one or two of the above mentioned functions
4 Symptoms, in one arm or both arms, preventing three or all of the functions listed, but some purposeful movements still 
possible
5 Inability to use either arm for any purposeful movement
Leg disability
0 Walking not affected
1 Walking affected, but walks independently outdoors
2 Usually uses unilateral support (stick, single crutch, one arm) to walk outdoors
3 Usually uses bilateral support (sticks, crutches, frame, two arms) to walk outdoors
4 Usually uses wheelchair to travel outdoors, but able to stand and walk a few steps with help
5 Restricted to wheelchair, unable to stand and walk a few steps with help
Overall disability results from sum of arm and leg disability scores

Hughes R, Bensa S, Willison H, et al. Randomized controlled trial of intravenous immunoglobulin versus oral prednisolone in 
chronic inflammatory demyelinating polyradiculoneuropathy. Ann Neurol 2001;50:195-201.



03-Sep-19

11

Low-quality evidence from randomised trials does not show 
significant benefit from azathioprine (1 trial) or interferon beta-1a 
(2 trials)

Moderate quality evidence from one randomised trial does not 
show significant benefit from a relatively low dose of methotrexate 
(1trial)  

None of the trials was large enough to rule out small or moderate 
benefit. 

The evidence from observational studies is insufficient o avoid the 
need for randomised controlled trials to discover whether these 
drugs are beneficial. 

Future trials should have improved designs, more sensitive outcome 
measures relevant to people with CIDP, and longer treatment 
durations.

No recommendation for cyclophosphamide, rituximab, cyclosporin

SUMMARY OF TREATMENT

Induction

50-80% effective

• Steroid

• Immunoglobulin (IVIg)

• Plasma exchange

Maintenance

• Steroid

• Ig (IV, SC)

• ? AZA, CyA, MMF

•Not effective

•Add on : MTX, fingolimod

STEROID

PO: 
•Prednisolone 60 mg per day, then tapering: trial data up to 15 months
•Dexamethasone 40 mg per day for 4 days every 4 weeks: trial data up to 6 
months

IV
• pulse methylprednisolone 1000 mg, then weekly or monthly

Pulse oral and IV may have fewer side effect
May have more remission at 6 months when compared to IVIg

PLASMA EXCHANGE

• Not responding to IVIg or steroid case

• 5-10 sessions within 2-4 weeks

•Not practical for maintenance

IVIG

•IV for induction, IV or SC form maintenance

•15% remission after 1-2 courses of treatment
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WHAT IF THE FIRST LINE FAILS ?

•Second monotherapy: around 60-70 % success rate

• One retrospective study

1. First treatment: 76% success rate in first line IVIg

2. Second treatment in IVIg non responder: 67% success rate with PE, 59% 
success rate with steroid

3. Third treatment: switch to other treatment: 75% success rate

Don’t forget to look for alternative diagnosis !

MAINTENANCE PHASE

• IVIg :  should be started in patients who deteriorate after 
initial improvement with 1-2 courses of IVIg
•0.4- 1.2 g/kg/d every 2-6 weeks ( not more than 80 g/d)
•Possible role of serum IVIg concentration as a dosage guide, but 
variable between patients

SC option in certain situation: home infusion, travel, difficult IV 
access

OTHER AGENTS: ADD ON THERAPY

Limited data : to reduce the dose of steroid or IVIg

•MTX

•Azathioprine

•Cyclosporin

•Rituximab

IGG4 AB TO NODAL AND PARANODAL PROTEIN

Common feature : poor response or no response to IVIg , which could be explained by 
the low capacity to bind with FcγIIb-receptors and inability to activate complement.

 Treatment with corticosteroids and plasma exchange seems partly effective. 

Treatment-refractory patients with CIDP and IgG4 antibodies showed variable 
responses to rituximab, from no response (mainly in patients with long disease duration 
and severe axonal damage) to remarkably good responses with clinical recovery and 
depletion of IgG4 antibodies.

Future prospective clinical trials on the efficacy of rituximab in patients with CIDP and 
IgG4 antibodies are needed.

FUTURE STUDIES

• IVIg dose finding cross over trial

• IVIg maintenance dose finding trial

•Combination: IVIg plus IVMP VS IVIg plus placebo

•Other agents
• Complement inhibitor

• FcRn blocker

• Immunoabsorption

• IgG degrading enzyme of S. pyogenes

• Rituximab

• Ocrelizumab

CONCLUSION

Common and uncommon features

Diagnostic procedure and criteria

Clinicopathological association

Treatment options
 Immunosuppressive therapy
IVIg
Comparative data

Guideline


