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= What are the individual risk factors, including comorbidities?
= Are the potential neurotoxicities of an acute or chranic nature (including reversibility or not)?
# |5 an increase of the symptoms expected with therapy continuation?
= |5 an increase of the symptoms expected after therapy has stopped (coasting phenomenon)?

I
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Plus symptoms: Plus symptoms: For constipation, feeling dizzy
» Signature question: for tingling, pins and needles, permanent burning, * For having muscle cramps and blurred vision after changing
jabbing pain in fingers and toes (hands and feet) to vertical position (postural
« If a blanket causes discomfort on feet at night Minus symptoms: hypatension, reduced heart rate
= For unusual temperature sensation on hands and fest while having a shower * Walking on heels and variability), bladder disturbances,
toes, climbing one flight skin changes, delayed
Minus symptoms: of stairs gastric emptying
+ Signature question: numbness in hand and feet, clumsiness while doing - - by

manual work/using cutlery
# Foot pain in shoes including unobserved wounds
* Difficulty walking in the dark or with ayes closad

Plus symptoms: Minus symptoms:
= Tooth pick (pin-prick hyperalgesia), cotton applicator moving on skin = Ankle jerk, ask to walk on
causing discomfort {allodynia) heels and toes
Minus symptoms:

* Vibration sense with tuning fork at the base of the toa (impaired if <8/8; in
patients =60 years, impaired if <6/8); proprieception (recognising direction
of moving fingers and togs)

= Sensation on hands and feet with cotton applicator (decrease in
symmetrical stocking glove pattern)

* Romberg test for approximately 20 seconds (standing stable with eyes
closed), walking with eyes closed

ESMO guideline (Ann Onceh2020)
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Other immunosuppressants (LO4AX)
Other antineoplastic agenits (LO1XX)

Protein kinase inhibitors (LO1XE)
: Monoclonal antibodies (LO1XC)
Platinum compounds (LO1XA)
Taxanas (LO1CD)
Vinca alkaloids and analogues (LO1CA)

Pyrimidine analogues (L01BC)
Purine analogues (LO1BEB)

Figure 4. Mosaic plot of outcomes of chemotherapy-induced peripheral neuropathy. The plot is divided into
rectangles where each vertical length represents the proportion of each level of the Y variable within each level
of the X variable.
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Table 1

Overview of included studies.

) XX THELRAHEE

-

First author (year)

Study type and qualicy
(COMSORT/STROBE score)

Incidence [95% C1)

Main cancer class
[chemotherapy)

Dose (mgm®)
(mean ar cumulative)

Antonacopoulou [ 20049]
Argyricu (2005)

Argyricu (20077 [8]
Argyricu (2007
Argyriou (2012)
Argyriou (2013)
Artal [ Z2009]
Baldwin (2012}
Cascinu [ 19495)
Cascinu [ 2002
Chaudhary {2008
Dimopoulos [2011)
Gandara ({19495)
Ghoreishi {2012)
Glendenning (20107
Gobran (2013)
Ishibashi {2010)
Johnson {2011)

Eawakami [ 201.2]
Eemp (19496)
Erishnan {2005)

Lim {2006

Billa (20097

Face [2003)

Face [2007)

Face [(2010)
Manting {1999)
Flasmati [2002]

Van der Hoop {1999
Vo Schlippe (2001)
Waon [2012]

Prospective cahort
Prospective cohort [18/22)

Prospective cohort (19722
Prospective cahort (19722
Prospective cohort (19722
Prospective cahort (20722
Prospective cohort (19722
Prospective cahort (20722
RCT (18/25)

RCT (16/25)

Prospective cohort (13722
RCT (21/25)

RCT (18/25)

RCT (19/25)

Cross sectiagnal cohort {21/22)
RCT (13/25)

RCT (20/25)

RCT (23/25)

Prospective cahort (14722
RCT (19/25]

Prospective cahort (16722
Randomised trial {15/24)
Randomised trial {11/24)
Randomised trial [11/24)
Prospective cahort (14722
RCT (19/25)

Randomised trial {13/24)
Prospective cohort (15722
RCT (12/25)

Prospective cohort [9/22]
Prospective cahort [16/22)

58.8% (42.2-75.3)

42 8% (16.9-68.7)
G4% [45.2-82.8)

69.2% (44.1-94.3)
§3.3% (77.3-80.3)
84 5% [70.4-80.5)
66.6% (44.8-88.4)

G4% [45.2-82.8)
78.0% (60.6-97.3)
06.2% (89.2-103)
46.7% (41.4-52.1)
12.1% {5.6-185)

20 1% (15.5-24.7)
708 [53.6-86.4)
03.7% (81.9-105)
32.1% (29.1-34.9)
19.6% {16.3-22.9)
76% [64.1-87.8)
67-5% [59.2-75.8)
SO [25.5-74.5)
90 [71.4-108)
02 8% {79.3-106)
B5.7% (67.4-104)
02 8% {79.4-106)
41.6% (21.9-61.4)
13.5% {2.5-24.5)
06% [B8.3-103)
41.6% (13.7-69.5)
17.2% {3.4-30.9)
40.6% (30.8-50.4)

Colorectal (oxaliplating

Lung {cisplatin}

Colorectal (oxaliplating

Multiple salid (cisplann and paclitazxel)
Colorectal (oxaliplating

Colorectal (oxaliplating

Colorectal (oxaliplating

Gastrointestinal {cisplatin]

Colorectal (oxaliplating

Bultiple myeloma (bortezomib and thalidomide)
Multiple myeloma (bartezomib)

Owarian and lung {cisplating

Testicular (cisplatin and vincristine)
Colorectal (oxaliplating
Colorectal (oxaliplating

Bultiple myeloma (rhalidomide)
[Vincristime)

Lung {cisplatin and paclitaxel)
Gynecological [cisplatin
Colorectal (oxaliplating
Colorectal (oxaliplating
Colorectal (oxaliplating

Multiple solid [cisplatin)

Breast (paclitaxel)

Multiple solid (cisplann)
Multiple salid {cisplanin)
Multiple myelama (thalidomide)
Gynecological [cisplatin)
Testicular (cisplating

Colorectal (oxaliplating

1980
120
1740
1267
1646
1651
1278

7R3
36
384
379
400

763
T28

1200
1200
772
420
1744
450
401
18
416

935

Abbreviation: RET, randermized controlled trial {note that randemised tnals, as opposed to RCTs, did not have blinding ar placebo).
— Cumulative or average dose not reported. Reported cumulative dose refers to actual dose received.
" Abstract only available; STROBE assessment not possible. Where upper 95% confidence intervals exceeded 100, only 100% were recorded, as this is clinically interpretable.

" Srudy pooled incidence across chemotherapy types included.
" Study pooled incidence across cancer types.

M. Seretny et al. / PAIN 155 (2014)2461—2470
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Table 1. CIPN prevention: studied interventions

frozen socks and gloves

Intervention Comments LoE/GoR References
Pharmacological intervention (none of these can be recommended)
ALC ALC therapy resulted in significantly worse I, E =
CIPN owver 2 years
Acetylcysteine Oualiplatin-based ChT I, D &
Alpha-lipoic acid Platinum-based ChT I, D e
Amifostine Platinum- and taxane-based ChT I, D ™
Amitriptyline Vinca alkaloids, platinum-based or taxanes I, E =
Calcium/magnesium Exclusively oxaliplatin-based ChT L E =
Calmangafodipir® Sa far only positive randomised phase Il study, phase Il Mo recommendation possible -
study (POLAR programme) is ongoing
Carbamazepine Oxaliplatin-based ChT I, E e
DDTC Cisplatin-based ChT I, E i
GSH Platinum- and taxane-based ChT I, E e
Goshajinkigan Platinum- and taxane-based ChT I, D o
Minocycling Taxane-based ChT I, o -
MR309, selective sigma-1 So far only a positive randomised phase Il study (potential No recommendation possible ™
receptor antagonist neuroprotective)
Nimodipine Cisplatin-based ChT I, E &
Omega-3 fatty acids Taxane-based, positive outcome but small sample size I, D -
{n = 57), not enough evidence to support the use
Vitamin B Taxane-, oxaliplatin- or vincristine-based ChT I, D -
Vitamin E Platinum- and taxane-based ChT I, D -
Multivitamin use DELCaP study. Patients were asked for multivitamin use. m, o e
Those who used multivitamins had a reduced risk of
CIPN, but this was probably a surrogate for other
related behaviours, which might be the actual
drivers of the association with reduced CIPN
Non-pharmacological intervention
Acupuncture (n = 48), outcome of electroacupuncture was worse than I, E
with sham acupuncture
Exercise Many early reports suggest a possible protective effect of I, C
exercise on CIPN
Compression therapy using surgical gloves In one study, additional drugs such as duloxetine were I, C
allowed
Cryotherapy with, for example, Most evidence available for taxane therapy I, C

ALC, acetyl- -carnitine; ChT, chemotherapy; CIPN, chemotherapy-induced peripheral neuropathy; DDTC, diethyldithiocarbamate; GoR, grade of recommendation; GSH

glutathione; Lok, level of ewidence

1 Antioxidant agent, mimicking the mitochondnal enzyme manganese supercaide dismutase, thereby protecting cells from oxidative stress

ESMO guideline (Ann Onceh2020)
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(Kadakia et al. J Pain Symptom Manage.2014:47(6))

[ORXERFB) 4 F 54> THEE(LallaR V et al. Cancer. 2014:120(10))
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(Marks DH et al. JAMA dermatology. 2018)

[FHEICBIT 5 AFEmX]
. ﬂ(H- —Ga) I:l HE;%il]é I:l W%%Bjj * Mahood, et al. Journal of Clinical Oncology (1991)

. EE&?%*D%H%%%BH * Nangia, et al. JAMA(2017) ; Rugo, et al. JAMA(2017)
. EyepackL: J: % E @;%fl]éﬂﬂlz#%%lyj * Loprinzi, et al. Cancer (1994)

HBFEEO5EHSMEE - RERBEZEFPS - scotte, etal. 1CO(2005) Cancer (2008)
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Study Flow
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XWE&RE (n = 40)

Fiip (%) Mean(SD) 56.0 (13.8)

K& (kg) Mean (SD) 55.6 (7.5)

BMI (kg/m?) Mean (SD) 22.4 (4.3)
EFZE  n(%) 3 (7.5%)

W ARE - BMI n(%)

EINA 19 (47.5%)
AR A 18 (45.0%)

mfAIZLAY A 3 (7.5%)

AUC(p g - h/ml) Mean (SD) 7 5 (1.4)

www.icrweb.jp
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[(52] CIPNSEE (BHEET)

10 W :
(%) F |
! (P<0.001)

50 ) 8 55.6
. 25.0 25.0
10 I Al b E48

(%) £
' (P<0.001)
50 38.9
0.0
7 A8l Lb & A

P value : McNemar’s test

O ONAfos DHERAEIOHS

F




Patient Neurotoxicity Questionnaire (PNQ)
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Support Care Cancer. 2009 Dec;17(12):1483-91.
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P value: log-rank test
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CIPNREDEEH L ET=ER

F (ENAE) B (EN A
CIPN* CIPN7Z: L CIPN* CIPN7Z: L
(N = 21) (N = 15) PT (N =21) (N = 15) Pt

S5 FE WD (SD) 54.9 (14.5) 57.0(13.4) 0.68 54.9 (14.5) 57.0 (13.4) 0.67
ZIBMI(SD) 24.0(3.3) 23.1(2.5) 0.39 24.0 (3.3) 23.1(2.5) 0.39
P2 43 = 24 (%) 0 (0.0) 3 (20.0) 0.06 0 (0.0) 3 (20.0) 0.06
#eE PR IR BRI 250(%) 2 (9.5) 1(6.6) 1.00 2(9.5) 1(6.6) 1.00
- ‘e E 3814.8 3759.7 3814.8 3759.7

B AR (SD) (760.4) (484.2) 0.81 (760.4) (484.2) 0.81
S RIE, Fmg (SD) 3.1(0.5)  3.2(0.4) 0.43 3.7 (0.49) 3.7(0.3) 0.67
EIRE) T EIE (SD) 19.3 (6.4) 20.3(10.1) 0.71 14.2 (7.1) 17.5(9.1) 0.24
R HR— FRE(SD) 78.7 (16.0) 77.1(26.1) 0.83

*CIPNFIE =B B4LFICXBENTLHIREDBRAER

T P values = t-test or Fisher's exact test

www.icrweb.jp
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*Dose Intensity(DlI)

cut off=68.6(median)
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