An Epidemiological Survey Of
Cancer-Related Fatigue (CRF)
Among Taiwanese Cancer Patients
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Regorafenib (N=500) Placebo (N=253)
Any grade Grade 3 Grade4  Anygrade Grade 3 Grade 4
Any event 465(93%)  253(51%)  17(3%)  154(61%)  31(12%)  4(2%)
Clinical adverse event

Fatigue 237 (47%) 46 (9%) 2(<1%) 71(28%)  12(5%) 1(<1%)

Hand-foot skin reaction 233 (47%) 83 (17%) 0 19 (8%) 1(<1%) 0

Diarrhoea 169 (34%) 35 (7%) 1(<1%)  21(8%) 2 (1%) 0

Anorexia 152 (30%) 16 (3%) 0 39 (15%) 7 (3%) 0

Voice changes 147 (29%) 1(<1%) 0 14 (6%) 0 0

Hypertension 139 (28%) 36 (7%) 0 15 (6%) 2 (1%) 0

Oral mucositis 136 (27%) 15 (3%) 0 9 (4%) 0 0

Rash or desquamation 130 (26%) 29 (6%) 0 10 (4%) 0 0
Event Nivolumab (N=131) Docetaxel (N=129)

Any Grade Grade 3 or 4 Any Grade Grade 3 or 4
number of patients with an event (percent)

Any event 76 (58) 9 (7) 111 (86) 71 (55)
Fatigue 21 (16) 1(1) 42 (33) 10 (8)
Decreased appetite 14 (11) 1(1) 25 (19) 1(1)
Asthenia 13 (10) 0 18 (14) 5 (4)
Nausea 12 (9) 0 30 (23) 2(2)

. Diarrhea 10 iﬂi 0 26 iE{]i 3 iEi .
L

N Engl J Med 2015;373:123-35




Definition of Cancer-Related Fatigue

NCCN: A distressing, persistent, subjective sense of physical,
emotional, and/or cognitive tiredness or exhaustion related to
cancer or cancer treatment that is not proportional to recent
activity and interferes with usual functioning.

*Healthy fatigue : an acute fatigue that is eventually relieved by
sleep and rest.

**Negative impacts on

Mood Physical function
Work performance Social interaction
Family care Cognitive performance
School work Community activities

Sense of self
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Brief Fatigue Inventory-Taiwanese (BFI-T) Form
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Brief Fatigue Inventory-Taiwanese (BFI-T) Form
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FACT-G7 (Version 4)
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Demographic
Characteristics

Age (Mean/SD)
Gender
Male
Female
Occupational Status
No work
Part-time
Full-time work
Marital status

Single
Married
Divorce/Widower
Education
Illiterac
Elementa
Junior high school
High school
University/ Master
missing
Regular Exercise

o

=

€S

N=120 n=574 n=6

57.12 57.80

630
577

845
67

295

140

948
119

49
260

218

399
280

1

669
538

12.45

52.2
47.8

70.0
5.6
24.4

11.6
78.5
9.9

4.1
21.5

18.1

331

23.2
0.1

55-4
44.6

316
258

410
29
135

70
448
56

27
124
113
184
126

4)

351

12.55 56.36 12.3
55.1 314
44.9 319
.@ 435
. 38
23.5 160
12.2 70
~78.0 500
9.8 63
4.6 22
21.6 136
19.7 105
32.1 215
22.0 154
(4] 1

61.1 318 50.2




iRt

® I R

& SRR E REESH A VUE - ECOGRE R ~ EIRIRREE E
& —FEN B TEE SE RS S A
& 2 BB EEIHEE TR BE2.057 06 (SD=1.003) (C&FHEHE &
{EEVERE ~ IETEARE ~ 17 - (2806 - Bl aF - ekt
B~ EEREITELEA - ILA 8{EEETR)
& ERNEESEEE R : LEaE

How many Treatment did 2.05 1.003
(Mean/SD)

Ever Treatment category

Chemotherapy 976 80.9
Radiation 423 35.0
Operation 598 49.5
Target Therapy 304 25.2
Hormone Therapy/TACE/RFA 189 15.6




Diagnosis n %
1 Breast cancer 201 16.7
2 Head and neck cancer 175 14.5
3  Colorectal cancer 140 11.6
4  Others® 119 9.9
5  Lymphoma 101 8.4
6 Lung cancer 97 8.0
7 Hematology 94 7.8
8  Gastric cancer 72 6.0
9 Liver cancer 60 5.0
10  Esophageal cancer 52 4.3
11  Gallbladder cancer 28 2.3
12  Pancreatic cancer 27 2.0
13 Bladder cancer 19 1.6
14 Prostate cancer 12 1.0
15 Cervical cancer 10 0.8




Clinical Disease Inpatient Outpatient -
Characteristics N=120 n=574 n=6

Nl % o % _n %
002

o 78 6.5 26 4.5 52 8.2
T 148 123 60 105 88  13.9
NI 225 186 97 16,9 128 20.2

483 400 257 448 226 357
RO 273 226 134 233 19 220
ECOG .000
PO 354 293 93 162 261 412
T 616 51.0 301 52.4 315 49.8
2 165 13.7 114 19.9 51 8.1
R 59 4.9 54 9.4 5 0.8

4 13 1.1 12 2.1 1 0.1
.000
246  20.4 37 6.4 209 33.0

498 413 237 41.3 261  41.2

122 10.1 56 9.8 66 10.4

178 14.7 130 22.6 48 7.6

163 13.5 114 19.9 49 7.7
Accept treatment .000
during one week

643 53.3 339 59.1 304 48

564  46.7 235 40.9 329 52

How many treatment did 2.05 1.003 1.95 1.006 2.15 0.990 .000

- (Mean/SD) i -
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Table 3 Fatigue coping strategies (N=1207)

Overall
Variable N 120 N .~
: ® LR R

R R
1100 920 @ HEFIFFHNEZBAER

97 8.0 REIFEEHEEEA

678 56.2 J E‘Z
520 43.8 @ B ABTEHERILE
BRIEE Y /N

792 65.6 @ HEEABLTHUERE
— R BEHREEL AR
661 sq.8 € HEE/\EEEEE
546  45.2 R BENERERET -
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Table 3 Fatigue coping strategies

(=2)
Variable N=120 n=574 n=6 value
NS RS RS

1. BERE AR RS  0.004 ;
S

1100 92.0 542 944 568 897
97 8.0 32 56 65 103
2. W A EENHEEN\ SR 0.868
678 56.2 321 559 357 56.4
529 43.8 253 44.1 276 43.6
3. B A\ B X8R BRI 0.081
792 65.6 391 68.1 401  63.3

415 34.4 183 31.9 232  36.7

__________
~ '~

4 BB B TR RN E R {0.023)

2
_______

661 54.8 334 58.2 3oy 51.7
546 45.2 240 41.8 306 48.3
5. WE YK EREANEKEE 0.921

l 199 16.5 94 16.4 105  16.6 B




Causes of fatigue

(on)

Comorbid medical conditions
e Anemia
e Malnutrition
¢ Thyroid dysfunction
e Infection

/'

Direct effects of cancer
and tumour burden

Cancer related fatigue

Exacerbating comorbid
symptoms
« Chronic pain

e Deconditioning

e Sleep disturbances

Treatment side effects
¢« Chemotherapy
« Radiotherapy
« Surgery
L ]

Medication side effects

Psychosocial factors
» Coping with chronic
liness
e  Anxiety
» Depression
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Table 4 Rank of fatigue intervention treatment (N=1207)

Overall (N=120
——_

Rank

Nutrition 627 /519
Sleep 623 51.6
Exercise 569 471
ECAM?2 558 46.2
Relaxation 437 36.2

a ECAM: Energy Conservative and Activity Management/&i14\ 55
e
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—Table 5 Occurrence and impacts of cancer ed.fatigue-based.Qn..IC,D:.l.Q-and.BEl-(l.\Z.;.1207)

Variable N=120 n=574 n=6

ICD-10 fatigue

There is evidence from the history, physical

examination, or laboratory findings that the

symptoms are a consequence of cancer or cancer

therapy.

Yes 282 (3.4 183 (3193 99 ¢ 15.5)

_______

o 925 766 391 7681 534 84.4

BFI-T
Have you felt unusually tired or fatigue in the last
week?

,,,,,,,,,,

Yes 868 {71.97 459 (" 80.0 409 (" 64.6

__________________________

o 339 281 115 30.0 224 35.4

100% —/
12071 R B E o
PhE i E R R E R4S R o g
{55 FH BFI 22 Ryl =2 ICD-10 =1
Y311 e

0%

without
Fatigue

e percentage of diagnosis fatigue by -10 an



B RRE E =3R (BFI)

Table 5 Occurrence and impacts of cancer-related fatigue based on ICD-10 and BFI
(N=1207)

BFI n=1000

Current Fatigue 3.45 2.64 3.94 2.62 2.96 2.57

General fatigue during the past 24 3.47 2.52 3.97 2.51 2.96 2.44
hours
Worst fatigue during the past 24 hours 4.60 3.06 5.14 2.96 4.06 3.08
Interference of fatigue 2.40 2.45 3.01 2.59 1.81 2.16
General Activity 2.54 2.86 3.24 3.05 1.85 2.47
2.50 2.71 3.04 2.79 1.97 2.52
Walking abili 2.34 2.84 2.97 3.07 1.71 2.43
Normal work 2.58 3.17 3.24 3.46 1.93 2.70
(includes both work outside the home
an daily chores)
Relations with other people 1.80 2.52 2.20 2.72 1.40 2.23
Enjoyment of life (267 3.09 335 3.26 1 99 2.75
s REUIBAEE N RKEEF
—EE) - (548 - fTERES] ~ IEE TF ~ B ARA(R - E=240E
FIREAF T R T R I i e
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_Table 6. Quality of Life “in cancer patients.ij

=& (FACT-G7)
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Total Inpatlent Outpatient {)
Variable (N 1207) (n=574) (n=633) valuee

Quallty of life?
y51ca well-being?

ave a lack of energy
(fatigue)?

ave pain

ave nausea

worry that my condition wi
get worse 2

17.57
2.97
2.60

2.02
2.70

2.88
3-34
2.60
2.01

2.03

6.01
0.91
1.36
1.15

1.18

1.22
1.03
1.36
1.31

1.32

2.70
2.39
1.73

2.38

2.60
3-13
2.39
1.84
1.68

6.02
0.97
1.40
1.10

1.24

1.32
1.14
1.40
1.27

1.29

19.29

3.22
2.78
2.29

2.99

3-13
3-53
2.78
2.16

2.34

5.48

0.78
1.30
1.37

1.05

1.06
0.87
1.30
1.32

1.27

mmmm—

15.68
.000
.000
.000
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Table 7 Symptom distress in cancer patients in Taiwan

Variable (N=1207) (n=574) (n=633) valuee®
Mea SD SD 7

SD Mean Mean
2.36 =2.81 294 3.07 184 244 /000

3.00 2.86 3.57 2.99 2.48 2.63 ,,"".ooo

Nausea 1.19 2.13 1.62 2.42 0.80 1.74 .000
Vomit 0.84 1.95 1.21 2.32 0.50 1.45 .000
Depression 1.65 2.44 2.15 2.71 1.20 2.08 | .000
Constipation 1.37 2.39 1.73 2.59 1.04 2.15 .000
Alopecia 1.30 2.67 1.53 2.83 1.08 2.49 .003
Diarrhea 0.82 1.85 1.04 2.10 0.62 1.55 .000
2.52 2.93 2.92 3.03 2.16 2.79 .000
Short of Breath 0.97 1.95 1.21 2.21 0.75 1.66 .000
Anorexia 1.95 2.81 2.59 3.08 1.38 2.39 "‘-.‘.ooo '
Weight Loss 1.28 2.40 1.74 2.78 0.86 1.89 \“\.ooo ,'"'
gbr;kl&%e 1.34 2.42 1.83 2,75 0.89 1.96 :‘Qog,f"'l

H##E725(p=0.000~0.003)
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Table 8 Rank of symptom distressin cancer patients in Taiwan

Fatigue 3.00 2.86

Insomnia 2.52 2.93
Pain 2.36 2.81

Anorexia 1.95 2.81

Depressio
pre 1.65 2.44

Overall (N=1207) Inpatient (n=574) Outpatient (n=633)
Rank

Fatigue 3.57 2.99 Fatigue 2.48 2.63
Pain 2.94 3.07 Insomnia 2.16 2.79
Insomnia 2.92 3,03 Pain 1.84 2.44
Anorexia 2.59 3.08 Anorexia 1.38 2.39

Depressio Depressio
n 2.15 271 n 1.20 2.08

© FrETEREEE T H207(\ERN B R EE JH TR A4
(DEE (2)FERAE (3K QEXAR G)EE




B & RIRR A

N MR B E T =

/'\"ff % 75 (ICD-10 & BFI)EH&

N~ JEERE A G E =272 (FACT-G7)

TN ﬁffﬁﬁﬁfam HE SRR

/*\ > PRy HICD-10E(BFIZETK 688 7 4 /f o/ E 7= 5%
T’“‘ A ICD 10 BFIR2 IR (88 2 IE N &

J\ A/ﬁnnﬁ/\rﬁﬁ NEREEET
(o] B AR E# R B H Ay (B V)EL -

|
o Bw o >




IR ETHICD-10E(BFIZZ IR EE &

2% /ﬁ"‘i =5

Table 9 Compare Quality of Life by ICD-10 and BFI with fatigue and without fatigue

ICD-10 ICD-10
With fatigue

Without
fatigue
(n=282) (n—925)

With fatigue Without fatigue

_______
SN,

17.57 6.01 1216 5.19 19.22 5.23 ':ooo_,,15 70 5.53 22.37 4.31 { 000

___________

Note: @ Quality of life was measured by the Functional assessment of cancer therapy-general (FACT-G7) ranging from o-
28, the higher score means the higher quality of life. ® analyzed by t test between inpatient and outpatient.

Quality of life

25

20

10 -

Total (N=1207) ICD-10 with  BFI with ICD-10 BFI without

7
e
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Table 10 Compare symptom distress ¢ by ICD-10 and BFI with fatigue and without fatigue.

ICD-10
dril HEN =T Without oy Without
Variable With fatigue e With fatigue fatigue
N=120 =282 =868
( 7) (n=282) (n=925) (n=868) (n=339)

—--
ymptom """"""""""""""""
distress 20.58  20.70 40-5 22.46 14.49 15.73 QQ_(_)__./ 26.70 21.12 4.89 6. 48

Note: a symptom distress scale have thirteen items ranging from 0-130, the higher score means the
higher symptom distress. .
__ symptom distress

64 -

32 -

16 -

8 - B symptom distress

4 -

5 |

1 T T T T

Total ICD-10 BFI ICD-10 BFI
with fatigue with fatigue without fatigue without fatigue
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Table 11 Examine AUC & ROC of QoL and symptom distress with fatigue diagnosing by ICD-
10 & BFI

ICD -10 0.171 0 851
BFI 0.172 !

oo
________

e
-
e
-

a Fatigue severity is one item of symptom dlstrf’
higher fatigue distress.
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45w (3)-ICD-10 vs. BFI
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Non-pharmacological specific interventions

Physical-based therapies
*Message therapy (category 1)

Vo ELREY

Psychosocial interventions
*Cognitive behavioral therapy
*Psycho-educational therapy
*Supportive expressive therapy
NN 4 g i~

Activity enhancement (category 1)

*Maintain optimal level of activity

*Consider initiation of exercise
program of both endurance and
resistance exercise

*Consider referral to rehabilitation
: physical therapy, occupational

therapy and physical medicine
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Pharmacological therapy on CRF

Treat for pain, emotional distress, Optimize treatment for sleep
and anemia as indicated per dysfunction, nutritional
NCCN Guidelines deficit/imbalance, and

i AR comorbidities
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Consider psychostimulants
(methylphenidate or modafanil)
after ruling out other causes of
fatigue
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Want can we do in the next steps?

Data mining:
Disease-related variables
Treatment-related variables

Demographic variables
Psychological, physical, social and behavioral variables

Effect of intervention

Social support

Medical support, including nutrition,
medicine, physical , and psychiatric supports.
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