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Comorbid medical conditions

e Anemia

e Malnutrition

¢ Thyroid dysfunction
[ ]

Infection

/'

Direct effects of cancer
and tumour burden

Cancer related fatigue

Exacerbating comorbid
symptoms
e Chronic pain

e Deconditioning

¢ Sleep disturbances

Treatment side effects
¢ Chemotherapy
o Radiotherapy
e Surgery
¢ Medication side effects

Psychosocial factors
Coping with chronic

Anxiety
Depression

British Journal of Cancer (2004) 91, 822—-828
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(Kirshbaum, M. ,2010)
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7% $ (Ahlberg, K., Ekman, T., Gaston-Johansson, F., & Mock, V. ,2003, Radbruch et al,
2008)
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JERESZ ERHA:
moehriE (14.3%) ZL7E (20.3%)
sH1EIETETE (28.1%) (Goedendorp, et al., 2008)

JEfE A EHAR
39-90% (Patrick, et Al, 2008)

TR {7 G HA:
36% REIEfFAE SR PFEERIREE,
12%MEEF S EERERNEE (n=646) (Kuhnt, et al., 2009)

JERE < HA:
76.7 %-96 %
(Chiu, et al., 2000; Conill, et al, 1997; Georges, et al., 2005)



Patients anticipating side effect (%)
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Fatigue Nausea Sleep Hair loss Weight loss Depression
disturbance

Side effects of treatment anticipated by patients ' ¢ Oncologist, 2007

scheduled to receive chemotherapy or radiotherapy.
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Top 10 Overall Problems—Their Rank and Occurrence for the 4 Most Common Cancers

All cancers Breast cancer Colorectal cancer Prostate cancer Lung cancer
Problem and overall rank Rank % with problem Rank % with problem Rank % with problem Rank % with problem
JFearful my illness gll_r;ngln 2 70.7 1 67.9 2 488 2 742
2. Fatigue, loss of streng 1 798 (3) 60.7 (1) 132 (1 7.7
3. Concem about relapsing 588 63 6 4 61.3
4. Fears about the future 3 62.5
5. Sleep difficulties 6 58.7
6. Sexual dysfunction :
7. Difficulty making lon,
plans 53.1 38.6 5 59.4
8. Uncomfortable with changes
in my physical appearance 6 379 gk 35.1 : 10 46.9
9. Preoccupied with being ill 10 4038 b 375 “ 259 7 54.7
10. Feeling vulnerable 8 459 : 10 25.6 :
* The problem was not in the top 10 for this type of cancer. Cancer, 2005

® The problem was one of two that tied for the 8th most common problem for this cancer type.

5T 2 BATERRIE Sa R R R R R AR AR R B At 7

J Clin Oncol, 2000
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Eur J Cancer, 2003
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A Reconceptualization
Karin Olson, RN, PhD

Table 1. Key Domains of Adaptation in Relation to Tiredness, Fatigue, and Exhaustion

Emotional Control Over
Term Sleep Quality Cognition Stamina Reactivity Body Processes  Social Interaction
Tiredness Normal sleep pat-  Forgetful Gradual loss of energy ~ Impatient Body and mindwork  Engages in normal
temn, feel rested In propartion to energy together. soclal activities
expended
Fatigue Chronic disrupted ~ Inability to concen-  Gradual loss of energy — Anlous Mind over body Saves energy for
sleep pattern, do  frate out of proportion to participation in en-
not fegl rested energy expended Joyable activities
Exhaustion Erratic sleap Confusion Suddenloss of energy  Emotionally numb  Body over mind Withdraws from all
pattern, Including out of proportion to social activities
periods of insom- energy expended
nia and periods of
hypersomnolence

R 5> RE-> 35
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R85 5 =3 Brief Fatigue Inventory (BFI)

e Developed at M.D. Anderson Cancer Center

B EREHAZRTNBE
* General activity, mood, walking ability, normal
work, relationships, and overall enjoyment of

life
- AR BEH1ER
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Brief Fatigue Inventory-Taiwanese (BFi-T) Form
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Brief Fatigue Inventory-Taiwanese (BFI-T) Form

4. FREBHEERYH—BEHNT - MERREBR24NEFNRSMEIHRERU TS A @E:

A. —REEEN

orJ 1] 2] 3[] 401 &[] 6] 7] 8[] 9[] 101[]
V2 H Wik T2 EI e
B. {54

o) 10J 20 3L] 40 50 6] 7[J 8] 9] 10¢[]
/2 Wik 58 = F5k5E
C. 7TE&EN

o) 1031 201 3] 40] 501 6] 7[)J 8[] 9] 10[]
V2 Wik 58 2 FIiHEE
D. [FR TE@EINETIER BE R

o) 1071 201 3] 40] 501 6] 7[]J 8] 9] 10[]
R WiHE 582 S YikkE
E. Bfth A BIRATR

o) 1071 201 3] 40] 501 6] 7[J 8] 9] 10[]
A WitE 562 2 F ikt
F. £3FE%

orJ 10J] 2] 3] 401 &[] 6] 7] 8[] 9] 10

V25 Wik

]
SE B2 EW5k5E




4 B IR 5k B AE A

Brief Fatigue Inventory-Taiwanese (BFI-T] Form

S BEHMLIRE

o 09 : ELELAERNRRE

1-390: F—RMR (KEARESRAR, EEAERE—FR)
4-67 TR R, TERZH—FMNERMERR)

7-95  HHER (KL EREBEER)

109 :JEE R (REFRZBESER)

» FFO AT AS9RER D SINARZ ENFI9(E

29



}i HES 2_ R : HF -?f—?&’.%ﬁ (Numerical Rating Scale, NRS)

BERFLBSRYEBREE

B R REET » 3L P E ﬁéﬁ&  MEA AR RIEE AT
NCCN guideline & F & — Rk K ip4T

1. NCCN. NCCN Clinical Practice Guidelines in Oncology: Cancer-Related Fatigue, Version 2.2017; 2017.
https://www.nccn.org/professionals/physician_gls/PDF/fatigue.pdf
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Table 3 Fatigue coping strategies (N=1207)

Variable

1. BEURAEERE

Yes 1100 92.0

No 97 8.0
2. FATHMEEARRIEE

Yes 678 56.2

No 529 43.8
3. BB ARTHNRBRRER

Yes 792 65.6

No 415 34.4
4. BEEAB SR TRAENEEERE

Yes 661 54.8

No 546 45.2
5. R ERESEARNEIRERE

Yes 1008 83.5

No 199  16.5

® BEEESHELR-E
& EA R A R AR

& EEEEXxEH9EHRAR
ﬁ&&tﬁ%ﬁﬁ%%%ﬂ:
B 73 AR

& BEABXHRRILE
BEREE Y SRR

& EREABLTFHER
BEAREN ARE

® HZENREFRYER
FEHBRERBEHE -

75
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Table 4 Rank of fatigue intervention treatment (N=1207)

Overall (N=1207)

AELLS Item n %
1 Nutrition 627
2 Sleep 623
3 Exercise 569 47.1
4 ECAM? 558 46.2
5 Relaxation 437 36.2

2 ECAM: Energy Conservative and Activity Management/Ei 4835

® AREHRAE
FAERE@HERRAKRS LA F-HE - -FEEUK
BEAR AR A SR o

24



F& B M & B (ICD-10 & BFD:AZE

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

Variable
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 gg?
No 925 .

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

Yes 868  (71.9)

No 339 5.
100%

12074 & R B E > 80%

Ik EREE RN ZER 60%

& I BFI 32 87 2 & & £ 1CD-10 40%

3145 °

0%

ICD-10

183
391

459
115

%

31.9
68.1

80.0
20.0

BFI

%

99 15.6
534 84.4
409 64.6
224 35.4

without
Fatigue
M Fatigue

Figure 1 The percentage of diagnosis fatigue by ICD-10 and BFI

7
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Table 5 Occurrence and impacts of cancer-related fatigue based on ICD-10 and BFI
(N=1207)

Mean SD Mean SD Mean SD
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 2167
General Activity 2.54 2.86 3.24 3.05 1.85 2.47
Mood 2.50 2.71 3.04 2.79 1.97 2.52
Walking ability 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 3.09 G35 326 @9 275

° }E %@1«%%1}?2/\ j—\ié H ‘:F'
—ES ~ W ATARES iﬁlw\ﬁﬁkﬁ%‘%%i%
« EREAPIZEELET  REVHREE K TRHFXETE
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Screening Fatigue level 4-10

(Initial and periodic) Comprehensive assessment

0-10 scale = Review of body systems

= Review of medications

= Assessment of comorbidities

= Nutritional or metabolic assessment, or both
= Assessment of activity level

Fatigue level 0-3
Education and periodic
reassessment

Fatigue level 4-10

Primary assessment:

ascertain medical history

and do physical examination

= Disease status and treatment

= In-depth fatigue assessment

= Assessment of primary factors—ie.
anaemia, emotional distress, sleep
disturbance, pain, hypothyroidism Correction of possible causes Symptomatic therapy

Management of fatigue
= Refer as indicated
= Reassess regularly

= Treatment of the
primary factors
= Management of ) ' )
Treat identified comorbidities, Non-pharmacological Pharmacological

problems malnutrition,
deconditioning

Reassess degree

of fatigue

Reassess fatigue
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= All patients should be screened for fatigue.

" The severity and impact of fatigue on daily life should
be assessed in every patient.

" Treatable causes of fatigue should be managed
appropriately in an effort to reduce levels of fatigue.

NCCN Clinical Practice Guidelines in Oncology: Cancer-Related Fatigue, Version 2. 2017; .
https://www.nccn.org/professionals/physician_gls/PDF/fatigue.pdf
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NCCN Clinical Practice Guidelines in Oncology, Cancer-Related Fatigue, V.1.2015
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A Pan Ganadian Practice Guideline for Screening,
Assessment, and Management of Gancer-Related

Fatigue in Adults
Version 2 - 2015

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SDTotal Mean SDTotal Weight IV, Random, 95% CI IV, Random, 95% CI
Cheville 2013 -4.46 865 26 0.79 9.11 30 8.5%0.5817 [-1.1186, -0.0447] e
Reis 2013% -6.7 8.803 22 -1.25.644 19 7.7%0.7180 [-1.3532, -0.0828] S
Wenzel 20137 1 1.321 68 0.7 1.391 58 10.1%0.2203 [-0.1311, 0.5717] ™
Spahn 2013™ -2 1.401 25 -19 1.33 30 8.6%-0.0723 [-0.6033, 0.4586] e
Chandwani 2014"° -0.31.381 53 0.6 1.388 27 9.1%-0.6443 [-1.1189, -0.1697] v
Chandwani 2014 -0.5 142 56 0.6 1.388 27 9.1%-0.7730 [-1.2478, -0.2982] L
Kiecolt-Glaser 2014°" -8 12.396100 -4.6 12.965100 10.6%-0.2670 [-0.5455, 0.0114] ]
Andersen 2013%° -3.38 5732106 -1 6.083 107 10.7%0.4012 [-0.6725, -0.1299] Rl
Cantarero-Villanueva 2013% -2 1.082 32 0.34 1.063 29 7.7%-2.1529 [-2.7921, -1.5137] *
Bourke 2013" -555.186 43 -1 5439 42 9.3%-0.8394 [-1.2838, -0.3950] Sl
Husebo 2014%° 1.732.662 29 1.77 2.682 31 8.8%-0.0148 [-0.5211, 0.4916] —
Total (95% ClI) 560 500100.0%-0.5327 [-0.8347, -0.2306] <&
Heterogeneity: Tau? = 0.20; Chi? = 53.87, df = 10 (P < 0.00001); I = 81% " p j2 0 2 i
Test for overall effect: Z = 3.46 (P = 0.0005) Favours [experimental] ~ Favours [control]
Figure B.9.1.6.2: Estimate of Overall Efficacy of Physical Activity/Exercise Intervention (immediate post

response/treatment)
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1. Hsieh RK et al. J Clin Oncol 2015; 33(29_suppl):77.
2. Christensen Holz SA & Smith SR. Arch Phys Med Rehabil 2017; 98:1717-8.
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1. Bower JE. Nat Rev Clin Oncol 2014; 11:597-609.
2. Saligan LN et al. Support Care Cancer 2015; 23:2461-78.

3. Wang XS & Woodruff JF. Gynecol Oncol 2015; 136:446-52.
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Treat for pain, emotional distress,
and anemia as indicated per NCCN
Guidelines

K~ FEIEE R R b6k

Consider psychostimulants
(methylphenidate or modafanil)
after ruling out othercauses of
fatigue

R E AR B2 R EE R

Optimize treatment for sleep
dysfunction, nutritional
deficit/imbalance, and
comorbidities

ZEERARR - ERFBELR
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2010 EFIEESZEX[EIEE (Cochrane review)

4] IMMIRAE AN ZE (erythropoietin) M EX AL MERE L=
(darbopoetin) #HAZERE HIRIFER LWR - {BiE4E
FEYMNARREEZEZMHBERK » WAEZHANE
AR IBENRE

Minton O et al. Cochrane Database Syst Rev 2010; (7):CD006704. A
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Methylprednisolone + dexamethasoneZk
B R B ERREIRET
1) AR SEERANERBENEERE
2) BERIMERAERALZEERBE -
3) #EE A AREER - SHEEHEREIE
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(Level IB, Grade B)
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MCP-1 ~ IFN-y ~ IL-1B%
BRAF

1. Chen HW et al. Clin Invest Med 2012; 35:E1-11.
2. Chao YH et al. J Ethnopharmacol 2017; 207:184-91.
3. Kuo YL et al. Evid Based Complement Alternat Med 2015; 2015:917345.




Phase I/II{E4H i B

The Fatigue Improvement Rate Between
Cycle in PP Population (Baseline: Visit 1 of

70 Cycle 1) *  *: P=0.020 (The comparison
60 - 66.67 petween two cycles in the
61.29 ,
: 58.06 Control Group by McNemar’s
50 - test)

Treatment Group
40.74 (1st and 2nd Cycle PG2 and PG2

- Treatment; n=31)

D
o
|

Control Group
(1st and 2nd Cycle Placebo and PG;

Treatment; n=27)

Cycle 1 Cycle 2

- WEREZRANBFI-TIHR ATERENNISHE
« BRESIEIFNFBENARREZERYBRERERPESRZTEIAE
« FEARKREREMNES 82 ~ SURBE - SAERIIMN=ERNE

Chen HW et al. Clin Invest Med 2012; 35:E1-11.

The Percentage of Fatigue Improvement
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FIRR (%)

80

70

60

50

40

30

20

10

P=0.74

n=19/31

n=18/31

PG2-primed Group

M Cycle 1
OCycle 2

P=0.02
n=18/27

n=11/27

Placebo-primed Group

. R

15 R 7 MR 5 B 4

Y‘SIJ éﬂ/tl‘_ K5

AR

TABLE

cacy Evaluation Timepoint

FE‘.‘ 153

2. Fatigue Improvement Response Rate (FIRR) at Each Efh

PG2-primed group

Placebo-primed group

Nof ) Nof P valuet
FIRR evaluable | FIRR | evaluable
patients patients
Cycle 1
Week 1 [ 57.14% 35 32.26% 31 0.043
Week 2 57.14% 35 36.67% 30 0.099
Week 4 60.00% 35 40.00% 30 0.108
Cycle 2
Week 1 51.51% 33 57.14% 28 0.660
Week 2 52.94% 34 64.29% 28 0.368
Week 4 58.60% 31 66.67% 27 0.501

tChi-square test
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Early Oncologic  P. value
Palliative Care
care with
Oncologic
Care
P’t No. 77 74
Median
Survival 11.6 mth 8.9 mth 0.02
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