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Referral criteria for outpatient specialty palliative cancer care:

an international

consensus.
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Florian Strasser, Tiina Saarto, Nathan Cherny,

Paul Glare, Stein Kaasa, Eduardo Bruera

Lancet Oncol. 2016: 17(12):e552—-e559.
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- BAZ2%: much too early, too early, Appropriate, too late, much too late

. ——X :Strong agree, Agree,

neither agree nor disagree, disagree, strong disagree
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Cancer diagnosis

Within 1 month of diagnosis for patients with median survival =1 year |

Within 3 month of diagnosis for patients with median survival =1 year |

Within & month of diagnosis for patients with median survival =1year [7J

Within 1 month of diagnosis for patients with median survival =1-2 years |

Within 3 month of diagnosis for patients with median survival >1-2 years |

Within 6 month of diagnosis for patients with median survival >1-2 years I

Within 12 months of diagnosis for patients with median survival >1-2 years |

Treatment trajectory

Progressive disease despite first-line systemic therapy

Progressive disease despite second-line systemic therapy |
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Effects of Early Integrated Palliative Care in Patients With
Lung and GI Cancer: A Randomized Clinical Trial.

DA B I WHIEFR/AABEBICHLTOREH M DFFHE
BT T —EADHTADEZE  EEHILHER

Temel JS, Greer JA, El-dawahri A, Pirl WF, Park ER, Jackson VA, Back AL,
Kamdar M, Jacobsen J, Chittenden EH, Rinaldi SP, Gallagher ER, Eusebio JR, Li Z,
Muzikansky A, Ryan DP.

J Clin Oncol. 2017. 10;35(8):834—841
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Patients with incurable thoracic
and noncolorectal cancers (N = 2,753)

Eligible

Did not meet inclusion criteria

(n=2,261)

Did not receive oncology care at institution (n = 1,715)
Clinician reported patient needed

palliative care or hospice

Did not speak English
ECOGPS =2

Clinician reported study not appropriate
Died before next appointment

patients (n = 480)

Study closed during eligibility period

Not enrolled (n=130)
Study not offered (n=13)
Patient refused participation (n=117)

Patients enrolled
and randomly assigned (n = 350)

Allocated to early palliative care (n = 175)

12-week follow-up assessment

Completed
Did not complete

{n = 148)
(n=27)

Died before assessment time  (n=6)

Hospitalized/hospice (n=8)
Transferred care (n=4)
Withdrew consent {n=5)
Mailed and not returned (n=1)
Refused (n=2)

24-week follow-up assessment

Completed
Did not complete

(n=118)
{n=57)

Died before assessment time  (n = 27)

Hospitalized/hospice (n=8)
Transferred care (n=29)
Withdrew consent (n=7)
Mailed and not returned (n=1)
Refused (n=5)

Allocated to usual care (n = 175)

12-week follow-up assessment

Completed

Did not complete

(n =153)
(n=22)

Died before assessment time (n =9)

Hospitalized/hospice
Transferred care
Withdrew consent
Mailed and not returned
Refused

(n=4)
(n=3)
(n=1)
(n=1)
(n=4)

24-week follow-up assessment

Completed

Did not complete

Died before time point
Hospitalized/hospice
Transferred care
Withdrew consent
Mailed and not returned

Clinic staff missed patient

Refused

(n=124)
{n=51)
{n=32)

(n=7)
(n=3)
(n=1)
(n=2)
(n=1)
(n=5)

(n=397)

{n=51)
(n = 44)
{n =32)
(n=22)
(n=12)

FEIET

I

=k

Usual Care {n = 175)

Earty PC {n = 175)

Characteristic No. (%) No. (%)
Mean age, years (SD) 64.03 (10.46) 65.64 (11.26)
Male 98 (56.0) 91 (52.0)
Ethnicity
White 167 (95.4) 156 (89.1)
American Indian 0(0.0) 4 (2.3
Asian 3(1.7) 5 (2.9)
Black 4(2.3) 6 (3.4)
Hispanic or Latino 2(1.1) 7 (4.0)
Other 11{0.6) 4(2.3)
Religion
Cathalic 103 (89.2) 98 (56.0)
Protestant 36 (20.7) 26 (14.9)
Jewish 2{1.1) 14 (8.0}
Muslim 2{1.1) 1{0.6)
None 21{(12.1) 20 (11.4)
Other 10 (8.7) 16 (9.1)
Relationship status
Married or partnership 124 (70.9) 121 (69.1)
Single 17 (9.7) 17 (9.7)
Divorced or separated 18 (10.3) 18 (10.3)
Widowed 16 (9.1) 19 (10.9)
Education
High schoal or less 73 (41.7) 58 (33.1)
Some or completed college 69 (39.4) 76 (43.4)
Graduate school 33 (18.9) 41 (23.4)
Cancer type
Lung 96 (54.9) 95 (54.3)
Non-smallcell 74 80
Smallcell 17 13
Neuroendocrine Z 1
Mesothelioma 2 1
EGFR mutation 10 19
ALK translocation 4 4
Gl 79 (45.1) 80 (45.7)
Pancreatic 43 44
Esophageal/GE junction 17 15
Gastric 4 3
Hepatobiliary 15 18
Smoking status
Never smoker 67 (38.3) 75 (42.9)
or < 10 pack-years
Current or former smoker 95 (54.3) 93 (63.1)
Unknown 13 (7.4) 7 (4.0)
ECOG PS
0 43 (24.6) 45 (25.7)
1 115 (65.7) 116 (66.3)
2 17 (9.7) 14 (8.0)
Charlson Comorbidity Index 6.73 (1.39) 7.03 (1.35)
score, mean (SD)
FACT-G score, mean (SD) 77.79 (15.48) 78.84 (14.90)
PHQ-9 score, mean (SD) 6.50 (5.19) 6.39 (5.49)
HADS-Depression subscale 4.58 (3.73) 4.72 {4.28)
score, mean (SD)
HADS-Anxiety subscale score, 5.57 (3.88) 5.05 (3.95)

mean (SD)
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liml

B CFE B D ZE(x,Ex,)TH,
= Cohen sd GIR =) THIET S

d 00 01 02 05 08 | 10 | 1.2
577Y(%) | 100 | 923 | 857 | 67 | 526 | 446 | 37.8

HR=EE)DEE /N XK
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BETT7E EHE113RIET
(t[296], —0.96; SE, 1.59; P, 0.339; Cohen’s d, 0.11)
o tAg24EE T AFENQOLZEEIZHNE
EPCE  : FHE 1.59x15mEE)

BET TR EHEE 34051ET
(t[238], — 2.59; SE, 1.93; P, 0.010; Cohen’ s d, 0.33)
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AL FR R F ERI ZE(ANCOVAET L) : TR . 1R TE B2 (Charlson comorbidity index)
Usual Care, Adjusted Early Care, Adjusted Adjusted Mean
Cohort No. Mean (95% Cl) Mean (95% Cl) Difference (SE) 95% Cl P
Entire sample
12-week outcomes
FACT-G score 298 77.70 (75.77 to 79.63) 80.10 (78.11 to 82.08) 2.40 (1.41) (—0.38 t0 5.18) 091
PHQ-9 score 300 6.33 (5.65 to 7.01) 5.55 (4.85 10 6.25) —0.78 (0.50) (—1.76 t0 0.21) 121
24-week outcomes
FACT-G score 240 75.90 (73.59 to 78.21) 81.26 (78.89 to 83.63) 5.36 (1.69) (2.04 to 8.69) 002
PHQ-9 score 239 6.72 (5.91 to 7.53) 5.55 (4.72 10 6.37) —1.17 (0.59) (-2.33 to —0.01) 048
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A

=B - terminal decline model

2 Months Before Death

4 Months Before Death

6 Months Before Death

Cohort Mean (95% CI) P Mean (95% CI) Mean (95%Cl)
Entire sample
FACT-G score 016
Early PC 75.67 (73.14 to 78.20) 82.06 (79.96 to 84.17) 44 (78.96 to 83.91)
Usual care 71.44 (69.14 to 73.76) 78.22 (76.14 to 80.30) 79.99 (77.35 to 82.62)
PHQ-9 score 046
Early PC 7.04 (6.15 to 7.93) 6.17 (5.43 to 6.84) 5.36 (4.51 t0 6.21)
Usual care 8.29 (7.45 to 9.13) 6.86 (6.69 to 7.75) 5.37 (4.28 to 6.45)
Lung cancer
FACT-G score 022
Early PC 75.74 (72.21 to 79.27) 82.22 (78.99 to 85.44) 82.53 (79.52 to 85.53)
Usual care 70.03 (66.65 to 73.41) 76.24 (73.04 to 79.45) 77.12 (74.14 to 80.45)
PHQ-9 score .009
Early PC 6.12 (4.91 to 7.32) 5.69 (4.73 to 6.65) 5.27 (4.30 to 6.23)
Usual care 8.35 (7.18 to 9.52) 7.70 (6.76 to 8.64) 7.05 (6.10 to 8.00)
Gl cancer
FACT-G score 231
Early PC 76.23 (72.73 to 79.74) 81.97 (79.23 to 84.72) 81.87 (79.30 to 84.44)
Usual care 73.52 (70.77 to 76.26) 79.79 (77.18 to 82.41) 81.88 (79.34 to 84.42)
PHQ-9 score 631
Early PC 7.85 (6.53 to 9.17) 5.94 (4.90 to 6.98) 5.28 (4.30 to 6.27)
Usual care 7.44 (6.38 to 8.49) 5.55 (4.56 to 6.54) 5.14 (4.18 t0 6.11)

EPCIZiAAEREZDHERKREDQOLPOER D ICRLVEEE 5 Z 1-A3,
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B Control Intervention
65.7%
56.0%
24.0%
20.0%
11.4%
6.3% 8.0% 0
2.3% N 4.6% 1.7%
[ —

0 Visits 1-2 Visits 3-4 Visits 5-6 Visits 7 or More

2B BETOIEMEMNYT 7 252EE
EPCZE#: 6.54[0], B&E 4~ 7#:0.89[H]
BETTEDOLMW24:BB E£FTICENMTTDZ2EH
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52.1%

21.7%
18.1%  16.6%

12.7% o,
11.0% 10.19
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T A%12:BM B EPCE BE77%# P
REODHRANARBEBRZEFIRETHS (Yes) 28.7 % 345 % 0.289
FREMABEFBEERREICENTRILD (Yes) 96.5 % 89.8 % 0.043
FREZMHIILETHRIAEDIFENFSELOTLK (Yes) 97.3 % 83.6%  <0.001
T A#&24E H EPCE BET7E#H P

BREREBDIEEZDNAREEELELESDTLYS (Yes) 30.2 % 145 % 0.004
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Maltoni M, et al. Eur J Cancer. 2016.
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Association Between Palliative Care and Patient and
Caregiver Outcomes.

M7 7T ANBE - NTEEICHZAOEE:

VATIRTAYILE

_:L

Kavalieratos D, Corbelli J, Zhang D, Dionne—Odom JN, Ernecoff NC, Hanmer J,
Hoydich ZP, lkejiani DZ, Klein—Fedyshin M, Zimmermann C, Morton SC, Arnold RM,
Heller L, Schenker Y.

JAMA. 2016. 22;316(20):2104-2114
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El-Jdawahri A, et al. J Support Oncol. 2011.
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v" National Consensus Project for Quality Palliative Care®
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Patient
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Iintervention

L2795 LDNA

Comparison

BETTTTNHAFR)AN BEEBHICHTADEBSZDITon=ESR

Outcome

EBEBLUREOQOL-EIREBIE A FIHMODERA~ADEE, 1L
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QOL: Functional Assessment of Chronic lliness Therapy—palliative care scale (FACIT-Pal)

IZHLE, 0-189m(MHAE I EQOLNFLY) . 9mE=F I ER/NEILEMCID)EERTE
Ringash J, et al. Cancer. 2007.

MEIREE  TRE R GEIREEE S X T L (ESAS)
[CTHRE, 0~90 R (MM FWFEEEENKEN) ., EITHENSS.TREMCIDEEETE

Hui D, et al. J Pain SymptomManage. 2016.

X AOAT7—EIFTEEEIEL-FEHEDZEF)0)E : Standardized Mean Difference (SMD) CE{fh

X BENT IO LDERIEZTOIZEHERDA T,
BEDQOL, fIEREHE, EFHRADEEICT ONTSOITRERTZEITS
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BEHNT7 O LOERIEZITO-DIE
WX (INAT R RO HELY)

7153 Records identified

5761 Initial search (inception to
August 27, 2014)
1241 Updated search (inception
to July 22, 2016)
81 PubMed "Related Articles”
63 PubMed hand search

7 Hand search

—

W

995 Duplicates removed

6158 Records screened

L

5958 Excluded based on review of title,
abstract, or both

200 Full-text articles evaluated

Y

144 Excluded
61 Did not meet palliative care definition

27 Notrandomized clinical trials
21 Incorrect patient population
(not life-limiting illness)
17 Protocol papers or conference
abstracts
10 Patient not the primary target of
intervention
5 Did not report on prespecified
outcomes
2 Commentaries

1 Lacked enough detail of intervention

to warrant inclusion

56 Articles (43 trials) eligible for
inclusion in narrative synthesis

|

30 Articles (23 trials) eligible for
inclusion in meta-analysis
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QOL ST A% HADR SMD T AR e
B = 0.46 - 0.20
1-37 H NE (95%ClI, 0.08-0.83; p, 0.02) W& (959%6CI; 0.06—0.34, p, 0.01)
~ ot B e 0.12 pos 0.18
4-647 F MRTGL (95%CI, -0.03 - 0.28; p, 0.12) P (95%Cl, 0.05~0.32; p, 0.01)
ERBIE NAZRLE NTADE SMD ITAZIR SMD
~ - -0.66 #5h KB £+ —0.21
1 3’Tﬁ E& = (95%¢CI, -1.25 - -0.07; p, 0.03) })J%EL (95%ClI, 0.42 - 0.00; p, >0.05)
_ 2 -0.18 7S ~ -0.13
4-64 H & (95%Cl, -0.31 - ~0.05; p, 0.01) MRTEL (95%Cl, —0.27 - 0.01; p, 0.06)
A 77 HARS T AZE Hazard Ratio (HR)
R R 020

(95%CI, 0.69 — 1.17; p, 0.44)
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No. of Patients ;‘ """"" ’-_ ." """" ", Standardized Mean Favors | Favors
Source Intervention Control= Setting * Instrument: Diseass Difference (95% Cl) Control | Intervention Weight, %
Low risk of bias : :
Bakitas et al,*" 2009 108 07 = Home EFACIT—F‘alE Cancerf & 0.12(-0.16t00.39) 6.90
Higginson et al, 1< 2014 42 40 - Ambulatory = EQ5D = Mixed9 0.05 (-0.38 tn 0.49) 5.54
Rummans et al,>% 2006 47 49 . Ambulatory = Spitzer = Cancerd " 0.16(-0.24t00.56) : 6.62
Temel et al,& 2010 &0 47 Amhulatury:FACT-LTDlE Cancerb 0.52(0.13 to 0.90) - 6.65
Zimmermann et al,® 2014 140 141 _ Amhulatc-ry.:.F.ﬁ.ClT—Sp _ Cancer? 0.21(-0.03 to0.44) 6.96
Subtotal (2=0.0%, P=.500) ICETTEERPE - MELLLLEL .f 0.20(0.06 to 0.34) 33.67

HREIF/NSOD, BEQOLZRELT-

SMD, 0.20 (95%CI: 0.06-0.34, p, 0.01): FACIT-PalZ{E=®D?*

L1493, 4.94; 1, 0.0%.
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No.of Patlents ... , Standardized Mean Favors | Favors
Source Intervention Cnntrul: Settlng ‘_Instrument " Disease . Difference (95% Cl) Control | Intervention
Low risk of bias - : |
Bakitas et al,>” 2009 69 74 Home = FACIT-Pal = Cancer® 0.23(-0.10to0 0.56) ——:rl—
Lowther et al,>8 2015 54 60 Ambulatory =MOS-HIV HIV -0.02 (-0.38t0 0.35) —I—i—
Northouse et al,33 2007 112 123 = Ambulatory 'FMT—G = Cancerf 0.16 (-0.09t0 0.42) ——-—
Rummans et al,>9 2006 39 43 = Ambulatory Spitzer = Cancer?d . 0.00(-0.43t00.43) ——
Zimmermann et al,® 2014 122 149 %, ﬁmli)y_lgt_qr_y + FACIT-Sp .C_a_ry:;e_-r_h__’.' 0.32(0.08 to 0.56) 'i—.—
Subtotal (12=0.0%, P=.52) 0.18 (0.05t00.32) {}

Weight, '

8.84
8.04
10.49
6.83
10.85
45.05

NTANRIETHSLE. TARI-3yAKUELEZFQOLOHREFHI/NELY:

SMD, 0.18 (95%CI, 0.05 - 0.32; p, 0.01); FACIT-PalZ {

0?32

L)% 2.96;1,,0.0 %.
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1 3’7H No. of Patients Standardized Mean Favors | Favors
Source Intervention Control Setting Instrument Disease Difference (95% Cl) Intervention | Control Weight, %
Low risk of bias i
Bakitas et al,>7 2009 109 100 Home ESAS Cancerd -0.35(-0.62 to -0.07) i+ 10.30
Higginson et al,1% 2014 42 40 Ambulatory NRS SOB Mixed® -0.15(-0.59t0 0.28) i+ 9.96
Temel et al,%% 2010 60 47 Ambulatory FACT-LLCS Cancerf -0.42 (-0.80 to -0.03) —i—l— 10.08
Zimmermann et al,® 2014 151 149 Ambulatory ESAS Cancer? -0.00 (-0.23t00.22) ! 10.37
Subtotal (12=42.1%, P=.16) -0.21 (-0.42 to -0.00) i J 40.71
4-64 A No. of Patients Standardized Mean Favors | Favors
Source Intervention Control Setting Instrument Disease Difference (95% Cl) Intervention | Control Weight, %
Low risk of bias |
Bakitas et al,>’ 2009 73 76 Home ESAS Cancer® -0.13(-0.45t00.19) —.— 16.26
Lowther et al,>8 2015 54 60 Ambulatory APQOS HIV -0.15(-0.52t00.22) —i—— 12.40
Northouse et al,33 2007 112 123 Ambulatory 0SQ Cancerd -0.06(-0.31t00.20) | 25.64
Zimmermann et al,® 2014 131 155 Ambulatory ESAS Cancer® -0.19(-0.43 t0 0.04) g 30.91
Subtotal (I2=0.0%, P=.89) -0.13(-0.27 t0 0.01) 85.21

+4

ISERBEZRF TSEMof

1-34 B : SMD, -0.21 (95%CI, 0.42 - 0.00; p, >0.05); ESASZE L 2 D &, -3.28; 1,, 42.1%.

4-64 A : SMD, —0.13 (95%(¢CI,

-0.27 - 0.01; p, 0.06); ESASZ L E D

zi43 -2.03; 1,,0.0%.
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No. of Participants

Intervention  Control Hazard Ratio
Source Total Deaths Total Deaths Setting Disease (95% Cl)
High risk of bias
Sidebottom et al,? 2015 116 NR 116 NR Hospital Heart failure 1.90(0.88 to 4.10)
Temel et al,59 2010 77 56 74 49 Ambulatory  Cancer? 0.59(0.39t0 0.88)
Subtotal (12=85.8%, P=.008) 1.01(0.32t03.17)
Low risk of bias
Bakitas et al,>7 2009 161 112 161 119 Home Cancerb 0.82 (0.64to 1.07)
Unclear risk of bias
Bekelman et al,12 2015 187 8 197 19 Home Heart failure 0.45(0.21to0.96)
Gade et al,®> 2008 275 173 237 132 Hospital Mixed® 1.22(0.98t0 1.53)
Grudzen et al,!1 2016 69 41 67 44 Hospital Cancerd 0.70(0.46 to 1.07)
Jordhoy et al,>0 2000 235 219 199 176 Home Cancer® 1.18(0.97 t0 1.44)

Subtotal (12=72.7%, P=.01)
Overall (I1=75.3%, P<.001)

XRTAER., BT T ITAIZEBE
/N —FEE[HR], 0.90 (95%CI, 0.69 — 1.17; p, 0.44); 1,, 75.3%.

0.95(0.70t01.29)
0.90(0.69t01.17)

Favors Favors

Intervention Control Weight, %
o 7.62
——: 14.48
e —— 22.09
—l—-— 18.02
g 7.80
A 18.80
——+ 13.88
- 19.41
= = 59.89
<= 100.00
1 1 1 [ | Ii 1 1 1
1.0 5.0

Hazard Ratio (95% Cl)

- FHIRIOIERITRonEmh ot
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1) Northouse LL, et al. Cancer. 2007.



COMRNBHALMCLIZCE

&AM T7TT7 I AEQOLVIEIRBEDRELDHEEZRE

vV BOEWVNATAYRAIOMNELVAEIZCEEEL-EZTIZESLTE
ZIT 7N AEQOLDREL DR EL RIE

&M TTITAICEDRIRNTEBNDZEXFTINRAEH
V RENEBZEZELENAETTLZRRICLTLNVGD o= ?




AR ORS | HLFI B IR

MEBEOEEUANAEL. TEEEWEMIAZLEEN TS
c AT RN)RAOMENWAERIZCHEMZBEET HEEINMEINERT S EIKEE
Ty T4200 RREAGRIZETTHE QOLEHFEYHEL TLVELY

Study n_Intarvention n_Control Softing Instrumant Disgase . SMD (95% CI)
Favors Confrol  Favors Intervenlion

Home | I

Bakitas el al.”, 2005 108 57 Home FACIT-Pal Cancer” ‘.": 0,12 {=0.18, 0.39)
Bakitag et al,", 2015 i) B3 Home FaACIT-Pal Cancer® — 0,18 (0,13, 0,50)
Bakelman et al., 2015 172 180 Homa KCCO HF = 0.01 {-0.20, 0.22)
Given ot al.¥, 2002 53 59 Home SF-35 Cancar' -t 0.21 (-0.16, 0.58)
Wang et al.”, 2016 43 41 Home MCOL-H¥ HF 5 0,58 (0.15, 1.02)
Sulbtotal (l-sguared = 29.5%, p = 0.225) +]] 0,16 (0,00, 0.32)

- |

Ambulatony g

Clark et al.%, 2013 54 63 Ambulatory FACT-G Cancer” CoN 0,42 (0,06, 0.79)
Higginson et al.®, 2014 42 =i Ambulalony ECQED Mixed ® —= 0.05 (=0.38, 0.49)
MoCorkle et al.™, 2015 36 66 Armbulatony FACT-G Cancer' = =020 [=0.62, 0.22)
Marthouse st al,™, 2005 2] -] Ambulatory SF-3& Cancer® ™ 0.08 (-0.25, 0.43)
Morthouse et al.”, 2013 198 104 Ambulatory FACT-G Cancer" = —0.26 [(—0.50, —0.02)
Rurmrmans of al."™, 2006 47 49 Ambulatany Spitzor Cancar' ! 0,18 {-0.24, 0.58)
Temel et al.™, 2010 60 47 Ambulatory FACT-L TCI Cancer' | == 0.52 (0.13, 0.80)
Zimmarmann et al.’, 2014 140 141 Ambulaiory FACIT-Sp Canger! 0.21 {—0.03, 0.44)

Sublatal (l-sguared = 63.4%, p = 0.008)] 0,12 (-0.08, 0.31)

Hogpital

Sidebattom et al.”, 2015 74 B& Haspital MLHFO HF = 5.50 (4.74, 6.05)
Subtotal (I-sguared = 99,43, p = 0.000) 260 (-2.60, 7.08)

E)-.'nrall (l=sguared = 94,5%, p = 0.000) 0.48 (0.08, 0.5:3)

NOTE: Weighis are from random efiects analysis,

——
1

31
1

R
1

Grudzen at al.™, 2016 34 an Hospital FACT-G Cancar' = =0.01 (-0.48, 0.47)

1
I
|

<
!

o
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