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Palliative case conference

A 27-year-old man who have recurrent angiosarcoma at right thigh

 Difficulties in managing pain
 Wound care and bleeding control
« Making decisions in end of life
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Known case

Recurrent Angiosarcoma with right axillary LN and pulmonary
metastasis staging T4N1M1, stage IV

(Presented with growing mass at right arm for 8 months)

S/P wedge excision with primary closure (27/5/63)

S/P wide excision with right axillary LN dissection with STSG (9/63)
S/P right trans-humeral amputation(12/63)

S/P Forequarter amputation (22/2/2564)

*** Postoperative complication : uncontrolled bleeding at surgical site ***

/\



Post operative adjuvant treatment

Post operative chemotherapy

palliative Paclitaxel C5D8 cycle, then PD
( start 23/3/64 - 20/7/64 :last C5D8)

visit 27/7/64 &u plan Paclitaxel C5D15 usifi new right thigh mass



Film hip, both femur (27/7/64)

- soft tissue mass right thigh, no osteolytic/blastic bone




CT chest ( 30/7/64)
- Suggested progression of hypervascular pulmonary metastasis at
both lungs

CT Whole abdomen (30/7/64)
- No definite evidence of intra-abdominal metastasis is visualized in

this study




Onco med : Clinical progressive disease
Plan 2nd line CMT (Al regimen)

YU admit (5/12/64) 14 Al regimen cycle 5
fld 38-39 ¢ no localizing source, WBC 12,420 PMN 85.4 — empiric Tazocin
Tl oMt

J1UINTW R/O clinical PD — 1% MRI + CT sw.lnavuw
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Family history
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Current medication

* MO4mgivprnqg4hr (3times/d)

* MO 2mgivprnfor BTP g 2 hr (3 times/d)
* Paracetamol (500) 1 tab poprng 4 hr

* Gabapentin (600) 1 x 2 po pc

* Nortriptyline (25) 1 tab po hs

* Ativan (0.5) 1 tab po hs

* Senokot (7.5) 2 tab po hs

* Folic(5) 1x1 popc

°* Bcolx3popc

°* FF 1X3 po pc

o —

} Total mo inj. 18 mg /day




GA : A Thai man, good consciousness, well co-operative
V/S : BT 36.7 ¢, BP 138/63 mmHg, HR 130 bpm, RR 18 tpm
HEENT : mild pale conjunctiva, anicteric sclera

Lung : clear

Abdomen : soft, not tender, liver and spleen impalpable

Extremity : large soft tissue mass right thigh size diameter 20 cm, fixed,
poor-defined margin, warm, not tender, not movable

Distal neurovascular : could perform dorsiflexed ankle, toe and plantar
flexed toe

Sensation: intact pain and temperature sensation
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CTA peripheral (27/12/64)

Progression of huge multilobulated cystic mass involving along right
thigh, right rectus abdominis, right psoas muscle with intratumoral
hemorrhage

Bony destruction of lesser tuberosity, femoral head and femoral shaft

New vessels from branches of right EIA and right lIA -> progressive
disease



MRI thigh (6/1/2565)

Tumor seeding with internal hemorrhage, with/without on top

infectious process involving proximal right thigh with involvement of
surrounding muscle, cortical bone, and intramedullary.

Suggested progression in size and extension of tumor seeding in
entire right iliopsoas muscles

mid-distal right SFV invasion cannot be excluded

Minimal ascites and right pleural effusion
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LAB (28/12/64)

CBC: Hct 29%, Hb 9.2 g/dL, WBC 9590 /uL, PMN 84.7%, L 7.4%, Plt
503,000 /uL

PT 13.4 INR 1.22
BUN 9, Cr 0.3, GFR 163
Na 134, K 4.3, HCO 24, CL 101, Alb 2.9, Ca 8.5



1. Recurrent angiosarcoma at right thigh with right axillary LN
and pulmonary metastasis staging T4AN1M1, stage IV

2. Severe pain

3. Intratumoral hemorrhage with anemia
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How would you manage?
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Angiosarcomas are rare soft-tissue sarcomas of endothelial cell
origin
Aggressive malignancy and poor prognosis

The primary sites of tumors included head and neck (32), trunk (10),
extremities (3), spleen (3), breast (3), and other (4)

The majority of patients are asymptomatic although some may
present with bleeding, edema, and/or ulceration

It present with a mass that resembles a “spreading bruise”

The overall 2-year survival rate was 21%

Angiosarcoma ; Lancet October 2010, Pages 983-991

/\ Prognostic factors in angiosarcoma: A multivariate analysis of 55 cases, March 1996


https://www.sciencedirect.com/topics/medicine-and-dentistry/angiosarcoma
https://www.sciencedirect.com/topics/medicine-and-dentistry/endothelial-cell

The optimal treatment is surgery followed by wide-field radiotherapy
(RT) (Frequently, it is not completely resectable)

High rate of a local recurrence (72%)
The hematogenous dissemination is relatively high

Chemotherapy may be useful for palliation

Cquerican Journal of Clinical Oncology: October 2006 - Volume 29 - Issue 5 - p'524-528



https://journals.lww.com/amjclinicaloncology/toc/2006/10000

Consult palliative care
30/12/2564
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Location : Rt thigh mass
Characteristic : Mixed pain (dullness and radiation to Rt leg)

Severity : pain score : worst pain 10/10, best pain 3-4/10




Timeline of pain

17/12/64
admit

30/12/64
Consult PCRT

4/1/65
Transaminitis
Plan switch to

Methadone

7/1/65

Mo4dmgivqg4dhr
Mo2mgivprng2hr

Mo (1:1) iv rate 1.5 ml/hr
Mo 5mgivprng2hr
1~ Senokot 2x2 po pc
Lactulose 30 ml po hs

Consult GI med
@1 U/S upper abdomen

™ Mo (1:1) iv rate 3.5 ml/hr
™Mo 15mgivprng2hr
™ Nortriptyline (25) 2xhs
M Senokot 3x2 po pc

™ Mo (1:1) iv rate 7.5 ml/hr
™ Mo 20mgivprng2hr
1 Gabapentin (600) 1 cap po q 8 hr

o

10/1/65
QTc 469 msec
On Ciprofloxacin
Start RT 200x15 Fx

14/1/65
Pain stable
Plan switch to
Fentanyl patch

16/1/65

Mo (1:1) iv rate 10 ml/hr
Mo 25 mgivprnq 2 hr
Naproxen (250) 1x2 po pc
Senokot 4x2 po pc

Fentanyl patch(50 mcg) 6 patch
g 72 hr+ <, Mo(1:1) ivrate 5
mi/hr

waaulz Fentanyl patch 12 hr =
Off Mo (1:1)

Off Mo iv prn
MOIR(10) 7 tab po prn g 2 hr




Fentanyl patch

- Fentanyl patch (50 mcg)
6—>7>8patchq72hr

- MOIR (10) 7-10 tab po prn
2-3 times/day
Incident pain + BTP

- Pain score
Worst pain 7-8/10
Best pain 2/10

o —




24/1/65
Jaundice, fever,
anemia

27/1/65
Stool occult
blood +ve
Complete RT

28/1/65
dilefFnmian
sndulavin EGD +

colonoscope

Paracetamol(500) 1 tab po q 6 hr
Off Nortriptyline
‘N MOIR (10) 10 tab po prnq 2 hr

Consult Gen Sx

Plan EGD + Colonoscope
gihavasinaulanau

Family meeting 10/1/65

Family meeting nuiian un2an uazunuan
udsanumsnilsauaznennsailsa siuszazing &
vatanin astinuazansasnaula livin EGD +
colonoscope

ACP wifiauidin

‘MFentanyl patch(50) 8 patch q 72 hr
Mo 20 mgivprnqg 2 hr

/\

- Perception giheauazarsandilasalsa $i1
snwilsivne a1svin RT Wanxnainslm

- Goal : comfort care, no suffering,
stay at home with family

-« ACP: no ETT, no CPR, no inotrope
-« POD : home

 ACP asgiauazansaaniunseiu dolsilsneg

AudAI



PC plan control pain and discharge

29-30/1/65
unaﬁqufﬁ
dnAaslua on
andu

1/2/65

2/2/65

Dexamethasone (4) 1x2 po pc
Omeprazole (20) 1x1 po ac

MMO 30 mgivprnq2 hr

Ketamine 75 mg +
Haloperidol 2 mg + NSS up to
100 mliv drip in 24 hr

MKetamine 100 mg +
Haloperidol 2 mg + Nss up to
100 ml iv drip in 24 hr

Off Naproxen

Off Dexamethasone

o —

Pain score
- Worst 9/10
- Best 2/10

MO 20 mg iv prn
x 6-8 doses/day




Consult pain unit

8/2/65
Notify PC sushe
drrdautiu 600 un
andldgnansoangla

9/2/65
Fail epidural block
Plan Methadone

Consult Pain unit for pain intervention
Dexamethasone 5 mgiv q6 hr
Naproxen(250) 1x2 po pc

Omeprazole (20) 1x1 po ac

MKetamine 150 mg + Haloperidol 2 mg
+ NSS up to 100 ml iv drip in 24 hr

EKG 12 leads

Off Fentanyl patch n;’ai"I 6.00 .

Mo (1:1) Gu 12.00 wnsil iv rate 10 mi/hr

Methadone(5) 2 tab po q 12 hr Gunssiiin
MKetamine 200 mg + Midazolam 5 mg +
Nss up to 24 ml iv drip in 24 hr

o —




Intratumoral bleeding

12/2/65 M Mo (1:1) iv rate 20 mi/hr
Metronidazole (200) 4 tab ualduus

‘MMethadone (5) 3 tab po g 12 hr

14/2/65 ‘M Gabapentin (600) 1-2-2 po pc

Off Nortriptyline

21/2/65 Ceftriaxone 2 g iv od

J, Ketamine 150 mg +
Midazolam 5 mg + Nss up to 24
ml iv drip rate 1 ml/hr

J, Ketamine 100 mg + Midazolam
2.5 mg + Nss up to 24 ml iv drip
rate 1 ml/hr

o —

25/2/65




Timeline of pain

Mo (1:1) iv rate 20 ml/hr
I;l({ i’ﬁg’fﬂ filaelieenngine nn.7/1 10/3/65 I\,:o 0 (mg i)v ornq 2 hr /
arlu A Fentanyl 100 mcg iv neusinuua/bed
bath 10 min
Methadone(5) 4x2 po pc
1/3/65 I Mo (1:1) iv r(at)e 15 :,nllfw na Emergency condition
11/3/65 PC v Protocol guideline for
palliative sedation nsii Massive
3/3/65 { Ketamine 50 mg + Midazolam bleeding
Active bleeding 2.5 mg + Nss up to 24 ml iv drip Aa ACP T :,'.‘l'ﬂqﬂl.lla:msmﬂ'ql.{lu comfort
from tumor 1L rate 1 ml/h care |ziRasainnandlu
{, Dexamethasone(4) 1x1 po pc Suggest consult body IR for C-line
insertion
6/3/65 Off Ketamine 15/3/65 C-line was done at Rt internal
jugular vein depth 17 cm

o —
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Morphine (1:1) iv drip rate 20 mU/hr

Methadone (5) 4 tabpoq 12 hr

Morphine 40 mg iv prn for BTP q 2 hr

Fentanyl 100 mcg iv prn before dressing/ bed bath for 10 minutes
Gabapentin (600) 1 -2 -2 po pc

Dexamethasone (4) 1 tab po pc od

Naproxen (250) 1 tab po pc bid

Paracetamol (500) 1 tab po prn for fever q 4-6 hr

Lactulose 30 ml po bid

. Senokot (7.5) 4 tab po bid

. Unison enema 1 dose RS prn for constipation q 3 days
. Ceftriaxone 2givq 24 hr

. Lorazepam (0.5) 2 tab po prn hs

Omeprazole (20) 1 tab po ac od

. B Co 1 tab po pc tid

. Folic (5) 1 tab po pc od

. Ferrous fumarate (200) 1 tab po pc tid

. Vitamin D (20,000) 1 cap po Fuuns ws fAns
. Metronidazole 1 amp Tanawihuxa



Pain assessment
B —

- Acute ~ Head —  Mild — Nociceptive
e | Low back — Moderate — Neuropathic
— Etc - Severe




Principle of pharmacology

By the clock
By mouth
By the ladder

Multimodal analgesia

Analgesic drugs
Adjuvants

Intervention

o —

STEP 4

Nerve block

Neurosurgical
procedures

Epidurals
PCA pump
A e Neurolytic block therapy
C:;:&'iﬁ: 3?;::::.;?;? Strong opioids Spinal stimulators
Methadone

Oral administration
Transdermal patch

Weak opioids

Chronic pain
oo Non-malignant pain
Nonopioid Cancer pain

analgesics

NSAIDS NSAIDs
(with or without adjuvants
at each step)




Analgesic drugs

Non-opioid
Opioids
Local anesthetic

Adjuvants

Tricyclic antidepressant (TCA)

Serotonin norepinephrine
reuptake inhibitor (SNRI)

Gabapentinoid
NMDA antagonist
Alpha-2 agonist
GABA agonist
Steroid



Methadone is a potent, synthetic opioid
Complex pharmacokinetics
Long half-life = risk of accumulation in elderly
Indication to use for pain management
Third-line opioid
Intolerance to side effects from first and second-line opioids

Complex neuropathic pain if patient has not responded to other
opioids and adjuvant analgesic combinations

End-stage chronic kidney disease (eGFR < 30 ml/min)
Adjuvant methadone

/\ Scottish Palliative Care Guideline - Methadone



Should only started by a consultant in palliative medicine and ongoing
specialist supervision

Methadone can cause QT prolongation
Caution with other drugs that may have this effect
Hepatic impairment : reduced clearance, dose reduction

Renal impairment : no dose reduction

/\ Scottish Palliative Care Guideline - Methadone



:
Normal QT interval 320-440 msec DRUGS CAUSING QT PROLONGATION @9

v
ANTI-ARRYTHMICS

amiodarone, dronedarone, procainamide, quinidine, sotalol

ANTIBIOTICS

macrolides, fluoroquinolones

ANTIPSYCHOTICS

amisulpride, chlorpromazine, haloperidol, ziprasidone

ANTIDEPRESSANTS

SSRIs (citalopram, escitalopram); TCAs (amitriptylline)

ANTI-EMETICS

domperidone, ondansetron

ANTIFUNGALS

azoles (fluconazole), pentamidine

OTHER
methadone, (hydroxy)chloroquine, donepezil
Not an exhaustive list. Visit crediblemeds.org for a complete list.

RISK FACTORS FOR QT PROLONGATION

Heart disease or cardiac abnormalities (e.g. arrythmias, LVH)

Age > 65 years old

Female sex

>1QT-prolonging medication

Higher concentrations of QT-prolonging medications (e.g. high doses,
drug interactions, reduced clearance, etc)

Electrolyte abnormalities (hypokalemia, hypomagnesemia)
Bradycardia

Genetic factors or congenital QT syndrome

WWW.RXNOTES.CA

QT prolong
Male QTc > 440 msec
Female QTc > 460 msec




Opioid titration

Methadone (mg)
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Morphine (mg)
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Figure 1. Morphine to methadone equianalgesic dosing ratios.

Table 1. Comparison of Proposed Morphine
To Methadone Conversion Parameters

Ripamonti et al, 1998

Methadone (mg) = %"{”" "m((ll_”+ 1)4"(@.?)}

x

mm dose 30-90 91-300 301+
ggﬂph"m"‘m" 3.70:1 7.75: 12.25:1
mimdose <00 [\ S 0TS *1300100 >1,001
MophineMethadone | 39 151 (104|121 [ 151 |20
mﬂm 30-90 91-300 301+
ggnphm:mmm 41 8:1 121

x = morphine (mg)

Based on references 15-17, 19.
EDR, equianalgesic dose ratio
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When should we do pain
intervention?
H
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Total pain concept

- Subjective data

- Influence by past experiences and
expectation

Biological

-  Multidimension
- An interactive model

Spiritual
factors

Fig. 7.12.1 A biopsychosocial-spiritual model of pain in patients with
advanced disease.

Pallitive care network of Wisconsin,FAST FACTS AND CONCEPTS #417
Oxford Textbook of Palliaitive medicine
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Psychological pain
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Family Genograms
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UadgmpuLAsugnatazdiAn (socioeconomic factors)
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Maintaining a sense of normalcy
Spiritual strength; Feeling deeply connected with others
Strength-based connection building
Opening up to significant others
Giving and receiving care
Imagine as a future possibility
Strongly cohesive families who grieve adaptively

Coping strategies; emotion-focused coping, problem-focused coping
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Usziuildeonisnasaena 14 psychological pain ?

anUszaunisaivaindidau aurabiiia trauma pain lansalsi ?
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Tumor wound
management
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Infected tumor wound
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(Indicate Pulse in Red)

Ceftriaxone
2mgivOD

2-5/1/65
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Ciprofloxacin
400 mgivg 8 hr
6-20/1/65 (14 d)

Ceftriaxone
2 giv od c stat
21/2/65



Physical dimension

Malodor
Exudate
Bleeding
Pain
Pruritus

/\

Psychological dimension
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Wound characteristic

Location:
« ‘lnanlafnnuda nszgn
- adluusnauniudiuni

Wound properties:

¢ A9 X 8172 X an, 51919
- 13u1auawav exudate

« dNINANUUNSaUY
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Nutrition:

« Anorexia, cachexia, uu.am
Pruritus:
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Level and nature of pain:
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Psychosocial and spiritual:
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Possible complications
* UNaldevsialianaanuin
« LHevsia airway obstruction
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Odor control

* URET Metronidazole (200 mg) tab 1¥azI8eALEILTEULLKA

* 1& gauze gu Metronidazole inj. augauaa1lUUnnse pack tdrlunelulnsg
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management in tumor
wound and tumor bleeding
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Bleeding at wound 1000 ml

(Old blood from tumor, no active bleeding )




Blood transfusion
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How would you manage?

-



Adrenaline gauze aauna 5-10 w1

Adrenaline packed dressing
Sofatule BACTIGRAS®
Hct stat 27 %
Gel foam®




Minimize trauma during dressing - cleaning gently with irrigation and
using non-adherent dressing

Alginate dressing
Adrenaline soaked gauze
* 1in1000 (1 mgin 1ml) applied with pressure for 10 minutes
Sucralfate
* Sucralfate 1-2 g with water-soluble gel

Tranexamic acid oral

[

Hemostatic Device : Gel foam®, Surgicel ®, Fibrin glue

Guidelines omthe management of bleeding for palliative care patients with cancer (November 2008)



Intervention
Gl : EGB colonoscopy
Urology : cystoscopy

Interventional radiology : vessel embolization

Radiation



Radiotherapy (RT) was performed in cases of widely spread ,
unresectable tumors, palliative symptom(Pain),bleeding

The outcomes were unsatisfactory

A total of 19 patients (63%) had palliative RT because of
widespread tumor (14 patients), recurrent tumor after
incomplete surgical resection (7 patients), distant tumor
metastasis (6 patients), and severe tumor bleeding (8
patients)

Angiosarcoma treated'with radiotherapy: iatpact of tumortyRe and size on outcome,International journal of radiation oncology Volume 52, Issue 4, 15


https://www.sciencedirect.com/journal/international-journal-of-radiation-oncology-biology-physics/vol/52/issue/4

Palliative radiotherapy provides pain relief in a median of 2-3
weeks for 60% of patients

Where pain recurs, retreatment can be considered after at
least four weeks to allow response

Symptoms of bleeding, and malodour due to advanced
cancers responded to palliative radiotherapy in 61%

mSpencer MRC clinical fellow in clinical oncology, Palliative radiotherapy;23 March 2018



Significant changes in fatigue and dyspnea were found
immediately after transfusion, although the effect was
partially lost 15 days after transfusion (Mercadante et al,,
2009)

Anemic population survival was longer in patients who had
transfusion (15 days vs 8 days)

e of Blood Trawsgfusion at the End of Life: Does it Have Any Effects on Survival of Cancer Patients?(2014)



* The transfusion rate during the last 4 weeks of life was
significantly higher (27%)

* Patients who had blood transfusion at the end of life lived

significantly longer than the anemic patients who were not
transfused.

* Blood transfusion may be increased morbidity and mortality
perhaps because of fluid overload or higher plasma viscosity

e of Blood Trasgfusion at the End of Life: Does it Have Any Effects on Survival of Cancer Patients?(2014)
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How would you manage?

-



Family meeting I



Advanced care plan Q

Comfort care
No ET tube
No CPR

No inotropic drugs
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Massive bleeding (uncontrolled/shock)

Palliative sedation

Infection (Infected tumor)

No step ATB drugs usiazd clinical septic shock

(Accept enu disease trajectory)



Anemia
3} keep Hct, g clinical Hundn

WAseun LPRC waam symptom u dizziness, fatique, dyspnea snu
ANHIURNEAN

Suspected PE with RS failure

No further investigation, keep comfort and symptom control



* Morphine 40 mg iv stat
* Midazolam 2.5 mg iv stat then Midazolam(1:1) iv rate 1 mUhr

* Notify palliative care ldnaon 24 hrs



Anticipatory planning

If significant bleeding can be anticipated, it is usually best to discuss
ACP with the patient and their family

An anticipatory care plan is helpful. This includes having sedative
medication prescribed for use

Discuss resuscitation; document and communicate resuscitation
status

Make sure all professionals and services involved are aware of the
care plan, including out-of-hours services

/\ Scottish Palliative Care Guidelines, 2019



Non-pharmacological management

Try to remain calm. Call for help. Talk to the patient and comfort
them

Put the patient in the recovery position

If able, apply direct pressure to bleeding area with dark coloured
towels

The patient has a massive hemorrhage and is clearly dying,
support and non-pharmacological interventions are more
important until help arrives than trying to give sedative medication
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Sedative medication for use in massive terminal haemorrhage

If the patient is distressed, a rapidly acting benzodiazepine is indicated.
The route of administration guides the choice of drug:

Intravenous (V) access available

Midazolam 10mg IV or diazepam (emulsion for IV injection) 10mg IV
Intramuscular (IM) injection

Midazolam 10mg can be given into a large muscle such as deltoid, gluteal.
Rectal route or via a stoma

Diazepam rectal solution 10mg
Sublingual

Midazolam 10mg can be given using a parenteral preparation or the

buccal liquid (Buccolam® or Epistatus®)

/\



After the event

Provide bereavement support to all, including family members who
may be traumatized from witnessing the event and subsequently at
risk for complicated grief and post-traumatic stress symptoms
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Thank you &
Any questions?




