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A 24 -year-old man was diagnosed with NK/T cell lymphoma

How to manage
his suffering
symptoms ?
He has a large facial wound with severe pain and

after chemotherapy, he has severe nausea and vomiting.
He said that ‘His disease must be cured’.

f How to approach Y
Lt palliaitve care in
% young adult ?
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PATIENT IDENTIFICATIONS

« Wihae'lne alg 24 1

o FONUATNWWENIY
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¢ aNBN19InHN : IndUseAugua waIunin (UC)
* New case IPD consultation from Medicine

« Admission date : 12/6/2566

« Consultation date : 29/6/2566



PATIENT HISTORY

Known case
Lethal midline granuloma

« Presented with right face edema and epistaxis for 1 month
« CT PNS : acute sinusitis with preseptal cellulitis with facial abscess

. S/P endoscopic debridement i sw.&nauas 3 A%

« S/P endoscopic debridement with nasal endo biopsy (26/4/66) sn.fAuUATUNT

« Patho sw.&naums :
- mixed CD3 CD20 positive small lymphoid cell with expression of
BCL-2, Ki 67 ; reactive histiocytes
« Patho (26/4/66) :
- focal squamous metaplasia ddx mucoepidermoid carcinoma



PATIENT HISTORY

Known case
Lethal midline granuloma

« Re-biopsy at skin over tip of nose (29/5/66) wu Patho : Poorly differentiated
carcinoma

. sawatanwin : Solid or Hematologic malignancy cell



CHIEF COMPLAINT
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PRESENT ILLNESS
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SOCIAL HISTORY

. Smoking : guunsiuay 5-10 wiu gudewsiang 14 1 \Enguary 22 1
- Alcohol drinking : Ufiasn15Auas

- Amphetamine use : \aaldgsiawde (a11n) dowsiang 15 1 deane 22 1

(l@nTldiiaganngAAULAIAUIINANILRWILRZUEENLENAR )



PHYSICAL EXAMINATIONS

GA: a Thai man with well co-operation

VS: BT 38 C, BP 137/80 mmHg, PR 100/min
BW 48 kg, Ht 160 cm, BMI 18.75 kg/m2
HEENT:

- Face : crusting at nose with necrotic tissue at right nasal cavity with

purulent nasal discharge and foul smell
- Eyes : swelling right eyelid, no chemosis, full EOM both eye

- LN : impalpable cervical lymph nodes and supraclavicular lymph nodes



PHYSICAL EXAMINATIONS

Heart: normal S1S2, No murmur
Lungs: normal breath sound, no adventitious sound

Abdomen: no distension abdomen, no surgical scar, soft, not tender, liver span
18 cm at RT MCL

Ext: no pitting edema both legs, capillary refill < 2 sec

Neuro: grossly intact, alert, E4V5M6



INVESTIGATIONS

12/6/66

Hb 7.4 g/dl, Hct. 22.6%, WBC 13280/ul, PIt. 240K/ul, NE 79.4%
 BUN 11.5 mg/dL, Cr 0.90 mg/dL, eGFR 119 ml/min/1.73 m2

« Na 128 mmol/L, K 3.7 mmol/L, HCO3 21.7 mmol/L, Cl 94 mmol/L, Ca 8.6 mmol/L,

PO4 3.4mmol/L, Mg 2.0 mmol/L
« Albumin 3.0 g/dL, TB 0.6 mg/dL, DB 0.3 mg/dL, ALT 137 U/L, AST 121 U/L, ALP 322 U/L
« PT12.91INR 1.21 PTT 32.8

- Lactate 8.8 mg/dL



HOSPITAL COURSE

(fiau CONSULT PC 29/6/66)



INFECTED SURGICAL WOUND AT FACE

Admit 12/6/66 : Meropenem 2 gm iv stat then 1 gm iv g 8 hr

13/6/66 : consult ID med > suggest continue meropenem (Empiric ATB:
cover polymicrobial (oral flora) + au'l2fi exposure to tazocin Tu 3 tsiau aratilu
risk ESBL) @ response 1 48-72 hr + wugiinilszifiu complication aan infected

surgical wound 12t n1s&9nsIa CT PNS
12/6/66 : H/C - NG x 2, Rt nasal swab : mixed growth culture

24/6/66 : clinical not improve : add Vancomycin 750 mg + NSS 200 ml IV
drip in 2 hr g 12 hr + septic work up

Pus C/S (24/6/66) MDR pseudomonas + corynebacterium >> CRE precaution

ID plan pus C/S weekly >> if no growth x 3 a%9 >> off contact precaution
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PRESEPTAL CELLULITIS

ihafdainisiddanaanuinwee dua1ui1ludy
Notify Eye (24/6/66) :
PE : marked swelling at right upper + lower eyelid
VA : 20/20-1,20/20
RAPD : negative
pupil 2mm RTLBE
Dx : Preseptal cellulitis (fl9'l3ifin@iy orbital cellulitis)

Plan : IV ATB



HIGH RISK OF REFEEDING

AaynnAulavaa 5-6 A1/da tlagannfiudaiunn AdIINNAULRIRIKWITALL2N TUTUTws

Nutritional assessment

26/4/66 BW 55 kg )
19/5/66 BW 50 kg utlnaa 12% u 2 whau

12/6/66 BW 48 kg, Ht 160 cm BMI 18.75 kg/m?2

Consult Nutrition : risk of refeeding -> high risk
- duifnan 12% in 2 mo. (>10%)

- Auang ledaaun >10 days

Nutrition suggest :

- vy diet WWuunmenisiwne + W‘”w:ﬂaﬂﬁaawuwsuw%’uﬂszmwutﬁu (aafdunihewal accept)
- oncepro(1:1) 250x 4 feed (TP1000 kcal/day, TP50g/day)
- add Thiamine 100 mg IV g 8 hr 3-7 day, BCO, Folic, MTV

- F/U lab refeeding syndrome aaugdlEfihanulad 1ifinnng refeeding syndrome



Risk stratification for RFS

Initial risk determination for RFS

( AN 4 ~N
Minor risk factors (A) Major risk factors (B) Very high risk factors (C)
> Ve Ve
. /m? BMI <16 kg/m? + BMI <14 kg/m?
* | Unintentional weight loss Unintentional weight loss » Weightloss >20%
>10% in the preceding 3-6 >15% in the preceding 3-6 » Starvation >15days
nths months
+ Very little or no nutritional Very little or no nutritional
intake for >5 days intake for >10 days
+ History of alcohol or drug Tow levels of serum
abuse potassium, phosphate or
magnesium prior to feeding
- VAN VAN

Emilie Reber, Natalie Friedli, Maria F. Vasiloglou,Philipp Schuetz and Zeno Stanga.
Management of Refeeding Syndrome in Medical Inpatients. J. Clin. Med. 2019, 8(12)

Minor risk = 1 risk factor A

\

Very high risk = 1 risk factor C




CURRENT MEDICATION

Meropenem 1 gmiv q 8 hr

Vancomycin 750 mg + NSS 200 ml iv dripin 2 hr g 8 hr
Vitamin D (20,000) 1 cap oral weekly

Vitamin B complex 1 tab oral tid

Folic acid(5) 1 tab oral OD

Simethicone 1 tab chewing TID

Senokot(7.5) 2 tab oral hs

Domperidone(10) 1 tab oral tid ac

Morphine 3 mg iv prnq 4 hr



CONSULT
PALLIATIVE CARE

CLINICAL SUMMARY :___ Khowm gq(e  mid e nﬁclw
ISt orefent  guth masehe eP}.rhxl( £ pocrotif
h\\(lf ot @ NC _ wd NQf’hO .\)1“7’() POUIMJ deF
hanm(ﬁ&mu el [gnn ,oroqfeJJM
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PROVISIONAL DIAGNOSIS : /? N K Lol [u’ﬂ/ﬂhm&f

PLEASE REPORT REGARDING P‘)/q/ Lo in & froper mx
foesrd rg 'Tdvqn,u mno p/cm W{fmno’)

29/6/66
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WHAT IS PALLIATIVE CARE ?
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World Health
Organization

WHO : Palliative care is an approach that improves the quality of life of
patients (adults and children) and their families who are facing problems
associated with life-threatening illness. It prevents and relieves suffering
through the early identification, correct assessment and treatment of pain

and other problems, whether physical, psychosocial or spiritual.

https://www.who.int/news-room/fact-sheets/detail/palliative-care



the

> The Gold Standards Framework Royal College of
framework  Proactive Identification Guidance (PIG)

~ General Practitioners
GP

The National GSF Centre’s guidance for clinicians to support earlier identification of patients nearing the end of life, leading to improved
proactive person-centred care.

Thomas K. et al. Prognostic Indicator Guidance, 7th Edition.
The Gold Standards Framework Centre In End of Life Care CIC, 2022

Proactive Identification Guidance — GSF PIG Flow-chart

Step 1

Ask the Surprise Question
Would you be surprised if the patient were to die in next

year, months, weeks, days?

NO

Step 2

YES

[ Don't Know YES
|
Do thE‘f have Reassess
General Indicators regularly
of Decline?
:
Don’t Know NO I
|
Do thE‘f have Reassess
Specific Clinical regularly
Indicators?
‘| |
YES NO
Begin GSF Process Reassess
regularly

Identify - Assess - Plan

]




SURPRISE QUESTION

Would you be surprised if the patient were to

die Ln the next Yyear, months, weekrs, olags?

Thomas K. et al. Prognostic Indicator Guidance, 7th Edition.
The Gold Standards Framework Centre In End of Life Care CIC, 2022



GENERAL INDICATORS

General physical decline, increasing dependence and need for support
Repeated unplanned hospital admissions or acute crises at home
Advanced disease - unstable, deteriorating, complex symptom burden
Presence of significant multi-morbidities

Decreasing activity — functional performance status declining (e.g.,
Barthel or Karnofsky Performance score, Rockwood) limited self-care,
in bed or chair 50% of day and increasing dependence in activities of
daily living

Decreasing response to treatments, decreasing reversibility

Patient choice for no further active treatment, focus on quality of life
Progressive weight loss (>10%) in past six months

Sentinel Event e.g., serious fall, carer distress, bereavement, transfer
to nursing home, etc

Serum albumin <25g/I

Considered eligible for DS1500 payment

Thomas K. et al. Prognostic Indicator Guidance, 7th Edition.
The Gold Standards Framework Centre In End of Life Care CIC, 2022



SPECIFIC CLINICAL INDICATOR

Palliative care in Cancer patient : Specific criteria

Cancer
Too frail for cancer treatment or treatment is for 1. 81 3sunuiAuAulila (Uncontrolled symptoms)
symptom control. 2. AUNNINTUIUTEAUUIUNANDITULTIN AEURUSAUNT

: - : ) IMadouarsnwlsnueise (Moderate-to-severe distress related
Functional ability is deteriorating due to

to cancer diagnosis and/or cancer therapy)

progressive cancer. 3. dinsmanisal (nensal) wiiiney < 6 ey

(ECOG = 3 %38 KPS < 50 %38 PPS < 50)
4. finsgnanuunsnIzevedfieuusisa (Metastatic solid tumor)

5. JUiguazATaUAd ABIN1/38478 NSQLALUUUTEAUUTERBY
(BandazlisnwdlsasiolUogadui)

1. Cancer

¢ Deteriorating performance status and functional ability due to metastatic cancer,

multi-morbidities or not amenable to treatment — if spending more than 50% of

time In EEEHYIHQ Euwn, prognosis estimated in months.

¢ Persistent symptoms despite optimal palliative oncology. More specific
prognostic predictors for cancer are available, e.g. PPS.

List disease of
Palliative care and
Functional unit

« a1n@ Welutaav'la. List disease of Palliative care and Functional unit. u.1.nm.: 2559.
» Thomas K. et al. Prognostic Indicator Guidance, 7th Edition. The Gold Standards Framework Centre In End of Life Care CIC, 2022

» Supportive and Palliative Care Indicators Tool. SPICT-LISTM [homepage on the Internet]. Edinburgh:

The University of Edinburgh; 2022 [cited 2023 July 20]. Available from: https://www.spict.org.uk/the-spict/



HOW WOULD PALLIATIVE CARE
TEAM ASSESS AND MANAGEMENT
THIS PATIENT ?
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Symptom control

Disease Psychosocial and
management spiritual care
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ADOLESCENT AND YOUNG ADULT (AYA)

- Transition period between childhood and adult hood : 15 — 29 years old

* Normal adolescent developmental milestones :

Pubertal development Higher cognitive abilities
Sense of identity Independent Life-threatening illness
Peer relationship @ T

pact

« Normal Adulthood milestones :
Normal developmental
Enduring relationship Identity in worldview milestones

Decrease in risky behaviors Training and education for an occupation

Clarke P. Anderson. The Challenge of Palliative Care for Adolescents and Young Adults. The American Journal of Managed Care 2015;21:476-7



PALLIATIVE CARE IN ADOLESCENT AND YOUNG ADULT

PSYCHOSOCIAL

COMMUNICATIONS

Unlike general palliative care, the domains seen in AYA PC include both development and legal issues. Although
interaction and codependence of the multiple domains still exist, the most impartant aspect of AYA PC is
multidisciplinary communication which binds all domains together for total care of the AYA.

Clarke P. Anderson. The Challenge of Palliative Care for Adolescents and Young Adults. The American Journal of Managed Care 2015;21:476-7



PALLIATIVE CARE IN ADOLESCENT AND YOUNG ADULT

» The interaction of physical symptoms, psychological, developmental, spiritual

and culture are common — worsen the degree of suffering experienced
 Spiritual assessment in this population :
Spiritual : mind + body + sense of wholeness & wellbeing

Aware the lost of self/ future dream/ goal

Clarke P. Anderson. The Challenge of Palliative Care for Adolescents and Young Adults. The American Journal of Managed Care 2015;21:476-7



PC ATTENDING
29/6/66

Assess medical condition and PC symptoms

« PPS 60%

« Disease : saNadInNAAULTALAULAN

Symptom Cause
Pain (Mixed pain) ¢ Infected wound .
7/10  Large facial wound .
(destructive wound) .
Fatigue « Poor intake .
6/10 e (Cachexia °
* Sepsis .
* Anemia .

« Hyponatremia

Management

IV Antibiotic
Start opioid
Proper wound management

Nutritional support
Psychosocial support
Blood transfusion

IV hydration



12/6/66




PC:

Off Morphine L&y

MST(10) 1 tab oral g 8 hr
(MEDD 30)

MOIR (10) 0.5 tab oral prn

TIMELINE

for BTPq 2 hr Ward :
« Morphine 3 mg iv 10 min « Add morphine 3 mg
NBUVINLNR ivqg4hr
« Lactulose 30 ml oral prn hs E
30/6/66 (fn3) 3/7/66
G A () A
< — &
29/6/66 5 1/7/66
: (+&19)
Ward (135): 19.00 PC visit
» ¢j1ha PS 10/10 . gfihafiainisdreundu
« Add Morphine 2 mg IV Uanduusdrnindné
prn for BTP q 2 hr - fanstheauausaudi

Tuni uAULIUS
21N1INIEANNIG
luun 2 Ju




PC VISIT 3/7/66

- aazandsausihaduaaudiainle l@1iudednelirasanilia da1a1s
pausauAluntn Hususuiannisnszanviodd (fuun 2 Ju wayliaiaaaansy
U1 8 U

« Sedation score = 2, RR 14-16/min, O2 saturation 100%

current med

« MST(10) 1 tabpo g 8 hr

MEDD 84 mg

. ¢fhelsiuadu MO IR Winlasannuaninmuuailinaie

« Morphine 3 mgivqg4 hr

e leasaueadun 1-3/7/66 waduildtueaisautial 6.00 waz 10.00 tiiavann ward

Useifivingihaadvunndu dandunszinnindné



Pain Intensity




WHAT IS YOUR DIAGNOSIS?

HOW WOULD YOU MANAGE
IN THIS SITUATION ?



OPIOID SIDE EFFECTS

« All opioid have potential for side effect
« Most common side effects : constipation, nausea, sedation
 Side effect may be limited by

- Using appropriate dose

- Using with adjuvant analgesics (if indicated)

- Using some medication to prevent/ manage expected side effect

Textbook of palliative medicine and supportive care



Table 44.1 Opioid side-effects

Gastrointestinal Respiratory/Cardiac
® Nausea ® Respiratory depression
e Constipation e Non-cardiogenic pulmonary
Central nervous system edema
® Sedation Autonomic
® Opioid induced neurotoxicity ® Dry mouth
® severe sedation ® Urinary retention
® delirium Endocrine
® hallucinations ® Hypogonadism
|:> ® myoclonus and seizures ® Hypopituitarism
® hyperalgesia and allodynia Immune
Cutaneous
® Pruritis
e Sweating

Textbook of palliative medicine and supportive care



OPIOID-INDUCED NEUROTOXICITY

May be indistinguishable from disease progression or inadequate analgesic control

Onset of OIN related to opioid initiation/ dose increase/ psychoactive medications/

drugs that may impair renal function.
Examination : signs of infection, dehydration, jerking movements, cognitive function

Blood : exclude for infection, renal failure, or hypercalcemia

Textbook of palliative medicine and supportive care



Table 44.4 Risk factors for opioid induced neurotoxicity

® |arge doses of opioids
e Extended period of treatment with opioids
® Dehydration
e Renal failure
® Underlying delirium or dementia
e Concomitant use of other psychoactive drugs

(e.g. benzodiazepines)
e Older age

Textbook of palliative medicine and supportive care



OPIOID INDUCED NEUROTOXICITY :
MANAGEMENT

Correct reversible factors
Adequate hydration
Opioid rotation/ Opioid reduction may be considered if patient reports no pain
Use of adjuvant analgesics

Discontinuation psychoactive/ sedating medications.

Symptomatic treatment

Reassurance and explanation

Textbook of palliative medicine and supportive care



TIMELINE

PC . Pathology :
»  Off Morphine & Extranodal NK/T cell PC: |
«  Morphine 2 mgiv q4 hr lymphoma,nasal type, EBV + | 81n131haanag PS 5/10 (weiu
(decrease ~50%) (MEDD 36) Neuropathic pain) la'lsaasiiu wau
« Morphine 2 mg iv prn for BTP q 2 hr Consult hematologist 1INsEANLANURLUIUIASY sedation
« Gabapentin (300) 1 tab oral hs score 0
« Hydration : NSS IV 80 ml/hr
« Constipation : unison enema RS stat « Step : Gabapentin (300) 1 tab oral
: 12, hs
: 4/7/66 :
) 2\ IV

3/7/66 5/7/66

PC : ¢jthadiud sedation score 0
a1N13nTEANAAAY fafithauauusn
Tunin li'lduasnAiy ahaalasele
Plan : continue Hydration + Morphine




PC: 16.00

hafindu 1havsnialunintaaanigsluninuanaLasnsznILANAIN
anmauztilu mixed pain PS8/10 wae'lsl MO 2 mg iv q 4 hr > PS 6/10
nanmﬂmmnanﬂsmaoamvlﬂﬂsumm 2-3 F1Tu9 "Lu"l,mml,wmumwau
\fiavannlasasadiasay around the clock lifinsgan araaalse 1 ﬂsa/au
Sedation score = 0

Mx : off morphine L&u
* Morphine (1:1) 0.7 ml/hr (17 mg/day) (increase 40%)
* Morphine 2 mgivprnq 2 hr

« Step Gabapentin(300) 1tab 121 2 tab Aauuau

TIMELINE

PC:

tjihafud sedation score = 0 fimduldaniiau
MaaLsu“l,mmLﬂnu'mm Auen'laliasunniiia
iavannfiannisaiisu waziiannisteanag
PS 3/10

MX :continue Morphine(1:1) iv rate 0.5 ml/hr

9/7/66
() )

Start chemotherapy

< o
: 10/7/66

Ward (135) : 19.00

«  ihavaudn danduenn
RR 10-12 a59/min wnneig
AvIavua hold Morphine

« f9'l'ldnu gabapentin

PC:12.30 |

Nihadus waaasaay Aule 1ufigredu

Sedation score = 0 fiann1sihausamin vHuihe
AuqusnauiNa wasdasudaugitunii PS 6/10

Mx : restart Morphine(1:1) iv rate 0.5 ml/hr
(Huauaduiihawnelasu)




DIAGNOSIS IN THIS CASE...

« Review Pathology : Extranodal NK/T cell lymphoma, nasal type
EBV-positive

Investigation : Stage IV

« CT SCAN OF NECK, BRAIN AND PNS 5/7/66 :
Multiple cervical pathological lymph nodes

e CT Chest 5/7/66 :
lymphomatous involvement cannot be totally excluded
« CT whole abdomen 5/7/66

Hepatomegaly and heterogenous attenuation of liver parenchyma
without focal lesion; small infiltrative liver nodule cannot be excluded

« Bone marrow involvement

Treatment plan : Chemotherapy SMILE regimen — 2-3 cycles if response : total 6 cycles



EXTRANODAL NK/T CELL LYMPHOMA, NASAL TYPE

« Rare and aggressive peripheral T-cell lymphoma
» Associated with Epstein-Barr virus

« Extranodal lymphomas develop outside of the lymph nodes and can be

found in body tissues

 Classic presentation involves a palatal perforation



NK/T CELL LYMPHOMA

Table 1 Ann Arbor classification.

Stage |
Involvement of a single lymph-node region
IE: Involvement of a single extranodal organ or site

Stage Il
Involvement of two or more lymph-node regions or
lymphatic structures on the same side of the diaphragm
lIE: localized extranodal extension with one or more
lymph-node regions on the same side of the diaphragm

Stage lll
Involvement of lymph-node regions on both sides of the
diaphragm
I1IS: with spleen involvement
IIIE: with localized extranodal extension

Stage IV
Diffuse or disseminated involvement of one or more

extranodal regions (liver, lung, bone marrow, bone)
with or without nodular involvement

Hmidi, Mounir et al. Sinonasal NK/T-cell ymphoma. European annals of
otorhinolaryngology, head and neck diseases 2013;130:145-7.



P JOURNAL OF CLINICAL ONCOLOGY
Ro G N O S I I CA I I o N International Peripheral T-Cell and Natural Killer/T-Cell

Lymphoma Study: Pathology Findings and
Clinical Outcomes

Survival by Histologic type and the IPI

5-Year OS 5-Year FFS

Diagnosis % IPI 0/1 Pl 4/5 % Pl 0/1 IPI 4/5
PTCL-NOS 32 50 11 20 33 6
Anainimmunablastic a7 5R 75 18 24 16
Nasal NKTCL 42 57 0 29 53 0 |
Extranasal NKTCL 9 17 20 6 21 20
ATLL 14 28 7 12 26 0
ALCL, ALK+ 70 90 33 60 80 25
ALCL, ALK— 49 74 13 36 62 13
Enteropathy-type 20 29 14 4 7 14
Primary cutaneous ALCL 90 100 NA 55 62 NA
Hepatosplenic 7 0 0 0 0 0
Subcutaneous panniculitis-like 64 60 0 24 30 0
Abbreviations: |IPI, International Prognostic Index; OS, overall survival; FFS, failure-free survival, PTCL, peripheral T-cell lymphoma; NOS, not otherwise specified;
MKTCL, natural killer/T-cell lymphoma; ATLL, adult T-cell leukemia/lymphoma; ALCL, anaplastic large-cell lymphoma; NA, not applicable.

Vose J, Armitage J, Weisenburger D. International T-Cell Lymphoma Project. International peripheral T-cell and
natural killer/T-cell lymphoma study:pathology findings andclinical outcomes. J Clin Oncol 2008;26:4124-30



A prognostic index for natural killer cell lymphoma after

non-anthracycline-based treatment: a multicentre,
retrospective analysis

Seok Jin Kim, Dok Hyun Yoo Soon Thye Lim, Huangming Hong, Yong Park, Kian Meng Chang, Yoshinobu Maeda,
Fumihiro Ishida, Dong-Yeop Shin, eong Hyun Jeong, Deok-Hwan Yang, Jae-Cheol Jo, Gye ee, Chul Won Choi, Won-Sik Lee
Tsai-Yun Chen, Kiyeun Kim -ayama, Yasuhiro Oki, Ranjana Advani, Frances t Schmitz, Cheolwon Suh,
Ritsuro Suzuki, Yok Lam Ki Kim

« Factor associated associated with overall survival (OS) and progression-free
survival (PFS) :
(1) age older than 60 years

(2) stage III or IV disease
(3) distant lymph node involvement
(4) non—nasal type disease

(5) Epstein-Barr virus DNA  3-year OS rates (PINK-E)
« Low-risk (no - one risk factors) — 81%

* intermediate-risk (two risk factor) — 55%

* high-risk (three or more risk factors) — 28%

Kim SJ, Yoon DH, Jaccard A, et al: A prognostic index for natural killer cell ymphoma after non—
anthracycline-based treatment: A multicentre, retrospective analysis. Lancet Oncol 17:389-400, 2016



PROGNOSTICATION

Study by Therapy ORR (%),
Type Design Treatment Country Population CR (%) 0S (%) PFS (%) Toxicity (grades 3-5)

Chemotherapy alone

SMILE* (n =87)  Phase I SMILE X 6 China 43 AD, newly 81,60 50 (b year) 64 (4-year  67% neutropenia
diagnosed DFS)
44 rellref 66, 52 31% infections
Grade 5 infection (n = 5)
SMILE (n = 38)®  Phase |l SMILE X 6 Japan  Newly diagnosed 79, 45 55 (1 year) 19 had SCT ~ 92% grade 4
stage |V neutropenia

61% grade 3-4 infection

SMILE : dexamethasone, methotrexate, ifosfamide, L-asparaginase, and etoposide



8/7/66 start CMT
SMILE regimen C1

......l.*...‘;..... oo BSA.. |44

loo, W %cmm\tﬂ"

** start hydration 8 hours before chemotherapy
and continue hydration until complete dose of
chemotherapy

check urine pH, Sp. Gr fiawx
methotrexate iv. (keep urine pH > 6.5, Sp. Gr.
<1012)

- "L chemotherapy \§uifiariu NaHCO,

Premedication
-Ondansetron 8 mg IV. fiau W chemotherapy
30 min then prn for nausea,vomitting q 8 hr.

e
L)

wum®  PS (ECOG).... ..... — Dose level., o To)
8 el oy = ' ’ﬁ"’
SMILE regimen b?':l‘(' T-cell | Date_| L Ghder
B Lymphoma @1y /u| Record:
(6:0un Pretreatment Evaluation \ox * Vitalsignq4 hrs.
. CBC, UA « 10
s Bun/Cr, Uric acid Diet
> E'”""M” Ca, PO, Mg * Regular diet
e LFT,LDH o Oral fluid intake > 2 Liday
ration \SG
1,000 cc + 7.5% NaHCO3 80 cc Lc-?v—!t%oml activity
IVrate .\%9....cc/h r* ... 070
Medications
- Leucovorin

Sig. 50 mg iv. q 6 hrs
Bundensy methotrexate
12 hr

D”éod for metho ate

level OD w&v'l§i Leycovorin
fA5U 8 doses

Dexamethasone 10 mg IV
q6 hr
Dax 2-4 Date

1cgg/kg/dose)
OD day 6-12 B~ 19l




PC VISIT 12/7/66

. ¢fihadud sedation score = 0 ffafiannsuia PS 5/10 leendauin 2 ase/u
(Morphine 2 mg IV) n&9'lsiafitndagihaduiainisaiiou fannsaduls
aisusaaaal fannsaduldatiaunaitiuaa IV au1saniuaInig/
eniia'le (1116w Gabapentin) saudusiannsagdn

« PE : A Thai man with good conscious and well co-operation

HEENT : mild dry lip, no sunken eyeball

] Current medication :
Abd : soft , ot tender Ondansetron 8 mg IV g 8 hr

Metoclopramide 10 mg IV prn g 8 hr
Dimenhydrinate 50 mg IV prn g 6 hr
Dexamethasone 10 mg iv g 6 hr (9-11/7/66)
Morphine(1:1) IV 0.5 ml/hr

Morphine 2 mg IV prn for BTP g 2 hr
Lactulose 30 ml oral hs

CNS : no neuro deficit




HOW WOULD YOU MANAGE
HIS NAUSEA AND
VOMITTING?



Antiemeticdrugs & mechanism

VC

Anticholinergics — hyoscine (scopolamine)

dicyclomine
H, Antihistamines — promethazine
e doxylamine
cinnarizine
meclizine

diphenhydramine

e granisetron
alosetron

dolasetron
palonosetron

l’Mcdicachrgc

= 4 "
D, antagonists + metoclopramide™
@ domperidone

haloperidol
chlorpromazine

NK; antagonists — aprepitant
(5] fosaprepitant

Prokinetic drugs
5HT, agonists — cisapride

6 mosapride
levosulpride

metoclopramide*®

domperidone*
Motilin agonist — erythromycin

https://medicalverge.in/antiemetics-classification-mechanism-and-uses-etiology-based-drug-selection/



N

Day 6
after
CMT

14/7/66<> ...............

15/7/66(_ )

TIMELINE

Metoclopramide 10 mg IV prn g 6 hr

Add Lorazepam(0.5) 1 tab oral hs

Add Chlorpromazine (25) 1 tab oral bid
Reassure anticipatory nausea and vomiting

Off Lorazepam L&A
Lorazepam(0.5)
1 tab oral prn hs for insomnia
1 tab oral prn q 4-6 hr for breakthrough emesis

off Chlorpromazine (25) 1 tab oral bid




Pain

18/7/66 :

PROGRESSION

Morphine (1:1) IV 0.5 ml/hr
Gabapentin (300) 1 tab oral hs
Morphine 2 mg IV prnq 2 hr

\

Methadone (5) 0.5 tab oral bid
MOIR(10) 0.5 tab oral prn for BTP q 2 hr



MORPHINE TO METHADONE CONVERSION

« Initiate at low doses individualized based on the indication for treatment and
prior opioid exposure status

 Titrate doses slowly
« Monitor patients for sedation

Chou, Roger, et al. “"Methadone Safety: A Clinical Practice Guideline from the American Pain Society and College on Problems of Drug Dependence,
in Collaboration with the Heart Rhythm Society.” The Journal of Pain, vol. 15, no.4, 2014, pp. 321-337.

100-300 | 300600 | 600800 8001000 | =1000
91 10:1 12:1 15:1 20:1

MEDD (mg/d)

Abrupt discontinuation o ine oNoid. Administration of calculated methadone dosage in three
identical doses at 8-h intervals.

« Morphine = 12 mg IV/day

= 36 mg PO/day
« Use ration 3:1 = Methadone 12 mg/day
* af dose 50% = Methadone 6 mg/d

> Methadone(5) 0.5 tab po g 12 hr
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WOUND CARE

i \ 1 - Destruction wound
13/07/66 N\
11:27 ‘

« ENT Management for wound care :

1.Morphine 2 mg IV Aauvinuna 10 U1

2.1 NSS 21 gauze e debride anu raw
surface (Lusiadtdanluinseayn s¢is NSS

TuatinIwssaynuastinni1ss1an)

3.12f Bactigras #3a vaseline gauze 119A{N raw

surface uavg soft tissue way bone

4.1i1 gauze (Tlan (2u NSS) 219uu bactigras

Yo a Y v =K 1 d' =
llﬂ'i‘]Jﬂ’JHJfJ‘LlfJ’rJZJi]1ﬂQj‘]J’JEJGluﬂTi‘]Jiﬁ/]ﬂﬂTWlLﬁ%!WEJLLWiLW’E]fﬂiﬂﬂlﬂ

5.Gauze uivilausruuu



HOW TO ASSESS
PSYCHOSOCIAL AND
SUPPORTIVE
PATIENT AND FAMILY ?



PSYCHOSOCIAL
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Suffering

» Definitions suffering as physical, emotional, spiritual
or anguish (A18U@317), pain, distress (Wright, 2005)

« Source of suffering

« Physical source: pain etc, function decline,
functional limitations, treatment

 Psychological source: loss, guilt, fear,
anxiety, trust

Sociocultural source: depression,
isolation, abandoned, poverty, low

education, neglect, homelessness,
violence and abuse

Spiritual source: religion, hopelessness,
punish, suffer in silence (sexual, illicit
drug use)



Suffering

Process of Suffering

« Caregiving is relationship between caring &
suffering >> “interpersonal process” include
efforts made by others to relieve person’s
suffering

« Caregiving use therapeutic communication based
on respect, genuineness, empathy, trust

 Engaged in the interpersonal process of
making meaning

« Dynamic interaction between individual’s ability
to cope and effort of others provide care
Source: Kahn D.L. and Steeves, R. H. (1996). An understanding of suffering indiViduaI

grounded in clinical practice and research (pp. 3-27). In B.R. Ferrell (Ed.)

Suffering. Sudbury, MA: Jones and Bartlett. « Processes are successful. Patient’s suffering

IS balanced by healing




Psychosocial assessment
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Psychosocial assessment
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The Patient Dignity Inventory (PDI)
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Comfort Strategies

1. Comfort doing the “Little Something Extra”
o 1290w L ULIWAK 9Nk
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. anulaladngitas g uaaunsudanuing Jgu
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saniigauen iuaudazy
2. Characteristics of comfort Strategies
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GRIEF WORK

YA

Wilae

Aatzinua
Dignity book
Individual support
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DISCHARGE PLANNING

Goal of care : - On going chemotherapy

- If not response/not curative, Hope for comfort care

- Place of death : home
Symptoms : ¥avindnuzinnislaeuagihawazAwuginainisisagiilise e
Psychosocial : Uszifiunnizaanlauasihawazasauaiiniusses

Referral : dvriayanatadazinauadlsenenualnatnueile
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Topic Review

CHEMOTHERAPY
INDUCE NAUSEA
AND VOMITING



CATEGORIES OF CHEMOTHERAPY-INDUCED
NAUSEA AND VOMITING

Acute nausea and vomiting

¢ Within the first 24 hours after chemotherapy
* Mainly by serotonin (5-HT) release from enterochromaffin cells
Delayed nausea and vomiting

* After 24 hours to 5 days after chemotherapy

¢ Various mechanisms: mainly substance P-mediated
disruption of the blood-brain barrier and of gastrointestinal
motility, adrenal hormones (9)

Anticipatory nausea and vomiting

* Qccurrence is possible after one cycle of chemotherapy (8).
* |nvolves the element of classical conditioning

Adapted from (3).

Supportive oncology



MECHANISMS OF CINV

Pathophysiology of acute chemotherapy induced nausea and vomiting

Central
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generator Membrane
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MECHANISMS OF CINV

Pathophysiology of delayed chemotherapy induced nausea and vomiting

Central
pattern
generator

Py 2 NK-1 ]
Ry < p receptor
o o © 0, .-"/"} H \‘:‘\ \\\‘~ =

o o o

Area postrema
AP = Area postrema
NS = Nucleus solitarus
NK-1 = Neurokinin-1
SP = Substance P
Fig. 3-2 Pathophysiology of delayed chemotherapy-induced nausea and vomiting.



Emetogenic risk of intravenous chemotherapeutic agents

High [emesis risk >90% without antiemetics) Bortezomib Paclitaxel
Carmustine, BCNU Lomustine Catumaxumab Panitumumab
Cisplatin Mechlorethamine Cetuximab Pegasparaginase
Cyclophosphamide (>1500 mg/m? Pentostatin Cytarabine (<1 g/m? Pemetrexed
Dacarbazine, OTIC Streptozotocin Docetaxel Teniposide
Dactinomycin, Actinomycin D *Etﬂpnside ") Thiopeta
Moderate (emesis risk 30% to 90% without antiemetics) 5-Fluorouracil Topotecan
Alemtuzumab ‘ Methotrexate (=100 mg/m?=) Gemcitabine Trastuzumab
Altretamine ' Idarubicin Ixabepilone
Azacitidine ‘ ostamide Minimal (emesis risk <10% without antiemetics)
Bendamustine Irinotecan Bevacizumab Melphalan PO
Carboplatin Mitoxantrone (=12 mg/m?) Bleomycin o=, B-, y-Interferon
Clofarabine Melphalan IV Busulfan Mercaptopurine
Cyclophosphamide (<1500 mg/m?®) Oxaliplatin Chlorambucil Methotrexate (<100 mg/m2)
Cytarabine (=1 g/m?) Temozolomide Cladribine Thioguanine
Doxorubicin Trabectedin Cytarabine (<100 mg/m?) Vinblastine
Daunorubicin Treosulfan Fludarabine Vincristine
Epirubicin Hormone Vinorelbine
Low (emesis risk 10% to 30% without antiemetics) Hydroxyurea

» Asparaginase Mitoxantrone (<12 mg/m?) Data from References 16, 33, 35, 38, 39,

Supportive oncology



Patient characteristics influencing the occurrence of CINV

Raised (T) or
Risk factor decreased risk (l)
Experience of nausea and or vomiting T

during previous chemotherapy

I

Age <50 years

Female gender

Pretreatment anxiety

= | = =

Pretreatment nausea

Chemotherapy as an inpatient

:

Chemotherapy as an outpatient

Severe alcohol consumption

Low intake of alcohol

Impaired guality of life

2| 2| 2|« =

History of motion sickness

Pain

-

—3

Hyperemesis gravidarum

I

Fatigue

Data from References 6, 40, 41.
Supportive oncology



ANTIEMETIC DRUGS

5-HT3 SEROTONIN RECEPTOR
ANTAGONISTS (5-HT3-RAs)

NEUROKININ-1-RECEPTOR
ANTAGONISTS (NK-1-RAs)

DOPAMINE RECEPTOR ANTAGONISTS ﬁ | , .

Anticholinergics — hyoscine (scopolamine) domperidone*

ANTI H ISTAM I N ES o dicyclomine 9 haloperidol

chlorpromazine

Antiemeticdrugs & mechanism Miredicalverge

H; Antihistamines — promethazine
doxylami NK; ant: ists — itant
ANTICHOLINERGICS 2 Giniaizine sm, @ fossprepitant

meclizine -
A g g
diphenhydramine Prokinetic drugs

STEROIDS

5HT; antagonists — ondansetron e levosulpride
e granisetron prucalpride
OLAN ZAPI N E alosetron metoclopramide*
dolasetron G domperidone*
palonosetron Motilin agonist — erythromycin

CANNABINOIDS
BENZODIAZEPINES

https://medicalverge.in/antiemetics-classification-mechanism-and-uses-etiology-based-drug-selection/
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HIGH EMETIC RISK PARENTERAL ANTICANCER AGENTS — ACUTE AND DELAYED EMESIS PREVENTION"9:M.J

DAY 1: Select treatment option A, B, or C
All treatment options are category 1 and should be started before anticancer therapyh

DAYS 2. 3. 4:

Treatment option A (preferred). use the following combination':

1. Olanzapine 5-10 mg PO once¥
2. NK1 receptor antagonist (RA) (choose one):
{ Aprepitant 125 mg PO once
0 Aprepitant injectable emulsion 130 mg intravenous (IV) once™
{ Fosaprepitant 150 mg IV once
{ Netupitant 300 mg / palonosetron 0.5 mg (available as fixed combination product only) PO once
{ Fosnetupitant 235 mg / palonosetron 0.25 mg (available as fixed combination product only) IV once
0 Rolapitant 180 mg PO once"
3. 5-HT3 RA (choose one)®P:
{ Dolasetron 100 mg PO once
¢ Granisetron 10 mg subcutaneous (SQ) once,9 or 2 mg PO once, or 0.01 mg/kg (max 1 mg) IV once, or
3.1 mg/24-h transdermal patch applied 24-48 h prior to first dose of anticancer therapy
{ Ondansetron 16-24 mg PO once, or 8-16 mg IV once
{ Palonosetron 0.25 mg IV once
4. Dexamethasone 12 mg PO/IV once™®

Treatment option A.:

* Olanzapine 5-10 mg PO daily on days 2, 3, 4k
+ Aprepitant 80 mg PO daily on days 2, 3

(if aprepitant PO is used on day 1)
« Dexamethasone 8 mg"s PO/IV daily

ondays 2,3, 4

Treatment option B. use the following combination.

1. Olanzapine 5=10 mg PO once¥
2. Palonosetron 0.25 mg IV once
3. Dexamethasone 12 mg PO/IV once™®

Treatment option B:
* Olanzapine 5-10 mg PO daily on days 2, 3, 4k

Treatment option C. use the following combination.

1. NK1 RA (choose one):
0 Aprepitant 125 mg PO once
0 Aprepitant injectable emulsion 130 mg IV once™
0 Fosaprepitant 150 mg IV once
0 Netupitant 300 mg / palonosetron 0.5 mg (available as fixed combination product only) PO once
0 Fosnetupitant 235 mg / palonosetron 0.25 mg (available as fixed combination product only) IV once
0 Rolapitant 180 mg PO once"
2. 5-HT3 RA (choose one)”P:
0 Dolasetron 100 mg PO once
0 Granisetron 10 mg SQ once,% or 2 mg PO once, or 0.01 mg/kg (max 1 mg) IV once, or 3.1 mg/24-h
transdermal patch applied 24—-48 h prior to first dose of anticancer therapy
0 Ondansetron 16-24 mg PO once, or 8-16 mg IV once
0 Palonosetron 0.25 mg IV once
3. Dexamethasone 12 mg PO/IV once'*

Treatment option C.

* Aprepitant 80 mg PO daily on days 2, 3
(if aprepitant PO is used on day 1)

» Dexamethasone 8 mg"S PO/IV daily
on days 2, 3, 4

High emetic risk
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MODERATE EMETIC RISK PARENTERAL ANTICANCER AGENTS — ACUTE AND DELAYED EMESIS PREVENTION®9:i,j

DAY 1: Select treatment option D, E, or F
All treatment options are category 1 and should be started before anticancertherapyh

DAYS 2, 3:

Treatment option D, use the following combination:

1. 5-HT3 RA (choose one):
& Dolasetron 100 mg PO once
¢ Granisetron 10 mg SQ once" (preferred), or 2 mg PO once, or 0.01 mg/kg (max 1 mg) IV once, or
3.1 mg/24-h transdermal patch applied 24-48 h prior to first dose of anticancer therapy
¢ Ondansetron 16-24 mg PO once, or 8-16 mg IV once
¢ Palonosetron 0.25 mg IV once (preferred)
2. Dexamethasone 12 mg PO/IV once™®

Treatment option D:

» Dexamethasone 8 mg"* PO/IV daily
ondays 2,3
OR
+ 5-HT3 RA monotherapy":
i Granisetron 1-2 mg (total dose) PO
daily or 0.01 mg/kg (max 1 mg) IV daily
on days 2, 3
¢ Ondansetron 8 mg PO twice daily or
16 mg PO daily or 8-1& mg IV daily
on days 2, 3
¢ Dolasetron 100 mg PO daily on days 2, 3

Treatment option E, use the following combination":

1. Olanzapine 5-10 mg PO onceX
2. Palonosetron 0.25 mg IV once
3. Dexamethasone 12 mg PO/IV once™®

Treatment option E:

+ Olanzapine 5-10 mg PO daily on days 2, 3K

Treatment option F, use the following combination¥:

1. NK1 RA (choose one):
& Aprepitant 125 mg PO once
¢ Aprepitant injectable emulsion 130 mg IV once™
@ Fosaprepitant 150 mg IV once
¢ Netupitant 300 mg/palonosetron 0.5 mg (available as fixed combination product only) PO once
¢ Fosnetupitant 235 mg / palonosetron 0.25 mg (available as fixed combination product only) IV once
¢ Rolapitant 180 mg PO once"
2. 5-HT3 RA [choose one)?P:
¢ Dolasetron 100 mg PO once
¢ Granisetron 10 mg SQ once,% or 2 mg PO once, or 0.01 mg/kg (max 1 mg) IV once,
or 3.1 mg/24-h transdermal patch applied 24—48 h prior to first dose of anticancer therapy.
¢ Ondansetron 16-24 mg PO once, or 8-16 mg IV once
¢ Palonosetron 0.25 mg IV once
3. Dexamethasone 12 mg PO/IV once™®

Treatment option F:

+ Aprepitant 80 mg PO daily on days 2, 3
(if aprepitant PO used on day 1)

st Dexamethasone| g mg"® POV daily
ondays 2,3
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LOW AND MINIMAL EMETIC RISK PARENTERAL ANTICANCER AGENTS - EMESIS PREVENTIONF9:hj

Start before anticancer therapydMi
(order does not imply preference)
Repeat daily for multiday doses of anticancer therapy
» Dexamethasone 8-12 mg PO/IV once'!
or
» Metoclopramide 10-20 mg PO/IV oncel
Low > or ..
» Prochlorperazine 10 mg PO/IV once'!
or
» 5-HT3 RA" (select one):
¢ Dolasetron 100 mg PO once . Breakthrough Treatment for Anticancer
¢ Granisetron 1-2 mg (total dose) PO once " Therapy-Induced Nausea/Vomiting (AE-10)
¢ Ondansetron 8-16 mg PO once

L)

Minimal —— No routine prophylaxis
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BREAKTHROUGH TREATMENT FOR ANTICANCER
THERAPY-INDUCED NAUSEA/VOMITINGh.bb

The general principle of breakthrough treatment is to add one agent from
a different drug class to the current regimen.
Atypical antipsychotic!:
» Olanzapine 5-10 mg PO daily (preferred, category 1)°¢
+ Benzodiazepinel:
» Lorazepam 0.5-1 mg' PO/sublingual (SL)/IV every 6 h
+ Cannabinoidi:
» Dronabinol capsules 5-10 mg, or drnnablnnl PO solution
2.1-4.2 mg/m?, PO 3—4 times n:iaulyr
* Other:
» Haloperidol 0.5-2 mg PO/IV every 4-6 hi
» Metoclopramide 10-20 mg PO/IV every 4-6 hi
» Scopolamine 1.5 mg transdermal patch 1 patch every 72 h
+ Phenothiazine!:
» Prochlorperazine 25 mg suppository (supp) PR every 12 h or 10 mg
PO/IV every 6 h/
» Promethazine 25 mg supp PR every 6 h or 12.5-25 mg PO every 4-6 hh
+ 5-HT3 RAJ:
» Dolasetron 100 mg PO daily
» Granisetron 1-2 mg PO daily or 1 mg PO two times per day (BID) or
0.01 mg/kg (maximum 1 mg) IV daily or 3.1 mg/24-h transdermal patch
every 7 days
» Ondansetron 8 mg PO/IV every 8-12 h (16-24 mg total daily dose)
» Corticosteroid!:
» Dexamethasone 12 mg PO/IV daily

Any
nausea/
vomiting

RESPONSE

Nausea and
vomiting
controlled

Nausea and/
or vomiting
uncontrolled

—

F.

Continue
breakthrough
medications, on a
schedule, not PRN

Re-evaluate and
consider dose
adjustments and/
or sequentially
add one agent
from a different
drug class

SUBSEQUENT
CYCLES

Consider
changing
antiemetic therapy
to higher level
primary treatment
for next cycle
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ANTICIPATORY EMESIS PREVENTION/TREATMENT

* Prevention is key:
» Use optimal antiemetic therapy during every cycle of treatment
» Avoid strong smells that may precipitate symptoms
« Behavioral therapy:
» Relaxation/systematic desensitization
» Hypnosis
» Relaxation exercises
0 Guided imagery
0 Progressive muscle relaxation (PMR)
0 Biofeedback
¢ Music therapy
» Cognitive distraction
» Yoga (if approved by physician)
* Acupuncture/acupressure
« Consider anxiolytic therapy: -
» For example, lorazepam 0.5-1 mg'/ PO beginning on the night
before treatment and then repeated the next day 1-2 hours
before anticancer therapy begins

Anticipatory
nauseal/vomiting

L )

Emesis Prevention and

Breakthrough Treatment for

Anticancer Therapy-Induced

Nausea/Vomiting (Antiemesis

Table of Contents)




CANNABINOIDS IN THE TREATMENT OF
NAUSEA AND VOMITING

Weak antiemetic efficacy + potentially beneficial side effects (sedation, euphoria)

Canabinoids THC derivative (nabilone or Casamet) : useful in Chemotherapy/

Radiotherapy Induced Nausea and Vomiting

Advised in patients intolerant of or refractory to 5-HT3-RAs or steroids and

aprepitant (Refractory case)

Supportive oncology
The Pallium Palliative Pocketbook
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