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Cisplatin: L ¥

Prehydration 1~2L

Maintain U/O > 100mL/hr
Fluid & furosemide & mannitol
Avoid Aluminum in IV set
60~75mg/m?2 mixed in 0.9% NaCl

Dose adjustment by Renal & BM function

Carboplatin:
Less nephrotoxicity & emesis than Cisplatin
More BM suppression

Dosage adjustment by renal function (ex; Calvert’s formula)
IV mixed in D5W.




Platinum Dose Adjustment

Cisplatin :

CrCl 10~50 mL/min : 75%
CrCl < 10 mL/min : 50%
HD : partially cleared by HD, 50% post-HD

No dosage adjustment for Hepatic impairment

Carboplatin:

Dosage adjustment by renal function (ex; Calvert’s formula)

No dosage adjustment for Hepatic impairment



Etoposide

Forms a ternary complex with
DNA and the topoisomerase II
(which aids in DNA unwinding)

Prevents re-ligation of the DNA strands
Causes DNA strands break.

Renal impairment
CrCl > 50 mL/min : No adjustment required.
CrCl 15-50 mL/min : 75%
CrCl < 15 mL/min : Further dose reduction
Hepatic impairment
Bilirubin 1.5~3 mg/dL or AST > 3x ULN : 50%




Gemcitabine and DNA damage

Ribonucleoside

Ribonucleoside =) 5'-diphosphate memmsmlp- RNA

L

Difluorodeoxycytidine -
5'-diphosphate ><

Deoxyribonucleotide

5'-diphosphate > DNA

Rosell R, Bepler G et al. Clinical Cancer Research. 2004 10:1318
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Methotrexate

dTMP DIHYDROFOLATE
Pem etrexe % \

THYMIDYLATE S HASE
DIHYDR FOLATE REDUCTASE
dUMP

METHYLTHF €= METHYLENE THF  1ETRAHYDROFOLATE (THF)

HOMOCYSTEINE \\ / —

B12
GAR Formyltransferase
4 /z\
METHIONINE 2
METHENYL THF 10-FORMYL THF | )
Pemetrexed ourine

Key Intracellular Folate Enzyme Targets Kindler HL Cancer 95(4):929-932, 2002



Taxane

e Inhibit degradation of tubulin —_—.
e Stabilize microtubule > effect on M phase A3 AXOTERE"

(docetaxel)
fajaction Comesntrate

-



http://www.taxotere.com/professional/home.do
http://www.taxol.com/index.html




Vinorelbine

Interaction with tubulin
Inhibition of Mitosis

Vesicants
Vinorelbine, Taxanes

Irritants
Etoposide, Platinums

Idx 1
Im1
DigitalDiagnost
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Renal and Hepatic Dosage Adjustment Scheme

Renal / Hemodialysis

Hepatic

Vinorelbine  None / 80% after

Paclitaxel None / before or after

Docetaxel None / before or after

Gemcitabine None / Gem = 6~12 hr > HD

CrCl > 45 mL/min : None

Pemetrexed CrCl < 45 mL/min : Not rec

Bilirubin < 2 : 100%
Bilirubin 2.1~3 : 50%
Bilirubin > 3 : 25%

LFT < 2x ULN 100%
LFT 2~10x ULN 75%

LFT 2.5~5x ULN 80%
LFT > 5x ULN Discontinue

LFT : None
Bilirubin > 1.6 : 800 mg/m?

None
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5 Cases
1/5. Small Cell Ca. Limited Stage

— Neutropenia, Anemia, PCl

2/5. Small Cell Ca. Extensive Stage
— Safety guideline, Antiemetics

3/5. Squamous Cell Ca. IV
— Extravasation

4/5. Adenocarcinoma. IV
— Response evaluation

5/5. Adenocarcinoma. IV
— Adding Local Treatment



1/5

53/F, SCLC
Limited Ds
2016 Mar 10

SOMATOM Definition Flash 2016-02-02
CT KIM~ SUN
Se 4 F 053Y 0813

Im 51 DOB:1962-09-09
0.0 - . =T OATEPESTY 313 s

NBI ; s

—_—

= .lv'_'i- .:.':' -i ‘ . . - ] > r .
KVp~4.20.0 2 N / Ly T, o IR
mAs 111223 mA) ' oo




National

V[e{®'8 Cancer

Network® Small Cell Lung Cancer

comprehensive NCCN Guidelines Version 1.2019

NCCN Guidelines Index
Table of Contents
Discussion

DIAGNOSIS INITIAL EVALUATION?

* H&PP®

* Pathology review®

*«CBC

« Electrolytes, liver function tests
(LFTs), BUN, creatinine

* Chest/abdomen CT with contrast

» Brain MRI>9 (preferred) or CT with
contrast

¢ PET/CT scan (skull base to
mid-thigh), (if limited stage is
suspected)?*

* Smoking cessation counseling
and intervention. See the NCCN

Guidelines for Smoking Cessation

Small cell or
combined small
cell/non-small cell
lung cancer on
biopsy or cytology
of primary or
metastatic site

A

STAGE

Limited stage
(See ST-1 for TNM
Classification)

See Additional

Workup (SCL-2)

Extensive stage
(See ST-1 for TNM
Classification)

See Initial

Treatment (SCL-5)

—




Limited stage
(See ST-1 for TNM
Classification)

|_.

¢ If pleural effusion is present,
thoracentesis is
recommended; if
thoracentesis inconclusive,
consider thoracoscopyf

¢ Pulmonary function tests
(PFTs) during evaluation for
surgery or definitive RT

* Bone imaging (radiographs
or MRI) as appropriate if
PET/CT equivocal (consider
biopsy if bone imaging is
PPy | Y
i bkl

* Unilateral marrow
aspiration/biopsy in select
patients9

Clinical stage

I-11A (T1-2,NO,MO0) staging™"]

Pathologic mediastinal

See |nitial

Treatment (SCL-3)
Lobectomy MLND

_ See Initial

—_—

IB-IIC (T3-4,N0,MO;

Limited stage ‘
T1-4, N1-3, M0)

Bone marrow biopsy,

" Treatment (SCL-4)

Chemo + RT

See
» | Extensive-Stage

thoracentesis, or bone studies
consistent with malignancy

Disease (SCL-5)
- ED : Chemo

fWhile most pleural effusions in patients with lung cancer are due to tumor, there are a few patients in whom multiple cytopathologic examinations of pleural fluid are
negative for tumor and fluid is non-bloody and not an exudate. When these elements and clinical judgment dictate that the effusion is not related to the tumor, the
effusion should be exclyded-as-a-slaging-slomeant-Raricardialaffusion-is-classifiad-uising-the-came-critakian

9Selection criteria include: nucleated red blood cells (RBCs) on peripheral blood smear, neutropenia, or thrombocytopenia suggestive of bone marrow infiltration.
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INITIAL TREATMENT

Systemic therapy' +

, Good PS (0-2)—— o current RTM (category 1) |

Limited stage .
B-llic (T3-g,NO,M0; s, PoorPS (34) ___ Systemic therapy! + RT™
T1-4,N1-3,M0) due to SCLC (concurrent or sequential)

Poor PS (3-4) — Individualized treatment
not due to SCLC including supportive careP
See NCCN Guidelines for

Palliative Care

 J

 J

ADJUVANT TREATMENT

See Response
Assessment +

Adjuvant Treatment

(SCL-6)°




H25l= ME2?

g5 B9 ) =

Etoposide + Cisplatin

Etoposide + Carboplatin

Irinotecan + Cisplatin

Irinotecan + Carboplatin

Cyclophosphamide + Adriamycin + Vincristine
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PRINCIPLES OF SYSTEMIC THERAPY*

Svstemic therapv as primarv or adiuvant therapv:
* Limited stage (maximum of 4-6 cycles):
» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 31
» Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 3’
» Cisplatin 60 mg/m? day 1 and etoposide 120 mg/m? days 1, 2, 32
» Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 32
» During systemic therapy + K1, cisplatin/etoposide IS recommended
(category 1).
» The use of myeloid growth factors is not recommended during
concurrent systemic therapy plus radiotherapy (category 1 for not
using GM-CSF).4

* Extensive stage (maximum of 4—6 cycles):

» Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 1, 2, 3 and
atezolizumab 1,200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1,200 mg (category 1, preferred)$:®

» Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 376

» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 3t-7

» Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m? days 1, 2, 318

» Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 31-°

» Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, 8, 15110

» Cisplatin 60 mg/m? day 1 and irinotecan 60 mg/m? days 1, 8, 15111

» Cisplatin 30 mg/m? days 1, 8 and irinotecan 65 mg/m? days 1, 8112

Subsequent systemic therapy:*
¢ Clinical trial preferred.

¢ Relapse 6 mo, PS 0-2:
» Topotecan PO or V1315
» Irinotecan®
» Paclitaxel17:18
» Docetaxel1?
» Temozolomide20,21
» Nivolumab % ipilimumab?2-23
» Pembrolizumab?24
» Vinorelbine?5:26
» Oral etoposide27:28
» Gemcitabine29-30
» Cyclophosphamide/doxorubicin/vincristine (CAV)12
» Bendamustine (category 2B)3'

* Relapse >6 mo: original regimen32-:33§

Consider dose reduction or growth factor support for patients
with PS 2
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While EP chemo and Chest Radiation,
WBC 900 /ulL, ANC 200/ulL

Fllgrastim

Pegfilgrastim

. Dose reduction or delay of chemo
4 All of above

oo W =



G-CSF

Filgrastim (half-life 3~4 hrs)
* Neutropenia

« Start < 500 /ul, continue while < 1,000 /uL
* Febrile Neutropenia

« Start < 1,000 /uL continue while < 3,000 /ulL
Pegfilgrastim (half-life : 15~80 hrs)

« For Prophylaxis of High risk of FN (>20%)



VOLUME 33 + NUMBER 28 + OCTOBER 1 2015

Recommendations for the Use of WBC Growth Factors:
American Society of Clinical Oncology Clinical Practice
Guideline Update

Primary prophylaxis of Febrile Neutropenia (FN)
« 20% or higher risk for FN on the basis of patient, disease and
treatment related factors

Secondary prophylaxis of FN
« G-CSF for Pts with FN from previous cycle of Chemo
 Alternative choice : Dose reduction or Delay

Neutropenia

« G-CSF should NOT be routinely used in afebrile and in FN.

« FN : G-CSF should be considered for high risk for infection
associated complications or poor prognostic factors



J Clin Oncol. 1995 Jul;13(7):1632-41.

Chemoradiotherapy with or without granulocyte-
treatment of limited-stage small-cell lung cancer
Southwest Oncology Group.

Bunn PA Jr1, Crowley J, Kelly K, Hazuka MB, Beasley K, Upchurch C, Livingstt

+ Author information

Erratum in
J Clin Oncol 1995 Nov;13(11):2860.

Abstract

CLINICAL QUESTION 7
Should CSFs be avoided in patients receiving concomitant che-
motherapy and radiation therapy?

Recommendation 7

CSFs should be avoided in patients receiving concomitant che-
motherapy and radiation therapy, particularly involving the medias-
tinum. In the absence of chemotherapy, therapeutic use of CSFs may
be considered in patients receiving radiation therapy alone if pro-
longed delays secondary to neutropenia are explected. (Type: evidence
based. Evidence quality: high. Strength of recommendation: strong.)

PURPOSE: This phase Ill randomized trial was designed to determine if granulocyte-macrophage colony-stimulating factor (GM-CSF)
reduces the hematologic toxicity and morbidity induced by chemoradiotherapy in limited-stage small-cell lung cancer (SCLC).

METHODS: This multicenter prospective trial randomized 230 patients to receive chemotherapy and radiotherapy (RT) with or without GM-
CSF given on days 4 to 18 of each of six cycles. The primary end point was hematologic toxicity. Secondary end points included the
following: nonhematologic toxicities; days of (1) fever, (2) antibiotics, (3) hospitalization, and (4) infection; number of transfusions; drug doses

delivered; and response rates and survival.

RESULTS: There was a statisticallv sianificant increase in the freauencv and duration of life-threatenina thrombocvtopenia (P < .001) in
patients randomized to GM-CSF. GM-CSF patients had significantly more toxic deaths (P < .01), more nonhematologic toxicities, more days
in hospital, a higher incidence of intravenous (IV) antibiotic usage, and more transfusions. Patients randomized to GM-CSF had higher WBC
and neutrophil nadirs (P < .01), but no significant difference in the frequency of grade 4 leukopenia or neutropenia. Patients randomized to
GM-CSF had a lower complete response rate (36% v 44%), but the differences were not significant (P = .29). There were no significant
differences in survival (median, 14 months on GM-CSF and 17 months on no GM-CSF; P = .15).

CONCLUSION: GM-CSF, as delivered in this study, should not be included with concurrent chemoradiotherapy treatment programs for
limited-stage SCLC. The simultaneous use of hematopoietic colony-stimulating factors (CSFs) and chemoradiotherapy should be performed
only in experimental settings. Chemoradiotherapy programs with cisplatin and etoposide ([VP-16] PE) and simultaneous chest RT produce
grade 4 neutropenia and thrombocytopenia in a small-enough proportion of patients that prophylactic hematopoietic growth factors are

clinically unnecessary.
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While EP chemo and Chest Radiation,
WBC 900 /ulL, ANC 200/ulL

Fllgrastim

Pegfilgrastim

. Dose reduction or delay of chemo
4 All of above
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PRINCIPLES OF SYSTEMIC THERAPY*

Systemic therapy as primary or adjuvant therapy:
* Limited stage (maximum of 4-6 cycles):
» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 31
» Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 3’
» Cisplatin 60 mg/m? day 1 and etoposide 120 mg/m? days 1, 2, 32
» Carboplatin AUC 5-6 dav 1 and etoposide 100 ma/mz davs 1. 2. 33
» During systemic therapy + RT, cisplatin/etoposide is recommended
(category 1).
» The use of myeloid growth factors is not recommended during
concurrent systemic therapy plus radiotherapy (category 1 for not
using GM-CSF).4

» Extensive stage (maximum of 4-6 cycles):

» Carboplatin AUC § day 1 and etoposide 100 mg/m? days 1, 2, 3 and
atezolizumab 1,200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1,200 mg (category 1, preferred)$->

» Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 316

» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 3t-7

» Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m? days 1, 2, 38

» Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 312

» Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, 8, 15110

» Cisplatin 60 mg/m? day 1 and irinotecan 60 mg/m? days 1, 8, 15111

» Cisplatin 30 mg/m? days 1, 8 and irinotecan 65 mg/m? days 1, 8112

Subsequent systemic therapy:*
¢ Clinical trial preferred.

* Relapse =6 mo, PS 0-2:
» Topotecan PO or [V13-15
» Irinotecan®
» Paclitaxel17-18
» Docetaxel?
» Temozolomide20:21
» Nivolumab % ipilimumab?223
» Pembrolizumab?24
» Vinorelbine?5:26
» Oral etoposide27-28
» Gemcitabine29-30
» Cyclophosphamide/doxorubicin/vincristine (CAV)12
» Bendamustine (category 2B)31

* Relapse >6 mo: original regimen32-:33§

Consider dose reduction or growth factor support for patients
with PS 2
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Dizziness, Hb 8.5g/dL
While EP chemo and Chest RT

Iron : 100 (60~160 ug/dL) TIBC : 300 (250~430 ug/dL)
TSAT (% Transferrin Saturation) : 30 %
Ferritin : 600 ng/mL (5~270 ng/mL)

National NCCN Guidelines Version 2.2019

Comprehensive NCCN Guidelines Index
NCCN Canc";r Management of Cancer- and Table of Contents

. . Discussion
Network® Chemotherapy-Induced Anemia
EVALUATION OF IRON STATUS MANAGEMENT
IRON DEFICIENCY
Hb increases Periodic evaluation (repeat
Absolute iron deficiency" c ider IV | after 4 wk ferritin and TSAT)
(ferritin <30 ng/mL AND ~onsi erl or ‘;"‘: <
TSAT <20%) Iron supplementation No Hb increase_ See pathway below for
after 4 wk functional iron deficiency
Functional iron deficiency in
patients receiving ESAs®P Consider IV iron supplementation”S:t . See Discussion for clinical
Iron studies: (ferritin 30-500 ng/mL AND with erythropoietic therapy "~ examples of iron status
Iron panel (serum TSAT <50%)
iron, total iron-binding
capacity, serum ferritin)9 “a | Possible functional iron No iron supplementation needed

—»| Or

Cons der IV iron supplementation for select patients

deficiency®-P19 (ferritin >500-
800 ng/mL AND TSAT <50%)

\ No iron deficiency
(ferritin >800 ng/
mL OR TSAT 250%)

— |V or pral iron supplementation is not needed

See Parenteral Iron Preparations (ANEM-B)
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COMPARISON OF RISKS AND GOALS OF ESA USE VERSUS RBC TRANSFUSIONP

Discuss the following risks and goals with patients when considering anemia treatment options:

ESA in the Cancer Setting

RBC Transfusion

Risks

* Increased thrombotic events

* Possible decreased survival

* Time to tumor progression
shortened

* Transfusion reactions (eg, hemolytic, febrile, non-
hemolytic, lung injury)

* Transfusion-associated circulatory overload (TACO)

* Virus transmission (eg, hepatitis, HIV)

* Bacterial contamination

* Iron overload

* Increased thrombotic events

* Possible decreased survival

* Alloimmunization

* Increased risk of poor response to future platelet
transfusions due to HLA immunization

Goals

* Transfusion avoidance
* Gradual improvement in anemia-
related symptoms

* Rapid increase of Hb and hematocrit levels
* Rapid improvement in anemia-related symptoms

See Erythropoietic Therapy - Dosing, Titration, and Adverse Effects (ANEM-A




Management of Cancer-Associated Anemia With
- Erythropoiesis-Stimulating Agents: ASCO/ASH
c. Clinical Practice Guideline Update

RECOMMENDATIONS ESAs (including biosimilars) may be offered to patients with chemotherapy-associated
anemia whose cancer treatment is not curative in intent and whose hemoglobin has declined to < 10 g/dL. RBC
transfusion is also an option. With the exception of selected patients with myelodysplastic syndromes, ESAs
should not be offered to most patients with nonchemotherapy-associated anemia. During ESA treatment,
hemoglobin may be increased to the lowest concentration needed to avoid transfusions. Iron replacement may
be used to improve hemoglobin response and reduce RBC transfusions for patients receiving ESA with or without
iron deficiency. Additional information is available at www.asco.org/supportive-care-guidelines and www.
hematology.org/guidelines.

J Clin Oncol 37:1336-1351. © 2019 by American Society of Clinical Oncology

Recommendation 1.2. ESAs should not be offered to patients with chemotherapy-associated anemia whose
cancer treatment is curative in intent (Type: evidence based; Evidence quality: intermediate; Strength of
recommendation: strong).

Recommendation 6. ESAs increase the risk of thromboembolism, and clinicians should carefully weigh the
risks of thromboembolism and use caution and clinical judgment when considering use of these agents
(Type: evidence based; Evidence quality: high; Strength of recommendation: strong).

Recommendation 9. ESAs should be discontinued in patients who do not respond within 6 to 8 weeks. Patients
who do not respond to ESA treatment should be reevaluated for underlying tumor progression, iron de
ficiency, or other etiologies for anemia (Type: informal consensus; Evidence quality: intermediate; Strength
of recommendation: strong).
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Dizziness, Hb 8.5g/dL
While EP chemo and Chest RT

Iron : 100 (60~160 ug/dL) TIBC : 300 (250~430 ug/dL)
TSAT (% Transferrin Saturation) : 30 %

Ferritin : 600 ng/mL (5~270 ng/mL)

1. Epoetin or Darbepoetin
2. Blood transfusion

3. Iron supplementation
4. All of above
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Case SCLC, LD, 53/F

after EP6 & chest Radiation
Now what would you do?
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RESPONSE ASSESSMENT FOLLOWING

INITIAL THERAPY
Limited
stage
Complete
response
or partial
response
Extensive
« Chest/ stage
abdomen CT
with contrast
« Brain MRI4
(preferred)
or CT with Limited
contrast stage
+ CBC
* Electrolytes, Stable
LFTs, BUN, |™ disease
creatinine
Extensive
stage

ADJUVANT
TREATMENT

PCI™! (category 1) —-

* Consider PCIMt
or MRI brain |
survendance

* Consider
thoracic RTMY

-

After completion of initial
therap¥:
* Oncology follow-u
visits every 3 mo during
y 1-2, every 6 mo during
y 3, then annually

After completion of initial

or subsequent therapy:

* Oncology follow-up
visits everg 2 mo during
y 1, every 3—4 mo during
y 2-3, then every 6 mo
during years 4-5, then
annually

After completion of initial therapy:
¢ Oncology follow-up visits every 3 mo during y

1-2, every 6 mo during y 3, then annually

After completion of initial or subsequent therapy:

* Oncology follow-up visits every 2 mo during y
1, every 3—4 mo during y 2-3, then every 6 mo
during years 4-5, then annually

— Primary progressive disease — See Subsequent Therapy/Palliative Therapy (SCL-7)

SURVEILLANCES

* Provide Survivorship
Care Plan after
completion of initial
therapy®

* At every visit: H&PP,
CT Chest/abdomen;
bloodwork only as
clinically indicated

* MRI (preferred) or CT
brain with contrast every
3—4 months duringy 1,
then every 6 months
during y 2 (regardless of
PCI status)™

* New pulmonary nodule
should initiate workup
for potential new
primary

* Smoking cessation
intervention, see the
NCCN Guidelines for
Smoking Cessation

¢« PET/CT is not
recommended for

—>

routine follow-up
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Prophylactic Cranial Irradiation (PCI):

25 Gy, 10 fx.
LD : PCIl decreases BM and increases OS
ED : PCl decreases BM

Neurocognitive Toxicity :
Old age and High dose are Predictive factors
Concurrent Chemo and high dose RT should be avoided.

Consider adding memantine during and after RT



5 Cases
1/5. Small Cell Ca. Limited Stage

— Neutropenia, Anemia, PCl

2/5. Small Cell Ca. Extensive Stage
— Safety guideline, Antiemetics

3/5. Squamous Cell Ca. IV
— Extravasation

4/5. Adenocarcinoma. IV
— Response evaluation

5/5. Adenocarcinoma. IV
— Adding Local Treatment
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STAGE
* Good PS (0-2)
. * Poor PS (3-4) | —
Extensive stage due to SCLC
without localized
symptomatic sites
or brain metastase$; * Poor PS (3-4)
not due to E ———
SCLC
* SVC syndrome
* Lobar obstruction
* Bone metastases

(See ST-1 for TNM localized

Extensive stage Extensive stage +
Classification) symptomatic sites

Spinal cord
compression

Asymptomatic —
Extensive stage with
brain metastases

Symptomatic —»

INITIAL TREATMENTP

Combination systemic therapy! including
supportive careP
See NCCN Guidelines for Palliative Care

Individualized therapy including
supportive careP
See NCCN Guidelines for Palliative Care

oL s s IR L]
(A

Systemmictherapy L RT
symptomatic sites

If high risk of fracture due to osseous
structural impairment, consider
orthopedic stabilization and

palliative external-beam RT™

—_—

RT™ to symptomatic sites before
systemic therapy unless immediate
systemic therapy is required.

See NCCN Guidelines for Central

Nervous System Cancers

May administer systemic therapy first,
with whole-brain RT™ after completion of
systemic therapy*d

Whole-brain RT™M before systemic
therapy,' unless immediate systemic
therapy is indicated

See Response
Assessment +
Adjuvant Treatment
(SCL-6)'
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Explain the Patients lliness

Explain the Natural Course, Prognosis
Explain the Purpose of Treatment

Get the Informed Consent

All of above




Checklist before Chemotherapy

e Patient’s lliness & Burden

Histology, Stage, Molecular profile, Performance status
Natural course : Expected Symptoms & Survival

Comorbidities :
COPD, HTN, IHD, DM, Neurologic ds,
Liver, Kidney, Depression and Dental problem

Economic status, Private insurance
Attitude and Expectations of Patients and Family




Checklist before Chemotherapy

e Patient’s lliness & Burden

Histology, Stage, Molecular profile, Performance status
Natural course : Expected Symptoms & Survival

Comorbidities :
COPD, HTN, IHD, DM, Neurologic ds,
Liver, Kidney, Depression and Dental problem

Economic status, Private insurance
Attitude and Expectations of Patients and Family

e Preparation and Consultation

— Consider Chemo-port insertion
— Consult to Specialties, + Psychiatry, Dent, Social workers.



ASCO Special Article

2016 Updated American Society
of Clinical Oncology/Oncology

Nursing Society Chemotherapy J Oncol Practice 12(12), 2016
Administration Safety Standards,

Including Standards for

Pediatric Oncology

1. Creating Safe Environment
«  Qualifications of clinical staff, Education programs

2. Treatment Planning, Consent, Education
. Information to Patients (Informed consent)

3. Ordering, Preparing, Dispensing and Administration
«  Approval by Independent practitioners

. Essential Elements of Orders, Drug Labels

4. Monitoring after chemo, Toxicity, Complications



Information for Patients

Diagnosis — Cancer type, Stage, Natural course

Cure or Palliation (Prolong Life & Reduce Symptoms)

Drug Name, Schedule, Duration, Drugs or Food interactions
Potential AEs, short-term or long-term AEs

Sx or AEs requiring report or seek immediate attention

Sx or AEs requiring immediate discontinuation

Storage, Handling medications in the Home

Follow-up plans including laboratory, imaging studies

Contact information of health care settings
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medications, drug-drug and drug-food interactions, 3.4.1. The rationale for an exception order is documented
and plan for missed doses.” in the medical record.
2.3.4. Potentiallong-term and short-term adverse effects | 3.5. The health care setting has policy for chemotherapy
of therapy, including infertility risks for appro- orders that ensure:
priate patients. 3.5.1. Verbal ordersare notallowed except to hold or stop
2.3.5. Symptoms or adverse effects that require the pa- chemotherapy administration.
tient to contact the health care setting or to seek 3.5.2. New orders or changes to orders, including changes
immediate attention. to oral chemotherapy regimens, for example, dose
2.3.6. Symptoms or events that require immediate dis- adjustments communicated directly to patients, are
continuation of oral or other self-administered documented in the medical record.
treatments.>® 3.6. The health care setting uses standardized, regimen-
2.3.7. Procedures for handling medications in the home, level, preprinted or electronic forms for parenteral
including storage, safe handling, and management chemotherapy.**”
of unused medication. 3.7. Chemotherapy orders include at least the following
2.3.8. Procedures for handlingbody secretions and waste elements:
in the home. 3.7.1. The patient’s name.
2.3.9. Follow-up plans, including laboratory and pro- 3.7.2. A second patient identifier.
vider visits. 3.7.3. The date the order is written.
2.3.10. Contact information for the health care setting, 3.7.4. Regimen or protocol name and number.
with availability and instructions on when and 3.7.5. Cycle number and day, when applicable.
who to call. 3.7.6. All medications within the order set are listed by
2.3.11. The missed appointment policy of the health care using full generic names.
setting and expectations for rescheduling or 3.7.7. Drug dose is written following standards for
cancelling. abbreviations, trailing zeros, and leading zeros.
2.4. Education includes family, caregivers, or others on 3.7.8. The dose calculation, including:
the basis of the patient’s ability to assume respon- 3.7.8.1. The calculation methodology.
sibility for managing therapy. Educational activities 3.7.8.2. The variables used to calculate the dose.
will be performed on the basis of the patient’s 3.7.8.3. The frequency at which the variables are
learning needs, abilities, preferences, and readiness re-evaluated.
to learn. 3.7.8.4. The changes in the values that prompt con-
firmation of dosing.
Domain 3: Ordering, Preparing, Dispensing, and 3.7.9. Date of administration.
Administering Chemotherapy 3.7.10. Route of administration.
3.1. The health care setting defines standard chemotherapy 3.7.11. Allergies.
regimens by diagnosis with references.’"*> 3.7.12. Supportive care treatments that are appropri-
3.2. The health care setting verifies institutional review board ate for the regimen, including premedications,
approval of research regimens.” hydration, growth factors, and hypersensitivity
3.3. Orders for chemotherapy are signed manually or by using medications.
electronic approval by licensed independent practi- 3.7.13. Parameters that would require holding or mod-
tioners who are determined to be qualified by the health ifying the dose, for example, laboratory values,
care setting. diagnostic test results, and patient’s clinical
3.4. The health care setting has policy for managing che- status.
motherapy orders that vary from standard regimens. 3.7.14. Sequencing of drug administration, when applicable.
The policy requires a supporting reference and/or 3.7.15. Rate of drug administration, when applicable.
authorization by a second licensed independent 3.7.16. An explanation of time limitation, such as the
practitioner. number of cycles for which the order is valid.




3.8.

Prescriptions for oral chemotherapy, whether to be
dispensed by the health care setting or another facility,

include the following elements®®:

3.8.1. The patient’s name.

3.8.2. A second patient identifier.

3.8.3. Full generic drug name.

3.8.4. 'The date of order.

3.8.5. Drug dose following standards for abbreviations,

symbols, and dose designations.

3.8.6. Includes calculation methodology.

3.8.7. Route of administration, special instructions if

applicable.

3.8.8. Drug quantity to be dispensed.

3.8.9. Schedule of administration.

3.8.10. Duration of therapy and an explanation of time

limitation, such as number of cycles.

3.8.11. Number of refills, with zero being the acceptable

3.9.

3.10.

3.11.

default value.

Chemotherapy is prepared by a licensed pharma-
cist, pharmacy technician, physician, or registered
nurse with documented chemotherapy prepara-
tion education, training, and annual competency
validation.

A licensed pharmacist verifies all orders before
administration or dispensing of chemotherapy in
health care setting that treats pediatric patients
age < 18 years.

A second person—a practitioner or other personnel
approved by the health care setting to prepare
or administer chemotherapy—performs three in-

dependent verifications™:

3.11.1. Before preparation, a second person—a practitioner

or other personnel approved by the health care

setting to prepare or administer chemotherapy—

independently verifies:

3.11.1.1. Two patient identifiers.

3.11.1.2. Drug name.

3.11.1.3. Drug dose.

3.11.1.4. Route of administration.

3.11.1.5. Rate of administration

3.11.1.6. The calculation for dosing, including the
variables used in this calculation.

3.11.1.7. Treatment cycle and day of cycle.

3.11.2. Upon preparation, a second person approved by

the health care setting to prepare parenteral che-
motherapy verifies:

3.11.2.1. The drug vial(s).

3.11.2.2. Concentration.

3.11.2.3. Drug volume or weight.

3.11.2.4. Diluent type and volume, when applicable.

3.11.2.5. Administration fluid type, volume, and
tubing.

3.11.3. Before each chemotherapy administration, at least
two practitioners approved by the health care setting
to administer or prepare chemotherapy verify and
document the accuracy of the following elements:

3.11.3.1. Drug name.
3.11.3.2. Drug dose.
3.11.3.3. Infusion volume or drug volume when
prepared in a syringe.
3.11.3.4. Rate of administration.
3.11.3.5. Route of administration.
3.11.3.6. Expiration dates and/or times.
3.11.3.7. Appearance and physical integrity of the
drugs.
3.11.3.8. Rate set on infusion pump, when used.
3.12. Chemotherapy drugs are labeled immediately upon
preparation, and labels include the following 10 ele-
ments at a minimum**:

3.12.1. Patient’s name.

3.12.2. A second patient identifier.

3.12.3. Full generic drug name.

3.12.4. Drug dose.

3.12.5. Drug administration route.

3.12.6. Total volume required to administer the drug.

3.12.7. Date the medication is to be administered.

3.12.8. Expiration dates and/or times.

3.12.9. Sequencing of drugadministration, when applicable,
and total number of products to be given when
medication is provided in divided doses—each
product should be labeled with the total number of
products to be administered and the individual
products sequence within that total grouping, for
example, one of five, two of two, etc.

3.12.10. A warning or precautionary label or sticker, as
applicable, to storage and handling; may be in-
cluded within the label or on an auxiliary label.

3.13. Labels for medications dispensed from the health care
setting to be taken at home include:

3.13.1. Patient’s name.

3.13.2. A second patient identifier.

3.13.3. Date of preparation and expiration.
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Emetogenic Potential of IV and Oral agents

Intravenous infusion

Oral medication

High Cisplatin .
(>90%) Carboplatin (AUC >4) LR
Crizotinib
Etoposide
Moderate Carboplatin (AUC <4) Temozolomide
(30-90%) Irinotecan
Taxanes,
Low Pemetrexed -
(10-30%) Gemocitabine, ’ﬁ];agtlmﬁ)
Etoposide, Topotecan Elotinib
: - Gefitinib
Minimal ynmune Checkpoint Inhibitors Osimertinib
(<10%) inorelbine

Ramucirumab




Intensity of Emesis

Acute phase

Cisplatin

Delayed phase

I

3
Days

Patients free of emesis (%)

[o=]
o

[=3]
o

=y
o

————  5HT3RA+ DEX + NK{RA
= = * 5HT3RA+DEX
NK; RA + DEX

o == e e e e e = = - —

Time since cisplatin (h)

Hesketh PJ, et al.
Eur J Cancer.
2003:39:1074-80




Prophylaxis of CINV

Intravenous infusion Oral medication

High

(>90%) NK1 RA + 5-HT3 RA + Steroid

5-HT3 RA

Moderate

(30-90%) 5-HT3 RA + Steroid

Low

(10-30%) Steroid

Minimal

(<10%) No Routine Prophylaxis




2/5

Case SCLC, ED

/&=0SU CHONNAM HOSPITAL \
= pi18-01-27

Idx 375N .
Aqum» ll_j Aeriing
CT P ¢ 1 HUI
Se 8 w“ " - - 6!7187""
Im 34 B #1961-05- 26
FFS

3.0thk
CE

0.0

Coronal
THJUNG /

|

CNUHH
2018-03-22
GIvE HUI

J

/

FOV 351 XE8H!
TP 9.8
11750 |

kVp 120.(
mAs 60(SURRY
GT O

CHEST
Body 3.000
2018-01-2

)
W 514

L 24
Z 100%

pression 10:1

W 400
L 40

Yy @ Z 100% 9=

v, R

.l ,: C
b4



2/5

1-EP-6 : February ~ June, 2018
@ PD in September, 2018

(1.5 f/s) ,
27/ 108
- F .



O{E st Zef X'Y0| ES8 ?

e

EP or ECb
Irinotecan, Topotecan, Belotecan

Paclitaxel
A\Y,
Nivolumab, Pembrolizumab



National
Comprehensive
N(e{®'f Cancer
Network®

Small Cell Lung Cancer

NCCN Guidelines Version 1.2019

NCCN Guidelines Index
Table of Contents
Discussion

PRINCIPLES OF SYSTEMIC THERAPY*

Systemic therapy as primary or adjuvant therapy:
* Limited stage (maximum of 4-6 cycles):
» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 31
» Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 3’
» Cisplatin 60 mg/m? day 1 and etoposide 120 mg/m? days 1, 2, 32
» Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 32
» During systemic therapy + RT, cisplatin/etoposide is recommended
(category 1).
» The use of myeloid growth factors is not recommended during
concurrent systemic therapy plus radiotherapy (category 1 for not
using GM-CSF).4

* Extensive stage (maximum of 4—6 cycles):

» Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 1, 2, 3 and
atezolizumab 1,200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1,200 mg (category 1, preferred)$:®

» Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 376

» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 3t-7

» Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m? days 1, 2, 318

» Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 31-°

» Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, 8, 15110

» Cisplatin 60 mg/m? day 1 and irinotecan 60 mg/m? days 1, 8, 15111

» Cisplatin 30 mg/m? days 1, 8 and irinotecan 65 mg/m? days 1, 8112

Subsequent systemic therapy:*
¢ Clinical trial preferred.

* Relapse £6 mo, PS 0-2:
» Topotecan PO or V1315
» Irinotecan®
» Paclitaxel17:18
» Docetaxel?
» Temozolomide20,21
» Nivolumab % ipilimumab?2-23
» Pembrolizumab?24
» Vinorelbine?5:26
» Oral etoposide27:28
» Gemcitabine29-30
» Cyclophosphamide/doxorubicin/vincristine (CAV)12
» Bendamustine (category 2B)3'

* Relapse >6 mo: original regimen32:33§

Consider dose reduction or growth factor support for patients
with PS 2
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5 Cases
1/5. Small Cell Ca. Limited Stage

— Neutropenia, Anemia, PCl

2/5. Small Cell Ca. Extensive Stage
— Safety guideline, Antiemetics

3/5. Squamous Cell Ca. IV
— Extravasation

4/5. Adenocarcinoma. IV
— Response evaluation

5/5. Adenocarcinoma. IV
— Adding Local Treatment
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CLINICAL PRESENTATION

« Establish histologic
subtype? with
adequate tissue for
molecular testing

Advanced (consider rebiopsy99
or . |- | if appropriate)
metastatic * Smoking cessation
Disease counseling
¢ Integrate palliative
care® (See NCCN_

Guidelines for

Palliative Care)

HISTOLOGIC
SUBTYPE?

* Adenocarcinoma

* Large cell

« NSCLC not
otherwise
specified (NOS)

Squamous cell
carcinoma

TESTINGIP

* Molecular testing
» EGFR mutation testing
(category 1)
» ALK testing (category 1)
» ROS1 testing
» BRAF testing
» Testing should be
conducted as part of broad
molecular profiling'-l
* PD-L1 testing (category 1)

* Molecular testing

» Consider EGFR mutation
and ALK testing® in never
smokers or small biopsy
specimens, or mixed
histology'!

» Consider ROS7 and BRAF
testing in small biopsy
specimens or mixed
histology

» Testing should be
conducted as part of broad
molecular profiling'-

* PD-L1 testing (category 1)

%
i

TESTING RESULTSMh
Sensitizing EGFR mutation positive

(see NSCL-18)

ALK positive (see NSCL-21)

ROS1 positive (see NSCL-24)

BRAF V600E positive (see NSCL-25)
PD-L1 21% and EGFR, ALK negative
or unknown (see NSCL-27)

EGFR, ALK, ROS1, BRAF negative
or unknown, PD-L1 <1% or unknown
I{>ee NOUL-20)

Sensitizing EGFR mutation positive

(see NSCL-18)

ALK positive (see NSCL-21)
ROS1 positive (see NSCL-24)

BRAF V600E positive (see NSCL-25)

PD-L1 21% and EGFR, ALK negative
or unknown (see NSCL-27)

EGFR, ALK, ROS1, BRAF, negative
or unknown, PD-L1 <1% or unknown

(see NSCL-29)
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SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE2b:h

Initial Systemic Therapv Options
Sauamous Cell Carcinoma (PS 0-1) Squamous Cell Carcinoma (PS 2)
No contraindications to the addition of pembrolizumab® + Albumin-bound paclitaxel1®
* Pembrolizumab/carboplatin/paclitaxel®'-d (category 1) (preferred) « Carboplatin/albumin-bound paclitaxe
» Pembrolizumab/carboplatin/albumin-bound paclitaxel®! (category 1)  * Carboplatin/docetaxel®
(preferred) . Carboplat!nletopo_s;idggﬂ°
* Pembrolizumab/cisplatin/paclitaxel * Carboplatin/ gem_cltab|1nze"
« Pembrolizumabl/cisplatin/albumin-bound paclitaxel * Carboplatin/paclitaxel

22,23
Contraindications to the addition of pembrolizumab® i DOCEt?er. 24-26
- Parlamlatiniallimsin basimd maaliboval fanéamarn, 1\7 * Gemcitabine

» Gemcitabine/docetaxell?
» Gemcitabinel/vinorelbine®
« Paclitaxel?7-2°

20,21

. Carboplatlnldocetaxel (category 1)

« Carboplatin/gemcitabine (category 1)1
« Carboplatin/paclitaxel (category 1)12

* Cisplatin/docetaxel (category 1)8

« Cisplatin/etoposide (category 1)14

« Cisplatin/gemcitabine (category 1)12:1°
« Cisplatin/paclitaxel (category 1)'¢

» Gemcitabine/docetaxel (category 1)17
 Gemcitabine/vinorelbine (category 1)18
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SQUAMOUS CELL CARCINOMA
INITIAL SYSTEMIC THERAPY

PS 0-2 —

Progression

Svstemi Tumor PS3-4 —
ystemic
PS0-2 - hhh —>|response
therapy evaluationhhh
Response| |4-6 Tumor

Best supportive care or stable cycles|»|response
PS 3-4—» |See NCCN Guidelines disease (total) | |evaluation

for Palliative Care

hhh K

SUBSEQUENT THERAPYIhh

Systemic immune checkpoint

inhibitors (preferred)s-ttill

* Nivolumab (category 1)
or pembrolizumab (category 1)l
or atezolizumab (category 1)

Other systemic therapy:**

* Docetaxel or gemcitabine or
ramucirumab + docetaxel

—> Progression!'!l:mmm

Best supportive care
See NCCN Guidelines for Palliative Care

Progression—See Subsequent Therapy, above
Continuation maintenancehhh
* Pembrolizumah999

» Gemcitabine (category 2B) Progression,

Response| |or see
or stable [|+|Switch maintenancehhh L» |Subsequent
disease (category 2B) Therapy,

* Docetaxel above

or

Close observation
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Initial management of Extravasation

 Stop the infusion, Do Not Flush the Line.

« Elevate the affected Extremity.

« Needle should be Left in Place to attempt to aspirate
fluid from the extravasated area and to facilitate the

administration of an antidote to the local area
Hyaluronidase : Vinorelbine, Etoposide, Taxanes
« Sodium Thiosulfate : Cisplatin

 If an antidote will not be injected into the
extravasation site, the catheter/needle can be removed
after attempted aspiration of the subcutaneous tissues.

« Topical Cold packs is recommended for extravasation
of all vesicant or irritant drugs except the vinorelbine
and etoposide (Hot pack).



Annals of Oncology 23 (Supplement 7): viil167-vi173, 2012
doi:10.1093/annonc/mds294

clinical practice guidelines

Management of chemotherapy extravasation: ESMO-
EONS Clinical Practice Guidelines'

Step 1.
Stop and disconnect infusion. Leave the needle in place.

Step 2.
Identify extravasated agent.

Step 3.
Leaving the cannula in place, try to gently aspirate as much extravasated solution
as possible. Record volume removed in patient records.
Avoid manual pressure over the extravasated area.
Remove cannula.

Step 4.
Mark with a pen an outline of the extravasated area.

Step 5.
Notify physician. Start specific measures as soon as possible.

Vesicant or irritant Non vesicant

Localize and neutralize Disperse and dilute Local dry cold compresses

Agents: Agents:
- Anthracyclines - Vinka alkaloids
- Antibiotics (Mitomycin / - Taxanes

Dactinomycin) Platin salts

- Alkylating agents

Step 5.A: Localize Step 5.A: Disperse

Apply dry cold compresses for 20

minutes 4 times daily for 1-2 days.

Avoid alcohol compresses

Apply dry warm compresses for 20
minutes 4 times daily for 1-2 days

Step 5.B: Neutralize
Use specific antidotes

Step 5.B: Dilute
Administer agents increasing
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5 Cases
1/5. Small Cell Ca. Limited Stage

— Neutropenia, Anemia, PCl

2/5. Small Cell Ca. Extensive Stage
— Safety guideline, Antiemetics

3/5. Squamous Cell Ca. IV
— Extravasation

4/5. Adenocarcinoma. IV
— Response evaluation

5/5. Adenocarcinoma. IV
— Adding Local Treatment
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CLINICAL PRESENTATION

Advanced

or
metastatic|™
Disease

« Establish histologic
subtype? with
adequate tissue for
molecular testing
(consider rebiopsy99
if appropriate)

* Smoking cessation
counseling

¢ Integrate palliative

care® (See NCCN

Guidelines for

Palliative Care)

HISTOLOGIC
SUBTYPE?

* Adenocarcinoma
* Large cell
r s NSCLC not
otherwise
specified (NOS)

Squamous cell
carcinoma

TESTINGIP

* Molecular testing
» EGFR mutation testing
(category 1)
» ALK testing (category 1)
» ROS1 testing
» BRAF testing
» Testing should be
conducted as part of broad
molecular profiling'-l
* PD-L1 testing (category 1)

* Molecular testing

» Consider EGFR mutation
and ALK testing® in never
smokers or small biopsy
specimens, or mixed
histology'!

» Consider ROS7 and BRAF
testing in small biopsy
specimens or mixed
histology

» Testing should be
conducted as part of broad
molecular profiling'-

* PD-L1 testing (category 1)

/

—

O\

\

TESTING RESULTSMh
Sensitizing EGFR mutation positive

(see NSCL-18)
ALK positive (see NSCL-21)
ROS1 positive (see NSCL-24)

BRAF V600E positive (see NSCL-25)
PD-L1 21% and EGFR, ALK negative
or unknown (see NSCL-27)

EGFR, ALK, ROS1, BRAF negative
or unknown, PD-L1 <1% or unknown

(see NSCL-28)

Sensitizing EGFR mutation positive

(see NSCL-18)

ALK positive (see NSCL-21)
ROS1 positive (see NSCL-24)

BRAF V600E positive (see NSCL-25)

PD-L1 21% and EGFR, ALK negative
or unknown (see NSCL-27)

EGFR, ALK, ROS1, BRAF, negative
or unknown, PD-L1 <1% or unknown

(see NSCL-29)
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SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE?P

Initial Svetamic Theranv Ontinne

Adenocarcinoma, Large Cell, NSCLC NOS (PS 0-1)

Adenocarcinoma, Large Cell, NSCLC NOS (PS 2)

Nn ~rantraindicatinne tn tha additinn nf nnmhrnll7|lm ab or atezolizumab® ¢ Albumin-bound pac||taxe|19

. Pembrol|zumablcarboplatlnlpemetrexed (category J1 2d (preferred)
* Pembrolizumab/cisplatin/pemetrexed (category 1)>9 (preferred)

« Atezolizumab/carboplatin/paclitaxel/bevacizumab (category 1)><.e.f.9
Contraindications to the addition of pembrolizumab or atezolizumab®
* Bevacizumabl/carboplatin/paclitaxel (category 1)4.ef9

. Bevamzumablcarboplatlnlpemetrexed &g

» Bevacizumabl/cisplatin/pemetrexed®-¢:"9

« Carboplatin/albumin-bound paclitaxel (category 1)”

+ Carboplatin/docetaxel (category 1)8

« Carboplatin/etoposide (category 1)%10

« Carboplatin/gemcitabine (category 1)1

+ Carboplatin/paclitaxel (category 1)12

« Carboplatin/pemetrexed (category 1)13

* Cisplatin/docetaxel (category 1)%

» Cisplatin/etoposide (category 1)'4

» Cisplatin/gemcitabine (category 1)'%1°

e Cienlatin/naclitaval (ratanarns 1)

» Cisplatin/pemetrexed (category 1)'°

* Gemcitabine/aocetaxel (category 1)*°

+ Gemcitabinelvinorelbine (category 1)18

+ Carboplatin/albumin-bound paclitaxel20.21
« Carboplatin/docetaxel®

» Carboplatin/etoposide®1°
» Carboplatin/gemcitabine™?
» Carboplatin/paclitaxel?

. Carboplatlm‘gemetrexed1

» Docetaxel??

« Gemcitabine24-26

+ Gemcitabine/docetaxell”

+ Gemcitabine/vinorelbine®
« Paclitaxel?7-2°

+ Pemetrexed3?
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5 Cases
1/5. Small Cell Ca. Limited Stage

— Neutropenia, Anemia, PCl

2/5. Small Cell Ca. Extensive Stage
— Safety guideline, Antiemetics

3/5. Squamous Cell Ca. IV
— Extravasation

4/5. Adenocarcinoma. IV
— Response evaluation

5/5. Adenocarcinoma. IV
— Adding Local Treatment
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Local Consolidative Therapy Vs. Maintenance
Therapy or Observation for Patients With
Oligometastatic Non—-Small-Cell Lung Cancer:
Long-Term Results of a Multi-Institutional,
Phase Il, Randomized Study

PURPOSE Our previously published findings reported that local consolidative therapy (LCT) with radiotherapy or
surgery improved progression-free survival (PFS) and delayed new disease in patients with oligometastatic
non—-small-cell lung cancer (NSCLC) that did not progress after front-line systemic therapy. Herein, we present
the longer-term overall survival (OS) results accompanied by additional secondary end points.

PATIENTS AND METHODS This multicenter, randomized, phase Il trial enrolled patients with stage IV NSCLC,
three or fewer metastases, and no progression at 3 or more months after front-line systemic therapy.
Patients were randomly assigned (1:1) to maintenance therapy or observation (MT/0) or to LCT to all
active disease sites. The primary end point was PFS; secondary end points were OS, toxicity, and the
appearance of new lesions. All analyses were two sided, and P values less than .10 were deemed
significant.

CONCLUSION In patients with oligometastatic NSCLC that did not progress after front-line systemic therapy, LCT
prolonged PFS and OS relative to MT/O.

J Clin Oncol 37:1558-1565. © 2019 by American Society of Clinical Oncology
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FIG 1. (A) Progression-free survival (PFS) and (B) overall survival (OS) in patients given local consolidative therapy (LCT) or maintenance therapy or

observation (MT/Q) for oligometastatic non—-small-cell lung cancer.
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Rising and Falling Trends In the Use of
Chemotherapy and Targeted Therapy Near the
End of Life in Older Patients With Cancer

PURPOSE End-of-life (EOL) chemotherapy has been described as the most widespread, wasteful, and un-
necessary practice in oncology, with benchmarking aimed to reduce physician use of chemotherapy within
14 days of EOL. We evaluated the recent transformation of EOL chemotherapy and targeted therapy practices
nationally.

METHODS In patients older than 65 years of age who died as a result of breast (n = 19,887), lung (n = 79,613),
colorectal (n = 29,844), or prostate (n = 17,910) cancer between 2007 and 2013, we evaluated the guideline-
benchmarked measure of chemotherapy use within 14 days of EOL in SEER-Medicare. Comparison outcomes
were nonbenchmarked measures of chemotherapy and targeted therapy across time points within 6 months of
EOL. Cochran-Armitage test was used to evaluate temporal trends. Multilevel logistic models and intraclass
correlation coefficient was used to evaluate variation in EOL chemotherapy use at the physician level.

CONCLUSION With national benchmarking, chemotherapy within 14 days of EOL successfully declined to less
than 5%, with comprehensive benchmark uptake by physicians. Results may inform current strategies to help to
achieve high-value EOL oncology practice.

J Clin Oncol 37:1721-1731. © 2019 by American Society of Clinical Oncology




Quality practice benchmarks established in 2012 by
National Quality Forum and ASCO Quality Onology Practice Initiative

Focus on minimizing chemotherapy in the last 14 days of life.

Final Rule of Centers for Medicare & Medicaid Services (CMS) 2018
Chemo use in Last 14 days - Key Clinical Process Quality measure
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Therapy to modify
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End-of-life Care :

Canadian Hospice Palliative Care Nursing Standards Committee.
(2014). Canadian hospice palliative care nursing standards of practice.
Retrieved from http://www.chpca.net/interest_groups/nurses_ig.html
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Safety Standard
Qualification & Education
Informed Consent
Double Check Routine

AE management
Extravasation, CINV
Prevention & Prompt Care
Anemia, Neutropenia
Proper use of stimulants

Prepare End of Life Care

From Diagnosis to Bereavement

Team Approach

William Shukvspvurt*
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