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Supporting treatment algorithms
for the clinical management of
neuroendocrine tumors

Figures1to 5 outline a comprehensive treatment algorithm on the management of neuroendocrine tumors aimed
at addressing the different lines of treatment after thorough review of medical and economic evidence by CHI
committees.

For further evidence, please refer to CHI Neuroendocrine tumors full report. You can stay updated on the upcoming
changes to our formulary by visiting our website at https://chi.gov.sa/AboutCCHI/CCHIprograms/Pages/IDF.aspx

Our treatment algorithm offers a robust framework for enhancing patient care and optimizing treatment outcomes
across a range of treatment options, holding great promise for improving healthcare delivery.



https://chi.gov.sa/AboutCCHI/CCHIprograms/Pages/IDF.aspx

NETs of the Gl Tract
(Well-Differentiated Grade 1/2)

Locoregional disease Metastatic Disease

Surgical resection Surglc_al Unresectable, Unresectable, Unresectable,
i debulking 1585 o) locall clinically significant
(as appropriate to ossible burden ocally v sig
cancer site) P symptomatic from tumor burden

followed by primary tumor

surveillance Observe +

imaging Octreotide LAR

or Consider or lanreotide

Octreotide LAR r_esection of
or lanreotide primary tumor

If Disease progression: octreotide
LAR or lanreotide (if not already
receiving)

Systemic Therapy options:
Preferred:
- Everolimus
- PRRT + Lu 177 dotatate (SSTR+)
Useful in certain circumstances:
- Above-label dose octreotide LAR or lanreotide (SSTR+)

-Chemotherapy (less preferred)(5-FU, Capecitabine,
Temozolomide etc.

Locoregional Therapy options
- Liver-directed therapy for liver-predominant disease
- PRRT + Lu 177 dotatate (SSTR+)

- RT 1 5-FU-based chemotherapy-Chemotherapy (lororegianl
unresectable)

- Palliative RT (oligometastatic disease/symptomatic metastases)

Figure 1: Management of NETs of the Gl tract



NETs of the Lungs
orThymus

Locoregional/
Localized
resectable
disease

Surgical resection
(as appropriate to
cancer site)
followed by
surveillance

Locoregional/
unresectable
(Stage IIIA/B/C)

Low grade (typical
carcinoid)

- Observation (if
asymptomatic)
- Everolimus

- Octreotide LAR or
lanreotide (STR+
and/or hormonal

symptoms)

- Temozolomide

capecitabine

-RT

Progression:

- Switch to
alternate primary
therapy

- PRRT + Lu 177
dotatate (SSTR+)

Figure 2: Management of NETs of lungs or thymus

Intermediate grade
(atypical carcinoid)

- Observation (if
asymptomatic)

- Cytotoxic
chemotherapy with
cisplatin + etoposide,
carboplatin +
etoposide, or
temozolomide +
capecitabine

- Everolimus

- Octreotide LAR or
lanreotidex (STR+
and/or hormonal

symptoms)

- RT * concurrent
cisplatin + etoposide or
carboplatin +
etoposide

Metastatic
Disease

Asymptomatic,
low tumor
burden and low
grade (typical
carcinoid)

Observe
or
Octreotide LAR or
lanreotide

Observation, or

Systemic Therapy
options:

Preferred:
- Everolimus

- Octreotide LAR or
lanreotidex (STR+
and/or hormenal

symptoms)
Useful in certain
circumstances:

- Carboplatin +
etoposide

- Cisplatin +
etoposide

- PRRT with Lu 177
dotatate (SSTR-
positive and
progression on
octreotide LAR or
lanreotide)

- Temozolomide +
capecitabine

- Above-label dose
octreotide LAR or
lanreotide (SSTR+)

- Liver-directed
therapies




NETs of the Pancreas

(Well-Differentiated Grade 1/2)

Locoregional/ Localized
resectable disease

Locoregional advanced/
Metastatic Disease

If complete

Surgical resection possible:

resection (as Resect metastases +
appropriate to primary

cancer site)

followed by

surveillance

Figure 3: Management of NETs of the pancreas

Asymptomatic,
low tumor
burden, and
stable disease:

Observe or
Octreotide LAR
or lanreotide

Symptomatic or

Clinically significant tumor
burden or Clinically progressive
disease

-Manage symptoms as appropriate

- Consider octreotide LAR or lanreotide

- Consider alternative frontline therapy

Systemic therapy options
® Preferred:

- Everolimus - Sunitinib - PRRT with Lu
177 dotatate (SSTR+ and progression
on octreotide LAR or lanreotide)

- Temozolomide + capecitabine
(preferred when tumor response is
needed for symptoms or debulking)

e Other Recommended Regimens:

Consider cytotoxic chemotherapy
(patients with bulky, symptomatic,
progressive disease)

¢ FOLFOX ¢ CAPEOX

® Useful in Certain Circumstances:

- Above-label dose octreotide LAR or
lanreotide (if SSTR+)

Locoregional therapy options

- RT £ concurrent 5-FU based
chemotherapy for locally advanced
unresectable disease

- Liver-directed therapy

- Palliative RT (cligometastatic
disease/symptomatic metastases)




Well-Differentiated, Grade 3 NETs
1
|
coregional advanced/
Metastatic Disease
1
[

Locoregional/
Localized
resectable
disease

Unresectable

Resectable:

Surgical
resection (as
appropriate to metalstases +
cancer site) primary
followed by
surveillance

L 1

Symptomatic or
Asymptomatic,
low tumor
burden, and
stable disease:

Clinically significant tumor burden or
Clinically progressive disease

* Systemic therapy options

- Observe
- Octreotide LAR

- Chemotherapy (temozolomide t capecitabine, FOLFOX,

CAPEOQX, cisplatin/etoposide, or carboplatin/etoposide) or lanreotide

- Palliative RT
(oligometastatic
disease/
symptomatic
metastases)

- Everolimus
- Octreotide LAR or lanreotide (SSTR+/hormonal symptoms)
- Pembrolizumabn (MSI-H, dMMR, or TMB-H)
- PRRT with Lu 177 dotatate {if SSTR+)
- Sunitinib (pancreas only)

® Local therapy options:
- Liver-directed therapy- RT (oligometastatic tumors)

- RT + 5-FU based chemotherapy for locally advanced

* Systemic therapy options
- Cisplatin/etoposide or carboplatin/etoposide

- Irinotecan-based therapy (FOLFIRI, cisplatin + irinotecan,
FOLFIRINOX)

- Oxaliplatin-based therapy (FOLFOX or CAPEOX)
- Pembrolizumabn (MSI-H, dMMR, or TMB-H)
- Temozolomide * capecitabine

- Nivolumab + ipilimumab
® Local therapy options:

- Liver-directed therapy- RT (oligometastatic tumors)

- RT + 5-FU based chemotherapy for locally advanced
unresectable disease

Figure 4: Management of well-differentiated, Grade 3 NETs



Extrapulmonary Poorly Differentiated Neuroendocrine
Carcinoma/ Large or Small Cell Carcinoma/ Mixed
Neuroendocrine-Non-Neuroendocrine Neoplasm

Locoregional/ Localized Locoregional

: Metastatic Disease
resectable disease unresectable disease

Concurrent or
Surgical resection

sequential RT +
(as appropriate to <

chemotherapy e Chemotherapy

cancer site)
followed by
surveillance

or

Chemotherapy

If progression:

e Chemotherapy

* Immunotherapy

* Targeted therapy

Figure 5: Management of Extrapulmonary Poorly Differentiated Neuroendocrine Carcinoma/Large or Small Cell Carcinoma/Mixed Neuroendocrine-Non-Neuroendocrine
Neoplasm



