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Treatment Algorithm-August 2023

Supporting treatment algorithm for the
clinical management of Lymphoma

Figures 1 till 12 outline comprehensive treatment algorithms on the local, local-regional disease and advanced
disease for Lymphoma, respectively, 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 Lymphoma 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

Figure 1. Treatment Algorithm for Follicular Lymphoma, according to NCCN Guidelines on B-cell lymphoma (v

5.2023)

Follicular Lymphoma

First line therapy:

Bendamustine + Obinutuzumab or rituximab (Category 2A, preferred)

CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone) + Obinutuzumab
or rituximab (Category 2A, preferred)

CVP (cyclophosphamide, vincristine, prednisone) + Obinutuzumab or rituximab
(Category 2A, preferred)

Lenalidomide + rituximab (Category 2A, preferred
Lenalidomide (Category 2B)

Rituximab (375mg/m2 weekly for 4 doses) (consider for low tumor burden)
(Category 2A)

Second-line therapy:

Bendamustine + Obinutuzumab or rituximab (not recommended if treated with
prior bendamustine) (Category 2A, preferred)

CHOP + Obinutuzumab or rituximab (Category 2A, preferred)

CVP + Obinutuzumab or rituximab (Category 2A, preferred)
Lenalidomide + Rituximab (Category 2A, preferred)
Lenalidomide, if not a candidate for anti-CD20 mAb therapy (Category 2A)
Lenalidomide + Obinutuzumab (Category 2A)
Obinutuzumab (Category 2A)

Rituximab (Category 2A)

2" line therapy options for DLBCL without regard to transplantability




Marginal Zone Lymphoma

Second-line and
subsequent therapy:

First line therapy:

Bendamustine elinexorabab (not recommended if treated with prior
bendamustine) (Category 2A, preferred)

Bendamustine + rituximab (not recommended if treated with prior
Bendamustine + rituximab (Category 2A, preferred) bendamustine) (Category 2A, preferred)

CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone) + rituximab BTK inhibitors: Acalabrutinibd, (Category 2A, preferred), or Zanubrutinibd
(Category 2A, preferred) (relapsed/refractory after at least one prior anti-CD20 mAB-based regimen)

Cat 2A, f d
CVP (cyclophosphamide, vincristine, prednisone) + rituximab (Category 2A, (Category preferred)

preferred) CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone) + rituximab
(Category 2A, preferred)

Rituximab (375 mg/m2 weekly for 4 doses) for SMZL (Category 2A, preferred)
CVP (cyclophosphamide, vincristine, prednisone) + rituximab (Category 2A,

Lenalidomide + rituximab (category 2B) preferred)

Rituximab (375 mg/m2 weekly for 4 doses) for EMZL and nodal MZL (Category

24) Lenalidomide + rituximab (Category 2A, preferred)

Ibrutinib (Category 2A)
Lenalidomide + Obinutuzumab (Category 2A)

Rituximab (if longer duration of remission) (Category 2A)

Figure 2. Treatment Algorithm for Marginal Zone Lymphoma, according to NCCN Guidelines on B-cell lymphoma (v
5.2023)



Mantle Cell Lymphoma

e Iaftgr HDT-/ASCR Maintenance after less Second line and subsequent
or aggressive induction AEEE :
therapy aggressive induction therapy therapy

Aggressive Induction Therapy: keze aggiﬁzsrl;lsylhductlon

LyMA regimen: RDHA + platinum x 4 Bendamustine + rituximab
cycles followed by RCHOP for non- (Category 2A, preferred)
PET CR (Category 2A, preferred) VR-CAP (bortezomib,

NORDIC regimen: Dose-intensified rituximab, cyclophosphamide,

i'ndu'ctio_n immunochemotherapy doxorubicin, and prednisone) Covalent BTKi x 2 years
with rituximab + cyclophosphamide,

vincristine, doxorubicin, prednisone (Category 2A, preferred) (category 2A for ibrutinib; 2-3 years following RCHOP Acalabrutinibj (Category 2A,
(maxi-CHOP) alternating with RCHOP (Category 2A, category 2B for acalabrutinib (category 1) or BR preferred) or Zanubrutinib
rituximab + high-dose cytarabine preferred) g O 22nubrutinib) + rituximab Maint ituximab (Category 2A, preferred)
(Category 2A, preferred) every 8 weeks x 3 y (category AINEENANCE Ftma . . o
Rituximab bendan"lustinec followed Lenalidomide (continuous) + 1 for rituximab following following VR-CAP or RBAC500 Lenalidomide + rituximab
, FUXi has not been evaluated Category 2A, preferred
by rituximab, high-dose cytarabine rituximab (Category 2A, HDT/ASCR) ( gory P )
(Category 2A, preferred) preferred)

TRIANGLE regimen: Alternating RBAC500 (rituximab,
RCHOP + covalent BTKig/RDHA + bendamustine, cytarabine)
platinum (category 2A for ibrutinib; (Category 2A)
category 2B for acalabrutinib or
zanubrutinib)

HyperCVAD + rituximabd (NOTE:
There are conflicting data regarding
the need for consolidation with
HDT/ASCR) (Category 2A)

Rituximab every 8 weeks for Covalent BTKi (continuous):

Figure 3. Treatment Algorithm for Mantle Cell Lymphoma, according to NCCN Guidelines on B-cell lymphoma (v
5.2023)



Diffuse Large B-Cell Lymphoma:
First Line Therapy:

Very Frail Patients and Patients
>80 Years of age with
comorbidities (All Stages)

Stage I-1l (excluding stage Il with Stage Il (with extensive Patients with Poor Left Ventricular
extensive mesenteric disease) mesenteric disease) or Stage IlI-IV Function, (All Stages):

DA-EPOCH + rituximab (Category
RCHOP (rituximab, 2A) -
cyclophosphamide, doxorubicin, RCDOP (Category 2A) R-mini-CHOP (Category 2A)
vincristine, prednisone) (categor
1?preferred) gory RCEOP (Category 2A) RGCVP (Category 2A)
RCEEPP (Category 2B)

RGCVP (Category 2A)
First-line Consolditaion for elderly
(optional): Lenalidomide
maintenance (category 2B) for
patients 60-80 y of age

RCDOP (Category 2A)

RCHOP (rituximab,
cyclophosphamide, doxorubicin,
vincristine, prednisone)

Pola-R-CHP (polatuzumab
vedotin-piig, rituximab,
cyclophosphamide, doxorubicin,
prednisone) (IPl >2) (category 1,
preferred)

Figure 4. Treatment Algorithm for First line DLBCL therapy, according to NCCN Guidelines on B-cell lymphoma (v
5.2023)



Diffuse Large B-Cell
Lymphoma:

Second-line therapy
(intention to proceed to
transplant)

DHA + platinum % rituximab (Category
2A, preferred)

GDP = rituximab or (gemcitabine,
dexamethasone, carboplatin) £
rituximab (Category 2A, preferred)

ICE # rituximab (Category 2A,
preferred)

ESHAP
GemOx + rituxumab
MINE + rituximab

Second-line therapy: (no
intention to proceed to

Second-line therapy
(relapsed disease <12 mo
or primary refractory

transplant) disease)

Anti-CD19 CAR T-cell therapy:
Lisocabtagene maraleucel (Category 2A,
preferred)
Anti-CD19 CAR T-cell therapy:
Axicabtagene ciloleucel (category 1), or
Lisocabtagene maraleucel (category 1)

Polatuzumab vedotin-piig £
bendamustine + rituximab (Category 2A,
preferred)

Tafasitamab-cxix + lenalidomide
(Category 2A, preferred)

CEOP + rituximab
DA-EPOCH + Rituximab
GDP + RITUXIMAB
Gemox + rituximab
Brentuximab vedotin for CD30+ disease

lbrutinib (non-germinal center B cell-like
(GCB) DLBCL)

Lenalidomide + rituximab (in non-GCP
DLBCL)

ANTI-CD19 CAR T-CELL
apy bridging options
(Category 2A)

DHA + platinum # rituximab

GDP # rituximab or (Gemcitabine,
dexamethasone, carboplatin) £
rituximab

GemOXx * rituximab
ICE # rituximab

Polatuzumab vedotin-piiq + rituximab 4]
bendamustine

ISRT (monotherapy or sequentially)

Anti-CD19 CART cell therapy (if not
used previously)

Bispecific T-cell engager therapy:
Epocortamab-bysp or Glofitamab

Non- T-Cell-Mediated Therapy:
Locastuximab Tesirine, or Selinexor
(including patients with disease
progression after transplant or CAR T-
Cell)

Figure 5. Treatment Algorithm for Second and third line DLBCL therapy, according to NCCN Guidelines on B-cell

lymphoma (v 5.2023)



Burkitt Lymphoma

Age 260, low and high risk, induction

Age<60, high risk, induction therapy therapy: (Category 2A)

Age<60, low risk, induction therapy

CODOX-M (original or modified) + rituximab
(3 cycles) (Category 2A, preferred)

Dose-adjusted EPOCH + rituximab (minimum

3 cycles with one additional cycle beyond CR)

(regimen includes intrathecal methotrexate)
(Category 2A, preferred)

HyperCVAD alternating with high-dose
methotrexate and cytarabine + rituximab
(regimen includes intrathecal therapy)
(Category 2A, preferred)

High-risk patients presenting with
symptomatic CNS disease should be started
with the portion of the systemic therapy that
contains CNS-penetrating drugs. (Category
2A, preferred)

CODOX-M (original or modified) alternating
with IVAC + rituximab (Category 2A,
preferred)

HyperCVAD alternating with high-dose
methotrexate and cytarabine + rituximab
(regimen includes intrathecal therapy)
(Category 2A, preferred)

Dose-adjusted EPOCH + rituximab (minimum
3 cycles with one additional cycle beyond CR)
(regimen includes intrathecal methotrexate)

In high-risk patients presenting with
symptomatic CNS disease, the management
of the CNS disease should be addressed with

the initial regimen.

Figure 6. Treatment Algorithm for Burkitt Lymphoma, according to NCCN Guidelines on B-cell lymphoma (v 5.2023)



Pediatric Aggressive Mature
B-cell Lymphoma

BL and DLBCL: induction
therapy

Preferred Regimen for
Relapsed/Refractory Disease;
(Category 2A):

Preferred Regimens for
Induction Therapy: (Category)|

Preferred Regimens for

Group B: (Category 2A) Group C (Category 2A) Relapsed/Refractory Disease;|

(Category 2A) 2A)

POG9219 Regimen(Category
2A, Preferred Induction
Therapy)

FAB/LMB96 Regimen A -
COPAD (Category 2A,
Preferred Induction therapy)

Equivalent BFM (Berlin-
Frankfurt-Munster) Regimen
(useful in certain
circumstances)

POG9219 Regimen (as for
Group A) — Only for
Unresected Stage | and
Nonabdominal Stage I

COG ANHL1131 (based on
FAB/LMB96) Regimen B:
Regimen B/Pre-phase COP

If less than 20% size
reduction after COP, proceed
to Regimen C1, CNS-
negative, starting with R-
COPADM1

Regimen B/Induction 1 & 2
R-COPADM

Regimen B/Consolidation 1 &
2 R-CYM

Equivalent BFM (Berlin-
Frankfurt-Munster) Regimen
(useful in certain
circumstances)

COG ANHL1131 (based on
FAB/LMB96 with omission of
M3 and M4 cycles): Regimen

C1 Regimen C1/Pre-phase

cop

Regimen C1/Induction 1 & 2
R-COPADM

Regimen C1/Consolidation 1
& 2 R-CYVE

Regimen C1/Maintenance 1
Regimen C1/Maintenance 2
COG ANHL1131 Regimen C3

Equivalent BFM Regimen
(useful in certain
circumstances)

R-CYVE or RICE

Dose Adjusted-EPOCH-R
R-CHOP

LMB-Modified B/C
Chemotherapy + Rituximab

DHAP
RICE
Pembrolizumab
Nivolumab

Brentuximab vedotin +
nivolumab

Brentuximab vedotin +
pembrolizumab

Figure 7. Treatment Algorithm for Pediatric Aggressive Mature B-cell Lymphoma, according to NCCN Pediatric
Aggressive Mature B-cell Lymphoma Guidelines (v 1.2023)



Hodgkin Lymphoma (Age >18

Predominant Hodgkin NLPHL 2nd line and subsequent

Primary systemic therapy
regimens: Classic Hodgkin
Lymphoma (CHL)

The most common variant of

chemotherapy used at NCCN

Member Institutions is ABVD
(Category 2A)

ABVD = ISRT (Category 2A)

ABVD followed by escalated
BEACOPP  ISRT (Category 2A)

Escalated BEACOPP (Category
24)

Escalated BEACOPP followed by

ABVD with ISRT (Category 2A)

Brentuximab vedotin + AVD
(Category 2A)

CHL 2nd line and subsequent

therapy

Brentuximab vedotin (Category 2A)

Brentuximab vedotin +
bendamustine (Category 2A)

Brentuximab vedotin + nivolumab
(Category 2A)

DHAP (Category 2A)

Gemcitabine/bendamustine/
vinorelbine (Category 2A)

GVD (Category 2A) GVD +
pembrolizumab (Category 2A)

ICE (Category 2A)

ICE + brentuximab vedotin
(Category 2A)

ICE + nivolumab (Category 2A)
IGEV (Category 2A)
Pembrolizumab (Category 2A)

Lymphoma: Primary systemic
herapv regimen

ABVD + rituximab (Category 2A)

CHOP + rituximab (Category 2A)

CVbP + rituximab (Category 2A)
Rituximab (Category 2A)

therapy: (Category 2A)

R (rituximab) + bendamustine
R + DHAP
R +ICE
R + IGEV

Figure 8. Treatment Algorithm for Hodgkin's Lymphoma, according to NCCN Hodgkin lymphoma guidelines (v

2.2023)



Pediatric Hodgkin
Lymphoma

Primary systemic

therapy regimens:
(Category 2A)

= . (AHOD0431)

NLPHL

(AHODO3P1)

Bv-AVE-PC

i

High Risk
(AHOD1331)

ABVE-PC 2002)

Intermediate Risk
(AHODO0031)

High Risk

(AHOD1331)

OEPA (GPOH-HD-

OEPA-COPDAC
(GPOH-HD-2002)

COPDAC

AEPA-CAPDAC
(HLHR13)

CAPDAC

CVbP + Rituximab

CHL Re-Induction
Therapy Options:

(Category 2A)

Brentuximab

vedotin +
bendamustine

Brentuximab
vedotin +
gemcitabine

Brentuximab
vedotin +
nivolumab

DHAP
(dexamethasone,
cytarabine, cisplatin)

GV (gemcitabine,
vinorelbine)

IGEV (ifosfamide,
gemcitabine,
vinorelbine)

IV (Ifosfamide,
vinorelbine)

Figure 9. Treatment Algorithm for Pediatric Hodgkin’s Lymphoma, according to NCCN Clinical Practice Guidelines in
Pediatric Hodgkin Lymphoma (V2.2023)



T-Cell Lymphoma

Peripheral T-Cell
Lymphomas ALCL

Brentuximab vedotin +
CHP (category 1,
preferred)

CHOP (Category 2A)
CHOEP (Category 2A)

Dose-adjusted EPOCH
(Category 2A)

Peripheral T-Cell
Lymphomas Other
histologies (PTCL-NOS;
AITL; EATL; MEITL; nodal
PTCL, TFH; and FTCL)

Brentuximab vedotin +
CHP for CD30+
histologies (Category 2A,
preferred)
CHOEP (Category 2A,
preferred)

CHOP (Category 2A,
preferred)

Dose-adjusted EPOCH
(Category 2A, preferred)

Peripheral T-Cell
Lymphomas Initial
palliative-intent
therapy: PTCL-NOS;

EATL; MEITL

Clinical trial preferred

Belinostat (Category 2A,
preferred)

Brentuximab vedotin for
CD30+ PTCL (Category
2A, preferred)

Pralatrexate (Category
2A, preferred)

Romidepsin (Category
2A, preferred)

Peripheral T-Cell
Lymphomas Initial
palliative-intent
therapy: AITL, NODAL
PTCL, TFH, and FTCL

Belinostat (Category 2A,
preferred)

Brentuximab vedotin
for CD30+ AITL
(Category 2A, preferred)

Romidepsin (Category
2A, preferred)

Peripheral T-Cell
Lymphomas Initial
palliative-intent
therapy: ALCL

Clinical trial preferred

mmm Brentuximab vedotin
(Category 2A, preferred)

Figure 10. Treatment Algorithm for T Cell Lymphoma, part 1, according to NCCN T-cell lymphoma guidelines (T-Cell

lymphoma v 1.2023)



T-Cell Lymphoma

Peripheral T-Cell
Lymphomas PTCL-
NOS; EATL; MEITL

Second-line therapy
and subsequent
therapy (intention to
proceed to transplant):

Clinical trial preferred
Belinostat (Category 2A,
preferred)

Brentuximab vedotin for
CD30+ PTCL (Category 2A,
preferred)

Pralatrexate (Category 2A,
preferred)

Romidepsin (Category 2A,
preferred)

DHA + platinum (Category 2A,
preferred)

ESHAP +platinum (Category 2A,
preferred)

GDP (Category 2A, preferred)

GemOx (Category 2A,
preferred)

ICE (Category 2A, preferred)

Second-line and
subsequent therapy
(no intention to
proceed to transplant):

Belinostat (Category 2A,
preferred)

Brentuximab vedotin for
CD30+ PTCL (Category 2A,
preferred)

Pralatrexate (Category 2A,
preferred)

Romidepsin (Category 2A,
preferred)

Second-line therapy

therapy (intention to
proceed to transplant):

Peripheral T-Cell
Lymphomas AITL,
NODAL PTCL, TFH,

AND FTCL

and subsequent

Clinical trial preferred
Belinostat (Category 2A,
preferred)

Brentuximab vedotin for CD30+
AITL (Category 2A, preferred)
Romidepsin (Category 2A,
preferred)

B DHA + platinum (Category 2A,
preferred)

ESHAP +platinum (Category
2A, preferred)

GDP (Category 2A, preferred)

GemOx (Category 2A,
preferred)

ICE (Category 2A, preferred)

Second-line and
subsequent therapy
(no intention to
proceed to transplant):

Clinical trial preferred
Belinostat (Category 2A,
preferred)

Brentuximab vedotin for
CD30+ AITL (Category 2A,
preferred)

Romidepsin (Category 2A,
preferred)

Breast Implant-
Associated ALCL

Peripheral T-Cell
Lymphomas ALCL

Brentuximab vedotin
(Category 2A)

Brentuximab vedotin +
CHP (Category 2A)

CHOP (Category 2A)
CHOEP (Category 2A)

Dose-adjusted EPOCH
(Category 2A)

Second-line therapy
and subsequent
therapy (withor

without intention to

proceed to transplant):
Clinical trial preferred,
or Brentuximab
vedotin (Category 2A,
preferred)

Figure 11. Treatment Algorithm for T Cell Lymphoma, part 2, according to NCCN T-cell lymphoma guidelines (T-Cell

lymphoma v 1.2023)



T-Cell Lymphoma

Adult T-Cell
Leukemia/Lymphoma

Initial therapy:

Clinical trial

Dose-adjusted EPOCH
(Category 2A, preferred)

for CD30+ cases (Category
2A, preferred)

Zidovudine and interferonc
(acute and
chronic/smoldering
subtypes) (Category 2A,
preferred)

Brentuximab vedotin + CHP

Second-line therapy or
subsequent therapy:

Clinical trial preferred

Brentuximab vedotin for CD30+
cases (Category 2A, preferred)

Lenalidomide (Category 2A,
preferred)

Mogamulizumab (Category 2A,
preferred)

DHA + platinum (Category 2A,
preferred)

ESHAP + platinum (Category 2A,
preferred)

GDP (Category 2A, preferred)
GemOx (Category 2A, preferred)
GVD (Category 2A, preferred)
ICE (Category 2A, preferred)

Zidovudine and interferonc (acute
and chronic/smoldering subtypes)
(Category 2A, preferred)

Hepatosplenic T-Cell
Lymphoma: First-line
therapy/additional
therapy:

Clinical trial (preferred)
ICE (Category 2A, preferred)

DHA + platinum (Category
2A)

Dose-adjusted EPOCH

(Category 2A)

HyperCVAD alternating with
high-dose methotrexate
and cytarabine (Category
2A)

IVAC (Category 2A)

Extranodal NK/T-Cell
Lymphomas

Induction therapy:
Combination
chemotherapy regimens
(asparaginase-based)

Modified SMILE x 4—6 cycles
for advanced stage
(Category 2A)
P-GEMOX (Category 2A)

DDGP x 3-6 cycles
(Category 2A)
Useful in certain
circumstances: AspaMetDex
(Category 2A)

Combined modality
therapy

Concurrent chemoradiation
therapy (CCRT): RT and
DeVIC x 3 cycles (Category
2A, preferred)

Sequential chemoradiation:
Modified SMILE x 2—4 cycles|

= followed by RT (Category
2A, preferred)

Sandwich chemoradiation:
P-GEMOX x 2 cycles
followed by RT followed by

P-GEMOX x 2—4 cycles
(Category 2A, preferred)

RELAPSED/REFRACTORY|

THERAPY

Clinical trial Pembrolizumab
(Category 2A, preferred)

Nivolumab (Category 2A,
preferred)

Figure 12. Treatment Algorithm for T Cell Lymphoma, part 3, according to NCCN T-cell lymphoma guidelines (T-Cell
lymphoma v 1.2023)



