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Tumor Registry Information
Height: cm Weight: kg BSA: m?

ICD-10 Specific Diagnosis:

Primary Site (Text):

Laterality: [JRight [JLeft []Bilateral []Not applicable [ Unspecified

Pathology:

Date of first diagnosis:
ICD-10 M

Pathology Center:

Pathologist:

Classification: TNM®@ [JTIN[M - Stage®:

Protocol:

Type of report: ~ []New case [J Known case
[JRenewal @

Treatment

Finality of treatment: [ Palliative only [] Other
Prior treatment: [INo  []Yes® Specify:

Type of treatment planned:

Grade:

Other Staging:

Expected Duration of treatment for new cases:

9 [ Relapse

[J Progression

[J Loco-Regional
[J Distal

Surgery: [INo  [Yes
Chemotherapy®: [INo [JYes
Radiotherapy: [INo  [Yes
Targeted therapy: [INo [JYes
Immunotherapy:  [INo  [Yes
Hormone therapy: [JNo [ Yes



Physician Information

Physician Name: LOP Registration No.:
Specialty: Telephone: ... /o
Date:../../...

Signature & Stamp:

Documents to be submitted:

1 380l alial of diggll 5)9u0

2 NCR

3 Oncology report cuuhll piyai

4 Pathology )il daii

5 dycledill jgunll pylai ye 6)ga

6 Oncology prescription with exact dosage & duration
please write clearly duhll dawnagll

7 copy of drug dispensing center patient card should be submitted
(if available) (cusag I31) dygs il gajgi jTro dalhy (e 8)940)

N.B:

1 This form must be completed by the soctor.

2 All information should be attached.

3 All attached reports and studies should be original and official.

(1) For reporting to NCR: send form to Epidemiological Surveillance Unit Program by
postal mail Ministry of Public Health Museum. Beirut or by fax 01-610920

(2) TNM classification is based on pathology results.

(3) Documented evidence should be submitted for Stage IV.

(4) Copy of Drugs Dispensing Center Patient Card should be submitted (if applicable).
(5) If neoadjuvant chemotherapy, please specify date of treatment.



Preface

Upon the request of the Minister of Health, the UNDP
TOKTEN project is launching the National Cancer Treatment
Guidelines (second edition) based on the latest scientific
updates. The first edition of the National Cancer Treatment
Guidelines in 2010 had a very positive outcome that resulted
in the provision of international standards of care for cancer
patients subsidized by the Ministry of Health,

Similarly to the first edition, an official national committee
including 7 prominent Lebanese oncologists from different
backgrounds resumed work on the guidelines supported by
the TOKTEN project manager Mrs. Ariane Elmas Saikali. The
outputs of the committee were transmitted to Lebanese ex-
patriate oncologists from distinguished international cancer
centers to be reviewed, discussed and approved. We are
thankful to a Lebanese Expatriate, Mr. Monzer Hourani, who
funded the publication of this booklet
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Dr. Ghazi Nsouli, Dr. Ziad Salem, Dr. Ali Shamseddine and Dr. Al
Taher. Special recognition is extended to the head of the com-
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This project could not have been accomplished without the
valuable contribution of our reviewers from international
cancer centers, namely Dr. Ahmad Awada, Dr. Fadlo Khoury,
Dr. Anthony El-Khoueiry, Dr. Nizar Tannir, and Dr. Anas
Younnes. Accordingly, we wish to express our sincere grati-
tude to the coordinator of the international committee and
reviewer Dr. Jean Pierre Issa for his relentless support.
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provided to the national committee by outstanding oncologists
in particular Dr. Muheiddine Seoud, Dr. Fadi Geara, Dr. Arafat
Tfayli, Dr. Mohamed Kharfan-Dabaja and Dr. Hassan Khalifeh.
I'also would like to thank other oncologist who provided their
inputs namely Dr. Fadli El Karak, Dr. Fadi Farhat and Dr. Samar
Muwakkit.

Itis a pleasure to also thank Mr. Monzer Hourani for his finan-
cial support and constant encouragement for the completion
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utors for their efforts, cooperation and collaboration towards
the success of this project.

Robert Watkins
UNDP Resident Representative
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The first edition of the National Cancer Treatment Guidelines
represented a milestone for Medical Oncology in Lebanon.
By agreeing on a fixed set of detailed protocols, the National
Committee for Cancer Treatment ensured that patients with
cancer would receive state of the art treatment in Lebanon and
at the same time avoid unnecessary and costly treatments that
can add to the burden of cancer without providing tangible
benefits in terms of survival or even symptom relief. These
guidelines were applied in a remarkably rapid and efficient
manner as a direct result of the efforts of a group of people
including the National Committee, its Chair Dr. Nizar Bitar,
and the dedicated physicians at the Ministry of Health. Thanks
in part to those efforts, oncology care in Lebanon has been
optimized throughout the country in a record amount of time.

When the first edition of the guidelines was published, it was
clear that the process would need to be both transparent and
flexible enough to allow for changes brought about by new
drugs and new medical information. The processes put in place
resulted in this second edition, which has seen a revision of
many of the guidelines, along with the development of new
guidelines for conditions that were not covered previously.
As in the initial efforts, the process involved development or
revision of guidelines by members of the Lebanese National
Committee for Cancer Treatment, followed by peer review by
a team of international oncology experts who provided input
and suggestions. The result is this second edition —a document
Lebanese oncologists should be proud of.

Many challenges remain of course. As Oncology is moving
towards personalized medicine, there is a need to ensure the
availability, quality control and standardization of molecular
tests to select patients for therapy. The process for testing and
introducing new drugs should be reviewed and, at the other
end of the spectrum, palliative care and adequate pain control
need to be optimized in Lebanon. The country’s physicians and

Public Health experts should also consider whether enough
attention is paid to cancer prevention measures. Hopefully,
there will be national efforts to address these issues in the
same way efficient way that led to the current guidelines.

On behalf of the team of external reviewers, | would like to
express thanks for allowing us to remain involved in this project.
When this project started, there was considerable skepticism
over whether a consensus could be reached or whether guide-
lines could be applied in the management of this deadly and
emotionally charged disease. The National Committee showed
than it can be done and this should serve as a model for the
management of chronic diseases in the country. We congratu-
late you on transforming cancer care in Lebanon and hope that
these revised guidelines will continue to be helpful in achieving
optimal cancer care in Lebanon.

Jean-Pierre Issa, MD
American Cancer Society Clinical Research
Professor of Medicine

Fels Institute for Cancer Research and Molecular Biology
Director

Program in Cancer Epigenetics, Fox Chase Cancer Center
Leader

Temple University, Philadelphia, USA
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Nasopharynx

Stage IOR I Radiation Only l
a QO R
L4
Stage lll OR IV ' Radiation with concomitant ' Docetaxel for 2nd line therapy

cisplatin, with possible adjuvant
or neoadjuvant chemotherapy for

N2C or N3 disease (TPF or PF) 1T

Relapsed, Resistant, TPF or PF
Metastatic Disease, or

skull base involvement




Squamous Cell Cancers of the Head and Neck, Larynx

Stage IOR I ' Radiation Only

A

L4
Radiation with concomitant ' Docetaxel or Cetuximab for
Cisplatin, Cetuximab in case of 2nd line therapy
contraindications to Cisplatin with
TPF* neoadjuvant chemotherapy for
T4, N2C or N3 disease

Stage lll ORIV
locally advanced

N

TPF* or PF* with Cetuximab

Relapsed, Resistant,
or Metastatic Disease

* TPF: Docetaxel, Cisplatin, 5-FU

PF: Cisplatin, 5-FU
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Oropharynx

Stage I ORIl ' Radiation Only

. . > Docetaxel or
Stage lll OR IV ' Radiation with concomitant ' Radiation with concomitant Cetuximab
locally advanced Cisplatin, with TPF neoad- Cetuximab in case of contra- for 2nd line
juvant chemotherapy for indication to Cisplatin (renal therapy
N2B, N2C or N3 disease insufficiency, hearing loss,

grade 2 or higher neuropathy)

Relapsed, Resistant, TPF or PF with Cetuximab

or Metastatic Disease

Consider testing for HPV



Oral Cavity

Stage I ORIl

Surgery

AN

Stage lll ORIV
locally advanced

' Definitive radiation

plus Cisplatin

Radiation with concomitant Cetuximab
in case of contraindication to Cisplatin
(renal insufficiency, hearing loss, grade
2 or higher neuropathy)

' 4

Docetaxel or Cetuximab
for 2nd line therapy

l

Relapsed, Resistant,
or Metastatic Disease

' TPF or PF with Cetuximab
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Small Cell Lung Cancer

Bronchoalveolar Carcinoma
Mesothelioma

Non small cell lung cancer
(except bronchoalveolar)







02 Lung Protocols

—>

Small Cell Lung Cancer

® ® >

Limited Disease 1st line 2nd line sensitive relapse*
Etoposide+Platinum+RT Platinum+Etoposide
Whole brain radiation/PCA

A
7
® ®
Advanced Disease 1st line 2nd line sensitive relapse*

Etoposide+Platinum Topotecan
Consider whole brain radiation/PCA Same as 1st line

*Sensitive relapse: defined as progression no less than 3 months after completion
of front-line chemotherapy and preferably 6 months or longer.



Bronchoalveolar Carcinoma

® >
Bronchoalveolar Carcinoma Erlotinib
Mesothelioma

o >
Mesothelioma Cisplatin/Pemetrexed

=25



02 Lung Protocols e

Non Small Cell Lung Cancer
(Except Bronchoalveolar)

Adjuvant/Neoadjuvant Cisplatin*+Vinorelbine (x4)

for Stages IB to lll Cisplatin+Docetaxel/
Cisplatin+Gemcitabine

v

Concomitant CT+RT for Stage Il Cisplatin/Vinorelbine
Cisplatin/Etoposide

* Carboplatin if Cisplatin is contraindicated



—O® ® >

1st line Second line progressive disease
Platinum/Vinorelbine Docetaxel
Platinum/Docetaxel Gemcitabine
Platinum/Gemcitabine Navelbine
Cisplatin/Pemetrexed (Adeno-
carcinoma)
Locally Advanced & Metastatic

—@ o >
If EGFR mutation Second line sensitive relapse**
Erlotinib or Gefitinib Gefitinib (If EGFR mutation) or Erlotinib

Docetaxel

** Progression 6 months or longer after completion of front-line chemotherapy.
Maximum of 6 cycles of chemotherapy.




03 Breast Cancer

Neoadjuvant
Premenopausal Metastatic Breast Cancer
Postmenopausal Metastatic Breast Cancer

Adjuvant therapy for HER-2/ neu positive
tumors

Adjuvant therapy for HER-2/ neu negative
tumors

Adjuvant hormone therapy
Adjuvant therapy

Tubular and colloid histology, Node negative







03 Breast Cancer é

Neoadjuvant

A A N
| 4 | 4

Premenopausal
HER- HER+
FAC/AC/sequential FAC/AC/Taxane +Trastuzumab
chemotherapy (Anthracycline (not concomitant with Anthracyclines)
followed by Taxane) TC (patients at and TCH (patients at high risk of cardiac
high risk of cardiac dysfunction) dysfunction)
v v v ?
Postmenopausal

HR- HER- HR+ HER- HER+
FAC/AC + Taxane/TC — aromatase inhibitors FAC/AC+Taxane/+Trastuzumab
or Tamoxifen (not concomitant with

— FAC/AC+Taxane/TC Anthracyclines) and TCH




Premenopausal Metastatic Breast Cancer

HR- HER-

Tamoxifen, LH-RH agonist +

FAC/AC/Taxane/

Taxane Gemcitabine/
Cisplatine Vinorelbine/
Vinorelbine Capecitabine/
Capecitabine/Docetaxel
Capecitabine/CMF/
Liposomal Doxorubicin
(restricted to decreased
EF)

HR- HER+

FAC/AC/taxane/

Taxane Gemcitabine/
Cisplatine Vinorelbine/
Vinorelbine Capecitabine/
Capecitabine/Docetaxel
Capecitabine/+Trastuzumab
(not concomitant with
Anthracyclines) Capecitabine
with Lapatinib (who have
received prior therapy
including an Anthracycline,
a Taxane, and Trastuzumab
resistant)

Tamoxifen, oophorectomy

+ Tamoxifen, Aromatase
inhibitors restricted to FSH/
LH/Estradiol levels compatible
with postmenopausal status*

HR+ HER-

FAC/AC/taxane/Taxane
Gemcitabine/ Cisplatine
Vinorelbine/ Vinorelbine
Capecitabine/ Capecitabine/
Docetaxel Capecitabine

Non bulky or

symptomatic disease

Bulky and/or
symptomatic disease

Tamoxifen, LH-RH
agonist + tamoxifen,
oophorectomy +
tamoxifen, Aromatase
inhibitors restricted to
FSH/LH/Estradiol levels
compatible with
postmenopausal
status*

FAC/AC/taxane/Taxane Gem-
citabine/Cisplatine Vinorel-
bine/Vinorelbine Capecitabi-
ne/ Capecitabine/Docetaxel
Capecitabine/CMF/Liposomal
doxorubicin (restricted to EF
bordeline) Tamoxifen, LH-RH
agonist +Tamoxifen, oopho-
rectomy +Tamoxifen, Aro-
matase inhibitors restricted
to FSH/LH/Estradiol levels
compatible with postmeno-
pausal status

* The levels are non-obligatory guiding criteria for the menopausal status of the patient.
* HR+: no proof of use of Al + LHRH > to tamoxifen +/- LHRH.
* HER+: Trastuzumab to be continued till progression of disease.
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03 Breast Cancer
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Postmenopausal Metastatic Breast Cancer

HR- HER-

FAC/AC/Taxane/Taxane
Gemcitabine/Cisplatine
Vinorelbine/ Vinorelbine
Capecitabine/Capecitabine/
Docetaxel Capecitabine/
CMF/ Liposomal Doxorubicin
(restricted to decreased EF)

HR- HER+

FAC/AC/taxane/Taxane
Gemcitabine/ Cisplatine
Vinorelbine/ Vinorelbine
Capecitabine/ Capecitabine/
Docetaxel Capecitabine/
+Trastuzumab (not concomi-
tant with Anthracyclines)/
capecitabine with Lapatinib
(who have received prior
therapy including an
Anthracycline, a Taxane, and
Trastuzumab resistant)

HR+ HER+

tamoxifen / aromatase
inhibitor +/-
trastuzumab

HR+ HER-

Tamoxifen, aromatase
inhibitor (Letrozole,
Anastrozole), in first and
second line, Exemestane
in third line after second
line Al

* HR+: Aromatase inhibitors are slightly superior to tamoxifen.

* HER+: Trastuzumab to be continued till progression of disease.



Adjuvant Therapy for HER+

TUMOR < 5 mm

No standard recommendation
based in clinical trials

TUMOR =5 mm

. > Chemotherapy + trastuzumab €
' for one year
— EC/ACx4 TH* x4 then H maintenance
for a total of 1 year (18 doses combined
and alone).
— FAC/FECx3 TH» x3 the H therapy for
a total of 1 year.
— TCH x6 then H maintenance.

* (Docetaxel x 4 or paclitaxel weekly x 12) If trastuzumab is not available for one year, the Finher regimen might be an alternative (9

» (Docetaxel x 3 or paclitaxel weekly x 12) weekly administration of trastuzumab in combination with docetaxel followed by FE (60)C

TCH = Docetaxel + carboplatin + trastuzumab Hormonal therapy if HR positive expression)




03 Breast Cancer 9

Adjuvant Therapy for HER-

Luminal A ...... © Endocrine therapy*/Chemotherapy (to be

(HR +strongly positive in more than 70% of the cells, grade 1, considered if adverse prognostic factors are
low proliferative index <10%) present) followed by Endocrine therapy*

Luminal B
Node Negative -« ... ©® AC x4 (TC x 4 in patients with
cardiac risk - EF<50%)
Node Positive: <« -« -« ® FEC/FAC x 6

3 FEC =» 3 Docetaxel

4 AC = 4 Docetaxel or weekly paclitaxel x 12
TC x 6 (in patients with cardiac risk - EF<50%)
FAC/FEC = CMF

TAC* and dose dense ACT in selected
patients: young patients, highly proliferative
tumors).

* Taxotere, Adriamycin and cyclophosphamide (risk of hematological toxicity, G-CSF mandatory).




Adjuvant Hormone Therapy

HR + disease / premenopausal

HR+disease post menopausal

Hormone therapy Tamoxifen, LHRH agonist may be consid-
ered for women 40 years or less.

Administration of chemotherapy and hormonal therapy:
sequential therapy is the standard schedule.

Combination of LHRH agonist and aromatase inhibitor not
proven to be superior to tamoxifen +/- LHRH for 2-3 years.

Hormone therapy: Aromatase inhibitor for 2-3 years fol-
lowed by tamoxifen for 2-3 years (total 5 years) or Aromatase
inhibitor for 5 years seems superior for luminal B patients (ER
<80%) with a high Ki 67 index (>14%) while tamoxifen is
equivalent in luminal A (ER >80%) Ki <14%
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Adjuvant Therapy

=3 Zoledronic acid in the adjuvant setting only in the case of
documentation of osteoporosis/ osteopenia (category IIB).

Tubular and Colloid Histology, Node Negative

' No adjuvant therapy

' Consider hormonal therapy if HR +

Node positive

' Treat as other histology
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04 Epithelial Ovarian
and Endometrial

Epithelial Ovarian Carcinoma (EOC)
Recurrent Epithelial Ovarian Carcinoma
Metastatic Endometrial Cancer
Recurrent Endometrial Cancer

Clear Cell Endometrial Cancer

Uterine Papillary Serous Cancer (UPSC)

Cervical Cancer







04 Epithelial Ovarian
and Endometrial

=)

Epithelial Ovarian Carcinoma (EOQC)

Early EOC

High risk group

adequate complete staging
followed by chemotherapy, the
standard of care consists of 6
cycles of intravenous paclitaxel
175 mg/m? over 3 hours
followed by i.v. carboplatin
every 3 weeks

Low risk group
adequate complete staging
followed by observation
without chemotherapy

Advanced EOC

Aggressive surgical bulk
reduction

(tumor residual < 1 cm, prefer-
ably RO, including aggressive
upper abdominal surgery and
bowel and liver resection if
needed and safely performed)
followed by chemotherapy

Standard chemotherapy
consisting of intravenous
Paclitaxel 175 mg/m? over 3
hours followed by i.v. carbopla-
tin with the combination given
every 3 weeks for 6 cycles




Recurrent Epithelial Ovarian Carcinoma

AN
7
Chemoresistant Recurrent EOC ' Pegylated Liposomal Doxorubicin ' Topotecan 4 mg/m? weekly ' Gemcitabine 800 mg/m?
40 mg/m? every 4 weeks or 1.5 mg/m? per day D1-D5 days 1 and 8
Or  every 3 to 4 weeks or

0 0 A O .
7

Chemosensitive Recurrent EOC ' Paclitaxel 175 mg/m?/ ' Pegylated Liposomal ' Gemcitabine 800 mg/m? ' Gemcitabine 1000 mg/m?

Carboplatin every 3
weeks or

Treatment should be continued until progression of disease, unac-
ceptable toxicity, or achievement of a clinical complete response.

If a patient achieves a clinical complete remission on therapy and
experiences a reasonable (i.e., greater than 6 months) treatment-

Doxorubicin 30 mg/m?%/ day 1 and 8-or-15 on days 1 & 8, Carboplatin
Carboplatin every 4 Or  Carboplatin on day 1 Or  on day 1 every 3 weeks
weeks every 3 weeks

free interval before recurrence, retreatment with a carboplatin-
based doublet should produce the best results. Repetitive treatment
should continue until the patient becomes chemoresistant, and
only then should alternative nonplatinum regimens be considered.

41



04 Epithelial Ovarian 9
and Endometrial

Metastatic Endometrial Cancer

Chemotherapy-naive with good performance status

=» Treat with combination chemotherapy.

A combination of Paclitaxel, Doxorubicin, and Cisplatin has
shown the highest overall response rates to date.

A combination of Paclitaxel and Carboplatin is also effective
and potentially less toxic.

In women with multiple medical comorbidities

=> single-agent chemotherapy may be better tolerated
with acceptable results.

In women with low grade tumors and/or in women
with a poor performance status

=>» Hormonal therapy should be considered




Recurrent Endometrial Cancer

Patients with hormone-sensitive tumors
(positive receptor levels, low-grade
tumors, and long disease-free interval)

=» Megestrol (160-200 mg) as first-line

=» Tamoxifen as second-line

Patients with high-grade tumors,
negative hormone receptor levels,
and short treatment-free interval

= Paclitaxel, Doxorubicin, and
Cisplatin are the most active
but with significant toxicity.

In phase Il studies, the combination
therapy with Paclitaxel and Carboplatin
seems to be as effective but less toxic and
can be administered in outpatient clinic.
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04 Epithelial Ovarian
and Endometrial

=)

Clear Cell Endometrial Cancer

Comprehensive surgical staging

including simple hysterectomy, bilateral salpingo-
oophorectomy, pelvic, para-aortic lymphadenectomy,
omentectomy and cytologic evaluation of the
abdominal/pelvic peritoneum should be performed
to allow for planning of appropriate adjuvant treat-
ment and surveillance.

Platinum based adjuvant chemotherapy

in a doublet or triplet format in combination with
Paclitaxel and/or Doxorubicin should be

considered in women presenting with extra-uterine
disease.

Given the relatively high incidence of distant recur-
rence of disease, use of adjuvant treatment with
platinum-based chemotherapy may be reasonable
in women diagnosed with stage | and Il disease.

Careful long term surveillance
following treatment is indicated



Uterine Papillary Serous Cancer (UPSC)

---------- o Surgical staging
should be performed when feasible. In addition to
simple hysterectomy, bilateralsalpingo-oophorectomy,
pelvic and paraaortic lymphadenectomy, and washings
for cytology, performance of omentectomy and perito-

The relatively favorable prog-
nosis of women with stage IA

neal biopsies should be considered. UPSC with no residual uterine
disease after comprehensive
----------- ® Adjuvant therapy, including platinum-based chemo- surgical staging may justify
therapy and vaginal brachytherapy, should be consid- close observation alone. How-
ered in women with stage | ever, adjuvant chemotherapy
----------- @ Women with advanced-stage disease are best treated a:d ?:jaglnal brgch)gtheraﬁy
with optimal cytoreduction of metastatic disease fol- SMOUIC DE consiaered in other
lowed by adjuvant platinum-based chemotherapy (Car- stage IA patients.

boplatin and Paclitaxel or Cisplatin and Doxorubicin).

---------- [ Careful long term surveillance
following treatment is indicated

Cervical Cancer

a 8 ,

' Early stage ' Advanced Stage
concomitant chemoradiotherapy with cisplatin cisplatin + 5 FU or carboplatin + Taxol
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05 Gastrointestinal

Colon Cancer
Rectal Cancer

Pancreatic Cancer

Biliary and Gallbladder Cancer

Esophageal Carcinoma
Hepatocellular Carcinoma

Small Intestine Carcinoma

Gastric and GE Junction Carcinoma

Gastrointestinal Stromal Tumor







05 Gastrointestinal

Colon Cancer
Adjuvant

Single Agent

1 5-FU + Leucovorin

Mayo Protocol
5 days/M for 6 months

Park Protocol
weekly for 6 weeks then 2 weeks
off i.e. Q 8 h for a total of 6 M

de Gramont protocol
infusional 5-FU + Ca folinate for 48 h Q
2 weeks for 6 months

2 Capecitabine (Xeloda)

up to 6 months (recommended for
elderly >75 years old or patients unfit
for IV combination chemotherapy)

T4 lesions, understaged with less than 12 lymph nodes at the time of surgery

Combination Chemotherapy
(Oxaliplatin + 5FU And LLV)

1 FOLFOX
Stage Il & high risk Stage Il
high risk Stage II*

2 Flox Protocol

Stage Il & T4
Stage lll & high risk Stage II*

3 XELOX

Oxaliplatin+Capecitabine every 3
weeks for 6 months
Stage lll & high risk Stage II*

* High risk stage Il includes patients with perforation, poorly differentiated tumors,



Colon Cancer

FOLFOX and Bevacizumab
(phase lll data with modest im-
provement in progression free

survival; study thought to have
many limitations)

FOLFIRI and Bevacizumab
(acceptable regimen without
phase lll data at this point)

FOLFIRI and Cetuximab
(Phase Il data with PFS and OS
benefit in wild type KRAS patients)

Second Line Regimens

If patient had FOLFOX in first
line, then use irinotecan based
regimen

If patient had FOLFIRI in first line,
then use FOLFOX

\ 4

For mutant KRAS patients

If patient received Bevacizumab
in first line, give chemotherapy
alone in second line; if not, then
add Bevacizumab to chemo-
therapy in second line

1 5-FU + Leucovorin + targeted therapy
(push or infusional weekly or biweekly)

2 Capecitabine + targeted therapy

3 Irinotecan

FOLFOX (or XELOX) =+ targeted therapy
FOLFOX (modified) + targeted therapy

FOLFIRI + targeted therapy

N —

w

For wild type KRAS patients

If patient had received Bevacizumab in first line, then use second line
chemotherapy alone or chemo+EGFR antibody (Cetuximab)

If patient did not have Bevacizumab in first line, then add Bevacizumab to
chemotherapy in second line.

It is acceptable not to use a targeted agent in second line for patients who
are asymptomatic with a good performance status, as they may receive anti-

EGFR therapy in third line (alone or with irinotecan)

Targeted therapy: Bevacizumab (Avastin) or Cetuximab (Erbitux)
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Rectal Cancer

05 Gastrointestinal

® ® ® >
Neoadjuvant Chemoradiation Surgery Adjuvant Chemotherapy
(For T3 or T4 or lymph o
node positive with any T) 5-FU based Capecitabine based on colon cancer guidelines

(continuous IV infusion
200mg/m?#day) 800mg/
m? Q 12 h. for 5 days
every week with XRT OR
Capecitabine 800mg/m?
Q 12 h. for 5 days every
week OR 900mg/m? for
5 days every week with
XRT

® >
7
Adjuvant and advanced Treat as colon cancer
Evaluation every 2-3 months




Pancreatic Cancer

\ 4

Adjuvant

Gemcitabine for 6M Chemoradiation

A

Locally advanced
(unresectable, no metastasis)

4

Preferred approach: systemic Gemcitabine Chemoradiation now is introduced once
based chemotherapy first (Gemcitabine as stability on systemic therapy has been
single agent is acceptable or Gemcitabine confirmed, usually 3 months or longer
and Capecitabine if there is a chance for into the process.

downstaging and surgery)

Neoadjuvant
(borderline resectable disease,
no metastasis)

® o ® >

Bx proven by EUS No metastasis including Stenting for jaundice
CT scan pancreatic protocol laparoscopic evaluation chemoradiation =+ 5FU or Gemcitabine

OR systemic chemotherapy alone (Gem-
citabine Cisplatin)

Advanced
(evaluation every 2 months)

® >
Gemcitabine—based chemotherapy

FOLFIRINOX: should be reserved for patients with excellent performance
status and no biliary obstruction (normal bilirubin) & < 65 years of age.
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-

Billiary and Gallbladder Cancer

Chemoradiation
(5-FU based)

Adjuvant

Gemcitabine

Gemcitabine plus Cisplatin

Advanced
(evaluation every 3 months)

Gemcitabine plus
Capecitabine




Esophageal Carcinoma

Resectable
(T1b, N1 or T2-T4, NO-N1,
Nx or stage IV A)

Preoperative ChemoRadiation
with Cisplatin + 5-FU x 4 cycles

Surgery
(T2 (selected patients), T3, NO
adenocarcinoma)

In case of surgery

(T1-T3, N1) = Adjuvant Chemoradiation
with Cisplatin + 5-FU OR ECF (Epirubicin,
Cisplatin, 5-FU if preop. chemoradiation)

A
4
Unresectable ChemoRadiation
(T4 or IV A) with Cisplatin + 5-FU
o ® >
Recurrence ChemoRadiation ECF
with Cisplatin + 5-FU (if no (Epirubicin, Cisplatin, 5-FU if prior
prior chemoradiation) chemoradiation)
o >
Metastasis

Cisplatin+ 5FU
unless adenocarcinoma: DCF (Docetaxel,
Cisplatin, 5-FU) or CF (Cisplatin, 5-FU)

A 4
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-

Hepatocellular Carcinoma

Would recommend following BCLC staging and treatment recommendations

Localized unresectable <» Chemoembolization (Doxorubicin)
Sorafenib for metastatic hepatocellular carcinoma excluding Child-Pugh Class C disease

Small Intestine Carcinoma

® >
Adjuvant FOLFOX 4

[ [ [ >
Advanced Cisplatin and irinotecan Cisplatin + 5-FU FOLFOX 4

(evaluation every 3 months)




Gastric and GE Junction Carcinoma

A 4

Resectable Postoperative Chemotherapy Postperative Chemoradiation Preoperative Chemotherapy
DCF (Docetaxel, Cisplatin, 5-FU) (adjuvant chemoradiotherapy) DCF (Docetaxel, Cisplatin, 5-FU)
ECF (Epirubicin, Cisplatin, 5-FU) ECF (Epirubicin, Cisplatin, 5-FU)

5-FU (425 mg/m? per day) and Leucovorin calcium (20 mg/m?
per day) daily x 5 days one month later by 45 Gy (1.8 Gy/day)
RT given with 5-FU (400 mg/m?) and Leucovorin calcium (20

mg/m?) on days 1 through 4 and on the last three days of RT.

2x five-day cycles of chemotherapy (5-FU 425 mg/m? per day
and Leucovorin calcium 20 mg/m? per day) given at monthly
intervals beginning one month after completion of RT.

@ >
DCF (Docetaxel, Cisplatin, 5-FU)
Unresectable and Metastatic
[ >

ECF (Epirubicin, Cisplatin, 5-FU)
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Gastrointestinal Stromal Tumor

o o o
Marginally resectable or resectable Imatinib Mesylate  Surgery Imatinib Mesylate
with risk of significant morbidity if possible

o >
Metastatic Disease Imatinib Mesylate

[ >
Adjuvant According to FDA approval criteria

[ >

Second-line Sunitinib
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06 Urogenital tumors
and Soft Tissue
Sarcomas

Urothelial tumors

Non-Seminomatous Germ Cell Tumors
Seminoma

Renal Cell Carcinoma

Prostate Cancer

Soft tissue sarcoma
(limbs, retroperitoneum, pelvis)







06 Urogenital
Tumors

-

Urothelial Tumors

A
> >

Stage | Intravesical therapy
A A N
v i’
Stage II-lll Adjuvant Chemotherapy Neoadjuvant Chemo
is not approved 3MVAC for T3 or T2 with
LVI or aggressive histo-
logical features micro-
papillary/sarcomatoid
v ’
Stage IV MVAC or gemcitabine/cisplatinum

(Gemcitabine + Paclitaxel + Carboplatinum
or Gemcitabine + Paclitaxel + Doxorubicin
in case of renal impairment)




Non-Seminomatous Germ Cell Tumors

AN
L4
Low risk High risk
active surveillance 1 cycle BEP or active
surveillance

v ’
Advanced Good prognosis
4 EP or 3 BEP
Intermediate/poor prognosis
4 BEP
A N
L4
Refractory or Relapse 4 VelP or 4 TIP
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06 Urogenital
Tumors

Seminoma

v >
Stage | RT or 1 cycle of carboplatin
or active surveillance
v >
Stage Il A/B RT
a S
Stage Il C/lII 4 BEP




Renal Cell Carcinoma

A\ 4

No adjuvant therapy

Unresectable or
Metastatic, clear cell
carcinoma excluding the
sarcomatoid type

N\
v 4
Good/intermediate risk

Sunitinib 50 mg/d 4/6 weeks
or 37.5 mg p.o. daily

Metastatic sarcomatoid renal
cell carcinoma

N\
7
gemcitabine + doxorubicin
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06 Urogenital
Tumors

Prostate Cancer

Localized

Metastatic, Hormone Sensitive

Bone Metastasis

Metastatic, Hormone Resistant

Surgery Or Radiotherapy
Androgen deprivation could be
indicated in sandwich with
radiotherapy in T2-T4

Surgical Or Medical Castration
4 weeks antiandrogen is indicated before
medical castration

Biphosphonates

first-line Docetaxel + Prednisone

second-line Cabazitaxel +
Prednisone (less than 70
years old, performance status
less than 2)




Soft Tissue Sarcoma |
(Limbs, Retroperitoneum, Pelvis)

Low grade

High grade resectable

High grade unresectable

Relapsed, advanced, or metastatic

Surgery alone
Complementary radiotherapy is to be considered in
special cases. No adjuvant CT

Preoperative RT, CT or radiochemotherapy.
Complementary post surgical radiotherapy or
chemotherapy could be considered

RT, CT or Chemoradiation

Chemotherapy including
Platinum, Ifosfamide, Doxorubicin. Liposomal
Doxorubicin in kaposi sarcoma
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Guidelines 2012

Diffuse Large B Cell Non Hodgkin’s
Lymphoma (CD20+)

Diffuse Large B Cell Lymphoma (CD20+)

Low grade non Hodgkin’s
lymphoma (CD20+)

Hodgkin’s lymphoma

Acute Myeloblastic Leukemia
Age < 65 years (except promyelocytic Leukemia)

Acute Myeloblastic Leukemia
Age > 65 years (except promyelocytic Leukemia)

Acute Promyelocytic Leukemia (APL)

B Chronic lymphocytic leukemia

Chronic Myelogenous Leukemia (CML)

Myelodysplastic Syndromes
Multiple Myeloma
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Diffuse Large B Cell Non Hodgkin’s Lymphoma
CD20+, Age < 65 years

8 C 8 :
' First-line therapy ' Relapse or progression ' Salvage therapy
R-CHOP (every 3 Recommended: R-ICE/ R- is followed by autologous HSCT

weeks) x 6-8 cycles DHAP/ R-MINE-ESHAP in sensitive disease with no bone
Optional: R-EPIC/ Dexa-BEAM marrow involvement



Diffuse Large B Cell Lymphoma
CD20+, Age > 65 years

' First-line therapy ' Relapse or progression Relapse or progression after

R-CHOP (every 3 Must be discussed on autologous HSCT

weeks) x 6 to 8 cycles individual basis Consider for younger patients
salvage therapy (including Anti
CD20) followed by reduced intensity
conditioning allogeneic HSCT from
an HLA matched donor in sensitive
or stable disease

A
L4
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Low Grade Non Hodgkin’s Lymphoma (CD20+)

Prognostic Factors (FLIPI) Risk Group Number of Factors
Age > 60y Low 1
Stage Ann Arbor Stage Ill-IV

Hb <12 g/dl Intermediate 2
LDH > Upper limit of normal

Number of nodes sites > 5 High - 3

AN
L4
First-line therapy Maintenance after Relapse or progression
first-line therapy
indicated for high risk Anti CD20 (375 mg/m?) every Interval treatment relapse < 12 months
Anti CD20 (375 mg/m?) 2 months during 2 years Anti CD20 (375 mg/m?) + Fludarabine based
+ chemotherapy only in follicular lymphoma chemotherapy
(Chloraminophene, CVP) responding to treatment

Consider transplantation (reduced intensity
conditioning allogeneic HSCT from an HLA
matched donor or autologous HSCT if
negative bone marrow)

Radiotherapy if com-
pressive lymph nodes

Interval treatment relapse =12 months
Similar to first line therapy




Hodgkin's Lymphoma

Early stage (I, II) Without unfavorable factor(s) With unfavorable factor(s)
ABVD (2_ cycles) followed by involved ABVD (4 cycles) followed by in-
field radiotherapy (20 to 30 Gy) volved field radiotherapy (30 Gy)

if ABVD not feasible consider COPP if ABVD not feasible consider COPP

Radiotherapy alone could be
proposed for stage IA nodular
lymphocyte predominant type

A 4

o o >
Chemotherapy Radiotherapy
ABVD (6 to 8 cycles) on residual mass and/or
BEACOPP regimen could be considered initial bulk

in selective cases

if ABVD or BEACOPP not feasible
consider COPP
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Hodgkin's Lymphoma

o ® >
Progression or Relapse If primary therapy is radio- If primary therapy is chemotherapy +
therapy alone radiotherapy
treatment as an advanced disease Salvage non cross resistant chemotherapy:

ICE / IVE/ ASHAP/ MIME/ Dexa-BEAMY/ Ifos-
famide +Vinorelbine, gemcitabine, followed
by autologous HSCT in sensitive disease

[ ® >

Relapse After <6 mOhthS > 6 month

Autologous HSCT Supportive care Salvage.chemlotherap.ylfol!owed by
reduce intensity conditioning from
an HLA matched donor if sensitive
or stable disease

Unfavorable Factors ESR > 50

Bulky disease B symptoms and ESR > 30
mediastinal mass > 35% of the

thoracic diameter > 3 sites

any other mass > 10 cm )
Extranodal sites




Acute Myeloblastic Leukemia

Diagnosis

Specific Tests

Bone marrow aspirate (or blood if circulating blasts) for

Cytology Flow Cytometry (Immunophenotyping) Chromosomal analysis by Molecular biology is an optional test

Conventional karyotype T(=20 fully analyzed metaphase cells)
FISH for inv16, t(8;22), t(15;17)

Prognostic Factors

Risk Favorable (good) Intermediate (standard) Unfavorable (high)

Complex karyotype

1(8;21) (922;922) t(15,17)

inv16 (p13922)/t(16;16) Normal Karyotype Inv(3)(a21426)/t(3;3)(d21;026)
1(6;9)(p23;q34
Chromosomal Abnormality (p13:422) dt(|9;11)(22|29;q23; | té6;1)1()3q27(?q2)3)
t(8,21) without del(9q) or el(7q)- del(9g) -del(11q)- t(11;19)(q23;p13.1) 1(9,22)
del(20q) -Y, +8, +11, +13, +21 del(50)-5, -7 abnormal 17
complex karyotype q)-2, p

>1 cycle of induction to obtain CR
t(8,21) with del(9q) or complex
karyotype

With no genetic alteration

Favorable: NPM1 mutation/FTL3- ITD-
CEBPA mutation

Unfavorable: FLT3-ITD+MLL-PTD

BAALC overexpression ERG overexpression

Genetics Alteration
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Acute Myeloblastic Leukemia | |
age < 60 years,except Promyelocytic Leukemia

. A

First-line therapy
induction therapy

Daunorubicin: 60-90 mg/
m?/d, IV x 3 days

Cytarabine: 100 mg/ m#/d,

IV, Cl x 7 days

Post remission therapy

Favorable risk (good),
standard (intermediate)
High dose Cytarabine (3 to
4 cycles)

Unfavorable (high)
Allogeneic HSCT if HLA
matched donor. Myeloab-
lative or Reduced intensity
conditioning

First relapse

< 6 months

Reinduction with high dose Cytara-
bine followed by allogeneic HSCT if
sensitive relapse (myeloablative or
reduced intensity conditioning)

Palliative care if comorbidities and/
or poor performance status

> 6 months

Reinduction plus Daunorubicine
with high dose cytarabine followed
by allogeneic HSCT if sensitive
relapse (myeloablative or reduced
intensity conditioning)
Subsequent relapses

' 7
If no prior transplant
Reinduction with high
dose Cytarabine followed
by allogeneic HSCT if
sensitive relapse

(myeloablative or reduced
intensity conditioning)

Palliative care if comor-
bidities and/or poor
performance status

If prior transplant
Palliative Care




Acute Myeloblastic Leukemia | |
60 < age < 70 years, except Promyelocytic Leukemia

Induction therapy ' Post remission therapy ' Relapse

A 4

Daunorubicin: 60-90 mg/ Cytarabine 100 mg/m?/d or 500mg/ Supportive Care
m2/d, IV x 3 days m?/d, IV x 5 days (x 2 cycles) followed

by maintenance with low dose Cyta-
Cytarabine: 100 mg/m?#/d, IV, rabine SC (optional)

Cl x 7 days

age > /0 years

Azacitidine ' Supportive care

75 mg/m?/day SC for 7
days every 28 days
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Acute Promyelocytic Leukemia (APL)

Induction, Low Risk (WBCs <10,000): Induction, High Risk (WBCs >10,000):
ATRA 45 mg/m? PO (divided in two daily ATRA 45 mg/m? PO (divided in two daily
doses) until repeat BM shows CR doses) until repeat BM shows CR

Arsenic trioxide 0.15 mg/kg over 1 hour Arsenic trioxide 0.15 mg/kg over 1 hour
daily until repeat BM shows CR daily until repeat BM shows CR

*May add Idarubicin if hyperleukocy- Idarubicin 12 mg/m? IVPB on day 1. [may
tosis develops on treatment substitute Daunorubucin if Idarubicin is not

available]




Consolidation

8 months of therapy consisting of ATRA 2
weeks on, 2 weeks off and Arsenic trioxide
every other month. Specifically:

ATRA 45 mg/m? PO (divided in two daily
doses) for 14 days of each month for 8
months.

Arsenic trioxide 0.15 mg/kg over 1 hour
daily 5 days weekly for 4 weeks (total of 20
doses), every other month for 8 months.

Monitoring
If available, consider PCR monitoring.

If negative
As above and repeat every 3 months. If
positive, repeat 1-3 weeks later.

If confirmed
Add Idarubicin 6 mg/m?/day x 2 doses to
ATRA + Arsenic until PCR is negative.

A 4
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B Chronic Lymphocytic Leukemia

Diagnosis Prognosis
CBCD, Platelets
Bone marrow aspirate (or blood) for Unfavorable Neutral Favorable
=> Cytology T(110;v) Normal del (13q)
= Flow cytometry (Immunophenotyping) del (11q) +12 Normal
(CD5, CD10, CD18, CD20, CD23, CD38, del(17p) .................................................................................
Kappa/ Lambda) ...............................................................................................
CD38 > 30% CD38 < 30%
Chromosomal analysis by ZAP-70>20% ZAP-70<20%
= Karyotype JgVH mutation <2% ) '9vH mutation > 2% .
= FISH (if possible) to detect t (11;14), del(17p), p53 (mutation or
del(13q), +12, del(11q) deletion)
Staging — I—
Risk Good Intermediate High
Rai System (0,1 1L 11 \Y}

Binet System A B C




First line therapy

Asymptomatic patients should be
monitored regularly

Indication for treatment

Presence of symptoms
Autoimmune cytopenia
Recurrent infections requiring
hospitalization more than 2 times
during the last 6 months

Bulky disease

Rai high risk

Binet C

Treatment

Age < 65, Kps > 80*
(younger, medically fit)
Fludarabine +
Cyclophosphamide
Rituximab (FCR)

R-CVP

CVP

Fludarabine + Cyclophosphamide
(FC)

Age > 65, Kps < 80*
(older, medically less fit)

Chlorambucil
CVP
FC

*Karnofsky performance score

Relapse or Progression

Fludarabine + Cyclophosphamide +
Rituximab (FCR)

previously cited primary treatments

A 4

Allogeneic HSCT (mainly reduced
intensity conditioning) from an HLA
matched donor is considered if:

Non response or early relapse (within 12
months) after purine analogue containing
therapy (eg: Fludarabine)

Relapse (within 24 months) after purine
analogue-combination therapy
(eg: Fludarabine based)

Mutation del(17p) or p53 (mutation or
deletion)
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Chronic Myelogenous Leukemia (CML)

Newly diagnosed chronic phase CML

First line

Imatinib 400mg daily.
Continue treatment in

case of optimal response’.

TOptimal response is defined as:

Obtaining complete hematologi-
cal response at 3 months

At least partial cytogenetic
response at 6 months

Complete cytogenetic response
at 12 months

Complete molecular response
at 18 months

Stable or improving MMR.

Second line

In case of Imatinib toxic-
ity, intolerance or failure?

use second generation TKI:

Dasatinib or Nilotinib.

2Failure is defined as:
Less than CHR at 3 Mo
No CgR at 6 Mo

Less than PCgR at 12 Mo
Less than CCgR at 18 Mo

Loss of CHR, Loss of CCgR
at any time

In case of suboptimal re-
sponse®, continue imatinib
same dose or test imatinib
high dose; consider dasat-
inib, or nilotinib

3Sub optimal Response is

defined as:

No CgR at 3 Mo

Less than PCgR at 6 Mo

PCgR at 12 Mo

Less than MMR at 18 Mo

Loss of MMR at any time

- Allo HSCT in patients who
have experienced progres-
sion to AP/BP and in pa-
tients who carry the T315I
mutation



Third line

In case of dasatinib or
nilotinib suboptimal re-
sponse, continue dasatinib
or nilotinib, with an option
for Allo HSCT.

In case of dasatinib or nilo-
tinib failure, then consider
Allo HSCT.

A 4

Accelerated Phase or Blastic Phase (AP, BP)

. A

First line

Patients who are TKI naive:
TKI followed by Allo HSCT

' ,
Second line

Patients with prior treat-
ment of imatinib: dasatinib
or nilotinib followed by
Allo HSCT

Remission definitions and monitoring

Hematologic
Complete (CHR)

Cytogenetic
Complete (CCgR)
Partial (PCgR)
Minor

Minimal

None

Molecular
Complete (CMR)

Major (MMR)

Definition

Platelet count < 450 x 10%/L
WBC count < 10 x 10%L
Differential: no immature

granulocytes, basophils<5%
Non palpable spleen

No Ph+ metaphases
1-35% Ph+ metaphases
36-65% Ph+ metaphases
66-95% Ph+ metaphases
> 95% Ph+ metaphases

Undetectable BCR-ABL

mMRNA transcripts by real time
quantitative and/or nested PCR in
two consecutive blood samples of
adequate quality (sensitivity > 104)

Ratio of BCR-ABL to ABL
(or other housekeeping genes)
< 0.1% on the international scale

Monitoring

Check at diagnosis, then every
15 days until CHR has been
achieved and confirmed, then
at least every 3 months or as
required

Check at diagnosis, at 3
months, and at 6 months, then
every 6 months until a CCgR has
been achieved and confirmed,
then yearly.

Check always for occurrences
of treatment failure (primary
or secondary resistances), and
for occurrence of unexplained
anemia, leukopenia, or
thrombocytopenia.

RT-Q-PCR: Optional at diag-
nosis; Every 3 months, until
MMR has been achieved and
confirmed, then at least every
6 months.

Mutational analysis: In occur-
rence of suboptimal response or
failure, always required before
changing to other TKIs or other
therapies.
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Myelodysplastic Syndromes

Potential MDS treatment algorithm:
Low-risk and Int-1

® ®
Del (5q) + other Lenalidomide (only in
cytogenetic abnormalities symptomatic anemia)
IPSS Low/Int-1 patients
®

Thrombocytopenia or
neutropenia




No response

Symptomatic anaemia

Serum Epo <500 U/ml

Epo + G-CSF No response

Candidate for IST

Antithymocyte globulin

Azacitidine/ Decitabine or
Consider lenalidomide or
Clinical trial

N N

Serum Epo >500 U/ml

Not a candidate for IST

A 4
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Myelodysplastic Syndromes

Potential MDS treatment algorithm:
High-risk and Int-2

Donor search for bone marrow
transplantation

High/ Int-2 patient

Hypomethylating agents:
azacitidine (category 1)/
decitabine

No response




Is the patient fit for
transplantation?

YES Allogeneic bone marrow If relapse

transplantation

NO Chemotherapy

No response

Clinical trial

A 4
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Multiple Myeloma

Diagnosis

Diagnosis requires at least:
> major and 1 minor criteria, or

= 3 minor criteria (must include 1 and 2)
=> Symptomatic patients with progressive disease

Staging

Durie-Salmon Staging Criteria

All of the following:
1.Hemoglobin > 10g/dl
2. Normal serum calcium
3. On radiograph, normal bone
structure or solitary bone plasmo-
cytoma
4. Low M-component production
rates:
A. 1gG < 5g/dI
B. IgA < 3g/dl
C. Urine light chain M-compo-
nent on electrophoresis < 4g/24h

A= Creatinine < 2.0 mg / dl
B= Creatinine > 2.0 mg / dtl

Major criteria

2. Marrow plasmacytosis >
30%

3. M-component:

Serum: IgG >3.5 g/dL;

IgA >2 g/dL

Urine: >1 gram light chain
per 24 hours

Minor criteria:

1. Marrow plasmacytosis
10-30%

2. M-component present
but less than above

4. Reduced normal im-
munoglobulins (<50% of
normal)

Stage Il Stage Il

Neither stage | nor stage |ll

One or more of the following:

1. Hemoglobin <8.5 g/dI

2. Serum calcium >12mg/dl

3. Advanced lytic bone lesions

4. High M component production

rates:

A. 1gG > 7g/dI

B. IgA > 5g/dl

C. Urine light chain M-component
on electrophoresis > 12g /24h



Stage Criteria Median Survival (months)

| Beta-2-microglobulin <3.5 mg/L and 62
albumin >3.5 g/dL

" Beta-2-microglobulin <3.5 mg/L and albu-
min <3.5 g/dL or beta-2-microglobulin 3.5 44
mg/L to <5.5 mg/L

I" Beta-2-microglobulin >5.5 mg/L 29
Prognosis
Risk Group Cytogenetic Findings Disease Characteristics
Standard risk ; EO adéerlseg'SH* or cytogenetics, These patients most often have
. hyperaiploiay, ) 1. disease that expresses IgG kappa
3. %(11;14) by FISH*, or monoclonal gammopathies and
4. 1(6;14) by FISH* 2. lytic bone lesions
High risk I—_|as_any.of the following cytogenetic The;e patients have
findings: 1. disease that expresses IgA lambda
1. del 17p by FISH*, monoclonal gammopathies (often)
2. 1(4;14) by FISH*, and
3. 1(14,16) by FISH*, 2. skeletal-related complications
4. cytogenetic del 13, or (less often)

5. hypodiploidy

*FISH = fluorescence in situ hybridization
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Multiple Myeloma

Treatment

Isolated Plasmacytoma
of The Bone

Radiation therapy to the lesion.

Chemotherapy, only in the setting of
an increase of the M-spike with as-
sociated pertinent symptomatology.
Options will be discussed in the sec-
tion pertinent to symptomatic multiple
myeloma below™.

Extramedullary
plasmacytoma

Radiation therapy to the isolated le-
sion with planned radiation fields that
cover the regional lymph nodes, if
applicable.

Surgical resection may be considered
in selected cases, but it is generally fol-
lowed by radiation therapy.

Chemotherapy is required in the
presence of disease progression with
associated symptoms. Options will be
discussed in the section pertinent to
symptomatic multiple myeloma below.




Symptomatic Multiple
Myeloma*

First line therapy

Young patients**
Age < 65-70

Thalidomide + Dexamethasone
Bortezomib + Dexamethasone

Older patients
Age > 65-70

Melphalan + Prednisone + Thalidomide
Melphalan + Prednisone + Bortezomib

Relapse or Progression

Previously mentioned treatments
Bortezomib + Liposomal Doxorubicin
If young, HDCT and autologous stem
cell transplantation

Consolidation therapy

HDCT: autologous bone marrow or
Cyclophosphamide and/or G-CSF
mobilized peripheral stem cell trans-
plantation.

a. Regimen commonly used for
HDCT:

Melphalan 200 mg/m2. Adjusted
doses of melphalan in certain situa-
tion is permissible.

b. Strong evidence to support main-
tenance therapy with lenalidomide
post autologous HCT.

(Risks of secondary malignancies
have been reported)

Supportive therapies for all
patients regardless of age

Bisphosphonates
DVT prevention

Anti-herpes therapy while
prescribing bortezomib

*Available agents:

**Candidates for autologous stem cell transplantation

1. Steroids (prednisone, dexamethasone), 2. Immunomodulatory agents: Tha-
lidomide, Lenalidomide, 3. Proteosome inhibitors: Bortezomib, 4. Convention-
al chemotherapy: Alkylators (Melphalan, Cyclophosphamide), Anthracyclines
(Doxorubicin, Liposomal doxorubicin) and Vinca alkaloids (Vincristine).




08 Neuroendocrine
Tumors

NET, bronchial, thymic or
gastroenteropancreatic tumors
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NET, bronchial, thymic or
gastroenteropancreatic tumors

[
Differentiated (G1, G2) Functional or non-functional
o >
Completely resectable
— Surgery and follow-up
o ® ® >
Not resectable Debulking, embolization SMS analogues and/or chemotherapy

(for pancreatic) - STZ, Doxo, 5FU




Undifferentiated (G3)

Chemotherapy:
— Cisplatin +Etoposide
AND/OR
— SMS analogues (for symptom control)

A 4
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Brain Tumors

Low grade astrocytoma
Recurrent low grade astrocytoma

Low grade oligodendroglioma,
or mixed oligoastrocytoma

Recurrent low grade oligodendroglioma,
or mixed oligoastrocytoma

Anaplastic astrocytoma
Recurrent anaplastic astrocytoma

Anaplastic oligodendroglioma,
or mixed oligoastrocytoma

Recurrent anaplastic oligodendroglioma,
or mixed oligoastrocytoma

Glioblastoma

Recurrent glioblastoma
(rule out pseudoprogression)

Low and high grade
intracranial ependymoma

Recurrent low and high grade
intracranial ependymoma

Medulloblastoma and Supratentorial PNET

Primary CNS lymphoma: consider guidelines
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Low Grade Astrocytoma

a a :
' <40 years ' Observe
a a .
Surgery ' >40 years low risk” ' Observe
(maximal safe
resection)
a a a )
' >40 yrs high risk* ' Conformal ' follow-up
MR-based RT

* Risk factors are age >40 years, astrocytoma histology, largest dimension >6 cm,
tumor crossing midline, and presence of neurologic deficit. High risk patients are
considered those with 2 or more of these factors.



Recurrent Low Grade Astrocytoma

A 4

a a
v v

No Prior RT, resectable Surgery

A 4

A
V.

No prior RT, unresectable

A 4

A
' Temozolomide or

PCV chemotherapy

Prior RT, resectable ' Surgery

A 4

' Temozolomide or
PCV chemotherapy

Prior RT, unresectable

297
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Low Grade Oligodendroglioma,
or Mixed Oligoastrocytoma

a a )

' <40 years ' Observe

a a )
Surgery ' >40 years low risk” ' Observe
(maximal safe
resection)

_%

A
1p 199 ' PCV

co-deleted or RT

' >40 yrs high risk” ' 1p19q deletion
assessment

_=

A
1p19q ' RT

not co-deleted

* Risk factors are age >40 years, astrocytoma histology, largest dimension >6 cm,
tumor crossing midline, and presence of neurologic deficit. High risk patients are
considered those with 2 or more of these factors.



Recurrent Low Grade Oligodendroglioma,
or Mixed Oligoastrocytoma

a a )
No Prior RT, resectable ' Surgery ' RT

a )
No prior RT, unresectable ' RT

a .
Prior RT, resectable ' Surgery

¢ >

Prior RT, unresectable PCV chemotherapy

=99
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Brain Tumors

Anaplastic Astrocytoma

Surgery (maximal safe resection) ' MR-based ' Follow-up
conformal RT




Recurrent Anaplastic Astrocytoma

Resectable \ 4 Surgery | 4 Temozolomide*

A 4

Unresectable ' Temozolomide*

A 4

* Consider stereotactic re-irradiation
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Brain Tumors

Anaplastic Oligodendroglioma,
or Mixed Oligoastrocytoma

Surgery
(maximal safe
resection)

a a a a )

'1p19q ' RT ' PCV x 4 ' follow-up
co-deleted cycles

a a a )

' 1p 199 ' RT ' follow-up

not co-deleted




Recurrent Anaplastic Oligodendroglioma,
or Mixed Oligoastrocytoma

a a :
\ 4 No prior RT A 4 RT
A
Resectable ' Surgery
a a :
' Prior RT ' PCV*
a a :
\ 4 No prior RT A 4 RT
Resectable
a a :
' Prior RT ' PCV*
A .
Diffuse, multifocal ' PCV or Temozolomide, or best

supportive care if poor KPS**

* Consider stereotactic re-irradiation
** KPS: Karnofsky Performance Score
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Glioblastoma

A
L4
' KPS* >70 ' RT with ' Adjuvant ' follow-up
age <70 years concurrent Temozolomide
Temozolomide X 6 cycles
a a a a )
Surgery ' KPS* <70 ' RT with ' Adjuvant ' follow-up
(maximal safe Age >70 years concurrent Temozolomide
resection) Temozolomide X 6 cycles
A .
L4

' Or best supportive care

* KPS: Karnofsky Performance Score




Recurrent Glioblastoma
(Rule Out Pseudoprogression)

A 4

Resectable Surgery

Unresectable ' Consider CCNU or Temozolomide.
Consider clinical trials (SRS-no proven benefit)

' Temozolomide, or best supportive
care if poor KPS*

Diffuse, multifocal

* KPS: Karnofsky Performance Score
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—>

Low and High Grade Intracranial Ependymoma

Surgery (maximal safe resection) \ 4 Local RT or craniospinal RT
(if CSF or spinal MRI +ve)

4




Recurrent Low and High Grade Intracranial Ependymoma

A
' Surgery*

A 4

Resectable

Unresectable ' Platinum or alkylator
based chemotherapy*

A 4

* Consider stereotactic re-irradiation




09 Adult _)

Brain Tumors

Medulloblastoma and Supratentorial PNET

Surgery
(maximal
tumor
resection)

AN
L4
'Standard risk ' Craniospinal RT ' Adjuvant CT
Spine negative, with weekly Cisplatin, Cyclophosphamide,
residual <1.5 cm vincristine Vincristine or CCNU-Carboplatin-
Vincristine

A A A S

. N L4
\ 4 High risk | 4 Craniospinal RT | 4 Adjuvant CT
Spine +ve or disseminated W_'th }Ne.ekly Cisplatin, Cyclophospha-
disease, residual>1.5 cm, Vincristine mide, Vincristine or CCNU-

supratentorial Carboplatin-Vincristine




Primary CNS Lymphoma

Consider guidelines
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National Cancer Treatment Guidelines

Addendum 1 - date: 10/7/2013

This addendum to "Issue 1 — October 2012 National Cancer Treatment Guidelines"

("Guidelines") that was published by the Lebanese Ministry of Health (MOH) in October
2012, shall be attached to and a part of Guidelines.

MOH hereby agrees upon the addition of Plerixafor (MOZOBIL) as cancer drug approved by
the scientific committee in autologous HSCT as follows:

Page68, 69: Diffuse Large B cell Non-Hodgkin's Lymphoma.
Page 70: Low Grade Non-Hodgkin's Lymphoma.
Page 72: Hodgkin's Lymphoma.

Page 89: Multiple Myeloma.



Notes




111






This publication is an official document supplement to the ministerial decree 1/455

duall pjg ojaual 1/800 s)ljg ylpal ali roww) Galo gm Jouuiodl 3
issued on April 21, 2011 by the Minister of Health, Dr. Ali Hassan Khalil.

T ol “.ld.l.bu.mul.LCJQ.d.\ﬂ

Dr. Nizar Bitar Dr. Ziad Salem Dr. Ali Taher Dr. Ghazi Nsouli dguai sjlé jgisall 1l e jgisall @l sbj jgisall JUaws lji jgisadl
Head of the committee member member member : ) gAac ) guAac guac dialll Guud)
Dr. Fadia Elias Dr. Joseph Kattan Dr. Ali Shamseddine Mrs. Ariane Elmas Saikali gl pulall glL)T Ol paonis e yoisall olha cayjga joisall oull Lsla yoisall
approving member member member member Qo 908 gac JHo guac
International Reviewers ~ Advisors

Dr Jean Pierre Issa
Director, Fels Institute, Temple
University, Philadelphia

Dr. Anas Younes
MD Anderson Cancer Center,
Houston

Dr. Ahmad Awada
Belgium

Dr. Nizar Tannir
MD Anderson Cancer Center,
Houston

Dr. Anthony El Khoueiry
USC California

Dr. Fadlo Khoury
Chair, Department of Oncology,
Emory, University, Atlanta

Dr. Vinay K. Puduvalli
Director of Clinical Research,
Department of Neuro-oncology,
MD Anderson Cancer Center

Dr. Muheiddine Seoud

Dr. Fadi Geara

Dr. Arafat Tfayli

Dr. Mohamed Kharfan-Dabaja

UNDP is the UN's global development network, advocating for
change and connecting countries to knowledge, experience and
resources to help people build a better life. We

are on the ground in 166 countries, working with them on their
own solutions to global and national development challenges.
As they develop local capacity, they draw on the people of UNDP

and our wide range of partners.

For more information contact:

-
-
-
=1
=

MINISTRY OF
PUBLIC HEALTH

Ministry of Public Health
www.moph.gov.lb

ministeroffice@public-health.

gov.lb

Empowered lives.
Resilient nations.

United Nations Development
¢ Programme / TOKTEN

i ariane@toktenlebanon.org

¢ www.undp.org.lb/ www.tokten-
¢ lebanon.org

g paill (] gesy gmg baiall aoll dsylill dsallell dpaiill dluis (uiloidl ssaiall ol aolip pisy

oaig .Jaadl 8y giaill e cagedill sacluwo Jal o 3)lgallg dillg dayeall (] Glalull 3lai Gadai

dsollell daiill Cilyaai dgalgel |.e.u.ag| gl Jodall guhi na lgeo (glealig [INTRRY ué vaydl e Josi
aolip (dl dosaiell gl (e saisi ddaoll lgiljas pghis olalull 03a ard pgéi Judg (nag .diihgllg
Ol Wil (ldeg iloddl 8aaiall podll

Jlogleoll po sqjed

-
-
-
=1
=

MINISTRY OF
PUBLIC HEALTH

TOKTEN puiloidll 63aioll oodll aolip
ariane@toktenlebanon.org
www.undp.org.lb/ www.toktenlebanon.org :uigyidldl gagall

dolell duall 8jljg
www.moph.gov.lb
ministeroffice@public-health.gov.lb

Ooxoall ygsalpall
e gl ola sl
Lalsilya s Jued deoly
dualge aoal jgissll
Kuals

$5)93 gliaa joidall
Ll . s)g0] dooln

$HoA olohil joisall

Lijgadlls s Lijgadll cigia deoly
i )l Joisadl

Qg iOguuyadl 3.0
gllagsgy .l (sliva jgisadl
Olougem s Gguyadl .50

Qg iOguuyadl 3.0

Copyright © 2012

By the United Nations Development Programme / Ministry of Health National Cancer Treatment Guidelines
All rights reserved. No part of this publication maybe reproduced, stored in retrieval system or transmitted in any form or
by any means, electronic, mechanical, photocopying, recording or otherwise, without prior permission of UNDP/TOKTEN.

1. 1T © guhll goan

duall 8)ljgg uileddl aaioll ‘o.o_lll aolipd dhgano
sdling dils 9||J-‘.Ll.ld'.ldlﬂ.l glgl:).t.mltolh.lumdu}:u gljg.uu.oll |mwzp5| eLu.UJ.u.IIJg.lI g » d.bg.n;\of.l.b.lltggmg.w;\

ytiloidll s3aioll podll golipy o Gruo O3l ule Jguarll gaq .5).:\| dlpwg uh ol sJuanuill o ydguall auill ol Ldul

8 duigyis]




-
-
4
-
o~

MINISTRY OF PUBLIC HEALTH

TOKTEN =

Empoweredives. comat oroeveLomvaT
Resilient nations. LEBANON AND RECONSTRUCTION




