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	Ein cyf / Our ref: 477/22/FOI 


	Dyddiad / Date: 19th January 2023


Further to your request for information dated 21st December 2022, I am pleased to provide the following response. 
Your request and our response:
Please answer the questions with regards to NHS patients, i.e., excluding patients that receive treatment as part of clinical trials or private healthcare. 
 

Patients with acute myeloid leukaemia (AML) 
 
1. How many patients have received treatment with venetoclax for AML during the past 24 months? Note: please provide data for the most recent 24-month period available via your prescribing/management system.

 
Answer: 11
 

2. What is the average daily dose (mg) for AML patients receiving venetoclax during the past 24 months? 

 
Answer: 100mg
3. What is the average cycle intensity (days) for AML patients receiving venetoclax during the past 24 months? (e.g., 14-day cycles, 21-day cycles, other length of cycle)
Answer: Not currently recorded
 

4. What is the average duration of treatment (months) for AML patients receiving venetoclax during the past 24 months? 

 
Answer: 2 months ( range 1 -5)
Patients with chronic lymphocytic leukaemia (CLL) 
 
5. Please complete the table below based on the number of patients that have received venetoclax in each of the specified regimens for CLL in the last 24 months.

Note: please provide data for the most recent 24-month period available via your prescribing/management system.

 

	 
	Treatment regimens

	
	Venetoclax + obinutuzumab
	Venetoclax + rituximab
	Venetoclax monotherapy

	Total number of CLL patients receiving this treatment regimen during the past 24 months
	Due to the way this information is currently recorded in the Health Board we are unable to respond to this part of your request.


	Average daily maintenance dose (mg) of venetoclax for patients initiated on this regimen during the past 24 months*
	

	Average duration (months) of venetoclax treatment for patients initiated on this regimen during the past 24 months
	


*We would like to understand the average daily dose of venetoclax in CLL patients during maintenance treatment i.e. after the initial 8-week period during which patients would be receiving a titration regimen.

Patients with acute myeloid leukaemia (AML) or chronic lymphocytic leukaemia (CLL)
 
6. Please complete the table below with the average number of venetoclax 10 mg x 14 tablet packs† used per AML or CLL patient receiving each of the specified regimens during the past 24 months.

 

	 
	AML treatment regimen
	
CLL treatment regimens

	
	Venetoclax +
azacitidine
	Venetoclax + obinutuzumab
	Venetoclax + rituximab
	Venetoclax monotherapy

	Average number of venetoclax 10 mg x 14 tablet packs used per patient in each treatment regimen during the past 24 months
	Due to the way this information is currently recorded in the Health Board we are unable to respond to this part of your request.



†Note: There are five different pack sizes of venetoclax available in the UK:

· Pack 1: venetoclax 10 mg x 14 tablets

· Pack 2: venetoclax 50 mg x 7 tablets

· Pack 3: venetoclax 100 mg x 7 tablets

· Pack 4: venetoclax 100 mg x 14 tablets

· Pack 5: venetoclax 100 mg x 112 tablets

 

7. Please can you share your prescribing protocol(s) for venetoclax in AML and CLL?

 

[image: image1.emf]Venetoclax  protocol - final signed version_redacted.pdf


[image: image2.emf]R Venetoclax CLL  2nd line signed_redacted.pdf


[image: image3.emf]Obinutuzumab +  Venetoclax in CLL signed_redacted.pdf
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We welcome correspondence through the medium of Welsh
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R-Venetoclax
2"d line in Chronic Lymphocytic Leukaemia

Background:

Venetoclax with rituximab is recommended, as an option for treating chronic
lymphocytic leukaemia in adults who have had at least 1 previous therapy (NICE TA
561). -

Patient Group:

‘ Adults with relapsed or refractory Chronic Lymphocytic leukaemia ‘

¢ in the presence of 17p deletion or TP53 mutation in adult patients who are
unsuitable for or have failed a B-cell receptor pathway inhibitor, or

e in the absence of 17p deletion or TP53 mutation in adult patients who have

‘ failed at least one line of CD20 chemo-immunotherapy.

Pre-treatment Assessment:
Weight and height

Performance Status
Histology and disease staging
FBC and LFTs

U&E (including creatinine clearance, potassium, phosphorus, LDH and.
corrected calcium)

Uric acid, tumour burden assessment
Virology screening

ECG +/- Echo - if clinically indicated.
CT/PET-CT Scan

Clinical assessment
Performance Status

Treatment Threshold
ANC 1.5 x 10%L

Platelets 100 x 10%/L
Creatinine clearance > 30mi/min

Pre Meds:

Venetoclax:

Anti-hyperuricaemic agents should be administered 2 to 3 days prior to starting
treatment with Venetoclax in patients with high uric acid levels or at risk of tumour
lysis syndrome (TLS) and may be continued through the titration phase.
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Rituximab: Paracetamol 1g PO, chlorphenamine 10 mg IV, hydrocortisone 100 mg
[V 30 minutes before rituximab.

Regimen Details:

‘Venetoclax Titration
- Five week titration period — during this period the tablets should be taken in the morning
to facilitate laboratory monitoring.

‘ Week (Days) | Venetoclax daily dose |

| 1(1-7) _ 20mg B _
2 (8-14) 50mg B |

f 3 (15-21) 100mg o

| 4 (22-28) 200mg _

I 5 (29-35) 400mg |

Rituximab should be administered after the patient has completed the dose-titration
schedule and has received the recommended daily dose of 400 mg venetoclax for 7
days. i

Cycle 1
Rituximab* 375 mg/m? IV in 500 mL sodium chioride 0.9% infused as directed.

Venetoclax 400mg PO ONCE daily (continuous)

Cycle 2-6

Rituximab. 500mg/m? IV in 500 mL sodium chloride 0.9% infused as directed.
Venetoclax 400mg PO ONCE daily (continuous)
Cycles repeated every 28 days

Venetoclax should be continued for 24 months from Cycle 1 Day 1 of rituximab, or
earlier if there is disease progression or unacceptable toxicity.

*Cycle 1: If the lymphocyte count >25 x 10%L: Give 100 mg flat dose of rituximab on day
1 and give the remaining dose on day 2.
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IMPORTANT TO NOTE: Prevention of TLS: Venetoclax poses a risk of TLS in
the initial 5-week dose-titration phase.” For patients at risk of TLS, blood
chemistries should be monitored at 6 to 8 hours and at 24 hours after the first
dose of Venetoclax. Electrolyte abnormalities should be corrected promptly. The
next Venetoclax dose should not be administered until the 24 hours blood
chemistry results have been evaluated. The same monitoring schedule should
be followed at the start of the 50mg dose and then for patients who continue to
be at risk, at subsequent dose increases.

If a patient experiences blood chemistry changes, the following day’s dose should
be withheld.

Based on physician assessment, some patients, especially those at greater risk
of TLS, may require hospitalisation on the day of the first dose of Venetoclax for
more intensive prophylaxis and monitoring during the first 24 hours.
Hospitalisation should be considered for subsequent dose increase based on
reassessment of risk.

Patients should be adequately hydrated during the dose-titration phase to reduce
the risk of TLS. Patients should be instructed to drink plenty of water (1.5-2 litres)
daily starting 2 days before and the days of dosing at initiation and each
subsequent dose increase. Intravenous fluids should be administered as
indicated based on overall risk- of TLS or for those who cannot maintain:an
adequate level or oral hydration. '
Venetoclax is available as 10mg, 50mg and 100mg tablets. Venetoclax tablets
should be swallowed whole with water at approximately the same time each day.”
The tablets should be taken with a meal in order to avoid a risk for lack of
efficacy. The tablets should not be chewed, crushed, or broken before
swallowing.

If a patient misses a dose of venetoclax within 8 hours of the time it is usually
taken, the patient should take the missed dose as soon as possible on the same.
day. If a patient misses a dose by more than 8 hours, the patient should not take
the missed dose and should resume the usual dosing schedule the following day.
If a patient vomits following dosing, no additional dose should be taken that day.
The next prescribed dose should be taken at the usual time the following day. ,
Rituximab should be administered after the patient has completed the dose-
titration schedule and has received the recommended daily dose of 400 mg
venetoclax for 7 days. Each cycle is 28 days.

First IV infusion. The recommended initial rate for infusion is 50 mg/hr after the
first 30 minutes, it can be escalated in 50 mg/hr increments every 30 minutes, to
a maximum of 400 mg/hr. -

Rituximab ‘is associated with infusion related reactions (IRRs), which may be
related to release of cytokines and/or other chemical mediators. Premedication
consisting of an analgesic/anti-pyretic medicinal product and an anti-histaminic
medicinal product, should always be administered before each infusion of
Truxima. Mild or moderate infusion-related reactions usually respond to a
reduction 'in the rate of infusion. The infusion rate may be increased upon
improvement of symptoms.
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o Patients should be closely monitored for the onset of cytokine release
syndrome characterised by severe dyspnoea, bronchospasm, hypoxia, in
addition to fever, chills, rigors, urticaria, and angioedema. Patients that develop
evidence of severe reactions, especially severe dyspnoea, bronchospasm or
hypoxia should have the infusion interrupted immediately. These symptoms are
usually reversible ‘with interruption of the infusion and administration of an anti-
pyretic, an antihistaminic, and, occasionally, oxygen, intravenous saline or
bronchodilators, and glucocorticoids if required. '

e Thé infusion should not be restarted until complete resolution of all symptoms. At
this time, the infusion can be initially resumed at not more than one-half the
previous rate. If the same severe adverse reactions occur for a second time, the
decision to stop the treatment should be seriously considered on a case by case
basis. Mild or moderate infusion-related reactions usually respond to a reduction
in the rate of infusion. The infusion rate may be increased upon improvement of
symptoms. ,

e Patients with a high tumour burden or with a high number (225 x 109/L) of
circulating malignant cells such as patients with CLL, who may be at higher risk
of especially severe cytokine release syndrome, should only be treated with
exttfeme caution. These patients should be very closely monitored throughout the
first infusion. Consideration should be given to the use of a reduced infusion rate
for the first infusion in these patients or a split dosing over two days during the
first 8 cycle and any subsequent cycles if the lymphocyte count is still >25 x
109/L.

e Subsequent infusions - Subsequent doses of rituximab can be infused at an
initial rate of 100 mg/h, and increased by 100 mg/h increments at 30 minute

~ intervals, to a maximum of 400 mg/h.

* Anaphylactic and other hypersensitivity reactions have been reported following
the intravenous administration of proteins to patients. In contrast to cytokine
release syndrome, true hypersensitivity reactions typically occur within minutes
after starting infusion. Medicinal products for the treatment of hypersensitivity
reactions, e.g., epinephrine (adrenaline), antihistamines and glucocorticoids,
should be -available for immediate use in the event of an allergic reaction during
administration of Truxima. Clinical manifestations of anaphylaxis may appear
similar to clinical manifestations of the cytokine release syndrome (described
above). Reactions attributed to hypersensitivity have been reported less
frequently than those attributed to cytokine release.

Anti-emetics: Low emetogenicity

Additional Medication:
» Aciclovir 400mg BD (continuous throughout treatment)
o Co-trimoxazole 480mg Twice daily on Mon/Wed/Fri (continuous throughout
treatment) -
e Tumour lysis prophylaxis — for risk-based TLS prophylaxis management
measures see admlmstratlon section above.
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Monitoring and Assessment:

Clinical assessment prior to each cycle

Weight — prior to each cycle

FBC and LFTs ~ prior to each dose _

U&Es - (including creatinine clearance, potassium, phosphorus, corrected calcium -
and uric acid) — 6-8 hours after the first dose and 24 hours post dose, this monitoring
schedule should be followed at the start of the 50mg dose and then for patients who
continue to be at risk of TLS, and subsequent dose increases.

Clinical response should be assessed on a monthly basis for the first 3 months, prior
to CT scanning.

Dose Modifications:

Haematological Toxicities

Grade 3 or 4 neutropenia (ANC <1.0 x 10%/L) with infection or fever; Or Grade 4
haematologic toxicities except lymphopenia (ANC <0.5 x 10%L or Platelets <25 x
10%/L)

15t Occurrence: Interrupt Venetoclax. Once toxicity resolved to Grade 1 or baseline
level, Venetoclax therapy may be resumed at the same dose.

2" and subsequent Occurrence: Interrupt Venetoclax. After resolution Venetoclax
can be resumed at a dose reduction (following table 1) Additional dose reductions
may occur at the discretion of the treating physician.

Note: To reduce the infection risks associated with neutropenia GCSF may be
administered with Venetoclax if clinically indicated.

Dose modifications for other toxicities

Treatment with Venetoclax should be withheld for any grade 3 or 4 non-
haematological toxicities, grade 3 or 4 neutropenia with infection or fever, or grade 4
haematological toxicities, except lymphopenia. Once the toxicity has resolved to
grade 1 or baseline level, therapy with venetoclax may be restarted at the same
dose. If the toxicity recurs, and for any subsequent occurrences, the dose reduction
in table 1 should be followed when- resuming treatment with venetoclax following
resolution. A larger dose reduction may occur at the discretion of the physician. For
patients who require dose reductions to less than 1 00mg for more than 2 weeks,
discontinuation of.venetoclax should be considered.

Table 1: Dose modifications for TLS and other toxicities

Dose at interruption (mg) Restart dose (mg) |
400 | 300 |
300 i : 200 |
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| 200 | 100 ;

) 100 50 4

| i 50 | | 20 W
20 | 10

The modified dose should be continued for 1 week before increasing the dose.

For tumour lysis syndrome

If the patient experiences blood chemistry changes suggestive of TLS, the- following
day’s venetoclax dose should be withheld. If resolved within 24 to 48 hours of last
dose, treatment with venetoclax can be resumed at the same dose. For events of
clinical TLS or blood chemistry changes requiring more than 48 hours to resolve,
treatment should be resumed at a reduced dose (table 1). When resuming treatment
after interruption due to TLS, the instructions for prevention of TLS should be
followed.

For patients who have had a dosing interruption lasting more than 1 week during the
first 5 weeks of dose titration or more than 2 weeks when a the daily dose of 400mg.
TLS risk should be reassessed to determine if restarting at a reduced dose is
necessary.

Dose modification for use with CYP3A inhibitors

Concomitant use of venetoclax with strong or moderate CYP3A inhibitors increases
venetoclax exposure and may increase the risk for TLS at initiation and during the
dose-titration phase and for other toxicities.

Initiation and titration phase ~ concomitant use of venetoclax with strong CYP3A
inhibitors at initiation and during the dose-titration phase is contraindicated.
Concomitant use of venetoclax with moderate CYP3A inhibitors at initiation and the
dose-titration phase should be avoided. Alternative treatments should be considered.
If a moderate CYP3A inhibitor must be used, the initiation and titration doses of
venetoclax should be reduced by at least 50%. Patients should be monitored more
closely for signs of toxicity. '

After completion of titration phase - for patients who are on a steady daily dose of
venetoclax, the venetaclax dose should be reduced by 50% when used
concomitantly with moderate CYP3A inhibitors and by 75% when used concomitantly
with strong CYP3A inhibitors. Patients should be monitored more closely for signs of
toxicities and the dose may need to be further adjusted. The venetoclax dose that
was used prior to initiating the CYP3A inhibitor should be resumed 2 to 3 days after
discontinuation of the inhibitor. .

Renal Impairment o

No adjustment is needed for patients with mild or moderate renal impairment
(creatinine clearance 230ml/min-<90 ml/min). Patients with reduced renal function
(creatinine clearance <80mi/min) may require more intensive prophylaxis and
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Safety in patients with severe renal impairment (creatinine clearance <30ml/min) or
on dialysis has not been established, and a recommended dose for these patients
has not been determined. Venetoclax should be administered to patients with severe
renal impairment only if the benefit outweighs the risk and patient should be
monitored closely for signs of toxicity due to increased risk of TLS.

Hepatic Impairment:

No dose adjustment is recommended in patients with mild or moderate hepatic
impairment, but as a trend for increased adverse events was observed in patients
with moderate hepatic impairment, these patients should be monitored more closely
for signs of toxicity at initiation and during the dose-titration phase. Safety in patients
with severe hepatic impairment has -not been established. It is not recommended to
administer Venetoclax to patients with severe hepatic impairment.

Special Warnings and precautions for use:

Tumour lysis syndrome (TLS)

Venetoclax can cause rapid reduction in tumour, and thus poses a risk for TLS in the
initial 5-week dose-titration phase. Changes in electrolytes ‘consistent with TLS that
require prompt management can occur as early as 6 to 8 hours following the first
dose of venetoclax and each dose increase.

The risk of TLS is a continuum based on mulitiple factors including comorbidities.
Patients with high tumour burden (e.g. any lymph node with a diameter = 5cm or
high absolute lymphocyte count 2 25 x10%L are the greater risk of TLS when
initiating venetoclax. Reduced renal function (creatinine clearance < 80ml/min)
further increases the risk. The risk may decrease as tumour burden decreases with
venetoclax treatment. '

Prior to initiating venetoclax, tumour burden assessment, including radiographic
evaluation (e.g. CT scan), must be performed for all patients. Blood chemistry
(potassium, uric acid, phosphorus, calcium and creatinine) should be assessment
and pre-existing abnormalities corrected. The prophylaxis measures as listed under
the administration should be followed. More intensive measure should be employed
as overall risk increases.

Neutropenia

Grade 3 or 4 neutropenia has been reported in patients treated with venetoclax.
Compiete blood counts should be monitored throughout the treatment period. Dose
interruptions or reductions are recommended for patients with severe neutropenia.

Pharmaceutical Care:

e The safety and efficacy of immunisations with live attenuated vaccines during or
following venetoclax therapy have not been studied. Live vaccines should not be
administered during treatment and thereafter until B-cell recovery.
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* Venetoclax has no or negligible influence on the ability to drive and use machinés.
Fatigue has been reported in some patients taking Venetoclax and should be
considered when assessing a patient’s ability to drive or operate machines.

e Grapefruit products, Seville oranges and starfruit should be avoided during
treatment with Venetoclax.

e Drug interactions
Agents that may increase venetoclax concentrations

o CYP3A inhibitors — concomitant use of venetoclax with strong CYP3A inhibitors
(e.g. ketoconazole, ritonavir, clarithromycin, itraconazole, voriconazole,
posaconazole) ‘at initiation and during the dose-titration phase is contraindicated
due to increased risk for TLS. At initiation and during the dose-titration phase,
concomitant use of venetoclax with moderate CYP3A inhibitors (e.g. erythromycin,
ciprofloxacin, diltiazem, fluconazole, verapamil) should be avoided. Alternative
treatments should be considered. See dose modifications above for
Venetoclax doses in combination with CYP3A inhibitors.

e Venetoclax is a substrate for P-gp and BCRP therefore concomitant use of
venetoclax with P-gp and BCRP inhibitors at initiation and during the dose-titration
phase should be avoided; if a P-gp and BCRP inhibitor must be used, patients
should be monitored closely for signs of toxicities.

» Agents that may decrease venetoclax concentrations
Concomitant use of venetoclax with strong CYP3A inducers (e.g. carbamazepine,
phenytoin, and rifampin) or moderate CYP3A inducers (e.g. bosentan, efavirenz,
etravirine, modafinil, nafcillin) should be avoided. Alternative treatments with less
CYP3A induction should be considered. Preparations containing St. John’s wort
are contraindicated during treatment with venetoclax, as efficacy may be reduced.

 Bile acid sequestrants: Co-administration of bile acid sequestrants with venetoclax
is not recommended as this may reduce the absorption of venetoclax. If a bile acid
sequestrants is to be co-administered with venetoclax, the venetoclax should be
administered at least 4-6 hours after the sequestrants. -

* Agents that may have their plasma concentrations altered by venetoclax

» Warfarin: due to the fact that venetoclax was not dosed to steady state, it is
recommended that the international normalized ration (INR) to be monitored
closely in patients receiving warfarin.

e Venetoclax is a P-gp, BCRP and OATP1B1 inhibitor in vitro. Co-administration of
narrow therapeutic index P-gp or BCRP substrates (e.g. digoxin, dabigatran,
everolimus and sirolimus) with . venetoclax should be avoided. If a narrow
therapeutic index P-gp or BCRP substrate must be used, it should be used with
caution. For an orally administered P-gp or BCRP- substrate sensitive to inhibitor
in the gastrointestinal tract (e.g. dabigatran), its administration should be
separated from venetoclax administration as much as possible to minimize a

_ potential interaction. '

e If a statin (OATP substrate) is used concomitantly with venetoclax, close

monitoring of statin-related toxicity is recommended.

Most Common Toxicities:
Upper respiratory tract infection
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Pneumonia
Urinary tract infection
Neutropenia

- Anaemia

- Febrile neutropenia
Lymphopenia
Hyperphosphataemia
Tumour lysis syndrome
Hyperkalaemia
Hyperuricaemia
Hypocalcaemia
Diarrhoea
Vomiting
Nausea
Constipation
Fatigue
Blood creatinine increased
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Obinutuzumab (Gazyvaro~) + Venetoclax
Chronic Lymphocytic Leukaemia

Background:
Venetoclax plus obinutuzumab is recommended as an option for untreated
chronic lymphocytic leukaemia (CLL) if:

1. There is a 17p deletion or TP53 mutation or

2. There is no 17p deletion or TP53 mutation, and fludarabine plus
cyclophosphamide and  rituximab (FCR), or bendamustine plus
rituximab (BR), is unsuitable.

3. There is no 17p deletion or TP53 mutation, and FCR or BR is suitable
(NICE TA 663)

Patient Group:

Adults with untreated CLL

- There is a 17p deletion or TP53 mutation

Or

- There is no 17p deletion or TP53 mutation, and fludarabine plus
cyclophosphamide and rituximab (FCR), or bendamustine plus
rituximab (BR) is unsuitable

- There is no 17p deletion or TP53 mutation, and FCR or BR is suitable

Pre-treatment Assessment:
Clinical assessment

Performance Status

Weight & Height

Blood pressure

ECG and ECHO if clinically indicated

FBC, U&E (including uric acid), LFTs, LDH

Virology Screening — including HBV, HCV and HIV screening
especially in high risk patients

Important
Patients who have pre-existing cardiac or pulmonary conditions

should be monitored carefully throughout the infusion and the post-
infusion .period. Hypotension may occur . during obinutuzumab
intravenous infusions. Therefore, withholding of antihypertensive
treatments should be considered for 12 hours prior to and throughout
each obinutuzumab infusion and for the first hour after administration.
Patients at acute risk of hypertensive crisis should be evaluated for
the benefits and risks of withholding their anti-hypertensive medicine.
Treatment Threshold

ANC 1.5 x 10%L (unless cvtopenias caused bv underlvina CLL)

el
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Platelets 75 x 10%L (unless cytopenias caused by underlying CLL)
Cr Cl >30mL/min

Must be adequately hydrated (prescribe 1V fluid if necessary)

Pre Meds:

Tumour Lysis Syndrome (TLS) Prophylaxis: Rasburicase 0.2mg/Kg IV 12-
24 prior to the first cycle of Obinutuzumab and as required if the patient is
considered to be at high risk of TLS. =

Administered at least 60 minutes before Obinutuzumab:

Dexamethasone 20mg IV (can omit from cycle 1 day 8 onwards if < grade 2
-infusion related reactions with previous doses and lymphocytes <25x10%/L).
Administered at least 30 minutes before Obinutuzumab:

Paracetamol 1g orally - gy
Chlorphenamine 10mg IV (can omit from cycle 1 day 8 onwards if no infusion
related reactions with previous doses)

Regimen Details:

Cycle 1

Obinutuzumab 100mg v Day 1*
In 100mL 0.9% sodium chloride infused over 4
hours (25mg/hour)

Obinutuzumab  900mg IV Day2*
In 250mL 0.9% sodium chloride (see table on Page
3 for rate of infusion)

*Note: Prepare both doses together. If the 100mg bag is completed without modifications of the
infusion rate or interruptions, the 900mg bag may be administered on the same day (no dose
delay necessary, no repetition of premedication), providéd that appropriate time, conditions and
medical supervision are available throughout the infusion.

Obinutuzumab 1000mg v Days 8 and 15
in 250mL 0.9% sodium chloride (see table on Page
3 for rate of infusion).

Cycles repeated every 28 days

Cycle 1 (Starting on day 22) — Five week titration period — during this period
the tablets should be taken in the morning to facilitate laboratory monitoring..

Week (Days) Venetoclax daily dose

1(1-7) 20mg

2 (8-14) 50mg

3 (15-21) 100mg

4 (22-28) 200mg

5 (29-35) 400ma o~
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Cycles 2-6

Obinutuzumab 1000mg v Day 1
in 260mL 0.9% sodium chloride (see table on
Page 3 for rate of infusion)

Venetoclax 400mg PO ONCE daily continuous

Cycles repeated every 28 days

Cycles 6-12
Venetoclax 400mg PO ONCE daily continuous

Cycles repeated every 28 days

Administration:

Obinutuzumab

- Check that patients have not taken their anti-hypertensive
medication the morning of treatment.

- Monitor patients closely for signs of tumour lysis syndrome and
infusion related reactions (altered vital signs, nausea-/ vomiting,
chills, flushing, dyspnoea, headache, diarrhoea) ‘

- Full resuscitation facilities and an anaphylaxis kit must be available
at all times.

Standard infusion rate in the absence of infusion reactions /
hypersensitivity (including previous doses)

Cycle Day of treatment (Rate of infusion
Cycle 1 . Day 1 Administer at 25 mg/hr over 4 hours. Do
(100 mg) not increase the infusion rate.
Day 2 Administer at 50 mg/hr.
(or Day 1 The rate of the infusion can be escalated
continued) in increments of 50 mg/hr every 30
(900 mg) minutes to a maximum rate of 400
' mg/hr.
Day 8 Infusions can be started at a rate of 100
Day 15 mg/hr and increased by 100 mg/hr
9. increments every 30 minutes to a
oycles2;6 eyt maximum of 400 mg/hr.
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Management of Infusion related reactions may require temporary interruption,
reduction in the rate of infusion, or treatment discontinuations of
Obinutuzumab:

- Grade 4 (life threatening): Infusion must be stopped and therapy must
be permanently discontinued. ‘

- Grade 3 (severe): Infusion must be temporarily stopped and symptoms
treated. Upon resolution of symptoms, the infusion can be restarted at
no more than half the previous rate (the rate being used at the time that
the IRR occurred) and, if the patient does not experience any IRR
symptoms, the infusion rate escalation can resume at the increments
and intervals as appropriate for the treatment dose. The Day 1 (Cycle
1) infusion rate may be increased back up to 25 mg/hr after 1 hour, but
not increased further. The infusion must be stopped and- therapy
permanently discontinued if the patient experiences a second
occurrence of a Grade 3 IRR.

- Grade 1-2 (mild to moderate): The infusion rate must be halved and
symptoms treated. Infusion can be continued upon resolution of
symptoms and, if the patient does not experience any IRR symptoms,
the infusion rate escalation can resume at the increments and intervals
as appropriate for the treatment dose (see Table 3). The Day 1 (Cycle
1) infusion rate may be increased back up to 25 mg/hr after 1 hour, but
not increased further.

- If the previous infusion rate was not well tolerated, instructions for the
Cycle 1, Day 1 and Day 2 infusion rate should be used for subsequent
cycles.

Venetoclax

- Hydration: Patients should be adequately hydrated during the dose-
titration phase to reduce the risk of TLS. Patients should be instructed
to drink plenty of water daily starting 2 days before and throughout the
dose-titration phase. Patients should be particularly instructed to drink
1.5 to 2.0 L of water daily, 2 days prior to and the days of dosing at
initiation and each subsequent dose increase. Intravenous fluids
should be administered as indicated based on overall risk of TLS or-for
those who cannot maintain an adequate level of oral hydration.

- Prevention of TLS: Venetoclax poses a risk of TLS in the initial 5-week
dose-titration phase. For patients at risk of TLS, blood chemistries
'should be monitored at 6 to 8 hours and at 24 hours after the first dose
of Venetoclax. Electrolyte abnormalities should be corrected promptly.
The next Venetoclax dose should not be administered until the 24
hours blood chemistry results have been evaluated. The same
monitoring schedule should be followed at the start of the 50mg dose
and then for patients who continue to be at risk, at subsequent dose
increases.
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- If a patient experiences blood chemistry changes, the following day’s
' dose should be withheld.

- Based on physician assessment, some patients, especially those at
greater risk of TLS, may require hospitalisation on the day of the first
dose of Venetoclax for more intensive prophylaxis and monitoring
during the first 24 hours. Hospitalisation should be considered for
subsequent dose increase based on reassessment of risk.

- Venetoclax tablets should be swallowed whole with water at
approximately the same time each day.

- The tablets should be taken with a meal in order to avoid a risk for lack
of efficacy. The tablets should not be chewed, crushed, or bioken
before swallowing.

- If a patient misses a dose of venetoclax within 8 hours of the time it is
.usually taken, the patient should take the missed dose as soon as
possible on the same day. If a patient misses a dose by more than 8
hours, the patient should not take the missed dose and should resume
the usual dosing schedule the following day.

- If a patient vomits following dosing, no additional dose should be taken
that day. The next prescribed dose should be taken at the usual time
the following day.

Anti-emetics: Low emetogenicity

Additional Medication:

- Tumour Lysis Syndrome (TLS): prophyIaX|s is mandatory in high risk
patients (high tumour burden, lymphocytes >25x10%L, and / or renal
impairment). Continue TLS prophylaxis prior to each infusion until no
longer deemed at risk.

- Aciclovir 400mg Twice daily (continuous throughout treatment)

- Co-trimoxazole 480mg Twice daily on Mon/Wed/Fri (continuous
throughout treatment)

- Lopramide PRN

Monitoring and Assessment:

Clinical assessment prior to each cycle

FBC - before Cycle 1 Day 1, then on Cycle 1 Day 15 (for D22 venetoclax, with
TLS Investigations: screen), then weekly during venetoclax titration, then
before Day 1 of each cycle

LFTs prior to Day 1 — prior to each cycle

U&Es - as part of TLS screen during venetoclax titration, then every 4 weeks
for 3 months, then every 3 months in stable, responding patients.

TLS screen U&E (bone profile plus uric acid) - 3-4 hours after the first
infusion to assess whether evidence of tumour lysis and whether further
support or treatment required, then on Cycle 1 Day 15, ready for starting
venetoclax. Then before and after each dose increase in the titration period.

Dose Modifications:
Delay all treatment if active infection.
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Non-Haematological Toxicity
Defer until resolved to =Grade 1 (or baseline) and discontinue treatment if
delayed more than 4 weeks.

Dose modifications for other toxicities

Treatment with Venetoclax should be withheld for any grade 3 or 4 non-
haematological toxicities, grade 3 or 4 neutropenia with infection or fever, or
grade 4 haematological toxicities, except lymphopenia. Once the toxicity has
resolved to grade 1 or baseline level, therapy with venetoclax may be
restarted at the same.dose. If the toxicity recurs, and for any subsequent
occurrences, the dose reduction in table 1 should be followed when resuming
treatment with venetoclax following resolution. A larger dose reduction may
occur at the discretion of the physician. For patients who require dose
reductions to less than 100mg for more than 2 weeks, discontinuation of
venetoclax should be considered.

Table 1: Dose modifications for TLS and other toxicities

Dose at interruption (mg) | Restart dose (mg)
400 ' 300
300 o 200
200 100
100 50
50 . 20
20 10

The modified dose should be continued for 1 week before increasing the
dose.

For tumour lysis syndrome

If a patient experiences blood chemistry changes suggestive of TLS, the
following day’s venetoclax dose should be withheld. If resolved within 24 to 48
hours of last dose, treatment with venetoclax can be resumed at the same
dose. For events of clinical TLS or blood chemistry changes requiring more
than 48 hours to resolve, treatment should be resumed at a reduced dose -
(table 1). When resuming treatment after interruption due to TLS, the
instructions for prevention of TLS should be followed.

For patients who have had a dosing interruption lasting more than 1 week
during the first 5 weeks of dose titration or more than 2 weeks when a the
daily dose of 400mg. TLS risk should be reassessed to determine if restarting
at a reduced dose is necessary.

Dose modification for use with CYP3A inhibitors _
Concomitant use of venetoclax with strong or moderate CYP3A inhibitors
increases venetoclax exposure and may increase the risk for TLS at initiation
and during the dose-titration phase and for other toxicities.
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Initiation and titration phase — concomitant use of venetoclax with strong
CYP3A inhibitors at initiation and during the dose-titration phase is
contraindicated. Concomitant use of venetoclax with moderate CYP3A
inhibitors at " initiation and the dose-titration phase should be avoided.
Alternative treatments should be considered. If a moderate CYP3A inhibitor
must be used, the initiation and titration doses of venetoclax should be
reduced by at least 50%. Patients should be monitored more closely for signs
of toxicity.

After completion of titration phase — for patients who are on a steady daily
dose of venetoclax, the venetoclax dose should be reduced by 50% when
used concomitantly with moderate CYP3A inhibitors and by 75% when used
concomitantly with strong CYP3A inhibitors. Patients should be monitored
more closely for signs of toxicities and the dose may need to be further
adjusted. The venetoclax dose that was used prior to initiating the CYP3A
inhibitor should be resumed 2 to 3 days after discontinuation of the inhibitor.

Renal Impairment

Obinutuzumab - No dose adjustment is required in patients with mild to
moderate renal impairment (creatinine clearance [CrCl] 30-89 mL/min). Use
with caution if CrCl 30-49 mL/min. The safety and efficacy has not been
established in patients with severe renal impairment (CrCl < 30 mL/min).

Venetoclax - No adjustment is needed for patients with mild or moderate
renal impairment (creatinine clearance 230ml/min-<90 mil/min). Patients with
reduced renal function (creatinine clearance <80mi/min) may. require more
intensive prophylaxis and monitoring to reduce the risk of TLS at initiation and
during the dose-titration phase. Safety in patients with severe renal
impairment (creatinine clearance <30ml/min) or on dialysis has not been
established, and a recommended dose for these patients has not been
determined. Venetoclax should be administered to patients with severe renal
impairment only if the benefit outweighs the risk and patient should. be
monitored closely for signs of toxicity due to increased risk of TLS.

Hepatic Impairment: .
Obinutuzumab - The safety and efficacy of Obinutuzumab in patients with
impaired hepatic function has not been established. No specific dose
recommendations can be made.

Venetoclax - No dose adjustment is recommended in patients with mild or
moderate hepatic impairment, but as a trend for increased adverse events
was observed in patients with moderate hepatic impairment, these patients
should be monitored more closely for signs of toxicity at initiation and during
the dose-titration phase. Safety in patients with severe hepatic impairment
has not been established. It is not recommended to administer Venetoclax to
patients with severe hepatic impairment.

Special Warnings:
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Infusion Related Reactions (IRRs)
The most frequently observed adverse drug reactions (ADRs) in patients
receiving Obinutuzumab were IRRs, which occurred predominantly during
infusion of the first 1,000 mg. In patients who received the combined
measures for prevention of IRRs (adequate glucocorticoid, oral analgesic/anti-
histamine, omission of antihypertensive medicine in the morning of the first
infusion, and the Cycle 1 Day 1 dose administered over 2 days) a decreased
incidence of all Grade IRRs was observed. The rates of Grade 3-4 IRRs
(which were based on a relatively small number of patients) were similar
before and. after mitigation measures were implemented. Mitigation measures
to reduce IRRs should be followed The incidence and severity of infusion-
related symptoms decreased substantially after the first 1,000 mg was

infused, with most patients having no IRRs during subsequent administrations
of Obinutuzumab.

If the patient experiences an IRR, the infusion should be managed according
to the grade of the reaction (see section on administration).

Hypersensitivity reactions including anaphylaxis

Anaphylaxis has been reported in patients treated with obinutuzumab.
Hypersensitivity may be difficult to distinguish from IRRs. If a hypersensitivity
reaction is suspected during infusion (e.g. symptoms typically occurring after
previous exposure and very rarely with the first infusion), the infusion must be
stopped and treatment permanently discontinued. Patients with known IgE
mediated hypersensitivity to obinutuzumab must not be treated.

Tumour Lysis Syndrome (TLS)

TLS has been reported with Obinutuzumab. Patients who are considered to
be at risk of TLS (e.g. patients with a high tumour burden and/or a high
circulating lymphocyte count [> 25 x 10%L] and/or renal impairment [CrCl <70
mL/min]) should receive prophylaxis. Prophylaxis should consist of adequate
hydration and administration of uricostatics (e.g. allopurinol), or a suitable
alternative such as a urate oxidate (e.g. rasburicase) starting 12-24 hours
prior to the infusion of obinutuzumab as per standard practice. All patients
considered at risk should be carefully monitored during the initial days of
treatment with a special focus on renal function, potassium, and uric acid
values. Any additional guidelines according to standard practice should be
followed. For treatment of TLS, correct electrolyte abnormalities, monitor renal
function and fluid balance, and administer supportive care, including dialysis
as indicated.

Venetoclax can cause rapid reduction in tumour, and thus poses a risk for
TLS in the initial 5-week dose-titration phase. Changes in electrolytes
consistent with TLS that require prompt management can occur as early as 6
to 8 hours following the first dose of venetoclax and each dose increase.
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The risk of TLS is a continuum based on multiple factors including
comorbidities. Patients with high tumour burden (e.g. any lymph node with a

diameter = 5cm or high absolute lymphocyte count = 25 x10%L are the greater.

risk of TLS when initiating venetoclax. Reduced renal function (creatinine
clearance < 80ml/min) further increases the risk. The risk may decrease as
tumour burden decreases with venetoclax treatment.

Prior to initiating venetoclax, tumour burden assessment, including
radiographic evaluation (€.g. CT scan), must be performed for all patients.
Blood chemistry (potassium, uric acid, phosphorus, calcium and creatinine)
should be assessment and pre-existing abnormalities corrected. The
prophylaxis measures as listed under the administration should be followed.
More intensive measure should be employed as overall risk increases

Neutropenia and Thrombocytopenia

Severe and life-threatening neutropenia and thrombocytopenia including
febrile neutropenia has been reported during treatment with obinutuzumab.
Patients who experience neutropenia or thrombocytopenia should be closely
monitored with regular laboratory tests until resolution. If treatment is
necessary it should be administered in accordance with local guidelines and
the administration of granulocyte-colony stimulating factors should be
considered. Any signs of concomitant infection should be treated as
appropriate. Dose delays should be considered in case of severe or life-
threatening neutropenia. It is strongly recommended that patients with severe
and long lasting (>1 week) neutropenia receive antimicrobial prophylaxis
throughout the treatment period until resolution to Grade 1 or 2. Antiviral and
antifungal prophylaxis should be considered. Cases of late onset neutropenia
(occurring 28 days after the end of treatment) or prolonged neutropenia
(lasting more than 28 days after treatment has been completed/stopped) have
also been reported. Patients with renal impairment (CrCl < 50 mL/min) are
more at risk of neutropenia.

Transfusion of blood products (i.e. platelet transfusion) according to -

institutional practice is at the discretion of the treating physician. Use of all
concomitant therapies which could possibly worsen thrombocytopenia-related
events, such as platelet inhibitors and anticoagulants, should also be taken
into consideration, especially during the first cycle.

Grade 3 or 4 neutropenia has been reported in patients treated with
venetoclax. Complete blood counts should be monitored throughout the
treatment period. Dose interruptions or reductions are recommended for
patients with severe neutropenia.

Worsening of pre-existing cardiac conditions

In patients with underlying cardiac disease, arrhythmias (such as atrial
fibrillation and tachyarrhythmia),  angina pectoris, acute coronary syndrome,
myocardial infarction and heart failure have occurred when treated- with
Obinutuzumab. These events may occur as part of an IRR and can be fatal.
Therefore patients with a history of cardiac disease should be monitored
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closely. In addition these patients should be hydrated with caution in order to
prevent a potential fluid overload.

Hepatitis B reactivation

Hepatitis B virus (HBV) reactivation, in some cases resultung in fulminant
hepatitis,. hepatic failure and death, can occur in patients treated with anti-
CD20 antibodies including obinutuzumab. Hepatitis B virus screening should
be performed in all patients before initiation of treatment. Patients with active
hepatitis B disease should not be treated with obinutuzumab. Patients with
positive hepatitis B serology should consult liver disease experts before start
of treatment and should be monitored and managed following local medical
standards to prevent hepatitis reactivation.

PrOgressive multifocal leukoencephalopathy (PML)

Progressive. multifocal leukoencephalopathy (PML) has been reported in
patients treated with obinutuzumab. The diagnosis of PML should be
considered in any patient presenting with new-onset or changes to pre-
existing neurologic manifestations.

Pharmaceutical Care:

— Vaccination with live virus vaccires is not recommended during
treatment and until B cell recovery because of the immunosuppressive
effect of obinutuzumab.

— The safety and efficacy of immunisations with live attenuated vaccines
during or following venetoclax therapy have not been studied. Live
vaccines should not.be administered during treatment and thereafter
until B-cell recovery.

— Venetoclax has no or negligible influence on the ability to drive and use
machines. Fatigue has been reported in some patients taking
Venetoclax and should- be considered when assessing a patient’s
ability to drive or operate machines.

— Grapefruit products, Seville oranges and starfruit should be avoided
during treatment with Venetoclax.

Drug Interactions

— Agents that may increase venetoclax concentrations

— CYP3A inhibitors — concomitant use of venetoclax with strong CYP3A
inhibitors (e.g. ketoconazole, ritonavir, clarithromycin, itraconazole,
voriconazole, posaconazole) at initiation and during the dose-titration
phase is contraindicated due to increased risk for TLS. At initiation and
during the dose-titration phase, concomitant use of venetoclax with
moderate CYP3A inhibitors (e.g. erythromycin, ciprofloxacin, diltiazem,
fluconazole, verapamil) should be avoided. Alternative treatments
should be considered. See dose modifications above for Venetoclax
doses in combination with CYP3A inhibitors.

— Venetoclax is a substrate for P-gp and BCRP therefore concomitant
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the dose-titration phase should be avoided; if a P-gp and BCRP
inhibitor must be used, patients should be monitored closely for signs
of toxicities. -

Agents that may decrease venetoclax concentrations

Concomitant use of venetoclax with strong CYP3A inducers (e.g.
carbamazepine, phenytoin, and rifampin) or moderate CYP3A inducers
(e.g. bosentan, efavirenz, etravirine, modafinil, nafcillin) should be
avoided. Alternative treatments with less CYP3A induction should be
considered. Preparations containing St. John's wort are contraindicated
during treatment with venetoclax, as efficacy may be reduced.

Bile acid sequestrants: Co-administration of bile acid sequestrants with
venetoclax is not recommended as this may reduce the absorption of
venetoclax. If a bile acid sequestrants is to be co-administered with
venetoclax, the venetoclax should be administered at least 4-6 hours
after the sequestrants.

Agents that may have their plasma concentrations altered by
venetoclax

Warfarin: due to the fact that venetoclax was not dosed to steady state,

it is recommended that the international normalized ration (INR) to be

monitored closely in patients receiving warfarin. v

Venetoclax is a P-gp, BCRP and OATP1B1 inhibitor in vitro. Co-
administration of narrow therapeutic index P-gp or BCRP substrates
(e.g. digoxin, dabigatran, everolimus and sirolimus) with venetoclax
should be avoided. If a narrow therapeutic index P-gp or BCRP
substrate must be used, it should be used with caution. For an orally
administered P-gp or BCRP substrate sensitive to inhibitor in the
gastrointestinal tract (e.g. dabigatran), its administration should be
separated from venetoclax administration as much as possible to
minimize a potential interaction.

If a statin (OATP substrate) is used concomitantly with venetoclax,
close monitoring of statin-related toxicity is recommended.

Most Common Toxicities:

Infusion-related reactions (dyspnoea, often accompanied by
bronchospasm and hypoxia, fever, chills, rigors, urticaria, and
angioedema etc)

Hypersensitivity

Tumour lysis syndrome,

Neutropenia, thrombocytopenia, anaemia

Infections

Acute secondary haematological malignancies

Squamous cell carcinoma of the skin

Nausea and vomiting

Mouth ulceration

Atrial Fibrillation
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— Cough

— Diarrhoea

— Constipation

— Alopecia

— Pyrexia

— Arthralgia , myalgia, pain
— Rash
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ChemoCare Only
e Decision points — after cycle 6
= Critical tests: Hb, ANC 1.5, Plts>75, Cr,
e Nursing units — Day 1 cycle 1 (32), Day 2 (20), Day 8 (20) Day
15 (20), Day 22 (8), Cycle 2-6 Day 1 (20) Cycle 7 onwards (2)
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Azacitidine and Venetoclax for Untreated Acute
Myeloid Leukaemia

Background: Treatment of adult patients with untreated acute myeloid
leukaemia (AML) when intensive chemotherapy is unsuitable (NICE TA 765).

Patient Group:

Patients with untreated AML when intensive chemotherapy is unsuitable.

Pre-treatment Assessment:
Height and weight
Performance Status

Clinical assessment

Confirmed diagnosis — based on blood film, bone marrow aspirate and
trephine, immunophenotype and cytogenetic results

FBC

U&Es and Creatinine clearance

LFTs

Ca, phosphate and uric acid

Group and save

Virology Screening (Including hepatitis B, C and HIV)
ECG
Pregnancy test- women with child bearing potential

Treatment Threshold
No FBC threshold for cycle 1
Creatinine clearance > 30ml/min

Note: All patients should have white blood cell count <25 x 109/ prior to
initiation of venetoclax and cytoreduction prior to treatment may be
required. '

Cycle 2 onwards
ANC >1.0 x 10°9/L

Platelets > 75 x 109/L
Creatinine clearance > 30ml/min

Pre meds: Patients should receive prophylaxis hydration for tumour lysis
syndrome during cycle 1 day 1 before venetoclax dosing with 1.5-2 L/day
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fluids orally and/or intravenous administration. Encourage 2L oral fluids daily
during ramp up phase.

Regimen Details:
Cycle 1:

Azacitidine 75mg/m? by subcutaneous injection OD for 7 days
*(Mon — Fri of week 1, Mon and Tues of week 2)

Venetoclax Tablets Cycle 1: 10mg day 1, 20mg Day 2, 50mg Day 3, 100mg
Day 4-28 orally once daily.

Cycle 2 Onwards:

Azacitidine 75mg/m? by subcutaneous injection OD for 7 days
*(Mon — Fri of week 1, Mon and Tues of week 2)

Venetoclax Tablets Cycle 2 onwards: Day 1 -28 - 100mg orally once daily. (if
responding may reduce to 21 or 14 day cycles)

Repeated every 28 days until disease progression, or unacceptable
toxicity. Responding patients continue treatment until response is lost.
When patients become cytopenic after response, this is usually due to

either a hypocellular marrow (drug toxicity) or recurrent disease.

*Unlicensed schedule. It is acceptable due to day case availability and local policy.

Administration:

- Azacitidine should be injected subcutaneously into the upper arm, thigh
or abdomen. Injection sites should be rotated. New injections should be
given at least 2.5 cm from the previous site and never into areas where
the site is tender, bruised, red, or hardened.

- Hydration and tumor lysis syndrome (TLS) prophylaxis: provide
prophylactic hydration and anti-hyperuricaemics. To mitigate the risk of
TLS, white cell count should be 25 x 10% L or lower; consider the use
of leukapheresis or hydroxyurea to achieve this if required.

- Venetoclax tablets should be swallowed whole with water at
approximately the same time each day.

- The tablets should be taken with a meal in order to av0|d a risk of lack
of efficacy. The tablets should not be chewed, crushed, or broken
before swallowing.

- If a patient misses a dose of venetoclax within 8 hours of the time it is
usually taken, the patient should take the missed dose as soon as
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possible on the same day. If a patient misses a dose by more than 8
hours, the patient should not take the missed dose and should resume
the usual dosing schedule the following day.

- If a patient vomits following dosing, no additional dose should be taken
that day. The next prescribed dose should be taken at the usual time
the following day.

Anti-emetics: Moderate emetogenicity - Ondansetron 8mg PO 30-60
minutes prior to each dose of azacitidine with Metoclopramide 10mg TDS
PRN.

Additional Medication:

- Tumour lysis prophylaxis ~ for risk-based TLS prophylaxis
management measures please refer to tumour lysis policy.

- Aciclovir 400mg BD (continuous throughout treatment)

- Co-trimoxazole 480mg Twice daily on Mon/Wed/Fri (continuous
throughout treatment) -

- Either Posaconazole Tablets 300mg twice a day on day 1, then
300mg Daily thereafter or Voriconazole Tablets 400mg twice a day
on day 1 and then 200mg twice a day. thereafter (This is
mandatory with the above regimen)

Monitoring and Assessment:

Clinical assessment prior to each cycle

Weight — prior to each cycle

FBC and LFTs — prior to each dose

U&E, creatinine clearance, phosphorus, corrected calcium and uric acid
Monitor of tumour lysis syndrome: check blood chemistry pre-dose .and
approximately 6 hours and 12 hours post-dose for each dose escalation, and
at 24 hours post administration of the maximum dose of Venetoclax.

Bone marrow- D28 of first cycle, Cycle 2 D28 if no morphological response
after cycle 1,If -in morphologic remission consider routine bone marrow
biopsies after cycle 4 and every 6 months thereafter or any time when the
disease progression is suspected

Guidance for stopping/continuing treatment:
1. If there is clinical response, continue Azacitidine / Venetoclax and re-
evaluate blood response after every cycle.
2. Stable disease - unknown if Azacitidine / Venetoclax improves survival;
the decision to continue is at physician’s and patient’s discretion
3. Progressive disease at any stage - stop Azacitidine / Venetoclax

Dose Modifications:
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Haematological Toxicity

E_I-\dvers; Reaction ) ‘0ccurré_r|ce
!Haematol_agig Adverse Reactions
Grade 4 neutropenia (ANC
< 500/microlitre) with or  |to achieving
without fever or infection; or \remission?

grade 4 thrombocytopenia

(platelet count <25 x
10%/microlitre)

First occurrence
after achieving
remission and
lasting at least 7
days

Subsequent
occurrences in
cycles after
'achieving -
'remission and
lasting 7 days or
longer

Non-Haematological Toxicity

ih_lgn#_l-!ematologic Kail_erse Reac_tiog
|Grade 3 or 4 non- Any

Occurrence prior
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In most instances, do not
interrupt venetoclax in
combination with azacitidine
due to cytopenias prior to
achieving remission.

Delay subsequent cycle of
venetoclax in combination
with azacitidine and monitor
blood counts. Administer
granulocyte-colony
'stimulating factor (G-CSF) if
clinically indicated for
neutropenia.

Upon resolution to grade 1 or
2, resume venetoclax at the
same dose in combination
with azacitidine.

\Delay subsequent cycle of
venetoclax in combination
with azacitidine and monitor
blood counts. Administer G-
CSF if clinically indicated for
heutropenia.

Upon resolution to grade 1 or
2, resume venetoclax at the
same dose in combination
with azacitidine, and reduce
venetoclax duration by 7 days
during each of the
subsequent cycles, such as
21 days instead of 28 days.
Refer to the azacitidine
prescribing information for

additional information.

Interrupt venetoclax if not resolved with |
hematologic toxicities ‘occurrence supportive care.

I Innn racnlitinn tn Arada 1 Ar haecalina

Page4





/%\
o M
0/ WALE

O

Bwrdd lechyd Prifysgol
Betsi Cadwaladr
University Health Board

2(@)
"z

w

|Ievel, resume venetoclax at the same |
| . | dose. |

In- patients with grade 3-4 abnormal liver function tests (i.e. alanine
aminotransferase [ALT] aspartate aminotransferase [AST] and bilirubin),
venetoclax and any potentially hepatotoxic drugs (including azole antifungals)
should be withheld until these have resolved to grade 2 or below and then
venetoclax (and the azole antifungal if applicable) should be restarted at the
original dose.
- Venetoclax should not be interrupted for any other non-haematological
toxicity for patients who are not in complete remission. v
- In patients in complete remission with grade 3 or 4 non-haematological
toxicity thought to be related to venetoclax, this should be withheld until
the toxicity has resolved to grade 2 or below and then restarted at the
original dose.

Dose modifications for use with CYP3A inhibitors

Concomitant use of venetoclax with strong or moderate CYP3A inhibitors
increases venetoclax exposure (i.e., Cmax and AUC) and may increase the risk
for TLS at initiation and during the dose—tltratlon phase and for other toxicities.

In patients with CLL, concomitant use of venetoclax with strong CYP3A
inhibitors is contraindicated at initiation and during the dose-titration phase.

In all patients, if a CYP3A inhibitor must be used, follow the recommendations
for managing drug-drug interactions summarized in table below. Patients:
should be monitored more closely for signs of toxicities and the dose may
need to be further adjusted. The venetoclax dose that was used prior to
initiating the CYP3A inhibitor should be resumed 2 to 3 days after
discontinuation of the inhibitor.

Management of potential venetoclax interactions with CYP3A inhibitors

‘Inhibitor__ ) JPhase I il AML \
| Steady daily |
'Strong CYP3A |dose Reduce the venetoclax dose to 100 mg or
inhibitor (After dose- |less (or by at least 75% if already modified

titration for other reasons)

‘phase) [ m—
Moderate | |
ICYP3A AII Reduce the venetoclax dose by at least 50% |
inhibitor® | |

Renal Impairment

Azacitidine: No dose modification required for first cycle. If unexplained
rediictions in serum hicarhonata lavels ta <20 mmal/l acciir the dAnca chnnild
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be reduced by 50 % on the next cycle. If unexplained elevations in serum
creatinine or Blood Urea Nitrogen (BUN) to =2-fold above baseline values
and above ULN occur, the next cycle should be delayed until values return to
normal or baseline and the dose should be reduced by 50 % on the next
treatment cycle.
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Venetoclax: No adjustment is needed for patients with mild or moderate renal
impairment (creatinine clearance 230ml/min-<90 ml/min). Patients with
reduced renal function (creatinine clearance <80ml/min) may require more
intensive prophylaxis and monitoring to reduce the risk of TLS at initiation and
during the dose-titration phase. Safety in patients with severe renal
impairment (creatinine clearance <30ml/min) or on dialysis has not been
established, and a recommended dose for these patients has not been
determined. Venetoclax should be administered to patients with severe renal
impairment only if the benefit outweighs the risk and patient should be
monitored closely for signs of toxicity due to increased risk of TLS.

Hepatic Impairment

Azacitidine: No dose modification recommended. Azacitidine is
contraindicated in patients with advanced malignant hepatic tumours.

Venetoclax: No dose adjustment is recommended in patients with mild or
moderate hepatic impairment. Patients with moderate hepatic impairment
should be monitored more closely for signs of toxicity at initiation and during
the dose-titration phase.

A dose reduction of at least 50% throughout treatment is recommended for
patients with severe hepatic impairment. These patients should be monitored
more closely for signs of toxicity.

Pharmaceutical Care:

- For doses greater than 100 mg (4 ml), the dose should be equally
divided into 2 syringes (e. g, dose 150 mg = 6 ml, 2 syringes with 3
ml in each syringe).

- Azacitidine has. minor or moderate“influence on the ability to drive
and use machines. Fatigue has been reported with the use of
azacitidine. Therefore, caution is recommended when driving or
operating machines. :

- The safety and efficacy of - immunizations with live attenuated
vaccines during or following venetoclax therapy have not been
studied. Live vaccines should not be administered during treatment
and thereafter until B-cell recovery. _

- Venetoclax has no or negligible influence on the ability to drive and
use machines. Fatigue has been reported in some patients taking

Venetoclax and should be considered when assessing a patient's
abilitv ta drive or onerate machinas
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- Grapefruit products, Seville oranges and starfruit should be avoided

during treatment with Venetoclax.

Drug interactions

Agents that may increase venetoclax concentrations

CYP3A inhibitors — concomitant use of venetoclax with strong CYP3A
inhibitors (e.g. ketoconazole, ritonavir, clarithromycin,- itraconazole,
voriconazole, posaconazole) at initiation and during the dose-titration
phase in the Chronic Lymphocytic Leukaemia (CLL) setting is
contraindicated due to increased risk for TLS. At initiation and during
the dose-titration phase, concomitant use of venetoclax with moderate

CYP3A  inhibitors -(e.g. = erythromycin, ciprofloxacin, diltiazem,

fluconazole, verapamil) should be avoided. Alternative treatments
should be considered. However, for the treatment of acute myeloid
leukaemia the use of posaconazole or voriconazole is mandatory.
Note: lower doses of Venetoclax are used in the initiation and titration
phase.

Venetoclax is a substrate for P-gp and BCRP therefore concomitant

‘use of venetoclax with P-gp and BCRP inhibitors at initiation and during

the dose-titration phase should be av0|ded if a P-gp and BCRP
inhibitor must be used, patients should be monitored closely for signs
of toxicities.

Agents that may decrease venetoclax concentrations

Concomitant use of venetoclax with strong CYP3A inducers (e.g.
carbamazepine, phenytoin, and rifampin) or moderate CYP3A inducers

(e.g. bosentan, efavirenz, etravirine, modafinil, nafcillin) should be

avoided. Alternative treatments with less CYP3A induction should be
considered. Preparations containing St. John’s wort are contraindicated
during treatment with venetoclax; as efficacy may be reduced.

Bile acid sequestrants: Co-administration of bile acid sequestrants with
venetoclax is not recommended as this may reduce the absorption of
venetoclax. If a bile acid sequestrants is to be co-administered with
venetoclax, the venetoclax should be administered at least 4-6 hours
after the sequestrants.

Agents that may have their plasma concentrations altered by
venetoclax ,

Warfarin: due to the fact that venetoclax was not dosed to steady state,
it is.recommended that the international normalized ration (INR) to be
monitored closely in patients receiving warfarin. -

Venetoclax is a P-gp, BCRP and OATP1B1 inhibitor in vitro. Co-

- administration of narrow therapeutic index P-gp or BCRP substrates

(e.g. digoxin, dabigatran, everolimus and sirolimus) with venetoclax
should be avoided. If a narrow therapeutic index P-gp or BCRP
substrate must be used, it should be used with caution, For an orally
administered P-gp or BCRP substrate sensitive to inhibitor in the
gastrointestinal tract (e.g. dabigatran), its administration should be
separated from venetoclax” administration as much as possible to
minimize a potential interaction.

e/
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- If a statin (OATP substrate) is used concomitantly with venetoclax,
close monitoring of statin-related toxicity is recommended

Special Warnings and precautions for use:

Cardiac and pulmonary disease A

Patients with a history of severe congestive heart failure, clinically unstable
cardiac disease or pulmonary disease were excluded from the registration
studies (AZA PH GL 2003 CL 001 and AZA-AML-001) and therefore the
safety and efficacy of azacitidine in these patients has not been established.
Recent data from a clinical -trial in patients with a known history of
cardiovascular or pulmonary disease showed a -significantly increased
incidence of cardiac events with azacitidine. It is therefore advised to exercise
caution when prescribing azacitidine to these patients. Cardiopulmonary
~ assessment before and during the treatment should be considered.
Necrotising fasciitis ‘
Necrotising fasciitis, including fatal cases, have been reported in patients
treated with azacitidine. Azacitidine therapy should be discontinued in patients
who develop necrotising fasciitis and appropriate treatment should be
promptly initiated.

-Tumour lysis syndrome

The patients at risk of tumour lysis syndrome are those with high tumour
burden prior to treatment. These patients should be monitored closely and
appropriate precautions taken.

Neutropenia

Grade 3 or 4 neutropenia has been reported in patients treated with
venetoclax. Complete blood counts should be monitored throughout the
treatment period. Dose interruptions or reductions are recommended for
patients with severe neutropenia.

Most Common Toxicities:
- Neutropenia +/- infection, bleeding (May be severe)
- Nausea and/or Vomiting :
- Fever
- Constipation
- Injection site reaction
- Diarrhea
- Fatigue
- Abdominal pain
- Dyspnoea
- Myalgia and arthralgia
- Dizziness, Headache
- Anorexia, weight loss
- Anxiety, insomnia
- Rash

1 age8
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IK* serum levels
Hypersensitivity

Upper respiratory tract infection
Pneumonia

Urinary tract infection
Anaemia

Lymphopenia
Hyperphosphataemia
Tumour lysis syndrome
Hyperkalaemia
Hyperuricaemia
Hypocalcaemia

Fatigue :
Blood creatinine increased
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ChemoCare Only

¢ Decision points - none
e Critical tests — Hb, ANC>1, Plat >75, Cr
e Nursing units - 4
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Venetoclax (Vendyxto)

Chronic Lymphocytic Leukaemia
*Approved for use until NICE re-appraisal*

Background:
Venetoclax is recommended for use an option for treating chronic lymphocytic
leukaemia. (NICE TA 487)

Patient Group:

Venetoclax is recommended for use in the new treatment fund, within its marketing

authorisation, as an option for treating chronic lymphocytic leukaemia, in adults:

e With a 17p deletion or TP53 mutation and when a B-cell receptor pathway
inhibitor is unsuitable, or whose disease has progressed after a B-cell receptor
pathway inhibitor or

o Without a 17p deletion or TP53 mutation, and whose disease has progressed
after both chemo-immunotherapy and a B-cell receptor pathway inhibitor.

ECOG PS 0-2

Pre-treatment Assessment:
Weight
FBC and LFTs

U&E (including creatinine clearance, potassium, phosphorus and
corrected calcium)

Uric acid, tumour burden assessment
CT/PET-CT Scan
Clinical assessment

Treatment Threshold
ANC 1.5 x 10%L

Piatelets 100 x 10%/L
Creatinine clearance > 30ml/min

Pre Meds:

Anti-hyperuricaemic agents should be administered 2 to 3 days prior to starting
treatment with Venetoclax in patients with high uric acid levels or at risk of tumour
lysis syndrome (TLS) and may be continued through the titration phase.
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Regimen Details:

Cycle 1 - Five week titration period — during this period the tablets should be taken in
the morning to facilitate laboratory monitoring.

Week (Days) Venetoclax daily dose
1(1-7) 20mg
2 (8-14) 50mg
3 (15-21) 100mg
4 (22-28) 200mg
5 (29-35) 400mg

Cycle 2 onwards
Venetoclax 400mg ONCE daily

Every 28 days to be taken continuously until disease progression or no longer
tolerated

Administration:

e IMPORTANT TO NOTE: Prevention of TLS: Venetoclax poses a risk of TLS in
the initial 5-week dose-titration phase. For patients at risk of TLS, blood
chemistries should be monitored at 6 to 8 hours and at 24 hours after the first
dose of Venetoclax. Electrolyte abnormalities should be corrected promptly. The
next Venetoclax dose should not be administered until the 24 hours blood
chemistry results have been evaluated. The same monitoring schedule should
be followed at the start of the 50mg dose and then for patients who continue to
be at risk, at subsequent dose increases.

¢ If a patient experiences blood chemistry changes, the following day’s dose should
be withheld.

e Based on physician assessment, some patients, especially those at greater risk
of TLS, may require hospitalisation on the day of the first dose of Venetoclax for
more intensive prophylaxis and- monitoring during the first 24 hours.
Hospitalisation should be considered for subsequent dose increase based on
reassessment of risk.

e Patients should be adequately hydrated during the dose-titration phase to reduce
the risk of TLS. Patients should be instructed to drink plenty of water (1.5-2 litres)
daily starting 2 days before and the days of dosing at initiation and each
subsequent dose increase. Intravenous fluids should be administered as
indicated based on overall risk of TLS or for those who cannot maintain an
adequate level or oral hydration.

e Venetoclax tablets should be swallowed whole with water at approximately the
same time each day.

e The tablets should be taken with a meal in order to avoid a risk for lack of
efficacy. The tablets should not be chewed, crushed, or broken before
swallowing.

¢ If a patient misses a dose of venetoclax within 8 hours of the time it is usually

taken. the patient should take the missed dose as snan as nnssible on the same
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day. If a patient misses a dose by more than 8 hours, the patient should not take
the missed dose and should resume the usual dosing schedule the following day.

e |If a patient vomits following dosing, no additional dose should be taken that day.
The next prescribed dose should be taken at the usual time the following day.

Anti-emetics: Low emetogenicity

Additional Medication:
e Aciclovir 400mg BD (continuous throughout treatment)
e Co-trimoxazole 480mg Twice daily on Mon/Wed/Fri (continuous throughout
treatment)
e Tumour lysis prophylaxis — for risk-based TLS prophylaxis management
measures see administration section above.

Monitoring and Assessment:

Clinical assessment prior to each cycle

Weight — prior to each cycle

FBC and LFTs — prior to each dose

U&Es - (including creatinine clearance, potassium, phosphorus, corrected calcium
and uric acid) — 6-8 hours after the first dose and 24 hours post dose, this monitoring
schedule should be followed at the start of the 50mg dose and then for patients who
continue to be at risk of TLS, and subsequent dose increases.

CT scan — to assess response

Dose Modifications:

Dose modifications for other toxicities

Treatment with Venetoclax should be withheld for any grade 3 or 4 non-
haematological toxicities, grade 3 or 4 neutropenia with infection or fever, or grade 4
haematological toxicities, except lymphopenia. Once the toxicity has resolved to
grade 1 or baseline level, therapy with venetoclax may be restarted at the same
dose. If the toxicity recurs, and for any subsequent occurrences, the dose reduction
in table 1 should be followed when resuming treatment with venetoclax following
resolution. A larger dose reduction may occur at the discretion of the physician. For
patients who require dose reductions to less than 100mg for more than 2 weeks,
discontinuation of venetoclax should be considered.

Table 1: Dose modifications for TLS and other toxicities

Dose at interruption (mg) Restart dose (mg)
400 300
300 200
200 100
100 50
50 20
20 10

The modified dose should be continued for 1 week before increasing the dose.

Page3
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For tumour lysis syndrome

If a patient experiences blood chemistry changes suggestive of TLS, the following
day’s venetoclax dose should be withheld. If resolved within 24 to 48 hours of last
dose, treatment with venetoclax can be resumed at the same dose. For events of
clinical TLS or blood chemistry changes requiring more than 48 hours to resolve,
treatment should be resumed at a reduced dose (table 1). When resuming treatment
after interruption due to TLS, the instructions for prevention of TLS should be
followed.

For patients who have had a dosing interruption lasting more than 1 week during the
first 5 weeks of dose titration or more than 2 weeks when a the daily dose of 400mg.
TLS risk should be reassessed to determine if restarting at a reduced dose is
necessary.

Dose modification for use with CYP3A inhibitors

Concomitant use of venetoclax with strong or moderate CYP3A inhibitors increases
venetoclax exposure and may increase the risk for TLS at initiation and during the
dose-titration phase and for other toxicities.

Initiation and titration phase — concomitant use of venetoclax with strong CYP3A
inhibitors at initiation and during the dose-titration phase is contraindicated.
Concomitant use of venetoclax with moderate CYP3A inhibitors at initiation and the
dose-titration phase should be avoided. Alternative treatments should be considered.
If a moderate CYP3A inhibitor must be used, the initiation and titration doses of
venetoclax should be reduced by at least 50%. Patients should be monitored more
closely for signs of toxicity.

After completion of titration phase — for patients who are on a steady daily dose of
venetoclax, the venetoclax dose should be reduced by 50% when used
concomitantly with moderate CYP3A inhibitors and by 75% when used concomitantly
with strong CYP3A inhibitors. Patients should be monitored more closely for signs of
toxicities and the dose may need to be further adjusted. The venetoclax dose that
was used prior to initiating the CYP3A inhibitor should be resumed 2 to 3 days after
discontinuation of the inhibitor.

Renal Impairment

No adjustment is needed for patients with mild or moderate renal impairment
(creatinine clearance 230ml/min-<90 ml/min). Patients with reduced renal function
(creatinine clearance <80ml/min) may require more intensive prophylaxis and
monitoring to reduce the risk of TLS at initiation and during the dose-titration phase.
Safety in patients with severe renal impairment (creatinine clearance <30ml/min) or
on dialysis has not been established, and a recommended dose for these patients
has not been determined. Venetoclax should be administered to patients with severe
renal impairment only if the benefit outweighs the risk and patient should be
monitored closely for signs of toxicity due to increased risk of TLS.
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Hepatic Impairment:

No dose adjustment is recommended in patients with mild or moderate hepatic
impairment, but as a trend for increased adverse events was observed in patients
with moderate hepatic impairment, these patients should be monitored more closely
for signs of toxicity at initiation and during the dose-titration phase. Safety in patients
with severe hepatic impairment has not been established. It is not recommended to
administer Venetoclax to patients with severe hepatic impairment.

Special Warnings and precautions for use:

Tumour lysis syndrome (TLS)

Venetoclax can cause rapid reduction in tumour, and thus poses a risk for TLS in the
initial 5-week dose-titration phase. Changes in electrolytes consistent with TLS that
require prompt management can occur as early as 6 to 8 hours following the first
dose of venetoclax and each dose increase.

The risk of TLS is a continuum based on multiple factors including comorbidities.
Patients with high tumour burden (e.g. any lymph node with a diameter 2 5cm or
high absolute lymphocyte count = 25 x10%L are the greater risk of TLS when
initiating venetoclax. Reduced renal function (creatinine clearance < 80ml/min)
further increases the risk. The risk may decrease as tumour burden decreases with
venetoclax treatment.

Prior to initiating venetoclax, tumour burden assessment, including radiographic
evaluation (e.g. CT scan), must be performed for all patients. Blood chemistry
(potassium, uric acid, phosphorus, calcium and creatinine) should be assessment
and pre-existing abnormalities corrected. The prophylaxis measures as listed under
the administration should be followed. More intensive measure should be employed
as overall risk increases.

Neutropenia

Grade 3 or 4 neutropenia has been reported in patients treated with venetoclax.
Complete blood counts should be monitored throughout the treatment period. Dose
interruptions or reductions are recommended for patients with severe neutropenia.

Pharmaceutical Care:

e The safety and efficacy of immunisations with live attenuated vaccines during or
following venetoclax therapy have not been studied. Live vaccines should not be
administered during treatment and thereafter until B-cell recovery.

e Venetoclax has no or negligible influence on the ability to drive and use machines.
Fatigue has been reported in some patients taking Venetoclax and should be
considered when assessing a patient's ability to drive or operate machines.

e Grapefruit products, Seville oranges and starfruit should be avoided during
treatment with Venetoclax.
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¢ Drug interactions
Agents that may increase venetoclax concentrations
CYP3A inhibitors — concomitant use of venetoclax with strong CYP3A inhibitors
(e.g. ketoconazole, ritonavir, clarithromycin, itraconazole, voriconazole,
posaconazole) at initiation and during the dose-titration phase is contraindicated
due to increased risk for TLS. At initiation and during the dose-titration phase,
concomitant use of venetoclax with moderate CYP3A inhibitors (e.g. erythromycin,
ciprofloxacin, diltiazem, fluconazole, verapamil) should be avoided. Alternative
treatments should be considered. See dose modifications above for
Venetoclax doses in combination with CYP3A inhibitors.

e Venetoclax is a substrate for P-gp and BCRP therefore concomitant use of
venetoclax with P-gp and BCRP inhibitors at initiation and during the dose-titration
phase should be avoided; if a P-gp and BCRP inhibitor must be used, patients
should be monitored closely for signs of toxicities.

e Agents that may decrease venetoclax concentrations

e Concomitant use of venetoclax with strong CYP3A inducers (e.g. carbamazepine,
phenytoin, and rifampin) or moderate CYP3A inducers (e.g. bosentan, efavirenz,
etravirine, modafinil, nafcillin) should be avoided. Alternative treatments with less
CYP3A induction should be considered. Preparations containing St. John’s wort
are contraindicated during treatment with venetoclax, as efficacy may be reduced.

» Bile acid sequestrants: Co-administration of bile acid sequestrants with venetoclax
is not recommended as this may reduce the absorption of venetoclax. If a bile acid
sequestrants is to be co-administered with venetoclax, the venetoclax should be
administered at least 4-6 hours after the sequestrants.

e Agents that may have their plasma concentrations altered by venetoclax
Warfarin: due to the fact that venetoclax was not dosed to steady state, it is
recommended that the international normalized ration (INR) to be monitored
closely in patients receiving warfarin.

¢ Venetoclax is a P-gp, BCRP and OATP1B1 inhibitor in vitro. Co-administration of
narrow therapeutic index P-gp or BCRP substrates (e.g. digoxin, dabigatran,
everolimus and sirolimus) with venetoclax should be avoided. If a narrow
therapeutic index P-gp or BCRP substrate must be used, it should be used with
caution. For an orally administered P-gp or BCRP substrate sensitive to inhibitor
in the gastrointestinal tract (e.g. dabigatran), its administration should be
separated from venetoclax administration as much as possible to minimize a
potential interaction.

e If a statin (OATP substrate) is used concomitantly with venetoclax, close
monitoring of statin-related toxicity is recommended.

Most Common Toxicities:

e Upper respiratory tract infection
Pneumonia
Urinary tract infection
Neutropenia
Anaemia
Febrile neutranenia

’age 6
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Lymphopenia
Hyperphosphataemia
Tumour lysis syndrome
Hyperkalaemia
Hyperuricaemia
Hypocalcaemia
Diarrhoea

Vomiting

Nausea

Constipation

Fatigue

Blood creatinine increased
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