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Chronic Myeloid Leukaemia: Suspected CML:
from a high white count to a phase and a plan

Dr. Haritha Chiramana
MD, DM · Senior Medical

Oncologist & Hemato-
Oncologist

Leukocytosis with myelocytes and basophils, often a big spleen → blood film; blood BCR::ABL1 (qualitative + quantitative
PCR) or FISH; spleen size in cm before any hydroxyurea

CONFIRM

BCR::ABL1 positive → CML

PCR negative, suspicion high →
FISH (rare transcript, cryptic fusion)

Negative → leukemoid reaction,
aCML, CMML, CNL, other MPN

Very high count or symptoms →
hydroxyurea for days; leukostasis: AML
module

STAGE (MARROW)

Morphology, karyotype ≥20
metaphases

Blasts <10%, no AP features →
chronic phase

10–19%, basophils ≥20%, high-risk
ACA → accelerated (ICC)

≥20%, myeloid sarcoma,
lymphoblasts → blast phase

Blasts raised → flow cytometry (myeloid
or lymphoid)

PREPARE

ELTS; ECG; BP, lipids, HbA1c; HBV;
full drug list

Pregnancy or fatherhood plans

Chronic phase → Algorithm 2

Accelerated or blast → Algorithm
6

Explain: daily tablets, PCR every 3
months, adherence

Before treatment: transcript type recorded · one IS-standardised laboratory for every PCR · drug access arranged (generic or assistance
programme).
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Chronic Myeloid Leukaemia: Chronic
phase: choosing the first TKI

Dr. Haritha Chiramana
MD, DM · Senior Medical Oncologist &

Hemato-Oncologist

Chronic phase confirmed → ELTS risk, comorbidities, interacting drugs, goals (stopping, pregnancy), cost

ELTS LOW OR INTERMEDIATE

Imatinib (generic), a 2G TKI or
asciminib

Same long-term survival

Wants TFR or pregnancy → a
faster TKI may help

Cost limits → generic imatinib

Asciminib first line: FDA, not EMA

ELTS HIGH OR HIGH-RISK ACA

A 2G TKI or asciminib

Fewer early progressions than
imatinib

Closer monitoring (ELN "warning")

Imatinib if nothing else is accessible

COMORBIDITY FILTER

Vascular disease, diabetes → not
nilotinib

Lung disease, effusion risk → not
dasatinib

Pancreatitis → not nilotinib,
bosutinib, asciminib

Bowel, liver, kidney disease → not
bosutinib

Long-term PPI → avoid dasatinib and
nilotinib

All: CBC every 2 weeks until CHR · BCR::ABL1 (IS) at 3, 6 and 12 months (Algorithm 3) · ECG 1–2 weeks after starting nilotinib or dasatinib ·
treat cardiovascular risk factors.
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Chronic Myeloid Leukaemia: Monitoring:
what to do with each BCR::ABL1 result

Dr. Haritha Chiramana
MD, DM · Senior Medical

Oncologist & Hemato-
Oncologist

BCR::ABL1 (IS) at 3, 6 and 12 months, then every 3–6 months in MMR → compare with ELN 2025 milestones; look at the
trend

FAVOURABLE

3 m ≤10% · 6 m ≤1% · 12 m ≤0.1%

Continue the same TKI

Stable MR4 or deeper → TFR?
(Algorithm 5)

Side effects with ≥MMR → dose
reduction, not a switch

WARNING

3 m >10% · 6 m >1–10% · 12 m >0.1–
1%

Adherence, interactions; repeat in
1–2 months

Falling → continue, monitor closely

Flat or rising → mutation test,
consider a switch

Older, comorbid late responders:
continuing is reasonable

UNFAVOURABLE

>10% confirmed at 3 m · >10% at 6
m · >1% at 12 m

Loss of response, mutation, high-
risk ACA

Marrow, karyotype, mutation test

Switch TKI → Algorithm 4

Same milestones for 2nd and 3rd line · a rising PCR without explanation is resistance until proved otherwise · confirm results near a
threshold before acting.
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Chronic Myeloid Leukaemia: Resistance or
intolerance in chronic phase

Dr. Haritha Chiramana
MD, DM · Senior Medical Oncologist

& Hemato-Oncologist

Off track or intolerant → confirm with repeat PCR; adherence, interactions; marrow and kinase-domain mutation if resistant

INTOLERANCE

Good response (≥MMR) → dose
reduction

Otherwise switch by toxicity and
comorbidity

Always switch: recurrent effusion, PAH,
arterial or venous occlusion, enterocolitis

RESISTANCE, NO T315I

Mutation-guided TKI (mutation
figure, section 06)

After imatinib → a 2G TKI or
asciminib

After a 2G TKI → ponatinib or
asciminib

Start the donor search at 2G TKI
resistance

T315I OR ≥2 TKIS FAILED

T315I → ponatinib or asciminib

Milestones missed → allogeneic
HCT if eligible

After ≥2 TKIs → third-line TKI or
HCT

Phase change → Algorithm 6

Response targets on 2nd and 3rd line are the same as first line · ASCEMBL: asciminib beat bosutinib after ≥2 TKIs · India: check access to
ponatinib and asciminib early.
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Chronic Myeloid Leukaemia: Stopping
treatment (TFR) and planning a pregnancy

Dr. Haritha Chiramana
MD, DM · Senior Medical

Oncologist & Hemato-
Oncologist

Stable deep response, or a wish for pregnancy → ELN 2025 criteria; reliable IS PCR with fast results; an informed patient

TFR

First CP; TKI >5 y (>4 y if 2G); MR4
>2 y

Stop (or halve the dose for a year
first)

PCR every 6–8 wk to 6 m, 2-
monthly to 12 m, then 3–6-
monthly

MMR lost → restart the same TKI; 90–
95% regain

WOMAN PLANNING PREGNANCY

MR4 or deeper → stop as for TFR

MMR only → stop and watch, or
stop at first positive test

No MMR → deepen first; IVF route
if older

In pregnancy: interferon; TKI only after
week 16; never dasatinib

MAN PLANNING FATHERHOOD

Continue the TKI

428 partner pregnancies: 93.5%
live births, 2.5% anomalies

As in the general population

No TKI while breastfeeding · aches after stopping in 20–30% · children: stopping succeeds less often (STOP IMAPED: 28.6% at 6 months).
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Chronic Myeloid Leukaemia: Accelerated
and blast phase

Dr. Haritha Chiramana
MD, DM · Senior Medical Oncologist &

Hemato-Oncologist

Accelerated or blast phase (new or on a TKI) → marrow with flow cytometry and karyotype; kinase-domain mutation
(NGS); fitness; HLA typing now

ACCELERATED PHASE

De novo → a 2G TKI

Transformed → TKI by mutation

Transformed and eligible →
allogeneic HCT

No TFR attempt in accelerated phase

MYELOID BLAST PHASE

TKI + AML-type induction

Intensive, or HMA ± venetoclax if
older

Remission → allogeneic HCT

Not fit: TKI ± consolidation; TKI alone is
palliative

LYMPHOID BLAST PHASE

TKI + Ph+ ALL regimen

Or TKI + blinatumomab or
inotuzumab

Lumbar puncture; CNS therapy

Remission → HCT; not fit: TKI +
maintenance

TKI by prior TKI and mutation, not lineage · avoid imatinib · T315I → ponatinib · leukostasis, tumour lysis, infection: AML module · Ph+ ALL
regimens: ALL module.
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Chronic Myeloid Leukaemia: Follow-up
and survivorship plan
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MD, DM · Senior Medical Oncologist &

Hemato-Oncologist

Help the treatment work

Take the tablet every day, at the
same time

Follow the food rules for your TKI
Ask before any new medicine,
antacid or herb
Same laboratory for every PCR

test
Tell us early if money or travel is a
problem

Red flags to report

Chest pain, leg pain on walking,
weakness of a limb

Breathlessness or cough
(dasatinib)
Severe belly pain, vomiting
Bleeding, black stools, new bruises

Fever with bone pain or a growing
spleen

Do not forget

Pregnancy plans: tell us before
trying

Never stop on your own; stopping
is planned
Blood pressure, sugar and lipids
checked

PCR every 3 months until told
otherwise
Keep the written treatment
summary
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