CML-Clinical Practice guidelines in a developing
counftry

Dr N Soo Chin FRCP.FRCPA, FAMM

Malaysia




Colorful story of CML

- First human cancer 7. Mother of
noted to have " cytogenetics
aconsistent
chromosomal
abnormality

~ Spectacular success  Era of targeted

of Glivec ther
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A Minute Chromosome in |loman

Chroale Granulocyiic Leukemia

In sevem casgs thus [ar investipabed
ifive males, wo femabes), a  menume
chrosmonoemse Bas boen obscrved replacang
one of the four smillest auicsomce 1m0 tha
cheommome  complement of gellh  of
chrgnae  granulecytie  leukdmen  eultuiad
freen pernipheral hMood, Mo abnosmaliny
wai ohserved in the celly of four caven of
i ule H:..l.'|ll||}|.':,:i|:' leulemaan in alaliv or
of six casey of aicule leubomaz in children
There have beer sesernd recerd reporls of
chromaosame abmormaliticy 18 & nembor ol
s of human leubemin |incleding two
6l the seven cuses reporicd here: Mowell
il I‘l.lnil:lrlurlj_ I &Nold, Coimeer
1% KBS (1%%0), buil no seriex has appearcd
im which there was a conwslenl change
typical of « partigular type of levkemeas

Cells of the five mew Cawes wegrg ob-
sined from penipheral blood damd hone
Marrow In onc Imiande j, Erws i clige
ior Yd=T2 howrs, and |'!.‘||-.,-.‘_'..'-.|.'|.‘| fiwr cyioe
lopical exomimatson by a recontly  de-
veboped arr-drying 1echeague | Aloorhead,
of @, Expil. Cell Rewearch, in press).
The patients vaned Trom YN P TG
umireaied casgs 0 extenmively  treated

Howell & Hungerford,

cates af several years durafion in ferminal
myeloblostic ermit. All evem individusls
abowed 2 similar minuse  chromosome,
amd none showed any other freguent of
regilar chromosoms change. In moat of
the cases, cell walh adrmal chromoiomiet
wiere alvo olerved, Tho, the minule
nol a pad of the mormal chiomdosome
consifutson af such mdividuals,

The Andirgy suppovt o causal relabos:
ship between the chromowome absormalily
obacrved amd chrossg granuldsylic leu-
Lemaa,

Prmam €. NoOWELL
Sehond o] Medicine,
niveraiy of rlr.'lll'u_'lr'llll'.'lll
v A, HUNGERTOAD
Inarivure for Concer Reacaral
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The Philadelphia Chromosome:
t(9;22) Translocation
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STI571 (imatinib mesylate)

1992 Novartis makes STI571 while trying to
make a drug for inflammation

1996 Proof that STIS71 blocks BCR/ABL

1997 Clinical trials stari

1999 Remarkable results

® 100% Remission n early phase

® 50% Remission in advancced phasc
® MNinimal side effects




Proportion Surviving
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Year
Imatinib
1990-2000
1982-1989
1975-1981
1965-1975

\S\u\rvival INn Early Chronic-Phase

Total
276
960
365
132
123

Dead
14
357
266
127
122
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CML all matched related transplants, 9/95 to 7/01
The influence of phase at transplant on SURVIVAL

SURVIVAL

HLAST PHASE (N=11)

CHROMIC PHASE (N=131)

LCCELERATED PHASE (Ne27)

YEARS



Parameter Historical Perspective Modern Perspective
(Until 2000) (Since 2000)

AFrontline treatment Allogene|c SCT, Imatinib
interferon alfa
Second-line treatment Not established Allogeneic SCT, novel TKIs

*extrapolated from imatinib mesylate Kaplan -Meyer data.

Faderl S, et al. N Engl J Med. 1999;131:207 -2109.
Druker BJ, et al. N Engl J Med. 2001;344:1031 -1037.



Much of the practice guidelines in CML
IS IRIS TRIAL driven.

Use of Glivec as the first line agent

The decline of Haemopoietic stem cell
transplant

Pleasant surprises: late responses and
annual risk of progression decreases with

time



\é—YeQr Follow-Up of Phase Il IRIS

Trial: Event Rates

Annual Event Rates Over Time
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