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atthepopulationlevel. However, theimpressivereductioninneonatal
mortality in those who received postnatal visits shows a promising
potential for the programme if coverage can be improved.

COMMENT

India contributes to 25% of the global neonatal deaths' and, for
a developing country like ours, community and family-level
interventions are crucial to reduce the burden of neonatal
mortality. In settings where health systems are weak, early
success in averting neonatal deaths is possible only through
outreach, family—community careincluding health education to
improve home-care practices and healthcare seeking, as was
emphasized in the Lancet neonatal survival series.? This
programme, which is a partnership between an international
NGO andthe Government of India, isasteptowardsstrengthening
the family—community level of care.

Thisstudy with arobust design and statistical methodstriesto
fill agap in population-level dataregarding the actual exposure of
the families to large, community-based programmes and the
behavioural change resulting from them. The uniqueness of this
programme lies in the fact that it used the existing government
infrastructure and personnel to deliver antenatal and postnatal
services and change health-seeking behaviour. The programme
used interventions already proven to reduce neonatal mortality in
community-based efficacy trials. These trials were conducted in
highly controlled programme areas and used specially designated
personnel to deliver the services unlike the current programme
which was set up in a‘real-life situation’.

Though some of the maternal behaviours improved in the
intervention district, this did not translate into better neonatal
survival. Thiswas predominantly due to inadequate coverage by
community-level workers. Only one-third of al mothers had at
least 1 antenatal and postnatal visit at the end-line survey evenin
the intervention district and <25% of neonates received a home
visitinthecrucial initial 3 daysafter birth. Other trialssuch asthe
Gadchiroli field trial, which was conducted in a controlled
environment with high coverage, could demonstrate asignificant
decreasein neonatal mortality evenwith home-based care.®Large
scaleprogrammessuch asthel ntegrated M anagement of Childhood
IlIness (IMCI) have also shown varied effectiveness in different
countries largely due to variations in implementation.* Another
possible reason for the lack of reduction in neonatal mortality
could be that postnatal interventions in this programme did not
contain someof the cost-effectiveinterventionsof proven efficacy
such as pneumonia case management. According to the Lancet
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neonatal survival series, the predicted reduction in neonatal
mortality with thisintervention is 27%.?

Someof theresultsof thestudy should beinterpreted cautiously.
A post hoc analysis of the pooled data of both intervention and
comparison districts revealed that postnatal visit alone reduced
the neonatal mortality with or without an antenatal visit and this
benefit persisted after excluding deaths that occurred on the day
of birth. As the comparison district was out of the INHP, the
content of antenatal counselling and type of antenatal care might
have been significantly inferior in this area and could have
adversely affected the importance of the antenatal visits in the
pooled data. Asrural motherswho had givenbirthinthepreceding
2 years were interviewed, the reliability of some items such as
breastfeeding in the first hour, thermal care for first 6 hours and
postnatal visit on the day of birth remains questionable due to
recall bias, and pooling the data may increase this bias.

In conclusion, though community-based, cost-effective
interventions to reduce neonatal mortality are known, this study
highlights that implementation of such interventions on a large
scal ewithintheexisting health systemsisnot easy. Thereisaneed
to conduct operational research on strategies for better coverage
and implementation such as simple tools for administration,
focused content, better supervisionandtraining for field assessment
skills.®
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SUMMARY

The management of multiple myeloma (MM) has evolved over the
past 2 decades from an incurable disease to a chronic illness.
Recently, 2 new drugs—Ienalidomide (athalidomide anal ogue) and
bortezomib (aproteosomeinhibitor)—havebeenused for thetreatment
of MM. Treatment with bortezomib, dexamethasone and/or
doxorubicininrelapsed/refractory MM isassociated with acomplete
response rate of 30%.! Based on these results, bortezomib has been
approved for the initial treatment of this disease.

This phase |1l trial included patients with newly diagnosed
symptomatic, measurable MM who were not suitable for high dose
chemotherapy and stem cell transplantation (SCT) because of age
(>65 years) or coexisting conditions. It enrolled 682 patients (151
centres, 22 countries) and randomly assigned them to receive either
bortezomib, melphalan and prednisone (n=344; bortezomib group)
or melphalan and prednisone (n=338; control group). The baseline
demographic and disease characteristics were comparablein thetwo
groups. Patients received nine 6-weekly cycles of melphalan (9 mg/
m?) and prednisone (60 mg/m?) on days 1-4 alone or along with
bortezomib (1.3 mg/m?) on 8 days each during cycles 1-4 and on 4
days each during cycles 5-9.

Theprimary end-point of thestudy wastimeto diseaseprogression.
Secondary end-points included rate of complete response, duration
of response, time to subsequent MM therapy and overall survival.
Completeand partial responsesweredefined accordingtotheEuropean
Bone Marrow Transplantation group (EBMT) criteria.? Briefly,
completeresponse was defined as absence of M proteinin serumand
urine confirmed in 2 samples by immunofixation, and <5% marrow
plasmacells. Partial response was defined as reduction in the serum
level of M protein of at least 50% and a reduction in the urine of at
least 90%. Near compl ete response (very good partial response) was
defined as compl ete response without confirmation of a decreasein
marrow plasmacellsto <5% by bone marrow biopsy, confirmation of
the disappearance of M protein in serum or urine by repeat
immunofixation, or both. Progressive disease was defined as any of
thefollowing: (i) absoluteincrease of >500 mg/dl of serum M protein
compared with the nadir value; (ii) absolute increase of >200 mg of
urinary M proteinin 24 hours; (iii) new bonelesion or plasmacytoma;
(iv) increase in the size of such lesions; or (v) development of
hypercalcaemia (serum calcium level >11.5 mg/dl [2.9 mmol/L]).
The data were analysed for time to progression, time to subsequent
MM therapy and overall survival. For time to progression analyses,
data from patients in whom there was no disease progression were
censored at last assessment or at start of subsequent therapy.

The response was evaluated in 337 patients in the bortezomib
group and 331 in the control group. The partial and complete
responserateswere 71% and 30% in the bortezomib group, and 35%
and 4% in the control group, respectively (p<0.001). The median
duration of response was 19.9 months in the bortezomib group
compared with 13.1 monthsin the control group. The mediantimeto
progression was 24 monthsin the bortezomib group and 16.6 months
inthe controls (hazard ratio [HR] bortezomib group: 0.48; p<0.001).
This benefit in time to progression was independent of risk factors
such as age, sex, race, baseline b2 microglobulin level, abumin
level, geographical region, international staging (1SS)® or creatinine
clearance. The median timeto subsequent therapy and the associated
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treatment-free interval were significantly longer in the bortezomib
group than the control group (p<0.001). At a median follow up of
16.3 months, 45 patients (13%) in the bortezomib group and 76
(22%) in the control group had died (HR bortezomib group: 0.61;
p=0.008). The median survival was not reached in either group. The
estimated overall survival at 30 monthsin the bortezomib group was
83% compared with 67% in the control group.

COMMENT

The use of thalidomide, lenalidomide and bortezomib has led to
aparadigm shift in the management of MM over the past decade
resulting in better outcomes.! Melphalan, prednisolone and
thalidomide are currently used as the standard of carein elderly,
newly diagnosed patients with MM.* To further improve the
outcome, a combination of these drugs with lenalidomide or
bortezomib (these have marked activity in relapsed/refractory
MM) is being investigated.>® Lenalidomide, an analogue of
thalidomide, haspotent antimyelomaactivity. Itinducesapoptosis,
decreasesthebinding of myelomacellsto stromal cellsinthebone
marrow, i nhibitsangiogenesisand promotescytotoxicity mediated
by natural killer cells. Unlike thalidomide, sedation, constipation
and neuropathy do nor occur but myelosuppression (neutropenia
and thrombocytopenia) occur in less than one-third of patients.
Bortezomib is a potent, selective and reversible inhibitor of the
small molecule 26S proteosome; a large intracellular ATP-
dependent protease responsible for protein catabolism in all
eukaryoticcells. Theproteosomeplaysakey roleinthedegradation
of ubiquitinated proteins, which in turn have important functions
in controlling tumour cell growth and survival.

Thecombination of bortezomibwith mel phalanand prednisone,
usedin newly diagnosed el derly patientswho werenot candidates
for high dose therapy, in phase /11 trials provides aresponse rate
of 89%; 32% compl eteresponseand 11% near compl eteresponse.®
The response rate was higher and 16-month progression-free
survival, event-free survival, and overal survival rateswere also
significantly better with bortezomib, melphalan and prednisone
than with melphalan and prednisone.®

This phase |11 study has also demonstrated that bortezomib,
melphalan and prednisonein elderly patients asfirst-line therapy
is better than melphalan and prednisone in terms of higher
response rates, time to progression, treatment-free interval and
overall survival. The median number of cycles administered was
comparable and median dose intensities for melphalan and
prednisone were the same in both the groups. There were no
significant differences in toxicity in the two groups. However,
peripheral neuropathy (all grades), gastrointestinal symptomsand
theincidenceof herpeszoster weremorein the bortezomib group.
The frequency of peripheral neuropathy was similar to previous
studies®™ and was reversible in most cases.

Apart from bortezomib, thalidomide and lenalidomide have
been shown to be useful in newly diagnosed, elderly patients. The
French Group trial (IFM 99-06 trial) showed that a combination
of melphalan, prednisolone and thalidomide was associated with
a significantly better overall survival than melphalan and
prednisolone (HR 0.59, 95% CI 0.46-0.81, p=0.0006).8 The
report from the GIMEMA—Italian Multiple Myeloma Network
showed that a combination of lenalidomide, melphalan and
prednisone in newly diagnosed elderly patients achieved an
81% partial response rate, 47.6% good partial response rate and
23.8% complete (immunofixation-negative) response rate. In all
patients, the 1-year event-free and overall survival rates were
92% and 100%, respectively.? In view of the increased activity,
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a combination of bortezomib and lenalidomide along with low
dose dexamethasone is being studied in the Southwest Oncology
Grouptrial® and resultsin ahigher completeresponserate (>30%)
with a2-year estimated survival >80% but with ashort follow up.

Whether to choose lenalidomide, melphalan and dexametha-
soneor bortezomib, mel phal an and dexamethasoneor bortezomib,
lenalidomide and dexamethasoneisnot clear. Future studiesneed
toaddressthisand thetoxicity profile, cost analysis, quality of life
and long term follow up data will help choose one combination
over the other.1t

REFERENCES

1. Kumar SK, Rajkumar SV, Dispenzieri A, Lacy MQ, Hayman SR, Buadi FK, et al.
Improved survival in multiple myeloma and the impact of novel therapies. Blood
2008;111:2516-20.

2. Bladé J, Samson D, Reece D, Apperley J, Bjorkstrand B, Gahrton G, et al. Criteria
for evaluating disease response and progression in patients with multiple myeloma
treated by high dose therapy and haemopoietic stem cell transplantation. Br J
Haematol 1998;102:1115-23.

3. Greipp PR, San Miguel J, Durie BG, Crowley JJ, Barlogie B, Blade J, et al.
International staging system for multiplemyeloma. J Clin Oncol 2005;23:3412-20.

4. Palumbo A, Bringhen S, Caravita T, Merla E, CapparellaV, CaleaV, et al. Oral
mel phal an and predni sol onechemotherapy plusthalidomidecompared withmel phalan
and prednisolone alone in elderly patients with multiple myeloma: Randomized
controlled trial. Lancet 2006;367:825-31.

5. Richardson PG, Sonneveld P, Schuster MW, Irwin D, Stadtmauer EA, Facon T, et
al. Bortezomib or high-dose dexamethasonefor relapsed multiplemyeloma. N Engl
J Med 2005;352:2487-98.

10.

11.

27

MateosMV, Hernandez JM, Hernéndez M T, GutiérrezNC, Palomeral, FuertesM,
et al. Bortezomib plus melphalan and prednisonein elderly untreated patients with
multiple myeloma: Results of a multicenter phase 1/2 study. Blood 2006;108:
2165-72.

MateosMV, Hernandez JM, Hernandez M T, Gutiérrez NC, Palomeral., FuertesM,
et al. Bortezomib plus melphalan and prednisonein elderly untreated patientswith
multiplemyeloma: Updated time-to-eventsresultsand prognosticfactorsfor timeto
progression. Haematol ogica 2008;93:560-5.

Palumbo A, Falco P, Corradini P, Falcone A, Di Raimondo F, Giuliani N, et al.
Melphalan, prednisone, and |enalidomide treatment for newly diagnosed myeloma:
A report from the GIMEMA—Italian Multiple Myeloma Network. J Clin Oncol
2007;25:4459-65.

Richardson P, Jagannath S, Raje N, Jakubowiak A, Lonia S, Avigan D, et al.
L enalidomide, bortezomib and dexamethasone (Rev/V el/Dex) asfront linetherapy
for patientswith multiple myeloma(MM): Preliminary results of aphase 1/2 study.
Blood 2007;110:63a (abstract).

Facon T, Mary JY, Hulin C, Benboubker L, Attal M, Pegourie B, et al. Melphalan
and prednisoneplusthalidomideversusmel phalan and prednisoneal oneor reduced-
intensity autologous stem cell transplantation in elderly patients with multiple
myeloma (IFM 99-06): A randomised trial. Lancet 2007;370:1191-2.

Durie BGM. Treatment of myeloma—Are we making progress? N Engl J Med
2008;359:964-6.

PRABHAT SINGH MALIK

LALIT KUMAR

Department of Medical Oncology

Dr B.R. Ambedkar Institute Rotary Cancer Hospital
All India Institute of Medical Sciences

New Delhi

lalitaiims@yahoo.com

-

The Subscription Department

The National Medical Journal of India
All India Institute of Medical Sciences
Ansari Nagar

New Delhi 110029

The subscription rates of the journal are as follows:

Oneyear Two years
Indian Rs 600 Rs 1100
Overseas US$ 85 US$ 150

request at the time of subscribing.

U

Attention Subscribers

The subscriptions for The National Medical Journal of India are being serviced from the following address:

Personal subscriptions paid from personal funds are available at 50% discounted rates.

Please send al renewals and new subscriptions along with the payment to the above address. Cheques/Demand Draft
should be made payable to The National Medical Journal of India. Please add Rs 75 for outstation cheques.
If you wish to receive the Journal by registered post, please add Rs 90 per annum to the total payment and make the

Threeyears Fiveyears
Rs 1600 Rs 2600
US$ 220 US$ 365

J






