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Follicular Lympho
P ti IPrognostic I

Parameter Adverse Fac

Age ≥60

Stage III or IV

Hbemoglobin <12 g/dL

Serum LDH >Norm

LK-Areale >4

Cox regression analysis in 1795 patientsg y

Solal-Céligny P, et al. Blood. 2004;104(5):1258-1265.

oma International 
I d (FLIPI)Index (FLIPI)

ctor RR 95% CI

2.38 2.04-2.78

2.00 1.56-2.58

1.55 1.30-1.88

1.50 1.27-1.77

1.39 1.18-1.64



Relative Risk of D
t Ri k Gto Risk Gro

Risk Number Distr. of
Group of Factors Patients

Low 0-1 36

Intermed. 2 37

Hi h ≥3 27High ≥3 27

Solal-Céligny P, et al. Blood. 2004;104(5):1258-1265.

Death According 
(FLIPI)oup (FLIPI)

5-Year 10-Year RR
OS, % OS, %

90.6 70.7 1.0

77.6 50.9 2.3

52 5 35 5 4 352.5 35.5 4.3



The Follicular Lymp
P ti I d (FL
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Solal-Céligny P, et al. Blood. 2004;104(5):1258-1265.

phoma International 
LIPI) O ll S i l
phoma International 
LIPI) O ll S i lLIPI): Overall SurvivalLIPI): Overall Survival

Good (0Good (0−−1)1)Good (0Good (0 1)1)

Intermediate (2)Intermediate (2)

Poor (3Poor (3−−5)5)

PP<.0001<.0001

(( ))

onthsonths
4848 6060 7272 8484



Watch & Wait orWatch & Wait or 

Is there a need for immediatIs there a need for immediatIs there a need for immediatIs there a need for immediat

patients with advanced indolpatients with advanced indolpp

or can a watch and wait straor can a watch and wait stra

Early Treatment?Early Treatment?

te treatment in asymptomaticte treatment in asymptomaticte treatment in asymptomatic te treatment in asymptomatic 

lent/follicular lymphomas lent/follicular lymphomas y py p

tegy being considered? tegy being considered? 



Watch & Wait or

Watchful waiting versus chloram

Watch & Wait or 

Watchful waiting versus chloram
prospective randomized, n = 309

Survival Watch & Wa

5 years 58%

10 years 34%

15 years 22%y

Median 6.7 years

Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.

Early Treatment?

mbucil 10 mg daily contin.

Early Treatment?

mbucil 10 mg daily contin. 
9,  recruitment phase 1981-1990

ait Immediate Treatment

57%

35%

21%

5.9 years



Watch & Wait orWatch & Wait or 

OvOv

DD

Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.

Early Treatment?Early Treatment?

verall survivalverall survival

iseaseisease--associated survivalassociated survival



Watch & Wait orWatch & Wait or 

Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.

Early Treatment?Early Treatment?



Watch & Wait or

Watch & wait: Time to first trea

Watch & Wait or 

Watch & wait:    Time to first trea

Median time to first treatment: 2.6 years

Actuarial chance of not needing 
h h 10 19%chemotherapy at 10 years was 19%

and 40% in patients older than 70 years

Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.

Early Treatment?

atment

Early Treatment?

atment

s

s



Treatment in Indoeat e t do

Th i till l f t hTh i till l f t h•• There is still a role of watchThere is still a role of watch
patients in absent of a curapatients in absent of a cura
these indolent lymphoma ethese indolent lymphoma ethese indolent lymphoma ethese indolent lymphoma e

•• Initial choice of chemotheraInitial choice of chemothera
and should, therefore, be atand should, therefore, be at

•• Toxicity influences the treatToxicity influences the treat
unless no initial treatment dunless no initial treatment d

ASH, 2005

olent Lymphomaso e t y p o as

hf l iti i t tihf l iti i t tihful waiting in asymptomatic hful waiting in asymptomatic 
tive treatment strategy in tive treatment strategy in 
ntitiesntitiesntitiesntities

apy does not affect survival apy does not affect survival pypy
t palliative intentt palliative intent

ment choice, ment choice, 
differs the outcomediffers the outcome



Indications Fo
I d l t LIndolent Ly

•• StagesStages I,I, II,II, limitedlimited IIIIII (up(up toto 55 involvedinvolvedgg ,, ,, ( p( p

•• DiseaseDisease associatedassociated symptomssymptoms (B(B--symsym

•• HematopoeticHematopoetic insufficiencyinsufficiency:: Anemia,Anemia, gg

•• RapidRapid tumortumor progressionprogression:: DoublingDoubling ofof

•• BulkyBulky diseasedisease (>(>66 cmcm diameter)diameter)

A t iA t i hh hh AIHAIH•• AutoimmuneAutoimmune phenomens,phenomens, suchsuch asas AIHAIH

•• HypogammaglobulinemiaHypogammaglobulinemia withwith recurrerecurre

•• HyperviscosityHyperviscosity syndromesyndrome byby monoclonmonoclon

or Treatment In 
hymphomas

dd lymphlymph nodenode regions)regions):: CurativeCurative intention?intention?y py p g )g )

mptoms)mptoms)

granulocytopenia,granulocytopenia, thrombocytopeniathrombocytopenia

manifestationsmanifestations withinwithin 11 yearyear

HAHA ITPITPHAHA oror ITPITP

entent infectionsinfections

nalnal paraproteinemiaparaproteinemia



Clinical Criteria for 
P ti t ith F ll

Clinical Criteria for 
P ti t ith F llPatients with FollPatients with Foll

Salles GA. Hematology Am Soc Hematol Educ Program

Starting Therapy in 
i l L h
Starting Therapy in 
i l L hicular Lymphomaicular Lymphoma

m. 2007:216-223.



Standard of Ca
ith I d l twith Indolent

• Combined immunochemotherap

• R-chemotherapy plus R-mainten
the optimal strategy for patients

• Which chemotherapy in combin
Chlorambucil-based (MCP), F
R l f b d ti h bRole of bendamustine has be

• R-maintenance after first-line R-
PRIMA t d dd thiPRIMA study addresses this q
StiL NHL 7-2008 study proves
SAKK study proves duration 

are in Patients 
t L ht Lymphomas
py is the standard of care

nance appears as 
s with relapsed disease

ation with rituximab?
F-based (FCM), CHOP-like, CVP

tl i ti t d (ASH 2009)en recently investigated (ASH 2009)

containing regimens? 
tiquestion

s duration of maintenance
of maintenance after R 



Indolent NHL—ChemotheIndolent NHL—Chemothe
Therapy Pat.- Response Rate 5-Y

No (CR and PR)

Cb 33 33 0
CP 48 64 22CP 48 64 22
CP 132 36 n.a
Mitox 21 100 50
COP 35 91 n.a
COP 84 57 18COP 84 57 18
COP 99 85 n.a
COP 248 80 n.a
PmM 93 86 n.a
COP-Bleo 77 71 29
CHOP 415 64 (nur CR) n.a
CHOP 127 60 n.a
CHOP-Bleo 75 72 38
CHOP-Bleo 22 81 62
CHOP-Bleo 96 77 28
CHOP-Bleo + CMED 108 72 (nur CR) 60
M-BACOD 18 56 22

m BACOD 86 69 (nur CR) 31m-BACOD 86 69 (nur CR) 31
MACOP-B 125 84 (nur CR) 25
CAP-BOP 59 49 (nur CR) 16

erapy in Stages III and IVerapy in Stages III and IV
Year DFS 5-Year OS References

0 60 Portlock et al. 1987
2 62 E di li t l 19852 62 Ezdinli et al. 1985
a. 49 Kimby et al. 1984
0 85 Nissen et al. 1990
a. n.a. Bagley et al. 1972
8 60 Steward et al 19888 60 Steward et al. 1988
a. n.a. Hiddemann et al. 1994
a. n.a. Hagenbeck et al. 1993
a. n.a. Hiddemann et al. 1994
9 50 Jones et al. 1983
a. 35 Dana et al. 1993
a. 54 Kimby et al. 1994
8 57 Jones et al. 1983
2 (est.) 81 Peterson et al. 1990
8 65 Romaguera et al. 1991
0 62 Velasquez et al. 1994
2 46 Anderson et al. 1984 

and Licht et al. 1990
62 Canellos et al 198762 Canellos et al. 1987

5 70 Klimo et al. 1987
6 40 Anderson et al. 1993



Indolent Ly
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Cochrane Review

Cochrane Haematological Malignancies Group (CHMG
Internal Medicine I, University of Cologne. www.CHMG

Schulz H, et al. J Natl Cancer Inst. 2007;99(9):706-714.

Does combined immuno-
h th ith it i b
Does combined immuno-

h th ith it i bchemotherapy with rituximab 
improve overall survival in 
patients with indolent non-

h d ki ’ l h d

chemotherapy with rituximab 
improve overall survival in 
patients with indolent non-

h d ki ’ l h dhodgkin’s lymphoma compared 
to chemotherapy alone?

A M t A l i

hodgkin’s lymphoma compared 
to chemotherapy alone?

A M t A l iA Meta-Analysis

Holger Schulz, Nicole Skoetz, Julia F. Bohlius, 
Sven Trelle, Alexander Greb, Thilo Kober

A Meta-Analysis

Holger Schulz, Nicole Skoetz, Julia F. Bohlius, 
Sven Trelle, Alexander Greb, Thilo Kober

and Andreas Engertand Andreas Engert

G)
G.de



Combined Immunochem
Improves Overall Survivalp
and Mantle Cell Lymphom
Holger Schulz, Andreas Engert et al. Cochran

•• Six randomized, controlled trials compaSix randomized, controlled trials compa
chemotherapy alone in indolent and machemotherapy alone in indolent and machemotherapy alone in indolent and machemotherapy alone in indolent and ma

•• RR--CHOP CHOP vsvs CHOP (x2)CHOP (x2)

•• RR--CVP CVP vsvs CVPCVPCC ss CC

•• RR--FCM FCM vsvs FCMFCM

•• RR--MCP MCP vsvs MCPMCP

•• RR--CNOP CNOP vsvs CNOPCNOP

•• Survival metaSurvival meta--analysis performed on uanalysis performed on u
(7 t i l 1943 5 bli h d 2 b t(7 t i l 1943 5 bli h d 2 b t(7 trials; n = 1943, 5 published, 2 abstra(7 trials; n = 1943, 5 published, 2 abstra

Schulz H, et al. J Natl Cancer Inst. 2007;99(9):706-714.

motherapy with Rituximab 
l in Patients with Follicular 

ma: Updated Meta-Analysis
ne Hematological Malignacies Group (CHMG)

aring rituximab plus chemotherapy with aring rituximab plus chemotherapy with 
antle cell lymphoma were identifiedantle cell lymphoma were identifiedantle cell lymphoma were identifiedantle cell lymphoma were identified

ntreated patients ntreated patients 
t f )t f )act form)act form)



Rituximab plus Chemo
i Fi t Li Thin First-Line Therapy o

Hiddemann et al CHOP (n = 205)
Response rate 90%
TTTF 31 months
OS  at 4 yrs 77%

Marcus et al CVP (n = 159)
Response rate 57%
TTTF 7 months
OS at 4 yrs 81%OS  at 4 yrs 81%

Herold et al MCP (n = 96)
Response rate 75%
EFS 19 months
OS  at 4 yrs 74%

Hochster et al CVP (n = 130)
EFS 17 months
OS  at 4 yrs 75%

Schulz H, et al. J Natl Cancer Inst. 2007;99(9):706-714.

otherapy Combinations 
f F lli l L hof Follicular Lymphoma

R-CHOP (n = 223)
96% = .011
Not reached < .0001
83% = .029

R-CVP (n = 162)
81% < .0001
27 months < .0001
90% = .03990%  .039

R-MCP (n = 105)
92% < .001
Not reached < .0001
87% = .009

CVP + R (n = 117)
50 months = .0003
91% = .03



CVP vs CVP + Ritux
Th i I d l t
CVP vs CVP + Ritux
Th i I d l tTherapy in IndolentTherapy in Indolent
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Marcus R, et al. Blood. 2003;102: Abstract 87.

ximab as First-Line 
t L h (EFS)
ximab as First-Line 
t L h (EFS)t Lymphomas (EFS)t Lymphomas (EFS)

Rituximab + CVP: Rituximab + CVP: 
Median 27 monthsMedian 27 months

CVP: CVP: 
Median 15 monthsMedian 15 months

1515 1818 2121 2424 2727 3030

MonthsMonthsMonthsMonths



Overall Survival: Meta

Study HR (95Study HR (95

Baez 2005           
Lenz 2005           

Forstpointner 2005
Marcus 2005         

Hiddemann 2005      

H ld 2005

Total (95% CI)

Herold 2005         

Total events: 100/760 143/7

Favors R + Chemo
0.2 0.5 1

Total events: 100/760                143/7

Test for heterogeneity: (P = .60), I² = 0%
Schulz H, et al. J Natl Cancer Inst. 2007;99(9):706-714.

a-Analysis Total Groupy p

%-CI) HR (95%-CI)Weight, %% CI) HR (95% CI)Weight, %

0.966.90
0.964.11

0.4215.10
0.7016.10

0.6028.86

0 6028 92

100.00 0.62 (0.49 - 0.77)

0.6028.92

718

2
Favors Chemo

718



Prolonging Re
Ri i b M i

Prolonging Re
Ri i b M iRituximab MaintRituximab Maint

SAKK 35/9

Ghielmini M, et al. Blood. 2004;103(12):4416-4423.

emission with 
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emission with 
Thtenance Therapytenance Therapy
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SAKK 35/98: LongSAKK 35/98: Long
Standard vs ProlStandard vs Prol

Ghielmini M, et al. J Clin Oncol. 2009;27(15S): Abstract
Ghielmini M, et al. Blood. 2004;103(12):4416-4423.

g-Term Follow-Upg-Term Follow-Up
onged Rituximabonged Rituximab

t 8512.



SAKK 35/98: LongSAKK 35/98: Long
Standard vs ProlStandard vs Prol

Ghielmini M, et al. J Clin Oncol. 2009;27(15S): Abstract
Ghielmini M, et al. Blood. 2004;103(12):4416-4423.

g-Term Follow-Upg-Term Follow-Up
onged Rituximabonged Rituximab

t 8512.



SAKK 35/
F lli l L h U

SAKK 35/
F lli l L h UFollicular Lymphoma UFollicular Lymphoma U

Ghielmini M, et al. J Clin Oncol. 2009;27(15S): Abstract

/03 Study
U d i R l
/03 Study

U d i R lUntreated or in RelapseUntreated or in Relapse

t 8512.



Standard of Care
I d l L

•• There is still a role for watch & wThere is still a role for watch & w

Indolent Ly

•• Combined Combined immunochemotherapyimmunochemotherapy

•• RR--chemotherapy plus Rchemotherapy plus R--maintenamaintenaRR chemotherapy plus Rchemotherapy plus R maintenamaintena
the optimal strategy for patients wthe optimal strategy for patients w

•• Which chemotherapy in combinaWhich chemotherapy in combinapypy
ChlorambucilChlorambucil--based (MCP), Fbased (MCP), F--
Role of bendamustine Role of bendamustine has beehas bee

•• RR--maintenance after firstmaintenance after first--line Rline R--cc
PRIMA study addresses this qPRIMA study addresses this q
StiLStiL NHL 7NHL 7--2008 study proves2008 study provesStiLStiL NHL 7NHL 7 2008 study proves 2008 study proves 
SAKK study proves duration oSAKK study proves duration o

e in Patients with 
h

ait in asymptomatic patientsait in asymptomatic patients

ymphomas

yy is the standard of careis the standard of care

ance appears asance appears asance appears as ance appears as 
with relapsed diseasewith relapsed disease

ation with rituximab?ation with rituximab?
based (FCM), CHOPbased (FCM), CHOP--like, CVPlike, CVP

en recently investigated (ASH 2009)en recently investigated (ASH 2009)

containing regimens? containing regimens? 
uestionuestion
duration of maintenanceduration of maintenanceduration of maintenanceduration of maintenance

of maintenance after R of maintenance after R 



Challenging th
I d l L

• Combined immunochemothe

Indolent L
Co b ed u oc e ot e

• Which chemotherapy in comb
CHOP, CVP, F or FCM, MCP, , ,

Doctor´s choice in the FIT trial
(induction before ibritumomab tiuxetan cons.)(induction before ibritumomab tiuxetan cons.)

First-Line Regimen %

- Chlorambucil 10

- CVP / COP 27

- CHOP or CHOP-like 43

- Fludarabine-combination 5

he Standard in 
L h

rapy is the standard of care

Lymphoma
apy s t e sta da d o ca e

bination with rituximab?
P, R alone, or … ?  , ,

LymphoCare Study 
(Friedberg JW, et al. J Clin Oncol. 2009;27(8):1202-1208.)? (Friedberg JW, et al. J Clin Oncol. 2009;27(8):1202 1208.)

%
?

CVP-R 23

CHOP-R 55

Fludarabine-R 15



Bendamustine-RituximBendamustine-RituximBendamustine RituximBendamustine Rituxim

StiL NHL 1StiL NHL 1--20032003

FollicularFollicular
WaldenströmsWaldenströms

RRRRMarginal zoneMarginal zone
Small lymphocyticSmall lymphocytic
Mantle cellMantle cell

RRRR

Bendamustine 90 mg/m2 day 1+2 + R day 1, max 6 

Rummel MJ, et al. Blood. 2009;114: Abstract 405.

mab (B-R) vs CHOP-Rmab (B-R) vs CHOP-Rmab (B R) vs CHOP Rmab (B R) vs CHOP R

BendamustineBendamustine--RituximabRituximabBendamustineBendamustine RituximabRituximab

CHOPCHOP--RituximabRituximab

cycles, q 4 weeks.    CHOP-R,  max 6 cycles, q 3 weeks.



Defined Indicatio

•• BB--symptomssymptomsy py p

•• Hematopoietic failure Hematopoietic failure 
(Hb (Hb <11 <11 g/dL, granulocytes < g/dL, granulocytes < 1,500 1,500 //

•• Large tumor burden Large tumor burden 
(3 areas (3 areas >5 >5 cm or 1 area cm or 1 area >7.5 >7.5 cm)cm)

•• Rapid progression Rapid progression 
(increase of tumor mass (increase of tumor mass >50>50% withi% withi

•• Complications due to disease Complications due to disease 
(pain, infarction of spleen, hypervisc(pain, infarction of spleen, hypervisc

Rummel MJ, et al. Blood. 2009;114: Abstract 405.

ons for Treatment 

/µL, thrombocytes < /µL, thrombocytes < 100,000 100,000 /µL)/µL)

n 6 months)n 6 months)

cosity syndrome, etc)cosity syndrome, etc)



Enti
549 patients randomized;  513 patients ev

Enti

B-

Total                               n 26

Follicular 54 % 13

Mantle cell 18 % 4

Marginal zone 13 % 3

Waldenströms 8 % 2

SLL 4 % 1

U l ifi bl 2 %Unclassifiable 2 %

Rummel MJ, et al. Blood. 2009;114: Abstract 405.

ties
valuable for response and toxicity

ties                              

-R       CHOP-R           Age, median

60 253 64         

39 140 60

45 48 70

37 30 66

22 19 64

10 11 68

7 5 697 5 69



Patient Cha
BB--R  R  

(n = 26(n = 26

Age (median)Age (median) 64 yrs

>70 years 23 %

Stage IV 77 %Stage IV 77 %

Bone marrow 68 %

B-Symptoms 38 %

LDH > 240 U/L 38 %

Bulky disease 27 %

IPI > 2  37 %

FLIPI 0-1  12 %
FLIPI 2 42 %n = 279FLIPI 2           42 %
FLIPI ≥ 3 46 %

n = 279

Rummel MJ, et al. Blood. 2009;114: Abstract 405.

aracteristics 
                           CHOP                           CHOP--R R 

60)                                   (n = 253)60)                                   (n = 253)

63 yrs

23 %

77 %77 %

67 %

29 %

34 %

29 %           

34 %

19 %
33 %33 %       
48 %



B-R vs CHOP-R: HemaB-R vs CHOP-R: HemaB R vs CHOP R: HemaB R vs CHOP R: Hema

B-R (n = 145(

% of Cycles

Leukocytopenia 12.1

Neutropenia 10.7

G-CSF administered 4.0

Thrombocytopenia 0.7

Anemia 1 4Anemia 1.4

Rummel MJ, et al. Blood. 2009;114: Abstract 405.

atotoxicity Grades 3+4atotoxicity Grades 3+4atotoxicity Grades 3 4atotoxicity Grades 3 4

50) CHOP-R (n = 1408)) ( )

s % of Cycles P Value

38.2 <.0001

46.5 <.0001

20.0 <.0001

1.2

1 91.9



B-R vs CHOP-R: TB-R vs CHOP-R: T
B-R (n = 260) C
No. of Patients

Alopecia -

Paresthesias 18

Stomatitis 16Stomatitis 16

Skin (erythema) 42

Allergic reaction (skin) 40Allergic reaction (skin) 40

Infectious complications 96

- Sepsis 1

Rummel MJ, et al. Blood. 2009;114: Abstract 405.

Toxicities (all CTC-grades)Toxicities (all CTC-grades)( g )( g )

CHOP-R (n = 253)
No. of Patients P Value

+++ <.0001

73 <.0001

47 < 000147 <.0001

23 =.0122

15 = 000315 =.0003

127 =.0025

8 =.0190



Results: ResResults: Res

BB--RR
(n=260)(n=260)

ORRORR 92,7 %92,7 %

CRCR 39,6 %39,6 %

SDSD 2,7 %2,7 %,,

PDPD 3,5 %3,5 %

sponse ratessponse rates

CHOPCHOP--RR
(n=253)(n=253) PP valuevalue

91,3 %91,3 %

30,0 %30,0 % = 0.0262= 0.0262

3,6 %3,6 %,,

2,8 %2,8 %



Progression-g
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Median observation period 34 monthsMedian observation period 34 months
Rummel MJ, et al. Blood. 2009;114: Abstract 405.

-Free Survival                 
nths  vs  CHOP-R: 34.8  months (median)

HR = 0 57 (95% CI: 0 43 - 0 76)HR  0.57 (95% CI: 0.43 0.76) 

P = .00012

B-RB R

CHOP-R

4848 6060 72        months72        months



Progression-Free Survivg

B-R: not reached
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Rummel MJ, et al. Blood. 2009;114: Abstract 405.

val—Follicular Lymphomay p

d  vs  CHOP-R: 46,7  months (median)

HR = 0 63 (95% CI: 0 42 - 0 95)HR = 0.63 (95% CI: 0.42 - 0.95) 

P = .0281

BB--RR

CHOPCHOP--RR

4848 6060 72        months72        months



Bendamustine

SummarySummaryyy

•• Randomized trial included 513 evRandomized trial included 513 ev

•• BB--R significantly improved PFS aR significantly improved PFS a

in patients with FL, MCL and in patients with FL, MCL and WaldWald

•• BB--R shows a better tolerability proR shows a better tolerability pro

-- No No alopecia alopecia 

LessLess hematotoxicity Ghematotoxicity G CSF useCSF use-- Less Less hematotoxicity, Ghematotoxicity, G--CSF useCSF use

e-R  vs  CHOP-R

valuable patients valuable patients pp

nd CR rates compared to CHOPnd CR rates compared to CHOP--R R 

denström`sdenström`s macroglobulinemiamacroglobulinemia

ofile compared to CHOPofile compared to CHOP--R withR with

ed infections and neuropathyed infections and neuropathyed, infections, and neuropathyed, infections, and neuropathy



PRIMA Trial for Fo
(P i Rit i b(Primary Rituximab

R-CVP R-CHOP

Respone Evalua

PR or CR

Randomizatio

Observation

llicular Lymphoma
b d M i t )b and Maintenance)

R-FCM

SD or PDtion Off study

12 x Rituximab

on
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Adverse Events
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Grade
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Infections 1.8%
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Skin 0.6%

Van Oers MHJ, et al. Blood. 2005;106: Abstract 353.
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Control

PFS
No. of 

Patients
No. 

Failed
Median PFS,

mo

First-line treatment*

CHOP 57 43 12.4

CVP/COP 53 40 7.9

CHOP-like 31 19 29.1

Fludarabine 11 6 28.7

Chlorambucil 19 15 11.9

Rituximab
combination 31 13 > 44combination

*Note: FIT was not powered to detect significant differences in
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Patients No. Failed
Median PFS, 

mo (95% CI)*

65 33 36.5 2.39 
(1.52-3.78)

53 30 29.6 2.25 
(1.40-3.63)

30 11 > 67 2.11 
(1.00-4.44)

11 6 41.4 1.11 
(0.36-3.46)(0.36 3.46)

20 10 37.2 2.76 
(1.23-6.21)

28 9 > 45 1.39 
(0 60 3 26)(0.60-3.26)

n outcomes according to individual types of induction therapy
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