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ASCT for ASCT for primaryprimary refractoryrefractory MMMM

 «« MyeloablativeMyeloablative regimensregimens supportedsupported by ASCT by ASCT appearedappeared
usefuluseful primarilyprimarily in patients in patients withwith primaryprimary resistantresistant diseasedisease
duringduring thethe 1st 1st yearyear ofof therapytherapy »» ((AlexanianAlexanian BloodBlood 1994)1994)

 ResultsResults ofof ASCT ASCT betterbetter in in primaryprimary refractoryrefractory MM MM thanthan in in 
resistantresistant relapses (relapses (VesoleVesole BloodBlood 1996)1996)

 MedianMedian OS OS fromfrom ASCT in ASCT in primaryprimary refractoryrefractory MM: 30MM: 30--39 39 
monthsmonths ((VesoleVesole BloodBlood 1996, 1996, RajkumarRajkumar BMT 1999)BMT 1999)

 LackLack ofof responseresponse to initial induction to initial induction therapytherapy doesdoes notnot
appearappear to to precludepreclude a a goodgood responseresponse to ASCT (to ASCT (KumarKumar BMT BMT 
2004)2004)
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ASCT for ASCT for relapsedrelapsed MMMM

-- UsefulUseful rescuerescue treatmenttreatment: : nono differencedifference in OS in OS betweenbetween
upfrontupfront andand rescuerescue ASCT (ASCT (FermandFermand BloodBlood 1998)1998)

-- Stem Stem cellcell collection collection oftenoften difficultdifficult in in previouslypreviously treatedtreated ptspts
EarlyEarly collection/ collection/ latelate ASCT (ASCT (GertzGertz BMT 2OOO)BMT 2OOO)

-- WithWith thethe possibilitypossibility ofof usingusing new agents new agents sequentiallysequentially afterafter
relapse, relapse, itit willwill becomebecome difficultdifficult to show to show thethe benefitbenefit ofof ASCT ASCT 
as as rescuerescue Tt (Tt (identicalidentical SV SV afterafter relapse )relapse )

-- In In thethe US US IntergroupIntergroup studystudy medianmedian SV SV afterafter rescuerescue ASCT ASCT 
waswas onlyonly slightlyslightly betterbetter thanthan salvage salvage chemochemo 30 m vs23 m 30 m vs23 m 
p=0.13) (p=0.13) (BarlogieBarlogie BloodBlood 2006)2006)

TheThe survivalsurvival benefitbenefit ofof anyany Tt Tt willwill bebe betterbetter
shownshown UPFRONT                              UPFRONT                              
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CURRENT ISSUESCURRENT ISSUES

1)1) Are Are novelnovel agents agents goinggoing to replace ASCT ?to replace ASCT ?
2)2) Are Are novelnovel agents agents goinggoing to to improveimprove ASCT ?ASCT ?



CONVENTIONAL CONVENTIONAL 
CHEMOTHERAPY vs ASCTCHEMOTHERAPY vs ASCT

RANDOMIZED TRIALSRANDOMIZED TRIALS

IFM 90
(NEJM 96)

MRC 7
(NEJM 03)

US Intergroup trial
(JCO 06)

CT

VMCP/VBAP

ABCM

VAD + VBMCP

CR rate (%)

5 vs 22

8 vs 44

15 vs 17

EFS (%)

7 yr 8 vs 16

Med 19 vs 31

7 yr 16 vs 17

SV (%)

7 yr 27 vs 43

Med 42 vs 54

42 vs 37



CONVENTIONAL CONVENTIONAL 
CHEMOTHERAPY vs ASCTCHEMOTHERAPY vs ASCT

RANDOMIZED STUDIESRANDOMIZED STUDIES

 EFS EFS andand OS OS improvementimprovement withwith ASCT are ASCT are 
relatedrelated to CR + VGPR to CR + VGPR increaseincrease

 ASCT ASCT isis superiorsuperior to CC to CC whenwhen CR + VGPR CR + VGPR 
rate rate isis improvedimproved

 If If thethe resultsresults ofof CC are CC are improvedimproved, , thethe
benefitbenefit ofof ASCT ASCT isis probablyprobably nono more more 
significantsignificant



IFM 9906 PFS T.FACON ASCO 06 

0.0
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0.8

1.0

0 12 24 36 48 60
Time from inclusion (month)

O/N Survival time
median ± se (month)

MP 67/191 17.1 ± 1.4
MP+Thal 26/124 27.6 ± 3.6
Int. 38/121 19.0 ± 1.2

191 132 96 69 39 22 9 4 2 0 MP
124 102 82 63 47 31 22 11 4 0 MP+Thal
121 88 69 50 27 18 8 5 3 3 Int.

# at
risk

P<0.0001 



NOVEL AGENTS AS PRIMARY NOVEL AGENTS AS PRIMARY 
TREATMENTTREATMENT

MPT

MPT

MPV

MPR

RD

Author

Facon
ASCO 2006

Palumbo
Lancet 2006

Mateos
Blood 2006

Palumbo
ASH 2006

Lacy
ASH 2006

N

125

129

60

54

34

Age

65-75

60-85

> 65

Med 71

Med 64

CR

16%

15.5%

32%

24%

18%

CR+VGPR

50%

36%

43%

48%

56%

CR+PR

81%

76%

89%

81%

91%

EFS

Med 28 m

54% at 2 y

82% at 16 m

87% at 16 m

59% at 2 y



NOVEL AGENTS VERSUS ASCTNOVEL AGENTS VERSUS ASCT

CR rate

CR + VGPR rate

EFS

MP *

2 %

8-12 %

med 17m

MPT 

15-16 %

35-50 %

med 28 m

Single ASCT 

16-44 %

40-45 %

med 28-30 m

OLDER PATIENTS                  YOUNGER PATIENTS

 Palumbo Lancet 2006 / Facon ASCO 2006
 Attal NEJM 1996, Child NEJM 2003, Attal NEJM 2003, 

Barlogie JCO 2006



CONCLUSIONSCONCLUSIONS
1)1) AlthoughAlthough theythey have have beenbeen usedused in in olderolder patients, patients, combinationscombinations usingusing
MP + MP + novelnovel agents agents yieldyield

-- CRCR
-- CR + VGPRCR + VGPR
-- EFSEFS

ThatThat are comparable to are comparable to thosethose achievedachieved in in youngeryounger patients patients withwith single single 
ASCT ASCT 

2)2) OtherOther criteriacriteria ((morbiditymorbidity, QOL, , QOL, costcost) ) shouldshould alsoalso beenbeen consideredconsidered

3)3) HoweverHowever resultsresults ofof HDT + ASCT have HDT + ASCT have alreadyalready improvedimproved by by thethe use use 
ofof novelnovel agentsagents



IFM 94

p < 0.03

B
A

20%

10%

median
30 months

median
25 months

A: single transplant (N=199)
B: double transplant (N=200)

p <  0.01

B

A

42%

21%A: single transplant (N=199)
B: double transplant (N=200)

EFS OS



EFS

OS

OVERALL RESULTS
N = 1064 median follow-up 41 months

Median
35 months

Median not 
Reached at 5.5 years



CURRENT ISSUESCURRENT ISSUES

1)1) Are Are novelnovel agents agents goinggoing to replace ASCT ?to replace ASCT ?
2)2) Are Are novelnovel agents agents goinggoing to to improveimprove ASCT ?ASCT ?



Cytogenetic + 2m model

No t(4;14), no del(17p), 2m<4, no del(13)         155 pts

No t(4;14), no del(17p), 2m<4, del(13)+ 110 pts

No t(4;14), no del(17p), 2m>4, no del(13)           74 pts

No t(4;14), no del(17p), 2m>4, del(13)+ 69 pts

t(4;14) or del(17p)>60%, 2m<4 63 pts

t(4;14) or del(17p)>60%, 2m>4 42 pts

OS



1. Induction Treatment

2. Preparative Regimen

3. Maintenance/consolidation

THE ROLE OF NOVEL AGENTS 
IN THE CONTEXT OF HIGH-DOSE THERAPY 



ThalThal--BasedBased RegimensRegimens priorprior to to 
ASCTASCT

Author

N° of pts

Response
Prior to ASCT

Response
After ASCT

DVT

TD vs D

Rajkumar JCO 2006

201

RR: 69M vs 51%
No ≠ce in CR rate

-

17% vs 3%

TD vs VAD

Cavo Blood 2005

200

RR: 76% vs 52% RR
No ≠ce in CR rate

-

15% vs 2%

TD vs VAD

Macro ASH 2006

204

VGPR 35% vs 17%

VGPR 44% vs 42%

23% vs 7.5%

TAD vs VAD

Soldschmidt ASH 2005

406

RR 73% vs 60%
No ≠ce in CR rate

CR 19% vs 13%

8% vs 4% *

* LMWH prophylaxis



Response to induction therapyResponse to induction therapy
(preliminary analysis, N=161)(preliminary analysis, N=161)

43%43%26%26%CR+VGPRCR+VGPR

25%25%11%11%if del(13)if del(13)
20%20%9%9%if B2M>3if B2M>3

82%82%67%67%CR+PRCR+PR

20%20%9%9%CR/CR/nCRnCR

Vel/DexVel/Dex
(B1+B2) N=79(B1+B2) N=79

VAD (A1+A2) VAD (A1+A2) 
N=82N=82



CONVENTIONAL SCT vs BORTEZOMIB INDUCTION REGIMEN

CR + nCR

CR + nCR + VGPR

22%
38%

44%

19%

52%

57%
81%

62%
54%

31%

64%

Bortez + dex

PAD

Reduced-dose PAD

VTD

VDT-PACE

Integrating bortezomib into induction regimen may result in 
superior CR rates compared with conventional induction regimen

Conventional SCT
Attal 1996, Child 2003

Bortezomib induction 
regimen

Harousseau et al. Haematologica 2005;90(Suppl 1):148 (Abstract P0.724)
Popat et al. Blood 2005;106 (Abstract 2554)
Oakervee et al. Br J Haematol 2005;129:755–62

Badros et al. Blood 2005;106 (Abstract 2747)
Wang et al. Blood 2005;106 (Abstract 784)



The only factor predicting the impact
of the 2nd ASCT is the result of the first

VGPR or CR p = 0.7

(n=46)
B

A
(n=81) <VGPR p < 0.001

(n=128)
B

A
(n=84)



1. Induction Treatment

2. Preparative Regimen

3. Maintenance/consolidation

THE ROLE OF NOVEL AGENTS 
IN THE CONTEXT OF HIGH-DOSE THERAPY (CONT’D)



MelMel PSCPSC GG--CSFCSF
VV VV VV VV

-6     -3  -2 0  +1 +4 +7

V= Velcade 1mg/m2/d

Mel = Melphalan 200mg/m2

The Vel-Mel regimen



The Vel-Mel Regimen: Results

 25 pts (18 frontline)
 PN < 500/mm3 = 7 d (5-10)
 Plat < 20000/mm3 = 1.5 d (0-7)
 Severe Mucositis = 20%
 Response Rate:
 CR = 31% 
 VGPR = 46% 
 CR / VGPR = 77%



THE ROLE OF NOVEL AGENTS 
IN THE CONTEXT TO HIGH-DOSE THERAPY

1. Induction Treatment

2.Preparative Regimen

3. Maintenance/consolidation



IFM 99 02 : 4-yr EFS from Diagnosis

P < 
0.01

Arm A 
37 %

Arm B  
35%

Arm C 50%

P < 0.003



IFM 99 02 : 4-yr OS according to Thal
(Pam vs Pam/Thal)

THAL 87 %

NO THAL 74 %

P < 0.01



IFM 99 02:  Response Rate ≥ 90%.

55%

45%

15%

Arm A

0.0368%57% After Random

NS50%47% At Random

NS16%15% After VAD

pArm CArm B



OTHER STUDIES ON POST OTHER STUDIES ON POST 
ASCT MAINTENANCE WITH ASCT MAINTENANCE WITH 

THALIDOMIDETHALIDOMIDE
Abdelkefi (ASH 2006)

Spencer (ASH 2006)

VGPR
2-year PFS

1yr CR + Ncr
2 yr PFS
2 yr OS

Double ASCT
N= 69

51%
70%

12M-Thal + P/2
N=114
24%
66%
91%

p

0.04
0.08

p

< 0.01
0.0005
0.02

Single ASCT
+ Thal maintenance (6M)

67%
84%

P/2
N= 129

15%
40%
80%



CONCLUSIONS I

Combinations including novel agents  
(Thalidomide,Bortezomib,Lenalidomide)

 are superior to conventional chemotherapy

 yield CR and PFS rates that are comparable to   
historical results achieved with ASCT

 raise some concerns about safety and cost



CONCLUSIONS II

However,results of ASCT have improved with further dose-
intensification and the introduction
of Thalidomide as post ASCT maintenance

 Ongoing trials are evaluating the impact of Bortezomib and
Lenalidomide in the ASCT paradigm specially for poor-risk
patients

 In the near future,it might be necessary to compare the
BEST strategy including ASCT with the BEST stategy
without ASCT



IFM 9906 OS    T.FACON ASCO 2006

0.0

0.2

0.4

0.6

0.8

1.0

0 12 24 36 48 60
Time from inclusion (month)

O/N Survival time
median±se month

MP 86/191 30.3 ± 5.5
MP+Thal 34/124 not reached at 56.
Int. 52/121 38.6 ± 4.7

191 150 120 97 69 49 34 22 13 6 MP
124 105 88 73 61 47 35 22 9 1 MP+Thal
121 95 77 68 52 44 28 17 11 6 Int.

# at
risk

P = 0.0039



Molecular and preclinical Molecular and preclinical 
profiles: lenalidomide versus profiles: lenalidomide versus 

thalidomidethalidomide

Structurally similar, but functionally different:  
qualitatively and quantitatively 

Bartlett JB, et al. Nat Rev Cancer. 2004;4:314-22.

N
N

O

O

O

O

ThalidomideLenalidomide

N
N
HO O

O

NH2

H



Bartlett JB, et al. Nat Rev. 2004;4:314-22. Marriott JB, et al. Curr Drug Targets Immune Endocr Metabol Disord. 2003;3:181-6. 
Rajkumar S, Kumar SV. Eur J Cancer. 2006;42:1612-22. Richardson P, Anderson K. J Clin Oncol. 2004;22:3212-4.

LenalidomideLenalidomide

 More More ““potentpotent”” immunomodulatorimmunomodulator than thalidomidethan thalidomide
 more potent inhibitor of TNFmore potent inhibitor of TNF--
 increased stimulation of Tincreased stimulation of T--cell proliferationcell proliferation
 augmented stimulation of production of ILaugmented stimulation of production of IL--2 and IFN2 and IFN--

 Different sideDifferent side--effect profile from that of thalidomideeffect profile from that of thalidomide
 greater greater myelosuppressionmyelosuppression
 no significant constipation, neuropathy, or sedationno significant constipation, neuropathy, or sedation

 Not Not teratogenicteratogenic in animal models in animal models 
(including New Zealand white rabbit)(including New Zealand white rabbit)
 embryotoxicembryotoxic at 100 at 100  human dosehuman dose

O

N
N
HO

O

NH2



Cohort 1

30 mg q.d. for 21 days

(3 weeks on, 1 week off 
q. 28 days  6 cycles)

15 mg b.i.d. for 21 days

(3 weeks on, 1 week off 
q. 28 days  6 cycles)

OR

Cohort 2 30 mg q.d. for 21 days

(3 weeks on, 1 week off 
q. 28 days  6 cycles)

Progressing or 
stable disease 
after cycle 2

Addition of Dex
40 mg days 1–4 
q. 14 days

Treatment scheme

Phase II trial of lenalidomide with or Phase II trial of lenalidomide with or 
without dexamethasone in without dexamethasone in 
relapsed/refractory MMrelapsed/refractory MM

Cohort 2 added to confirm Cohort 2 added to confirm 
response rate/toxicity seen in response rate/toxicity seen in 
cohort 1 with cohort 1 with q.dq.d. regimen. regimen

R
A
N
D
O
M
I
Z 
A 
T
I
O
N

N = 102

n = 70

n = 32

Richardson PG, et al. Blood. 2006;108:3458-64.



Phase II trial of lenalidomide with or Phase II trial of lenalidomide with or 
without dexamethasone in without dexamethasone in 
relapsed/refractory MMrelapsed/refractory MM

Prior treatment (N = 102)

Pa
tie

nt
s 

(%
)

18%

76%

61%

0

20

40

60

80

100

SCT Thalidomide Bortezomib

57 (56)57 (56)> 3> 3
23 (22)23 (22)33
19 (19)19 (19)22
3 (3)3 (3)11

n (%)n (%)Prior Prior 
treatmentstreatments**

Data from Richardson PG, et al. Blood. 2006;108:3458-64.

*Median prior treatments = 4



Phase II trial of lenalidomide with or Phase II trial of lenalidomide with or 
without dexamethasone in without dexamethasone in 
relapsed/refractory MMrelapsed/refractory MM

CR = complete (100% paraprotein) response.
PR = partial (50%–99% paraprotein) response.
MR = minor (25%–49% paraprotein) response.
SD = stable disease (< 25% paraprotein reduction).
PD = progression of disease.

Responses

Data from Richardson PG, et al. Blood. 2006;108:3458-64.

19 (19)19 (19)43 (42)43 (42)9 (9)9 (9)13 (13)13 (13)4 (4)4 (4)102102CombinedCombined

12 (18)12 (18)29 (43)29 (43)4 (6)4 (6)8 (12)8 (12)4 (6)4 (6)6767Lenalidomide Lenalidomide 
30 mg 30 mg q.dq.d..

8 (23)8 (23)14 (40)14 (40)5 (14)5 (14)5 (14)5 (14)0 (0)0 (0)3535Lenalidomide Lenalidomide 
15 mg 15 mg b.i.db.i.d..

PD       PD       
n (%)n (%)

SD        SD        
n (%)n (%)

MR       MR       
n (%)n (%)

PR       PR       
n (%)n (%)

CRCR
n (%)n (%)

Total   Total   
NN



Phase II trial of lenalidomide with or Phase II trial of lenalidomide with or 
without dexamethasone in without dexamethasone in 
relapsed/refractory MMrelapsed/refractory MM

Data from Richardson PG, et al. Blood. 2006;108:3458-64.

11 (16)11 (16)5 (14)5 (14)AnaemiaAnaemia
21 (31)21 (31)15 (43)15 (43)ThrombocytopeniaThrombocytopenia

25 (37)25 (37)14 (40)14 (40)LymphopeniaLymphopenia
25 (37)25 (37)12 (34)12 (34)LeucopeniaLeucopenia
41 (61)41 (61)24 (69)24 (69)NeutropeniaNeutropenia

30 mg 30 mg q.dq.d..

n (%)n (%)

15 mg 15 mg b.i.db.i.d..

n (%)n (%)

Adverse events*

*Grade 3 or 4 with frequency > 10% in all 102 patients.



Two phase III trials of Len/Two phase III trials of Len/DexDex
in relapsed/refractory MM: MMin relapsed/refractory MM: MM--009 and 009 and 

MMMM--010010

Len 25 mg days 1–21
Placebo days 22–28

Dex 40 mg, days 1–4, 9–12, 17–20

Placebo days 1–28
Dex 40 mg, days 1–4, 9–12, 17–20

Same, except
Dex days 1–4

 4 courses Continue
until PD

North American MM-009 (48 centres USA/Canada): Weber 
International MM-010 (51 centres Europe/Australia/Israel): Dimopoulos

Primary end-point: TTP (by Bladé criteria)
Secondary end-points: OS, RR, safety, 1st skeletal-related event, PS

Additional stratification by 2M (≤ 2.5 mg/mL vs > 2.5 mg/mL), prior transplant 
(0 vs ≥ 1), and prior MM treatment regimens (1 versus > 1).

Inclusion criteria
• ≤ 3 prior therapies
• No Dex resistance
• Normal hepatic 

and renal function

Weber D. Protocol CC-5013-MM-009. Available from www.clinicaltrials.gov.
Dimopoulos M. Protocol CC-5013-MM-010. Available from www.clinicaltrials.gov.
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MM-009 (Weber) MM-010 (Dimopoulos)

Dex
(n = 171)
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(n = 176)

Dex
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Weber DM, et al. J Clin Oncol. 2006;24:[abstract 7521].  
Dimopoulos M, et al. Blood. 2005;106:6a.

MMMM--009 and MM009 and MM--010:              010:              
higher response rates with Len/higher response rates with Len/DexDex

EBMT response data



MMMM--009 and MM009 and MM--010:              010:              
longer time to progression with longer time to progression with 

Len/Len/DexDex

Time to progression (months)
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0.0

0.1

0.2
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0.4

0.5

0.6

0.7

0.8

0.9

1.0

p < 0.001

MM-009 Dex alone, 5.1 months (n = 171)
MM-009 Len/Dex, 15.0 months (n = 170)

MM-010 Dex alone, 4.7 months (n = 175)
MM-010 Len/Dex, 11.3 months (n = 176)

0 2.5 5 7.5 10 12.5 15 17.5 20 22.5

Cut-off date: June 2005.
Weber D. Presented at ASCO Annual Meeting, 2005.

Dimopoulos M, et al. Presented at ASH Annual Meeting, 2005.
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150140130120 160

MM-010 Dex alone
MM-010 Len/Dex

p = 0.03

MM-009 Dex alone
MM-009 Len/Dex p = 0.013

Dimopoulos M, et al. Blood. 2005;106:6a. 
Weber DM, et al. Presented at ASCO Annual Meeting, 2006.

Median OS:

Len/Dex Placebo/Dex

MM-009 29.6 months       20.2 months

MM-010 Not reached       20.6 months

MMMM--009 and MM009 and MM--010:              010:              
increased overall survival with increased overall survival with 

Len/Len/DexDex



MMMM--009 and MM009 and MM--010: 010: 
grade 3/4 adverse eventsgrade 3/4 adverse events

0 5 10 15 20 25 30 35

Anaemia

Neutropenia

Febrile neutropenia

Thrombocytopenia

DVT

PE Len/Dex MM-009 (n = 170)
Dex MM-009 (n = 171)
Len/Dex MM-010 (n = 176)
Dex MM-010 (n = 175)

Weber D. Presented at ASCO Annual Meeting, 2005.
Dimopoulos M, et al. Presented at ASH Annual Meeting, 2005.

Patients (%)



Higher response rates with Len/Higher response rates with Len/DexDex
versus versus DexDex rregardless of prior egardless of prior 

thalidomidethalidomide

Bladé J, et al. Haematologica 2006;91:181 [abstract 0493].
Wang M, et al. J Clin Oncol. 2006;24:[abstract 7522].

*p < 0.001 

versus Dex

Prior Thal No prior Thal
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 Subgroup analysis of MMSubgroup analysis of MM--009 and MM009 and MM--010010



* Dose may be escalated to 15 mg qd after 2 cycles if patient is not responding to treatment

10 mg 10 mg qdqd
(full dose) (full dose) 

25 mg 25 mg qdqd
(full dose) (full dose) 

Mild (Mild (CLCLCrCr ≥≥ 50 50 mLmL/min) /min) 

5 mg 5 mg qdqd10 mg 10 mg qdqd **Moderate (30 Moderate (30 ≤≤ CLCLCrCr < 50 < 50 
mLmL/min)/min)

5 mg q 48 hr 5 mg q 48 hr 15 mg q 48 hr15 mg q 48 hrSevere (Severe (CLCLCrCr < 30 < 30 mLmL/min, /min, notnot
requiring dialysis) requiring dialysis) 

5 mg 3x a week 5 mg 3x a week 
following each following each 

dialysisdialysis

15 mg 3x a week 15 mg 3x a week 
following each following each 

dialysisdialysis

ESRD (ESRD (CLCLCrCr < 30 < 30 mLmL/min, /min, 
requiring dialysis)requiring dialysis)

Multiple Multiple 
myelomamyeloma

Renal function (Renal function (CLCLCrCr)) Myelodysplastic Myelodysplastic 
syndromessyndromes

Lenalidomide dosing for patients        
with impaired renal function

Data on file; Celgene Corp.CLCr = creatinine clearance.             
ESRD = end stage renal disease.



TOTAL THERAPY II

ROLE OF THALIDOMIDE (Barlogie NEJM 2006)

- 668 pts randomized to recieve or not Thal during
inductionTX,consolidation and maintenance         

- CR 62% vs 43% (p<0.001)

- 5-year EFS 56% vs 44% (p=0.01)

- No difference in OS  (65%)

- due to shorter SV after relapse
1.1 yr vs 2.7 yr (p=0.001)         
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SINGLE vs DOUBLE ASCT
RANDOMIZED STUDIES

IFM 94
(N Engl J Med 03)

MAG 95
(Sydney 05)

Bologna
(Sydney 05)

GMMG
(Sydney 05)

Hovon
(Sydney 05)

No. of pts

399

227

220

261

303

Age

< 61

< 56

< 61

< 66

< 66

Results

EFS and OS

OS 

EFS

EFS

CR and EFS


