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Pomalidomide is a third generation. rmmunomoduratory drug in the treatment of refractoryand relapsed multiple myeloma patients. Our aim was t,c irruJ"iigrt" tn" 
"m"ucy 

and safetyof pomalidomide therapy in a real world settrng eignty_si;"irnguri"n patients wereincluded, 45 of whom receiver
th em pomar idomio" *, J 

-";;3 
i":-;i',i" : i:"l,ff 51lffi ;;"# ;lnl" a: ;]showed any response to the treatment ** .1u 

""roi"i" or very good partialremissions and 3g partial remissions. O, " rn"O,"n.Ouiat,on ot follow_up of18.6months, the median progressionJree 
"r.iuur rpiit *]. i.os.ontns, while themedian overall survival (OS) was 16.53 months 

^ 
*a ,.]o,a 

""*rt. 
patients with earlystage disease (R-ISS i and 2) had better survival re*,O ,n"rl#u ,rith stage 3 myeloma(p = 0.002). Neither the number of prior treatment tines, ,", il",,0"r"" .fractorlness hada significant impact on pFS' pFS was touno similar beti^,,""n-# 

"*on of patients withimpaired renal function and the cohoft witnout xroney invo,r"r"ni. orr,nn ,ru study, eightmortal infections and two fatal bleeding aoar,,au,ilna o""urreo, however, mildhematorogic and gastrointestinar toi(icities were identified ,. ,i" .*, frequent adverseevents The results of our investigations 
"oniir. tn"i po.aioomioe is an effectivetreatment option for relapsed/ref

in subjects wjth both;;;l;;;ffi:?"IX;Xili"?j." saretv prorire is satisractory

Keywords: survivat, toxicig, muttipte myotoma, treatm€nt response, pomatidomide

INTRODUCTION

Multrple myeloma (MM) is a clonal

trtrtt#l' ffi :,.:il.,.*l H,{[i]::i;11.*::1.:.::1ffi ]t,i.J J::,t":"..i::.11:
condition is,.B;;;;;";;.;.;;i". ffiilJlr,1.: i:;l:X,r::"*;:?:#il:, ll, l,ll",,,l,*;dLre to rhe novel pharm.rcoloeical rher6pis5.1h.r1 ,,*" 1""" )"..r,ir]rilil,"*o f,fBesides protersome inhibltors tpl) and ."r*,rr.i 

""i,u"i,'"r, 
' 
,Ilirr"rn"o r"rory drues(lMrds) represenr rhe backbone oftherapy,n utt ,..r,n.,.nilin-.r l.ii, ,,i",10".,0., rhe 6ist ttvlia
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Pomalidomide tn Rotractory Retapsrng Mydoma

]l,j-*:^I 1"* than. 20 years ago, was fo owed by the new
tcnerauon representatives lenaldomide and pomalidomide [?].AII IMids have pleiotropic effects that inclua"ii."ct inar.tionli
:::rJ:r]: I-Td,8"int tumor.cells. inrerfer.r." *ith ;il;.;idru oone marrow stromal cell interactions and the boost of theanti-tumor 

,immune responses [:]. Their primary ,rrg.i',r"uprotein called cereblon (CRBN). ff.,"' rfr-4ias UiiJ rf,.CRL4CRBN E-l Iigase, whiih leads ro rhe ,Uiqri,t";,ir" ' 

"itranscription factors Ikaros (lKZFl) and Ai"l"r,aiir;;; ;;results in the activation ofseveral antr-prolif"rrtiu" p"th*or. iii
,, Pomalidomide is a 3rd generarron fVla ,fr", *",..ppr"i"j fLlhe treatment ofrelapsing-refractory setting of rn,rltipl. .y"to.uby the FDA in 20rj Ir].lts convenrional j"ify a.*'i. o *g i;ri
::1 

b.. gridr," l reduced to r mg. rls hatftrf; i, 7s_9.sh:i; i,excreted both in the kidneys and the Iiver. hor.r.r;., ;;;reou(llon rs re(ommended in patients wrth kidney fcilure Iit.rrrc marn srde ellects include mvelosuppression, fafigue anddi.rrrher. l.rl. pomilidomide c.rn be administered withdexamethasone or in combination *irf, p..,""r"a" iriiUi,"r,(bortezomib) and monoclonal antibodies (isatuximab,
daratumumab) [5].

The aim of this study was to evaluate the efncary and safety ofponralidom-ide based rherapies in a large cohort ;;;;";;
relapsed/refractory MM patients.

Patients, procedures and Methods
Wt,approached all ceDters in Hungary where pomalidomide wasus(o, ano retrospective data were available for collection andanalysis. The clinical 6les of multiple .y"1"." pri;;;;r';;;
reviewed wiLh rhe focu" on 

"g", 
r.*, il,rr,aulstage, renal fun(tion,response to treatment and sunival. ISS stages were d"te.-in.iaccording to the International f"fya.." W..fOrg--Cffi(IMWG) diagnostic criteria.

IaBLE f I DemoqraDhc ano ct,.(atchardctenstrs ot the Daneflr oopu,at,o.(ASCT 
= auloo€ous stem cel transotantationt

Characteristic

Ago at lho djagnosis(yea.s)
Median {rang€) dlstribution, n
<65

65-74
75<

Type ol measurabte dis€ase n (%)
lgG

lgA

Ligh!chain
ISS dis€as€ staging n

I

JI

Numb€{ ot pnbr tines ot the€py
m€dian tange)

PrDr treatmeots n (%)
Eortezomib
Thalidomide

Lenalidomid€
ASCT

Pr€.Pomaldomd c]4cEenenc profile, n (%l
slandard nsk cyiog€netic abnorrnaltv
high nsk cylogenetE abnormally

42-A3)62

50
27

9

24

29
33

47154.65)
2A {23.25)
19122.1)

4 12-12)

86(100)

75 $7.2)
85 (98.831

s6 (65.11)

25/86 129 .AlyoJ
53/86 (61.6%)

9/86 (10.47yd

deati. In,our survival analysis, surviral rates in the cohorts werecarculated using the Kaplan-Meier nrerhod, while suJvai
:r.ii.",*,r::: compared using the log-rank test. Differerrceswrth probability value of less than 5% were ..gu.d.d u"statistically signiiicant (p < 0.05).

..,,. f.,jT_ ].:.1'.g 
was performed ac(ordrng ro tocal protocolswrr(jn yary and are specific to each o[ the participating center.Even if no agreement exists betweel

probes used, those for r 7p detetion. r,.]].1: ::l::: ::8::1'19 lh"
l^a,,,0, i. j 

^,i' ii'";;,;;::;::';' ;::j'i.illii.i,l'li;11]:# #used. FISH rrsuhs ofunfavourable survival outcome.i".fra.a iin,I4), t(t4; l6), del Tp) and amp(tq2t).

- - 
piltrents received pomalidomide oral)y on days l_21 of each28-day cycle in the dose of4 mg. conrbined with d*r;;,;;;;;;

40 mg weekly plus or minu-s a rhird agent. O;ilil;;.anticoagulation was administered in every case unless anycontraindrcations applied. The anticoagulants ,flr, *.." ,..jcould be aspirin, low rnql6qulll weight heparin or vit"min II
lili9",^.,ilr: depending on rhe patients, risk factors anJ
:::"1:,o,1,:, A, p-recise comparison of rreatment ef6cary was

F:iT"::.j 
by 

-de6 
n ing 

, 
response crireria lcomplere re,ponse

l;J,'_":1 9*o Partial response IVGpRl, parttal response

:::1,.1o 
response INR], and pro8ressive disease IpD]i .rndsurlrtai measures (progression-free survival IpFS] and overallsurvivll [OS]) in rccordance wirh published fVW'C gria"li;.r.

Overall 
-survival 

(OS) was measured f.orn diugno.ir.;;;i ,;;event of de,lth from any cause, while progression-free survival(PFS) was measured until the first do.a"** p." g,",,;,-r ;ffi ;; il:il:'l::li::,':rn: ?::iT;

RESULTS

Patient Characteristics
Six centers were involved io the trial with 86 patients in total, all ofw]rcm received pomalidomide-based,f.,"*pi". U.i*""n' lrf v20.18 and Deccmbcr 2021. Ail medicj ..n,.r. 

"Oriiibalanced- patient-level demographic ct 
"r".t.ri.tic, 

-tfai'tf 'ti
55.8q,o of the subiecrs were i,uie. A,rer"g" age at the starr ofpomaljdomide therapy was 62.t6 t e.Z y""r, 1i,.ai"n, eZ, r.ng.,42-83). Patients were heavily pretreated, the median nrrnb".l-fpnor irnes was 4 (range: 2_12). All patients had prior bortezomi'band.lenalidomide treatment and g7% of tn". *".. ,.fr".io.u tl
5.,,i ^1,.9,H tr,or rherapies rr.rra.J a"rri"_ro,."u i!7*jicarnrzomib (J9%) and ixazomib (28%), as,r" o. u f"* poi;.ni,who had received novel innovative drugs such ", ,*,;;i;;;,venetoclax, selinexor or belantamab_mafodot in. 62.7" ;i ;;;
lllt"ll, hr9, pnor autologous stem cell rransplanlation. prel
Pomairdomide FISH lests were available fo, ZA pot,.n,", !.](61-6%) of whkh showed high risk c),rogenetics. The maiorirv
nao hrgh inlemational staging sysrem uSS) score. with Zq, Zi ani33 parients in-the ISS t, i uid': g.orp, respectively. Markedlv
Imparred renal tunction (GFR< 30 nJ/min) has been reporred il2,2 cases.27 patients had extramcdullary -"rif"rt"ti". .ili.
disease when pomalidomide therapy was initiate. To detect

october 2c22 I votlfne 28 ] A(lcte 1610ti.15
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TABLE 2 lAdverse events.

cradc.t_2 Grad6 3 Grade 4 crads s Treatment responses
rPD+NR PR TCR+VGPR

FIGURE 1 | ?eatment r€sponsB rates
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extrameduJlary disease, mainly CT s<.rn and MRI were used,however, pET-CT was performed in g cases. ,n*l-.i ,rr"*patients had central nervous system iDvolvement.

Adverse Events
O*":9,,rg to the reported number of adverse events (AEs),pomalidomide treatment was well
r -2 ocurred," r, .",". i;;;.1#'il:liooi::#ffi Ti:c),lopenias (grade I_2) and gasrrointesrinal toxi;ities (diarrhea)

There were eighr fatal infictions *".i^rj.]l.rJr'."111;
Pfleumonra and related septicaemia 

"na t*o .ura, of i"tulbleeding. COVID infection occurred in t.n p"ti.rrtr, i*o-Jithem resulted in death (Table 2).

Efficacy
The, majority of patients (45 cases, 52.j9(o) recejved acombination with only dex.rmethar
but :s or *,em'(q.1. ;J,,il' ;';;'i;:"""1# ;]?,iii:ffi-J::ixazomib) in addition. In three cases, pomalidomide wascombined with olher agents (daratumumab, veneloclax or
Pembrolizumab). Treatment was usually continued untilprogression, unacceptable toxicity or a.uif,. Oor. Ju.,ionwas necessary in 2l cases due to mild .. -"a*"r" ,"*i.iii.r.
lf: ."OOi:r.b:: ofcycles was 7 ( t _411. Ou"rutt ,"rpon.. .rt"tlas assessable in all patients, witl lg% havrng con.,rtjt" n.ri*good panial and Jd% partial remission. .-""t-;il;:';;,1
showed minor or no resDonse to I
(Figure l). 

the pomalidomide Gerapy

- ..The 
clinical cut-offdate was 3l December 2021. At a median

3],:::lo ,o::llo of I8.6 monrhs (range l_r0), the median pFS
was round 9.0J months, \,,/hile the median OS *u, a.ur*.jI6.5J months in the whole cohort (Figure Z). On the basis ofourresults, lhal there was a trend towards.rp.rio, ffS in ti" iicombinlrion 

.group 
(Figure JA). patients wjth 

"rrli., ;;";;drsease (R.lSS t-and 2) had significantly lr"tr", ,r.r,r"l ,.rui.than lt)ose wr(h R ISS stage 3 myeloma (Figure lB). The numberur prror rnerapres did not seem to influence the pFS results ani
ll:l:,** i" significant difference between the survival rates ofrenaIloomrde.relractory and non_refraclory patients ellher. In
:i,':j,,:1",i:^I,r," resutrs. parienrs r,*i"i,a**.' g","u.
:1,:J':':":',^ T1",1, larkedly i n ferior survi vat in .o^p,'".i,o,
]alu 

r s(anorro H5H resulls (post hoc analvsis. r, = otr7\lttgure 3C). Notably, patients with sevcre .*i fr".,"riintpairnrent showed sintilar pFS resutts to those without renal

dysfunction
manifestation

(Figure

of mLrltipl
3D). However, extramedullarv
e myeloma remained an adverse

as well (Figure 3E)

prognostic marker in patients receiving pomalidomide therapy

DlSCUSSlON

Pomalidomide was approved for th
myeroma patients-b]';; ;;;ljTrl';:?::[:,H":'l;:]:
3 trial (MM0J or NIMBUS) was conducted ro assess rhe efficacvand safety of pomalidomide plus Io* dose ililil. iir".;Dex) versus high-dose dexamerhasone (HDD) i, RRMM ;j;,;;;:who underwent and failed prior bortezomib and lenalidonride

l1?":: th" *:rfls of the invesri8arion revealed thar low doserom/^uex showed sjgnificantly longer medran pgS fl.O moniis
:" ,.,:::tr) and median OS (iz.z monrhs 

"r. 8.r.;;;;:;
than. HDD. These 6ndings were prqrni5ilg, fr"***, ,i,. 

"*p..i.Jsurvival was still poor in this heavilv

Il" llti:..1 
oili;l;,il ;: ;iil1,::.[",1,:*Tj;::l#i

nao already received one to three D

l11ll1l1g " 
renar idomide.conrai n,,;':J;,Tl'?:: :i [:ii;:

:^"::::ir* cycles. 709o of r}e parients were lenatidomiderelractory. Patients were assigned either topomalidomide - borrezomib _ dexameihasone fpvdt trrplei
I:rapy or to borle?omib - dexamethasone (Vd) combinatroo.
P-Vd lreatment significantly improved pFS ,n l.n"lido;i;;-
retractory and non-rcfractory patients, compared to the resullsachieved with Vd therapy (iz.o and zz.o months vs. 5.59 and

Patholcgv & Oncobgy Research
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FIGURE 2 I Overail and progression tre6

9.53 mohths, respectively. Evaluation of trealment also revealedlhat patients who had received one preuous line oftreatment andwere refractory to lenalidomide reached a median i;;;;.;:lree survival of I7.g4 months with pVd versus ,..; ;;;il;;Vd. lmproved progression-free survival with p"."1;;;;;;;:bortezomib, and dexumethason,
a.*u-.tr,u-nJ'Ju,liffi ',#;',":".;.1ili::,",X*,#1
prespecified 

.subgroups, including patients *rtl,rugfr,risf.cltogenetics (median 8.44 months vs. 5.32 months) *j,fr"rlwith previous exposure to proleasome inhibitors (median10.9t monrhs vs. 6.31 monrhs) [;1.

^ _ 
The.introduction ofmonoclonal antibodies in the treatment of

llllr:f* i"a.a opcned new possibitities for the creation ofn^ovet rnnovJtive pomalidomide_containing ."gim"nr. 1n- thl
IC|RIA 

phase 3 trial, eligible parrrcipants were patrenrs wh^I|ao recelved at leasl two Drevio s lines of tr."f."nf in.iudinllenalidomide and a proteasome i^hibi,". Th; ;;;;;;;;";iiassigned to eirher the anti-CDJ8 _"r;i.rJ ';;il;i
isaturi.mab 

.plus pomalidomid. 
"na a"*u^"if.,"r_""-lr,pomalidomide and dexametiasone therapy. At u rn.a,*

l:,,.":._T.,", 
,l,U 

T.nths median progressionJree survivat wasrr.).monrhs rn th€ isatuximab _ pomalidoaia. _ a.*"rn.tiuro,i.group versus 5.5 months in the pomalidomid"_d._";;il;;;;;
group..The results demonstrated that the p;;;;;;_;;:
survival 

- 
brnefit with isatuximab was consistent in all

lJ::fcrjed 
subgroups, including patienrs wirh p...';.";;".;,

rnose refrlctory lo lenalidomide, a protersome inhibitor, o-r bothlenalrdomide and a proteasome inhibiror u, tf," f.rt Iin"'p.*iJwlorstudy entry [i]. In the ApoLLo phase J str.rdy, daratumumab,
a drtlerenr combination rherapy was appli"a, ,n" p",;."i, ."*ir.janti.CDJs monoclonal 

"n,ibody #i.l *".,.;;,;;;;;;
f1'1|1::-]1" Eligibitiry criteria were defined as the

l', ":1,1r_",]" study population only included p"ri.ni; *hor:do rerapsed or relractory mLrltipJe myeJoma *,t rn*rr.uii"
l":"r,., h:d received at least on; previous lir" .f th;r;;;b^oth- lenalidomide and a proreas;me inttUttor, l"a u'iu.tJresponse or better to one or more previous tln", oi "nii

myeloma therapy, and were refra,h;,^."*;J;;;,',;";ilJ:I",.j""7J:"1il",jf .#::,1;::l
randomly selecred and divided into rwo groups. Sub.iecrs in theseBroups were assjgned (l:l) to recei-ve ;".",r;r;J';i;,pomairdomide and dexamethaso
dexa m eth a sone ;; ",,;;';.il;i: J., 

r"?Tf 
::"#,j.:,,:litherapy o vs.2-J vs. > 4) and ISS disease 

""g. 
dr;; ":;;;;;(i vs..ll vs. III ). A nredian follow_up of r o.g ,""",f,, ."""""iJ'iir"?

l5 lf:.r* resulted. in the improvemenr of progression freesurvrval in rhe dar.rtumumab pfr,s p"rlria"o*iJ.' 
. 

"")dexamethasone group compared *if, ,f,".porn"f,aorn,i" ,nidexamethasone g.orf {r"diun I2.4 monrhs l95yn ct x r_ro rrvs. G.9months [5.5_9.3]; hazard ."rio o.o: isi!" ;i;;firjltwo-sided p = 0.00rS) [.r].

-..-Y,":O,r: 
lhese promisiag srudy resuJls, there is only a Umrlednurhber o, publications rvailable in t".*. of ."ot-*o a ,",uhr.o-fpomalidomide treatment. A Japanese {,n.aa^unap"i""i,';:;;JJfi flTt:"j:I"*":"ffi *i:"jwu low-dose dexamethasone. Unlonunately th" porn"i,do.id"

1::"ll y' p-oorly rolerated in this heaviiy pietre",l"a g.rp,'"")only 2.1.4% of the patients were able to conlinue uentment over

l];1.1',ll.,o, 
rtarian workinB sroup "nayr.a *,. aut" oi'iii vrur

li:t-"1"., 
*n" were administered pomalidomide 

"rd io*.;;.;oexan)cthasone as a median fourth-line m.r"Or.--*.rjl
reJponse rate .,Nas 

43.4yo, and median pFS and OS #.. ;;;l4 months, respectively JI tl. Macrocia et al ,etrorp".ljref ;an;;;;the data of70 patients trerted with poma.lidorn,d"."t 6r" U il;;;";behveen 20lJ and 2016.96.590 were refraclory t" IMi;",-;;;;
::::-::lii"? ro borh an rMiD and bonezom,b and e2.eoo were

1;i'::l:?-:: 
their rast.tine of therapy. The rrearmenr .*r,r,J."izd-oay cy(ies ot pomaldomide (.rdminisrered on . dalf b;:;;;

I -2l) pJus dexametiasone {on days l, g, I5 and 22l. plus or minus athird agent. The overall response rate w
,".a" 

" 
rorr ",, i.i i.; ;:il:' ;:# ;il:l::: 1;::, Hljwas 5 2 montis, and median overJl slu_r,ival was 13.7 montls Nosr8nlhcant difference was observerl

rierabirty t-,;;; il.,,;:.;'J J ;'l;l'"";,.".il-i -i:

Pau.ology & Oncotogy Research
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Charlinskiet al reported on 50 RR multiple myeloma patjents frompotand 
.who received eirher p"."ria".ia. 

-i."I*"r," 
r.iidexamethasone or pomalidomide

dex a met, asone,"d';;; 
";;, ;.' ; :::'l',l:,,;ffit#.:, #"7that the overall response rate was j9.lqo. Median progression-

lt;,"^ 
*T':l (pFS) and overali suryivat (OS) ,r"r:';;",-tU-0 and I4.0 months, reipectively. Uo r..o.irrionr..iiri""npre,rous tre.tment with immunomodula..r, d;;:,';;";;;r;

ll'jlT :]t_u-"pr,,t and pFS or os _"ra L" i*in"il iii. ri-r.spanrsh PETHEMA-Cem workjng group lnvestigated t-he efficacvoI pomalidomide plu, .y.tophoipiutd" ;#;".J"r*lcombinarion in the RR s.tiing'of mulriple myeloma. Thev
llFd_t: survival data of 160 patients and ;;.;",,,;lmediun PFS and Os w",. 7< ^_'r

* i.n :ilr"^. ii; J;'; ; "", il: J; f ,'Jf i:,:"ii"'::l',it
ll,]:, 

tl " recently published p"pe., US_basJ 
".;;ill,i

oncotogisrs eva.lunted tle 
"ffi.ucy' 

oi pomalidomide ;;;;r;", jsecond Iine afier lerralidomide_ba"., ;r;;;."il",:r&::

:1"_ 
diji 

"f 1t relapsing MM parienrs, fiom which t26 receivedpomalidomide_bdsed and I z4 receired non;;;il;";::;;
asa second line regimen. In pomalidor
cohorrs, disease ;,p;;; ;;";il:ttoe 

and non-pomdidontrde

o.ooor) Mrntrvariai'e";;,;;;;"0:.':: sr Tuo respectivelv (p <

n:il:,"*:"::.lT.ii","T ;T' ;:,;;5::;"T"..,:,H;:
p.'n"rrd";l;:';;;;;,',.1i*"il,,11-*' not reached in *re

non -po,""r,do.,d. i;#'i,;; :;,il ;:I[i,',1 1, 
-"'*' ," *"

uur Hungarian Myeloma Working Group is highiy commrned tomake research u*ong putient, ,"c"ii,
recentty pr.rbtished #';;;"ili ;]8 

tnno\ative theraPies we
o,.o^b, .d*ut,.,-,,n;;;"1"l:,#1?.;: 

-ilf:#l:
1.16,I;,Ix.t'4. fu MM patjents are usually 

"arn,no,.rJ-.*lrjl], if O*3i1., Lhere are overlaps berween rhe patjentpoputations 
_of these publications. I" ',h" :ir;;, ;' ,"rr"#;e,'ghty-six RR,mrrtiple m yeloma patients rec(ived puma_lidomidctherapy outside any clinical triis unti D...rnb;r- ;;;",;;;
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,t""h"nt pro,o.olr *ere strongly influenced by lirnding mla ofthenational health.insurance, since-pomalldom,d"; r;f ffi"d ii;
l::,li,"lu who received o*,., : p.io. I.".;i;#;;;,judr\4dual requests had to be submi
mosr ol ow patients were n"^Ilo 

t each case As a result.

pomalidomide i."n,,J*# 
I'Edvly Pretreated and receiverl

fl,tin8 "8ent.,;;;;r,,si;,,h" ;":fiH."H:::j'flflH,;
res. ts were superior to the findings 

"f 
,1" rrliloj ,*i, *Tr.r".rather comparable ro the dara of 

"the 
OPTIMISMM;irJ;;d dr:jllil MJ:l:." croup l-,l3l. Howevsr, g1s1s was a kend ofsupenor pFS in our p[ combination

of tJre analpisof data;;,i# frol'l 
group Based on the result"

ue rdenrihed R-ISS and exuamedull*lt*t"1llTt T each subgror-rp,

:. 1-:'"o ,-od; ;;";,;:;;Llii'#*l ;:*:: ffiaoverse. genetic. a.lterations showed _"rf."ay ,f..io. .*uir-oi,iicomparison with those hannq sander
nndrnSs demonskate thr, no;,*rfi.rnlo 

FISH results Notably' our

:".#*".::";$:""i;:H:ilfr :I[::T:T"5'ff ff ::o,u rrJ resuJts. Ful.thermore, patientJ withnparred renal. function showed similar pFS ,.r,rfr, io ,l,or. *il
lj,l]l9T:]r* l,nce rhis poputation was excluded from mosr ofute crrnrc,.rr.iak ircludins OeTTMISMM, ICARil ;J;.p,ij;i;:
:::::,T*.1, is r-he 6rst to give evidence ,t" 

"a^r,r*,t"" Iipomalldomide to MM patjents with moderate ., ,*;;-;:r;lalue is safe, effecUve and well-tolerable.

o -Jerrous-adverse 
events including patients, deaths occurred inu{ascs (9.31 Eo) which .ate is compirable to,h";;;r;; ;;.,;:olhcrat clnrc.al krdls The predisposing facto., 

"f 
;";:;;;;.,,;;:c^ould be both neutropenia and'humJral irnrnrn.d";:i;;; ;r"

:o. lmmunoParesis in MM parients. F"r,rrr;.i;,-;;:;';i ;;;patrents developed no o, oniy minor side effects.
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