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This e of the ph}s ician news letter produced |:__. the Severe Chionic Meutropenia [mterma tioml
Fegitry [SCMIR i summarizes the activ ity of the Pegitiy forthe past vear, in:||.|.d.irg:|. SVNOps i
of the b=t A nnual Reportand 2 report on presenmtations at the 1997 Ametican Society ot
Hern:.tcl-:g.‘ rn-r-rting. Vou will alsa find armwers tq:-quﬁti\:-ru often asked I:-_:.' health cate
providers, s wellasa list :|.-:|-Ln:-w|-|.-d.ging all partici pating Ph}:ici: e from around the world.

ASH 1338 and Other Hegstry Activities

The Fezitiv will ke well represenied at the 1998 American Society of Hrrrn.t-:l-:_;_g.‘ et g,
in fdizmi with thee postet sess ion abstizets 1 nd 20 educa tiorml sesion. Dr. Larry Bower w il
presemt ” Sevete Cmgnitﬂ Meut ropenia, [t Mamgement and Outcome: The Role of the
SCHIR™ 2t aneducatiom | semionan pediatiic registries. The 2bstiac ts 2= “Bone o
Tr.|.n5|:l|:|.n1:|.ti-:r| (BW TY in Patiemnts with Severs ':urgfnitd Meuttopenia (SZM) H.ffr:.ct-:ar_!.' o
S-CSF7, Z Zeidler, |E Levine et al; “SCF inChildren with Severe Cmgnitﬂ Meu tropenin”,
C Tedler, etal; and “Lonz Term .5:|.'Fet_g.' of Fi|gr:|_'.'tirn S-Z5F T |1-rr.|.|:l_g.' for Chronic Mewtno-
penias, SE Kimey, eta |. Leok for reviews of D, Boxer s presentation and the abstracts in the
next Lipdate.

The Fezitiv has increased enmollmentinthe past vext |:n_g.' 25% and we continue to ennol |
:|.|:||:lru.\:irn:|.1:f|:.' ten new patients per month wor wide. Fnrollment |:n_g.' SOty i listed in the

table below.

As the R.fg'::tr_g.' CoMt nues o Zhow, weLre d.ﬂ'e|q:|i nga 1.:|.ri-rt_g.' u'F'l.l.':l._g.s to communicate the
rﬂu.l'l: u-'Fn:-u.r rr.nr:l.r\ch and data :|.r|:|.|_:.:i= o= Ph}:ici:.m and Fu.tirn'i:. A nrwslrﬂ:-rr and |1:|.nd. Ia-cl'_'-l-L

SOMIR Patient Enrodlment by Couniry®

COuUnNTREY NUNBEF SF FPATIENTS COUNTRY HNUNBER ©F PATIENTS
Alerais 4 &y 7
Bagium 16 L Lcesm baw g {
Canaos 33 fyamariang's &
Garmany 59 Spain 15
iralang' b Swadan &
ferasl g Linifag' Kingo'om 43
Linirag' Sparaeg 354
® dvoagh Ssademdecd, TR
Tital Svrodfmant GOF
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for patients znd theit fmilies will be |:Iu|:n|i=|1rd.mn; the Fezitiy website is underzoing a
major tenovation and is now located ata new address: NPy weber. uwashi ngton.eduw’ -~ regi sy
The bone mattow cell bank initizted in 1997 contaime :|.|:||:|ra.'|:irr|:|.t-r|_g.' T0sam ph and we are
imterested in mntinuingtr_'- collectm rnFllnﬁ fiom -:-:-ngrnitl.l and c}t'ic nrutmprni:. Fu.tien'l:.

Ohur g:-:|.| i toobtain (|12t least one baseline =m |:||e, Pnrﬁrnlah.'thr diagnestic martoow, on each
congenits land c}'c“c patient and (2)a nnuzl sam p|-= anall congEn ital patients. T hese s2m ph
will be imaluable for larlg-t-rrrn |:|.|:-c-r.|.1:-:ur}' studies inthese patients. Flease contacta Fegistiy
offics toabtain the instructions for sending 2 beoine marfow mm p|f toane of the cell banks.

Highlightsfrom ASH 1997

Chiieal Shudfes

1997 ASH abst acts included he ot from the SCHIR an two sub-gr-:ups n:n'l'-p:.tirm: regteied.
A repart on the L:rg-terrn trextment of chronic idiopat hic nEUtopenia w ith S-C5F' was
presemted in 2 poster session and an :Llae.-tr:.ct:.l:lpr:nrd regarding patients with Shvachman-

Diamand syndtome (3 D51 with severe chronic I'IEI.I.tI'A'_'lFl'EI'Ii:I..:

Rrg.rd.ing Fu.tien'l: with id.in:-pu.th ic neutiopen i, the r-rg'utr_g.' comzined datx on 137 Fu.tirn'l:.
of whom 116 had been treated with G-C5F for 2 median of 2.3 veas. The mexninfection rate
decreased from 204 events duri e the year prict to treatment to 1.4 events during the first
_g.'r:l.rc-'Ftrr:l.trrEnt.The number of infection-free months increased from 2 mean of 2.9 maonths
at baseline to B4 months during the fimt vear of treatment. Mo patients in this group have
d.ﬂ'-r|q:lrd. MDS ar AML. G-C5F appeats to be aneffective |mg—1:-rrrn t|1rr.|.|:l_g.' for patients w ith
sevete chronic id.iq:u.th i neutropenia. For a furthet report Mg.rdirgdmingaFG{EF inthese
patients, please see below.

The SCHIR has now collected dataon 13 patients with Shwachman-Diamond svndiome
(5051 and chionic neuttopenia. Ftients with 505 are known to have 2 predis position

o |-r|.|.|nurrn ic tr:.r:.'ﬁ:-rrn:l.tim; hm‘ﬂ'\rr. 1:|1r r\rl:.tir_'-ruhipm 1:|11.- Eﬂ'\ll.'rit_:.' -uFtlw Ia-u-nr L oy
d}s'rurlctim ot its treatment & unclear. [n the 13 patients repoited, fight had received S-C5F
H these, 3 pu.tien'l: (23%) have d.ﬂ'e|q:l-rd. deletion of chromesome 7, with one of these
tmsforming o AML. Because of concerns remrding the high risk of leukemic transformation
in 303 patients, the SCMIR is now registeting, patients with 505, even i'|'-t|11.-}'d.n:- not have
severe chronic neutn:-peni:.. in 1n artem pt to learn more about the relationshi P of bone ma renw

d}E'FI.I.I'hTtiEI'I =] lEI.I. LII'I.'I iC riElL.

The Aole of G- C5F Raspior M utationsasa Siap in Lakemapness

|m‘ﬁt%;|.t-m: in several centers repcl"l:-rd on fuithet studies of mutated G-Z5F recepiois
(SCEF-RY ar ASH 1907, These mutations have previous |:.' been found t-:-d.ﬂ'vr|-:l|:| in some
patients with severe chronic neut ropenia and 2 subset of those patients developing the
mutaticns |1:|.1.'-r d.ﬂ'vrlupfd AMLM DE. as nrpc-rt-rd. Fm‘ic-usl_:.' |::. 1:|1-r SCHIR .': Axa rﬁu.l'l:.



imerest has been stimulated in further reseanch ez iding the potential wle of this mumtion
inboth S2M and AML/MDS.

|m‘ﬁt%;|.t-m: in two cemers rvrpm'tfd on d.-n'vrluprnrnt of 2 mutine model with SAC5F recephor
mutations. Mclemare and m“r:.guﬁ in 3t. Louts, MO reparted an 2" kneck-in" mouse
mutation which reproduced the mutation of GCSF-R inan SCM patient. These mice did not
develop an SCM phenoty peand had bone marow and blood counts which were normal for
aze. fr virm studies of colony-forming cell 23 inthe presence of varving concemta tioms

of G-C5F 5 uggested 2 poms ible |1}'|:Irr|:lrc|i'|:-rr_|.ti\'-r respomse tofo- AP inthe presence of this
truncated SCSFE-R.T |1e_g.' concluded that these mice, who carried 2 urgvrtd. mutation of their
GCSF-R, expremed 2 truncated receptar in 2 lineage-s pecific manner, but did not develop an
SCH phenoty pe. Further studies are undervay to determine whether AML/MD S is increased
inthese mice and whether chronic adminitration of GAZ5F will affect the hrency or incidence
of AML/MDS.

A second mﬁimﬂt@.mm. Hermams et al from Fotterda m,* repoited on 2 mouse medel with
2 G5 F-R mutation which resuled in mice with reduced numbers of ci rv:|.|.|:|.ting neut rq:lh ils,
as oom Fu.md. wit|1 wil:l t_g.'pr |i1.'t-rrrn:|.tﬂ. |:-u.t 1:|1e neut rq:u.-ni:. was not as Fm:-'l;:und:u in SCk
patients. Simikurly, bone marow smea s from these animals did not reveal the chamcteristic
murphchgi-:ﬂ ch:nF seen inthe patients. TIW:.' propose that the truncaied STSF-R leads to
an alered Fln:-| iferation'mat uiation balance consistent with the :|.|:-i|it_g.' of the affected rn_g.'-r|-:id.
progenitors to clom v expand in the nmamow of SCM patients.

These two papers tcg-rthrr cerai n|_g.' add suppait to the ok of the d.ﬂ'-rlaprnrn't of 2 SCSF-R
mutxtion s a put-rnti:l.| step towa ids lrukfrnug-rﬁ's in patients w ith SCM.

Cther Publicationsof Intaeg from ASH 1997

Furthet infarmation rezarding the use of G-CSF in pediatric patients with chronic idiopath ic
nrl.l.traprni:. can befound in an aiticlk |:-_:.' Beinini etal inthe I\'.'ll.l.fl'ﬂ.l of Pediatrics.” These
imvestigators studied 2 group of six children with sy mptomatic chronic idiopath ic neutmopenia,
with an aim to define the lowvest possible doses of S-C5F that would benefit these childien.
The dome was defined |3l__. treatingt he children with d_'l.i|_g.' S-C5F and monieting blood waitk
twice weekly until an ANC = 1.5 x 10%L was achieved. The dose vwas then decreased in two
:|.|t-rrr|:|.tirg:.‘t-r|:u. initi:|.||}' d.-:l.l.l:-“ngt he imterval between doses . [F the AMC was maimtained

= 1.0x 10%L, the G-C5F dose was then reduced E-_g.' 25-50% . T hese dse reduction steps
wete altetmated until the lowest G-C5F dose that would maintainthe AR = 10 « 10Y L was
achieved. All patients were able to be reduced to 2 domze frequency @ nming from once weekly
to every other day. The children benefited from the medication in terms of tesalution of all
preex =t e, r.|1 ronic irrF-rh:t i\:-r::. reductisn in t|1-r 'qu usncy -u-'Frrnl. irrﬁrcti-:-u: rp'm:lﬁ. and
discontinuation of prophylactic antibiotics. The authors estima ted 2 significant cost saving
intheir centet |:-}' using, this stratezy. .-‘|.|t|1-:l|.Lg|1 conducted on 2 small group of patients, the
SCHIR advisary bon td believes that this st udy outlinesan f:ls_!.'-ta'.'--‘l;!l"ﬂ\'.' :|.|:||:|n:-:|.c|1 = ﬂ'FEI_!.‘
reducing G-C5F dosage in these patients.
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. Dale DC, Cottle T, Bohard A4, Fier C, Aitchisan R, Bonilkh M4, Boxer L, Catahna T,

Cham B, Freedrman M, Kannourakis G, Fimey 5, Mari [ Teidler ©, and Welke K for
the Sevete Chronic Meutropenia [ mtermt il Registry. Long term treatment of chronic
id.i:-puthic neutropenia with SAZSF, Bleed 00 (10 suppl ) 763,

. Bower L, Mor IS, Bonilk MA, Dale D, Cham B, Kime_g.' 5, Wele K, Fier C, Cambno

':d:ter, Kannourakis 5, and Freedman M for the Severe Chronic Nrutm-prni:l. [ mtermaticml

mtrv. Repart on patients with Shvachman-Diamend syndiome with severe chronic
] = P ]
nru.tn:-prni:.. Bloaa S0 flﬂ:u.pp 13

. Freedman MH, Bonilla M4, Bocer L, Catalano P Cham B, Fier &, Kannourakis <, Eirsey

5, Mari 53, Shannon K, Touw [, Welte K, Dale DC for the Severe Chionic er.l.trapeni:.
Irter mational Regmiry. MOSAML in patients w ith severe chronic neuthopenia (5CM)
receiving oA F Blood BE (0supp 1) 1782 {abstimetl

. Melemore ML, Poumsine-Lautent |, Link DiZ. Mice carrying atargeted “kreck-in”

mutation of their GAZ5F hece ot that reproduces the mutation observed ina patient

with severe mngenit:d mutn:-prni:.ﬂhil:-it netmal basal gr:.nu.|q:lc-iﬁi=. Blaod OO0
(10 Supp 111918 {abstract).

. Hermame MHA, Amonimen O, Kars &, Whrd AC, de _I'angh Z, Touw [P Micewitha

taigeted G-C5F recepror mutation derived from severe mngnitd neutropenia have reduced
abesal ute nru.trq:!|1i| counts butare mtsﬂ'-rrﬂ_g.‘ neuthopenic, Bloget S0 (10 supp 111822
(abstiact).

. Bernini _I":.".";-'-:-alr}' F, Buchamn GR . Low-dose recombimnt human grn ulc-:}'t- -:-:-lan}'-

=tim ul:.tirlg factot t|1-r|:|.|:l_g.' inchildren with sVmptomatic chranic id.in:-pu.th ic nEuthopen .
‘nra.lrnr.-ze'ﬁ_rfﬁcﬁ.-::u'n 12955 1-558, 199G,

1997 Annusl Heport Synopsis

Ervralimatt
-|'|1r-:lu.g|1 December 31, 1997, there were 531 patients fmrlgrniu| 245 H.i-:p:.th'r: 175, c:.'c“:
105) from 13 countries enrclled inthe Regmtry; G0 were le=s than |8 vears d'-:l.g.

Trantmant Regons

Lu'gitud.irn] data From the SCHIR demoms trates that, with conti nued Fi|gr.|stirn trExtment,
the inc teased nrl.l.tmphil level can be maintained forat keast nine vERrs. Statitics for median
d.'l.il}' e fior 2l patients I:p_g.' dizgnesis (maximum dumtion d'-":':."l.':l. rs) is shown in bl 1.



TABLE 1.

Median Daily Filgrasim Dosing (meog'kg'day)”

CLASSIFICATION HEAN [5DO) HEDI& 1IN P ANGE
Congsnital n=306 1492470 6.9 P2-240.0
Cyelic n=gt 28 (21) 2z 21-11.2
{apamic n=t 1§ 24 53 1.2 2.1-51.4
Total n=413 87 (187) 34 21-240.0

“rnd' e af pafisdr e h rafoiet' aab b oinaite aaaly aomas

Thranbaytpania
Du.ringth'u repotting peried, throm I:-D-C_!.“I'_'aFIEI'IiJ. I'|:||:|.1:-r|-rt count < 30 x 107 L) among
Filzmstim-treated patients was reported at 2 patient incidence of 3.9% (11/285); thrombo-
cyiopEni abo occurred at baseline and/or at times without Filgl:stirn administration and

was attti buted to the Fu.ti-rnt': |.|.nd.-rr|_:.' ing disrase. Dot continue to sUppeit the conclusion that
thiom b-n-:}'l:-:-p-rni:l. termins 0 i n'Fnrq went occurtence during theatment w ith Fi Lgn:t im | =il
it was mohe often ssen in patients with mngenitd tvpes of neut ropeniz and orset was not
related to increxsed duration of Filgrastim therapy. Most cases of throm bocytopenia were
mamged with 2 reduction or interruption of Filzastim.

o

Dadpment o Laukania
The drl.'-r|q:lrr|errt n:-'Fc_g.'tugnrtic abnor maliries, rn_g.'-r|-=1_g.5 Fll:si:. and leukemia remain the Bsue

of greatest concern. Resuls to date sugzest that patienss with congenital neutropeniz are pre-

dis posed to keukemic trmformation, but the mechanism of their 5u5-:-r|:lti|::i|it}' remaims unknown.
I 1:|1-r Pnr-c_g.'h:-ldnr i1, many congeEn rI:|.| nrl.l.trq:lrni:. Fu.ti-rn'l: died in 1:|1-r'rl r:.'t_:.'r:l.r: u-'F ||'er 'Frr_'-rn
infection. With Fi|gr.|5tirn t|1rr.|.|:|}'. most patients have n:-td.ﬂ'-rlal:rd. [iFe-th r-r:l.t-rningin'ﬁrcti\:um
and have survived well bevond two vears of ame. [t thetefore cannot be known if this increased
survival allows for 2 higher risk for the recognized mtural expression of leukemazenesis in this
popubition inthe absence of Filgrastim therpy.

A= n:-'FDrc. 3| 1 |"'.:"-.:'.-_. |-r|.|.|urr|.1'r: tI:I.I'IEE'_'I' matioms |1:|.1.'vr oocwed r_'-nl_:.' int|1r corEEn rI:|.| neutio-
penia patients; no leukemic tramrmations have ccculred 2 mong patients w ith c_g.'c“: ot
id.i:p:l.th ic nEut fopen . A mong patients w ith -:-:-rgenitd neuthopenia, the crude rate for
d.ﬂ'-rlq:!rnfnt of MDS/AML is B9% . A life table :|.n:|.|_g.:'= tevez led that the cumubtive tisk of
developing leukemia or MD3 by the end of the 8th vear of Filzrastim treatment ina patient
with coneEn ital neuttopeniz was 16.5% 95% C.[=9.8-23 3%} this represents an annual
e n:-'F:.PFn:q.ti rn:|.t-|.-|_:.' 2%, Ana rn.l_:.':i: r_'-'F:Lg at comvetsion showed the h ghﬂt Pmpu-rtim of
casesoccuried in patients 10 to 20 vears of ame. Moapparent trends were found between the
lew kemic comversion rate with aze and duration of Filgrastim administra tion. The stepwise
J.-aqui:iti\:-n n:lF monasomy .-_. RAS onCoZene rnl.l.tl.ti\:-ru.:.ndc-':EF nm-rptq:-r mutaticns in



s

SOE Fu.ti-rn'l: w i'l:|1 -:-:-ngvrni‘t:l.l rrrutmprni:. indicate 2 g\fnrtic Pnrdispusiti\:-n i rn:.lign:.nt
trmsfarmation. A nnuz | mar e cytogenetic testing to id.-rntiﬁ.' monosomy ¢ of othet ch:rgﬁ
indicatingt famsfrmation is |1ig|1|1.' recommended in patients with congeEn ital neuthopen.

Splenamely

Bazeline 5|:I|enu-rnf§.|}' was teported in23% u-'F-:-:-rgenitl.| neuttopenia patents. Du.rirgthe
ini‘ti:Ll 'Frl.-. vears u-'F Filgr:lsti m t|1er:|.|:|_g.'. 1:|11.- preva |n|.-nar -u-'l'-splrmmrg.l_y | nChe nes |.|.|:|tr_'- 43.3':."i:.
with 2 median Fu.||:u.|:lr :plﬂ.-n size of 2—4 cm below the costal margin (BZM Y The maximum
prevalence mte amore patients with ¢ velic and idiopathic neutropenia is not as high either at
baseline (13% and 2. 5%, rﬁp-rcti\'-r[g.':h:r d.u.rirgeight vears a-'FFi|gr:|5tirn them P 5.9 and
11, 1%, res prct'r'.'vrh.':l. The dezres of 5 plrn-:l'nrg.b.' with increased durtion of Fi|g|:|.:.1:i m them P
iz varizble. [n some individuals, s plrn:-rnfg.[l.‘ is amociated with theit |.|.n:|.-rr|:.' ing disease and its

Fn:-gr\r.ui-:n. concuiEnt wi‘l:|1 Ve irrﬁrcti-:-n. of inamociztion wi‘l:|1 |-r|.|.|urr|.1'r: tl:l.nsﬁ:-rrn:l.ti\:-n.

Odeqparod s Osaquatia

Owteopenia/osteoporosis was reported in 14.5% (77/531 ) of SCM patients (conmenital 58,
r.p:“: i3, id.iq:l:.thi: 133 Many of these repatts (37 were based r_'un|}' on 2 bnor mal bone dems ity
mesutements and it is unknown hoow many patients have dini:l.|:_g.'rn ptoms. Mo cor rehticn
was found betveen Filgstim dosing and the development of csteopenia or os e opoiosis.

D agnestic procedures for bone density evaluation have not been reparted in 70 of Regitiy
Fu.tien'l:. thus the actual incidence remaim unknown. [n aneffor o b-rttfrqu:l.nti'F_g.' the true
incidence and severity of cstecpenia/osteoporas s, the Registiy is col lecting additioml detailed
data on pat ients for whom catecpotosts is fepotted as aclinical |:ln'_'u|:-|rr|:|. and for these with
tepaits of abnoir | bone dermity e u bes.

Kasnilitis

"'.'El:culitis |1:|: |:.-en nrpul't-rd in 4% G'FE':N| [ Fu.tirnt; it = nrpn:rhrd at 1:|i§1t|}' |1ig|1er e
among patients with idiopathic neutropenia (5%), compared © patients with congenital and
c:.'v:“: tvpes af neuttopeniz (2.4% and 2.8%, rﬁprcti'l.'-rh':l. [n the Amgen-spormsoned SCH
clini-.:l.l tri:|.|=. Bl 3':'1: incidence d'-CI.I.tI.I'IﬁDI.IE VASCL |i1:'= was rvrpa:-rt-rd. I thﬁf Fu.tirn'l:. IEiEl'IE
wehe u:u.'l.”_g.' limited to the skin; over half of these cases were bi:-ps_g.' -proven lruk-:-::.‘t-:-ﬂ::.‘tic
vasculitis. Symptoms of vasculitis genenlly developed simukaneously with an increase in
AMC and 2 bated when the AMNC decreased. Most Fu.tirn'l: wete able to conti nue Fi %mtim

at the same or 2 reduced dose. The mechanism of vasculitis in these patients & unknown. The
Fegitiv is wil iZi Mg 3 questionnaite to collect additioml data on the extent of imvolvement,

course and treatment n:-'l'-\::culit'u.

Growtirand Devalopment

.JLI'I:I.I}'E.E n:-'Fgr\m-.'th and d.ﬂ'\r'uprnent R rnrt-rr:sh-:-w t|1:|.t -:|1 ild.nrn wit|1 S :|.n|.-=|1-:-rt-rr 1:|1:|.n
persens in the netmal pupl.l.|:|.ti-:ln; 35—520% of children were at less than the 10th pfmrntilr o



nc-rrn:|.| hfight 'F\I :.gf.Th'E d.i'FFrnrnDr in height |'=|1r_'-ri.-r 1:|1:|.n nor e |'I Flﬂ:i:l: wi‘l:|1 Fi|gr:|:tirn
treatmentand i rn-:-rr:igniﬁ-:l.nt ameong patients with -:-:-ngvrnitl] neuthopenia, s compied to
c:.'c“c and id.iq:l:l.th i trpes of neuthopeni; thus suggesting 1 reb.tiorsh ip o sty of illness.

P rev ious :I.FIJ.I_:.'EE |1:|.1.'r id.-rnti'ﬁrd 2t hend 'E:-r Ia-rnrﬁciz.ld:l;rct r_'-'Fr:Lrl = theatment on hrght.
hewwevet, this trend has not et been shown to be :.'I:l.ti:.'ti-:l.”:.' 5 gnrrr:l. ft.

Pregrancgy and Fertility

T|1-r Hrg'utr_g.' |1:|: data on 21 Fnrgmnciﬁ among, Filgn:tirn-tnr:l.tﬁd Fu.tirnt. |5 rﬁl.l."l:-rd in |h‘f
births and five were termimated (4 due tocom p|i-:|.ti:-r= 1. 2F the 16 live births, 13 necmes
were notmal , and three had 2 boorma lities . ':nng-rni1:|.| types of abnor ma lities wene detected
ina ‘h‘.‘tl.l n:lF'E-u.r -u-'l'-thﬂr Flnrgrn.n:iﬁ. [=1p" 4 d.u.ring eml:-r}'ugfrﬂis :|.ndt|1n|.'e 2t |:-ir|:|1 rrvrrn| 1 1
cardize |, rermal and cardine 10, Th irt:.'-t|1rﬂ- percent (7721 :I-:-'Fprrgrn. ncies d.u.rirgwh'r:h the
mot hers received Filgrstim treatment resulted incomplicatiors. The data from these few case
rvl.-Pr_'-rI: in Fu.tirni: wit|1 SCM 2pe irmnc'u:h'r r\rg.r\d.ing u:ru'FFi%n:.‘tirn d.u.rirg pregmncy,
further information & still required in order to better undemstand the possible effects which
Filgrastim may have on reproductive function and embryomenesis.

Mortality

A cumulative review of 2l deaths among SCH patients reported either during clinical trizk
ot Regjstry cbsenation revealed the leading dizgnosis at time of death was com plications
mecondl ty T |eu.|-nrr|.1ir. COMVETS KN I'n—lifl. T|1-r second most 'Fnl.'q wermt d.i:.gnusis was irrFrcti-:-n
(n=19) Medianage at death was 173 (nze0.33t0 B3.9 ) vears. Fﬂght of these deaths
occutted during 15577, none of which were reported as related 1o Fi|gr.|.5tirn.

Obanation of Other Adverse Eugriis
N-:-tnrnd 'E:-r ey Or I.LI'II.IEI.I.'I.I :I.d.".'\fl“ Ve s was 'I;:l.LI'Id. d.u.ringthis nrpr_'-rtlrg P-rru:-d.

Lig of 1997 SCNI R Abaacts

Roxer L, Maor IS, Bonilk M4, Cale O, Cham B, Kirﬁe_}'ﬁ.‘h"}'ehe K., Fier O, Caabno I
Cottle T, Kannourakis S, Freedman B: Repart an Fu.tirn'l: with Shwachman-Diameond
sy ndome with severe chronic neuthopenia [a bstract|. Blosd |9597, 00 s upp| 1 3544,
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