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# # 5674093530 : MAJOR MEDICINE

KEYWORDS: ACUTE MYELOID LEUKEMIA / CHEMOTHERAPY / INVASIVE FUNGAL INFECTION / PROPHYLAXIS
ONWALEE DHISSAYAKAMOL: A RANDOMIZED CONTROLLED TRIAL COMPARING VORICONAZOLE
ANDPLACEBO FOR ANTIFUNGAL PROPHYLAXIS IN PATIENTS WITH ACUTEMYELOID LEUKEMIA
RECEIVING CHEMOTHERAPY. ADVISOR: PROF. CHUSANA SUANKRATAY, M.D., Ph.D., CO-ADVISOR:
ASST. PROF. NOPPACHARN UAPRASERT, M.D., 49 pp.

Background: Invasive fungal infection (IFI) is still the important problem causing substantial
morbidity and mortality in patients with hematologic malignancy who develop neutropenia after
receiving chemotherapy. To reduce the incidence of IFl, primary antifungal prophylaxis is recommended
in many standard guidelines. However, there has been no randomized controlled study comparing
voriconazole and placebo for primary antifungal prophylaxis in the patients with acute myeloid leukemia

(AML) after receiving chemotherapy.

Patients and methods: A prospective randomized controlled evaluator-blinded study was
carried out to determine the efficacy and safety of voriconazole, in comparison with the placebo for
primary antifungal prophylaxis in the patients with AML who had received chemotherapy for either
induction or consolidation. All patients were randomly assigned in a block randomization of 1: 1 ratio.
The primary endpoint was the incidence of proven or probable IFI during the hospital stay and within 30

days after receiving chemotherapy in the modified intention to treat population.

Results: A total of 40 patients with 44 courses of chemotherapy were enrolled: 22 in the
voriconazole group and 22 in the placebo group. The incidence of proven or probable IFI was observed
in 0 (0%) and 7 (18.18%) patients in the voriconazole and placebo group (absolute risk reduction 18.18,
95% confidence interval 0.01 to 0.36, P=0.036), respectively. The estimation of 6 patients would be
needed to be treated with voriconazole, in comparison with placebo, in order to prevent 1 IFl. The
mortality rate was 0% and 9% in the voriconazole and placebo group, respectively (95% confidence
interval -0.04 to 0.22, P=0.148). The median length of hospital stay was 32 (interquartile range 26, 36) and
28 (interquartile range 13, 38) days in the voriconazole and placebo group, respectively (P=0.510).
Adverse events likely associated with the treatment was noted in 5 (23%) and 1 (4.5%) patients in the
voriconazole and placebo group, respectively (P=0.049). The most common treatment-associated
adverse effects were skin rash (2 patients, 9%) in the voriconazole group. No patients discontinued

voriconazole treatment due to adverse effects.

Conclusions: Voriconazole was more effective than placebo in prevention of IFl in the patients
with AML who developed neutropenia after receiving chemotherapy for induction or consolidation.

There was no serious adverse effect associated with voriconazole prophylaxis

Department: Medicine Student's Signature

Field of Study: Medicine Advisor's Signature

Academic Year: 2014 Co-Advisor's Signature
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Trewadivniniiszaziaiuny

(13) 1N
mMsfinw1wes Pagano L. wasaniz WU 2550 fUasuwisufiniden 11,802 578 wull

[V
Y

mMsfndesgnauvisdu 538 518 Anlufesas 4.6 Tae Sevay 69 UudUleuzsudadion

= v

1viinludased uasfniesngy aspergillus iniianiisiosas 57.6 VoIAALTRIIVINLA

9

MUIPILIINGY candida Sewag 32.5 Faldnsnsidetingedielevay 39

(14) | o 1AM v
nsAnwvedlsmetuiagansal gt we. 2549 ludedlngilasueuad

¥ '
4 A

o v o a vy A a2 A ° & = a
Urdndiuiu 125519 ialdillesanildiaiionunas 172 ase nan1sfnyimunisinidengn
Aadengatiiiveuazaiin 84 a5 (Geway 40.5) InaluwuafiSounsuauvesiian (Soe
ag 63.9) MuLmskuAisewnTIIN (Sevar 29.9) uavliios (Seuaz6.2) FeguRnisalves
a & da A & I Ao a & & i
n1sAneTAinIINLUATSBLNTIUINLAZITR T INUINETILIULTY Ingnui@esilungy
o ‘ﬂl U

Aspergilus uag hyaline mold TugiUae 8 18 Fadumsitadenfigaivanguliuuueu 5

378

msam%aiwﬁﬂqﬂam Trfinannidosiassaiin Tdun Candida spp. WAy
Aspergillus spp. lngaufinisalnsiinussanuiosas 60 way 40 auaRy maﬁm%mwuqﬂ
':;ﬂsuaw?}ua Aspergiliois spp. Tui{ﬂwﬁ'Lﬁmﬁamnﬁmé’ﬂé’%’umLﬂﬁﬂwﬁ’m ansaialanaus
sruumaaumegladiuiuy ayn ledanIeuTiinseus Wy orbital apex §IUANDY ANDS
s von antudagnanudnlulunaenidenunsnszarelletenzeney wuimdeiliae

n1sonauazilolBanienatsiduiua duldRanids waznszaely du daw e 1a 910

guin1sainsAnwe s MiuiNTuLarldns M sideddnaaiividuuimislunisguasnwinig

Y



a. nmslisdudesifiedestunisindesdususnilizusuaddn
(prophylaxis) JunsziRuananzdindenunas
b. msldudosmdmnldfuenaiidadefiiadonuduasdldil
navauIieeUTIuy (empirical treatment)
c. mislferdudesmvdanldfvenaivida efld Wadoarid was
g Ul fumsfinden 1y Bndisdleanuseslsn nansianiuan
Tawnuiuuludenduuin (preemptive treatment)
d. msldedudesmdmnlasusaivhdadedld waziinansiammendinen
visenawnleunldiunsinigos (specific treatment)
Tuiligtunslisdudesifietosiunsindesvinanaruvesithedindanun
sannsligedivinuagitasugnanelunsegniinisinmogiaunsvats "
MSANYIUUUANTRY Winston D wazanug Tl w2539  iewIeuidioy
Us¥AnBamvasen Fluconazole fuguaantumstlestunmsinidionlufireusiudingen
ynildFugiaiiviadnau 257 au wuiilunguitlé¥uen fluconazole figinisainisiin
msfadosuinafilanasesiifoddey Gevas 6 ileufudosas 15 Tugteilden
waen P=0.01) wrgtRnsaimaiRansanidesananiliseiy Gevar 4 ifleufuiosas 8
Tugithefldemaon P=0.3)
A15ANEY meta-analysis 83 Robenshtok E. wazaasz Tl w.a. 2549 dsausan

Y

v v v & D & @ A v vo a o i

Toyanisldendudesludvisuzisadafenvinlasueaividauazgnaglonsegn
71U 5881 AUNUI An1sanasveinsiiaiiesviinanaiuegeiituddsy (RR= 0.84; 95%
Cl, 0.74 to 0.95) wazillofinsanamzlunguitheuzisadadonvinuindnisanasweinis

(Y] |

Nnwesyingnaiueelidedfey wiliandnsinisme (RR=0.88; 95% Cl, 0.74 to 1.06)
Al P a | av vo . A 8w oA v P w
wazllaSeuiieulunguilasue itraconazolewiinui funguiils fluconazole wui1 8031
N13590TIa luANANIY Wi iaaeslinat1uAsslusEUUNNLAYDIMI WAL N1T8DNVIBVBIE
d‘ U ! L2 d‘
WeSuusemusiuiugnau

= (11) { v
nsAnwueY Comnely, O. AlagAmy  tul w.a. 2550 ietUTeutisunislgen

osaconazole  fue fluconazole %38 itraconazole TufUrsuziSasindanu1iviin
p A
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Weunduyiinludaseanlasueneiivntn 602 au wuin lunquinldsuen posaconazole
gnsnaiiansfadesignan 7au Andufesaz 2 drsantunguillasu fluconazole %ise

1Y

itraconazole fifisasimaiansfinidosgnaty 25au Anudesas 8 (P<0.001) uarlundgu
posaconazole #18031N1550ATINUINNT10E1UTBEADY (P=0.04) WA ANATIALIVDIEN
WNNINGY fluconazole 138 itraconazole Savay 6 warsosar 2 auadulaudIulngny
fieymeduldoniou wavszuumaiue1ms

nsAneNves Egerer, G. wazaniz Tl e, 2554 wuItugUaey a0puiilaen
Posaconazole tiodosfunisindeslufiheusiadiadonuviadoundusinludanssi

a o

losugaiivndn wuindgifinisel nMsiinnsinesisingnaiurianun Sesas 1.3
Voriconazole Jusnlmilungu azole wWuifieniu Posaconazole @aifiuszansnin
Tumsdnwdesilaninuasaseunqu Muges1ulin Aspersilus spp. wag Candida spp. wae
F1indu Inefivisguuuudauazdinsuuseniu
= (20) 9 =« A ] & N
N13AN®Y1Ve Barreto, J. N. uaganie Tl 2556nuidthsuzisulaienuivin

a o

Boundurinvinludassd wazfuaslsaludlafanaradin Aldsunsinudeiaiivnge
fiavun 419 18 uagldevoriconazole Sutseviu Tumstlestunsiindesn wui $8ns,
nafin nMsAndenedagnauionun 2035 9ngae 165 aufldsuedestu  (Gowas
14.5) Ineuvadu proven Speay 2.4 %38 probable Seway 4.2

n3AnYIes Michelle R. wazaniz " 82556 dudunsfnunuuludrands i
Toyadounds 12 U luftrefteuziudinbonvaindeunduriinvinludassd uaziiae
Tseludlafananadin AlFsumaniivntn 216 918 T#uerdudontosiunui gifinisal
Anfndesaingnalasrasiomn Sosay 13 lnewialufiaeilésu Fluconazole Souas
25 , Itraconazole So8av16, voriconazole A 14 MINAINU LazdldnIINTVEALINDY
vue doenintungu voriconazole aegneiltdAgy

nsfnu1res Vehreschild J. uawany* 1l 2552 FadumsAnwiuuudu U
9719111 prospective double blind randomize control trial \iawSeulfieu voriconazole

FRASUUTENMU Lﬁa{]aqﬁ’umiﬁmL%iﬂu;:iﬂwmL%qLﬁ@LﬁamnﬁuﬁmLﬁﬂuwﬁmﬁ@lmﬁaaaﬁﬁ

Yo Ao w a P ) N ! N | av v
lﬂﬁ'UEﬂLﬂﬂJ‘U'TU@i%EJ%LLiﬂL‘U?EJ'ULV]EJUﬂUEJWMa@ﬂSLu&\IJ‘U'JEJ 25AU NUI IUQ‘\IJ‘U'JEJﬂEjﬂJVle@TUEﬂ
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voriconazole 1w 10918 lalfimaiAnsesTsanisfindelutenias Waifieutu nguldsue,
vaondiiinisiinseslsalulen 5 518 910 15598 (P = 0.06) kA¥IEEELIAINITUDY
Tsamerualunguiilé¥utseniu voriconazole dunin (seezinanade 319 Tu) vued
nataAssweselunulivaosnaulainneiy

msAnulungugasfidaidonvimainnsugnanglunszganuin msfnuives
Wingard JR. uazamiy” Tull we. 2553 fhefifiaidenunisainnisgnanglansegn
3113U 600 518 Wué’mﬂmnﬁmmﬁamL%y@iwﬁmqﬂam%%as 7.3 uag 11.2 laedldnsinis
AnlsAa1n3Ingx aspergillus $owar 9 uaz 17 Tunguitld3ue voriconazole  uaz
Fluconazole auasU

nsAnwIwes Mark DI oy Az Tl 2554 fihedwau 498 au Wisuiitsunsli
gndostiunisfiniies seming voriconazole U itraclonazole Wy Snsinsfinidesvdn
anaw¥esay 1.3 uay 2.1 lunguitld3uen voriconazole uag itraconazole AudIRUvRL
Shsnsseniinvesisaningulaisneiu

{]a@ﬁ’uummamﬂﬁmi’]aqf‘ﬁ’umiam%}aiwaa European guidelines for antifungal
management in leukemia and hematopoietic stem cell transplant recipients(ZS) Tu
funsnzsadadenvnilduenaividanazinnzsindeonynludeaduuzililden

o

posaconazole Tusgau Al lilasainnisAnwvesedudaiveyaliiiiesne wiludnguyUled

Y
dindenuniluidensiannisugnanglansegniu twugiinislden voriconazole lusesiu
Al Malug U sNUeINTSNYILaEYIe GVHD

ndeyadnandisiuvaniuin nsliendesiutivandnsnisingesvingnaiy

(%
Y

LazdIvandnsInndediala dnvideyalunisshwinisiaiesiviingnaluainiyenay

=

. ! . I 1 a o = I aa a a
aspergillus W31 voriconazole g1 ngunsnkuzdbaly asainlugniiusednsan
Tun1s5nwa Asiunslgen voriconazole  etosiunishndesiunaylinanissnwina

UL
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b. fUredflanzaunasidnidengUisididner uaglsifian1azanuinme
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d. wnndfiIdeinisqunguitegrvesniluasingulnengunilaldsuen
voriconazole wu1A 200 Tadnsu Fuusgmunauewmns 1 Falua yn 12
Tilue wagdnnaunilalasuemvasn Suusemiuneuemns 1 alus n 12
s nelu 24 Fluavaslaen weunsilendu asegaving wse Tiluiuusn
vosn1slvigaiivnUalugthenlasueansilild wounsilyadiu

e. WnndITouasiuunndginwinn1u9eIn1s AT39319N18 ATIANI
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llpanatd M991nUsEdH A130939519018 NSEINTIINITRIUJU RS
WAL M mvgannliun1sideiun wazauasnulagldemuesiniy
LWINNMTTNBNINTFIURENATIAN

YA o

g WnmdEIdevinsinmuHatILAgINENURATUTENINNITIRY

h. Awzideyauazasunaniside

< v
3.2 N1INUIIVIIUVDYA

muenasvuiindeya (case record form) wuady 4 du leun

daui 1 Jeyamly dail

2) 91y

3) lspUsednan

a) Tsafildunsitadeussadndenumvindeunduriinludased
5) $¥8EUDINITING)

6) szeznaiindesvraiadilafladim

7 Vanaudindenvviniilafladinfige

8) mﬂdmaﬁwmﬁamwaamﬁamﬁ’ﬂmj UALALALAIYDIAY
9) MlAsUaNTEIMINIADALAIAAT Vg

10) M5 GCSF wagszazandili

[

dauil 2 Jayarlowiun1InTI93N8LAEN1INTIINWBWFTANT A

De

1) AT NNYNUANURAUNFLAZALAL
2) N13nTIINBIUURNTS lown CBC, BUN,Creatinine, Liver function test,
Electrocardiogram, Chest X ray

[

daui 3 Jeyaiefunsinliesylingnaiy sl

1) msialtvuzdadenvnviadalasiladsi ( febrile neutropenia)
2) MsAnesIHHAgNaIY

3)  2IYIENINTAAD
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9 nuaalauuusuuluben

5 HANSINEEETWInEeauaTs Ui Rnde
6 wlnvendornelsa

7 sspznaniiveulsimeiuia

8 namsynumddldetesiuios 305u

duil 4 Hav1Ag9YaseInIl National Cancer Institute common terminology

[

criteria for adverse events (CTCAE) version 4.0 #1491

1) oMbl

2) INSNSTUUUSTEW

3)  DIMSNNTLUUNUAUDINS

4) a1nsmesEuUIhlalazviasniden
5) 1nsnessuumaiulaaney

6) MINYAYINDUNNUA

3.3 M3Aszidaya

v

Joyareinguieg e zieaeuiames lneldlusunsudniagu SpSS

1Y

for windows version 16.0 Ingfvunsziuvesmsngey mMeEdalii o = 0.05 fai
1 n9idenssaun (Descriptive statistics) léud Sosaz Aaduiavadn Andoauy
wmsgiu Tun1sdnsiesideyaialy ong dwidn dauge Amnatesy foRnisdneg
LaTNAT9LABITRIEN

JoyagUinisainsiinfiaesviinanaty diundwsiesilagly Chi-square test 9

SEAUANILYRIUS DAY 95
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ol e \
* 2 512 flszdAnuenlungu azolean

melu 305

* 2 g Armsinauassiuuayln
AnLnAguus

*2 safutlszmuaniudn uazeninmdu
sm

P

* 1 sesasas

UsznsfidinnasinisAnm

40 3¢
1#5uenvoriconazole 155uanmaan
20 3¢ 20318
g - o o N
22n5weansliFusaiitinga 22 afaaaanisianaiiingg




16

dauil 1 Jayaiugiuveile

7 <@ < A a a [ a a 6 o 1 [ 1
Q‘U’JEJ?LI%LNLELI(’WLﬁ@@%’]’l%u%LQ?JUW@HGUUQIME]&@EJ@Q’M’J‘N 40 51¢ LLUQLUH?I@Q?]Q&II@EJ

aa A

FEnnsduifiefuediuidosideouiuenafividndiuin a4 ade Wunduitldsuen
voriconazole 22 a3 (Fawaz 50) waz nauilldTusmasn 22 ads Feva 50) fihe 335
(Soway 75) lasugwaiurdaluy induction %38 re-induction dauUiedn 11518(Seeaz
25) lesugnafivndanuy consolidation furediulvafeuay 61.3 Wumandgs 9glady 41
U [linterquartile range (IQR) 29-50] ﬂdmﬁlﬁ% voriconazole #31uiugtheusisuiinidon
viadundusunnnilunguiilésuemasn A 3uaz0 1o Andufesar 13.6 way Soe
az 0Mua9U (P<0.05)

Snwaugiugruduvesithets ey e TsaUszsnd szevvesnsdnw Yuoude

2 A a a s o A @ o« ° ! - 2 2 °
La@@ﬂTﬂ%u@u’JI@WﬁaW@'ﬁj@ ITYLLIANNILUALABAVIINN ﬂqﬁiﬁfmﬂlﬂLﬂa@ﬂqﬂ'ﬁa@@l{ﬁaﬂﬂ’]

1%
o w

Tua) n1519 GCSF waz msfadanuarisevazlasuenaidvitn bilnnansiusgreiidedfy

o

lurisaeengy

M57 1 dnwalriuguneeidavesUlsiidnsinauide

anwauzgUng 193laulea gIvaan P value
(N=22) (N=22)

21y (V)

ﬂﬁﬁi’]u (IQR) 435 (32.8-51.2) 47.5 (31.8-54.0) 0.463

GE) 16-58 18-59
LAY 12 (54) 15 (68) 0.564
TspUszans

Laigd 18 (82) 13 (59) 0.369

ANuulaiings 2(9) 5 (22.5)

AU e Ry 1(4.5) 29

logiugs 3 (13.6) 3 (13.6)

duq 0(0) 1(4.5)
mMfadeEudy

uziSudadonurudeundunuuludasen

Fedundausn 18 (82) 21 (95) 0.631

Fundudh 3(13.6) 0(0) <0.05

Wasuulanidufiea 1(4.5) 1(4.5) 1.000
(Transformed MDS)
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anwauzdae eGRGITILT! CRUEEN P value
(N=22) (N=22)
JLYLVDINITTNY
Induction/reinduction 18 (82) 15 (68) 0.602
Consolidation 4(18) 7(32) 0.366

Uinaudaidenvnuiaialafiadimgn (m3)
Induction/reinduction 20+66 10+24 0.301
Consolidation 256+49 216+123 0.062

szuzadindan1en (1)

Induction 22+7 24+5 0.783
Consolidation 4.5+3 5+1 0.182
Snuftheiifinisldameiundommasadon
Alnigy 13 (59) 13 (59) 1.000
nsle GCSF
gl 5(23) 6 (27) 0.763
T 5+2 6+1 0.492
nsAndonuaisevaldsueaiivda 10 (45) 12 (54) 0.670

3 Y =3 (ST
Puugiigluindunanaluiosas

GCSF: Granulocyte colony stimulating factor

1 ‘NI a ‘&J a
g3Un 2 NIAALTBINTUAG N

msfndesyingnatumulugUae 8518 wiaunuy possible 4 578, propable 2

o L a & 4 1% =i ‘:4 ° v
578, proven 2 518 (M54 2) dunisiadennulauiniiands Yendiuiu 7 s1e(3euas
87.5) sovasufe leda 1 s1u(feuav12.5) nwuglfnisalnisAniiesay
= | oav v % M o oA
WU proven %30 propable lunguilasusinaen 451y (Souag 18.18) udlinulungus

o w

1@Sue voriconazole wan@snuagelitedAn (absolute risk reduction 18.18%, 95%

o

confidence interval 0.01 to 0.36, P=0.036) sauanslilumissii 2



ANWULLTDIN

wugUleRnweslunguemasnd il 7 578 (Proven/propable 4 518, possible 3

518) wusduannnanidesn aspersillus 6 518 (Sosaz 86) lnanaldainnisinizidioaini

a13Uan (Bronchoalveolar lavage) w3adsuniuanlaluuluy Lazilios1 rhizopus 1 518

($avag 14) (n1579 2) d3ungu VoriconazoleW UN156 A LT 0

31 aspergillus WU possible WL 1 518 ANLlsEgIUe1EVDIRUIENANTDT15ENINNLATUEN

il Ualunguinlasuemesiawileauasnguemvasniindu 53 wag 47 U sua1au

M13199 2 waRINITANREITngNaIY

L Y
anuvazyUe

nsAndoalingnay
Proven or probable
Possible
ﬂﬁagmswsL’;mﬁﬁmmﬁmﬁaﬁ
¥fimgnany Proven or probable (Ju)
21y (V)
585U (IQR)
LAY
F1NITINY
Induction/reinduction
Consolidation
funiishnide
Jan
el
\Fosrielsn
Aspergillus
Rhizopus

293launla
(N=22)
1
0(0)
1
0

53 (53,53)
0(0)

gvaen
(N=22)

7
4(18.18)
3
16.5 (13,18)

a7 (32,54)
5(71.4)

P value

0.019

0.036

0.317
<0.001

0.494

0.168

0.059
0.686

0.059
0.686

0.059
0.686
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AUl 3 5TELANNISUBULIINEIUIA LAY DRNSIHNY

S2YEIAINNTUBULTINGIUNE

ﬁhﬁﬁagmmaﬁzazLammiuauhm&J']masuaaﬁ”’qaaqmjuhjﬁmmLLmﬂﬁmﬁ’umqaaa
Taglunguitlésu Voriconazole ogfl 32 Ju: IQR 26, 36 vazdinguenasnagil 28 Tu; IQR
13, 28 (P=0.510)

BN

L a aa

lunguinlasuen voriconazole LifigUaeidedin drulundueivasnigilededin

1w 2 918 (Fowaz9) aunainnsiaie Klebsiella pneumonia Tunseualain uazlen

DNLEUINLD Escherichia coli (P=0.148)

A519% 3 LER9TEEZIAINITUBULTINGIUTE LagdRIINIe

anwauzdUae eBRIGITILE! g1vaen P value
(N=22) (N=22)
ﬁﬁsgm STHLIAIUDY 32 (26,36) 28 (13,38) 0.510

Tsaneruia (i) (IQR)

9931978 (%) 0 2(9) 0.148

' a 1 a
AUN 4 NAYINLAYNUBDNYAN

Lififlheselademgaeniosainaadnafsswessn uaglifisisnunadrafesd
suusdluszdu2-anasatisnsdnu udlunguiildiuen Voriconazole wuiiinadhaifesly
seUdl 1 fe AuRanlls 2 10 (Gevar 9) mevhauvesduinunfdnties 1918 (Gevas 4.5)
nsueniulnUnf 1 918 (Fopaz 4.5) Laze1nIINNTTUUNLALIMIS 2 518 (5088z 9)

o w

! | Ao | oA vo 9 = P & o v a
UNNIBYNUULYAIALY I@Iﬁﬂq&lml@i‘Uﬂqﬁa@ﬂW‘UNaﬂnﬁLﬂ‘c’NLWUQ 1519 ﬂ@ﬂauvl,a@']ﬁ]ﬂu
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AN 4 WARIHAYILABEUDIEN

293lAulwa gaen P value
et aFpeTavLe 5(22.7) 1(4.5) 1.000
HatRessEaUTl 3-4 0 0 1.000
nataessTRudl 2 0 0 1.000
a1 aAeeTEaUTl 1 5(22.7) 1(4.5) 0.049
Aufovl 29 0 <0.05
FUMNURAUNG 1(4.5) 0 <0.05
nMsueLiuRaUNR 1(4.5) 0 <0.05
FEUUNLAUDING 1(4.5) 1(4.5) 1.000
AN 0 0 1.000
Al 1 1 1.000
LY 0 0 1.000

dauil 5 N153AT18N Kaplan-Meier Anuduiusyain1sinn1siniiosnanalyl kagdnsiaie

Ly

Tu 30Yu ndalasuswaiivitn

amuduitusvosmsindesanaildfumsidadenmatiineussamiigo
wiway proven %8 wuufiunazdu probable ashﬂmashwﬁﬂhiLmﬂsmf‘ﬁ’u’[,uﬁgaaameju
(P=0.128 way P=0.078 Aua91U) Lwimmé’uﬁuﬁmsr:tmmﬂmﬁﬁﬂéfamﬁamL%aﬁqﬂamﬁ
lpFun193faden1egadinine1useaniigatiuiueu proven 13e wuuiitiazdu probable

o w

nwusnntungulasuemasnuanaeiuegslitedAyn1eada (P= 0.02) wagAUdURUGVDs

o

Y] ‘:1' o ' ! Y ] | A vo a 2
2RINNINYN 30 ’Juvlllllﬂ?']llLLﬁlﬂmqﬂﬂuigﬁ'ﬂqﬂﬂQvaLﬂiUquaiiﬂuqiqjaﬂﬁaﬂqﬁa@ﬂ

(P=0.111) AauanatLnIIN
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Common Terminology Criteria for Adverse Events

National Cancer Institute common terminology criteria for adverse events (CTCAE) version 4.0

The NCI Common Terminology Criteria for Adverse Events is a descriptive terminology which can be
utilized for Adverse Event (AE) reporting. A grading (severity) scale is provided for each AE term.
Components and Organization:

SOC

System Organ Class, the highest level of the MedDRA hierarchy, is identified by anatomical or
physiological system, etiology, or purpose (e.g., SOC Investigations for laboratory test results).
CTCAE terms are grouped by MedDRA Primary SOCs. Within each SOC, AEs are listed and
accompanied by descriptions of severity (Grade).

CTCAE Terms

An Adverse Event (AE) is any unfavorable and unintended sign (including an abnormal laboratory
finding), symptom, or disease temporally associated with the use of a medical treatment or
procedure that may or may not be considered related to the medical treatment or procedure. An AE
is a term that is a unique representation of a specific event used for medical documentation and
scientific analyses.

Each CTCAE v4.0 term is a MedDRA LLT (Lowest Level Term).

Definitions

A brief definition is provided to clarify the meaning of each AE term.

Grades

Grade refers to the severity of the AE. The CTCAE displays Grades 1 through 5 with unique clinical
descriptions of severity for each AE based on this general guideline:

Grade 1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only; intervention
not

indicated.

Grade 2 Moderate; minimal, local or noninvasive intervention indicated; limiting age-appropriate
instrumental ADL*.

Grade 3 Severe or medically significant but not immediately life-threatening; hospitalization or
prolongation of

hospitalization indicated; disabling; limiting self care ADL**.

Grade 4 Life-threatening consequences; urgent intervention indicated.

Grade 5 Death related to AE.
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Blood and lymphatic system disorders

Grade
Adverse Event 1 2 3 4 5
Anemia Hemoglobin (Hgh) <LLN - 100 |Hgb <10.0- 8.0 g/dL; <6.2-4.9 |Hgb <80 g/dL; <4.9 mmelL; Life-threatening consequences; |Death
g/dL; <LLN - 8.2 mmoliL; <LLN - |mmoliL; <100 - 80g/L <80 g/L; transfusion indicated  urgent intervention indicated

100 giL

Definition: A disorder characterized by an reduction in the amount of hemaglobin in 100 mil of blood. Signs and symptoms of anemia may include paller of the skin and mucous
membranes, shoriness of breath, palpitations of the heart, soft systolic murmurs, lethargy, and fatigability.

Bone marmow hypocellular Mildly hypocellular or <=25% Moderately hypocellular or >25 - | Severely hypocellular or =50 - | Aplastic persistent for longer Death
reduction from normal cellularity |<50% reduction from normal ==T5% reduction cellularity from |than 2 weeks
for age cellularity for age nomal for age

Definition: A disorder characterized by the inability of the bone marrow to produce hematopoietic elements.

Disseminated intravascular - Laboratory findings with no Laboratory findings and Life-threatening conseguences; |Death
coagulation bleeding bleeding urgent intervention indicated

Definition: A disorder characterized by systemic pathological activation of blood clotting mechanisms which results in clot fermation throughout the body. There is an increase in the
risk of hemorhage as the body is depleted of platelets and coagulation factors.

Febrile neutropenia - - ANC =1000/mm3 with a single | Life-threatening consequences; |Death
temperature of =38.3 degrees C |urgent intervention indicated
(101 degrees F) or a sustained
temperature of =38 degrees C

(100 4 degrees F) for more than
one hour.

Definition: A disorder characterized by an ANC <1000/mm3 and a single temperature of =38.3 deg C {101 d F) or a sustained temperature of >=38 degrees C (1004

degrees F) for more than one hour.

Hemolysis Laboratory evidence of Evidence of hemolysis and >=2 | Transfusion or medical Life-threatening conseguences; |Death
hemolysis cnly (e.g., direct gm decrease in hemoglobin. intervention indicated (2.g., urgent intervention indicated
antiglobulin test; DAT; Coombs', stercids)
schistocytes; decreased
hapiogiobin)

Definition: A disorder characterized by laboratory test results that indicate widespread erythrocyte cell membrane destruetion.

Hemalytic uremic syndrome Evidence of RBC destruction - Laboratory findings with clinical | Life-threatening consequences, |Death
(schistocytosis) without clinical consequences (e.g., renal {e.g., CNS hemomhage or
consequences insufficiency, petechiae) thrombosis/embaolism or renal

failure)

Definition: A disorder characterized by a form of thrombotic microangiopathy with renal failure, hemolytic anemia, and severe thrombocytopenia.

Leukocytosis - - =100,000/mm3 Clinical manifestations of Death
leucostasis; urgent intervention
indicated

Definition: A disorder characterized by laboratory test results that indicate an increased number of white blood cells in the blood.

Lymph node pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfort in a lymph node.

Spleen disorder Incidental findings (2.g., Howell- | Prophylactic antibiotics - Life-threatening consequences; |Death
Jolly bodies); mild degree of indicated urgent intervention indicated
thrombocytosis and
leukocytosis

Definition: A disorder of the spleen.

Thrombetic thrombocytopenic | Evidence of RBC destruction

Laboratory findings with clinical | Life-threatening consequences, |Death

purpura (schistocytosis) without clinical consequences (e.g., renal {e.g., CNS hemomhage or
consequences insufficiency, petechiae) thrombosis/embaolism or renal
failure)

Definition: A disorder characterized by the presence of microangiopathic hemolytic anemia, thrombocytopenic purpura, fever, renal abnormalities and neurolegical abnomalities such
as seizures, hemiplegia, and visual distubances. It is an acute or subacute condition.

Blood and lymphatic system Asymp ic or mild Moderate; minimal, local or Severe or medically significant | Life-threatening consequences, |Death
disorders - Other, specify gymptoms; clinical or diagnostic |noninvasive intervention but not immediately life- urgent intervention indicated
observations only; intervention  |indicated; limiing age- threatening; hospitalization or
not indicated appropriate instrumental ADL | prolongation of existing

hospitalization indicated;
disabling; limiting self cars ADL
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Blood and lymphatic system disorders

Grade
Adverse Event 1 2 3 4 5
Anemia Hemoglobin (Hgb) <LLN - 10.0 [Hgh <10.0-8.0 g/dL; <6.2-4.9 |Hgb <8.0 g/dL; <4.9 mmol/L; Life-threatening consequences; |Death
g/dL; <LLMN - 6.2 mmolL; <LLN - [mmol/L; <100 - 80giL <80 g/L; transfusion indicated | urgent intervention indicated
100 gl
Definition: A disorder characterized by an reduction in the amount of hemaglobin in 100 mi of blood. Signs and symptoms of anemia may include pallor of the skin and mucous
membranes, shoriness of breath, palpitations of the heart, soft systolic murmurs, lethargy, and fatigability.
Bone marrow hypocellular Mildly hypocellular or <=25% Moderately hypocellular or =25 - | Severely hypocellular or »50- | Aplastic persistent for longer Death
reduction frem normal cellularity (<50% reduction from normal ==T75% reduction cellularity from | than 2 weeks
for age cellularity for age nommal for age
Definition: A disorder characterized by the inability of the bene marmow to produce hematopoietic elements.
Disseminated intravascular - Laboratory findings with no Laboratory findings and Life-threatening consequences; (Death
coagulation bleeding bleeding urgent intervention indicated

Definition: A disorder characterized by systemic pathological activation of blood clotting mechanisms

risk of hemorrhage as the body is depleted of platelets and coagulation factors.

which results in clot formation throughout the body. There is an increase in the

[Febrile neutropenia

ANC <1000/mm3 with a single
temperature of >38.3 degrees C
(101 degrees F) or a sustained
temperature of >=38 degrees C

Life-threatening consequences;
urgent intervention indicated

Death

(100.4 degrees F) for more than
one hour.

Definition: A disorder characterized by an ANC <1000/mm3 and a single temperature of =38.3 deg C(1014d F) or a sustained temperature of >=38 degrees C(100.4

degrees F) for more than one hour.

Hemolysis Laboratory evidence of Evidence of hemolysis and ==2 | Transfusion or medical Life-threatening consequences; (Death
hemolysis only (e.g., direct gm decrease in hemoglobin. intervention indicated (e.g., urgent intervention indicated
antiglobulin test, DAT; Coombs'; steroids)
schistocytes; decreased
haptoglobin)

Definition: A disorder characterized by laboratory test results that indicate widespread erythrocyte cell membrane destruction.

Hemolytic uremic syndrome Evidence of RBC destruction - Laboratory findings with clinical | Life-threatening consegquences, |Death
(schistocytosis) without clinical consequences (e.g., renal {e.g., CNS hemomhage or
COnsequences insufficiency, petechiae) thrombosisfembolism or renal

failure)

Definition: A disorder characterized by a form of thrombotic microangiopathy with renal failure, hemolytic anemia, and severe thrombocytopenia.

Leukocytosis - - =100,000/mm3 Clinical manifestations of Death
leucostasis; urgent intervention
indicated

Definition: A disorder characterized by laboratory test results that indicate an increased number of white blood cells in the blood.

Lymph node pain Mild pain Moderate pain; limiting Severe pain; limiting seif care -

instrumental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfort in a lymph node.

Spleen disorder Incidental findings (£.9., Howell- (Prophylactic antibiotics - Life-threatening consequences; (Death
Jolly bodies); mild degree of indicated urgent intervention indicated
thrombocytosis and
leukocytosis

Definition: A disorder of the spleen.

Thrombotic thrombocytopenic | Evidence of RBC destruction - Laboratory findings with clinical | Life-threatening consequences, |Death

purpura (schistocytosis) without clinical consequences (e.g., renal {e.g., CNS hemorrhage or

Definition: A disorder characterized by the presence of microangiopathic hemolytic anemia, thrombocytopenic purpura, fever, renal abnormalities and neurological abnormalities such

as seizures, hemiplegia, and visu

COnsequences

ial disturbances. Itis an acute or s

ubacute condition.

ingufficiency, petechias)

thrombosis/embalism or renal
failure)

Blood and lymphatic system
disorders - Other, specify

Asymp ic or mild
symptoms; clinical or diagnostic
observations only; intervention
not indicated

Maoderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL

Severe or medically significant
but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalization indicated;
disabling; limiting self care ADL

Life-threatening consequences;
urgent intervention indicated

Death
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Cardiac disorders

Grade
Adverse Event 1 2 3 4 5
Acute coronary syndrome - Symptomatic, prog Symip , unstable angina | Symptomatic, unstable angina | Death
angina; cardiac enzymes and/or acute myocardial andior acute myocardial
normal; hemodynamically stable | infarction, cardiac enzymes infarction, cardiac enzymes
abnormal, hemodynamically abnommal, hemodynamically
stable unstable
Definition: A disorder characterized by signs and symptoms related to acute ischemia of the myocardium sacondary to coronary artery disease. The clinical presentation covers a
spectrum of heart diseases from unstable angina to myocardial infarction.
Aorlic valve disease Asymptomatic valvular Asymptomatic; moderate Symptomatic; severe Life-threatening consequences; |Death
thickening with or without mild  |regurgitation or stenosis by regurgitation or stenosis by urgent intervention indicated
valvular regurgitation or imaging imaging; symptoms controlled | {e.g., valve replacement,
stenosis by imaging with medical intervention valvuloplasty)
Definition: A disorder characterized by a defect in aortic valve function or structure.
Asystole Periods of asystole; non-urgent | - - Life-threatening consequences; |Death
medical management indicated urgent intervention indicated
Definition: A disorder characterized by a dysrhythmia without cardiac electrical activity. Typically, this is accompanied by cessation of the pumping function of the heart.
Atrial fibrillation Asymptomatic, intervention not | Nen-urgent medieal intervention | Symptomatic and incompletely | Life-threatening consequences; |Death
indicated indicated confrolled medically, or urgent intervention indicated
controlled with device (2.g.,
pacemaker), or ablation
Definition: A disorder characterized by a dysrhythmia without discemible P waves and an imegular ventricular response due to muliiple reentry circuits. The rhythm disturbance
originates above the ventricles.
Atrial flutter Asymptomatic, intervention not | Nen-urgent medical intervention | Symptomatic and incompletely | Life-threatening conseguences; |Death
indicated indicated controlled medically, or urgent intervention indicated
confrolled with device (e.g.,
pacemaker), or ablation

Definition: A disorder characterized by a dysrhythmia with organize:

afria.

d rhythmic atrial contractions with

a rate of 200-300 beats per minute. The rhythm disturbance originates in the

Atriovenfricular block complete

Definition: A disorder characterized by a dysrhythmia with complete failure of atrial electrical impulse

MNon-urgent intervention
indicated

Symptomatic and incompletely
controlled medically, or
confrolled with device (e.g.,
pacemaker)

Life-threatening conseguences;
urgent intervention indicated

conduction through the AV node to the ventricles.

Death

Atrioveniricular block first
degree

Definition: A disorder characterized by a dysrhythmia with a delay in the time
nterval greater than 200 milliseconds.

seconds; prolongation of the PR

Asymptomatic, intervention not
indicated

Men-urgent intervention
indicated

"

d for the

"

1 of an electn

q

| impulse throug|

h the atrioventricular (AV) node beyond 0.2

Cardiac arrest - - - Life-threatening consequences; |Death
urgent intervention indicated
Definition: A disorder characterized by cessation of the pumping function of the heart.
Chest pain - cardiac Mild pain Moderate pain; limiting Pain at rest; limiting seif care - -
instrumental ADL ADL

Definition: A disorder characterized by substemal discomfort due to insufficient myocardial cxygenation

Conduction disorder Mild symptoms; intervention not | Moderate symptoms Severe sympioms; intervention | Life-threatening consequences; |Death
indicated indicated urgent intervention indicated

Definition: A disorder characterized by pathological imegularities in the cardiac conduction system.

Constrictive pericarditis - - Symptomatic heart failure or Refractory heart failure or other |Death

Definition: A disorder characterized by a thickened and fibrotic pericardial sac; these fibrotic changes

other cardiac symptoms,
responsive to intervention

poorty controlled cardiac
symploms

impede normal nmy

dial function by restricti

g iy

dial muscle action.

Heart failure

Asymptomatic with laboratory
(2., BNP [B-Natriuratic
Peptide ]) or cardiac imaging
abnomalities

Definition: A disorder characterized by the inability of the heart to pump blood at an adeguate volume to meet tissue metabolic requirements, or, the ability to do so only at an elevation

in the filling pressure.

Symptoms with mild to
moderate activity or exertion

Severe with symptoms at rest or
with minimal activity or exartion;
intervention indicated

Life-threatening consequences;
urgent intervention indicated
{e.g., continuous 1% therapy or
mechanical hemodynamic
support)

Death
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Gastrointestinal disorders

Grade

Adverse Event

1

2

3

Abdominal distension

Asymptomatic; clinical or
diagnostic chservations only;
intervention not indicated

Definition: A disorder characterized by swelling of the abdomen.

Symptomatic; limiting
instrumental ADL

Severe discomfort; imiting seif
care ADL

Abdominal pain

Definition: A disorder characterized by a sensation of marked disco

Mild pain

Moderate pain; limiting
instrumental ADL

mifort in the abdominal region.

Severe pain; limiting self care
ADL

Anal fistula Asymptomatic; clinical or Symptomatic; altersed Gl Severely altered G function; Life-threatening conseguences; |Death
diagnostic observations only, funetion tube feeding, TPN or urgent intervention indicated
intervention not indicated hospitalization indicated;

elective operative intervention
indicated

Definition: A disorder characterized by an abnormal communication between the opening in the anal canal to the perianal skin.

Anal hemorrhage Mild; intervention not indicated  |Moderate symptoms; medical | Transfusion, radiclogic, Life-threatening conseguences; |Death
intervention or minor endoscopic, or elective urgent intervention indicated
cauterization indicated operative intervention indicated

Definition: A disorder characterized by bleeding from the anal region.

Anal mucositis Asymptomatic or mild Symptomatic; medical Severe symptoms; limiting self | Life-threatening conseguences; |Death
symptoms; intervention not intervention indicated; limiting | cars ADL urgent intervention indicated
indicated instrumental ADL

Definition: A disorder characterized by inflammation of the mucous membrane of the anus.

Anal necrosis - - TPN or hospitalization indicated, | Life-threatening consequences; |Death

radiclogic, endoscopic, or urgent operative intervention
operative intervention indicated |indicated

Definition: A disorder characterized by a necrotic process occurring in the anal region.

Anal pain Mild pain Moderate pain; limiing Severe pain; limiting self care - -
instrumental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfort in the anal region.

Anal stenosis Asymptomatic; clinical or Symptomatic; altered Gl Symptomatic and severely Life-threatening conseguences; |Death
diagnostic observations only; function altered Gl function; non- urgent operative intervention
intervention not indicated emergent operative intervention |indicated

indicated; TPN or hospitalization
indicated

Definition: A disorder characterized by a namowing of the lumen of the anal canal.

Anal ulcer Asymptomatic; clinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening conseguences; |Death
diagnostic observations only; function TPN indicated; elective urgent operative infervention
intervention not indicated operative or endoscopic indicated

intervention indicated; disabling

Definition: A disorder characterized by a circumscribed, inflammatory and necrotic erosive lesion on the mucosal surface of the anal canal.

Ascites Asymptomatic; clinical or Symptomatic; medical Severe symptoms; invasive Life-threatening consequences; |Death
diagnostic observations only, intervention indicated intervention indicated urgent operative intervention
intervention not indicated indicated

Definition: A disorder characterized by accumulation of serous or hemorrhagic fluid in the peritoneal cavity.

Bloating Mo change in bowel function or  |Symptomatic, decreased oral - - -
oral intake intake; change in bowel function

Definition: A disorder characterized by subject-reported feeling of uncomfortable fullness of the abdomen.

Cecal hemorhage Mild; intervention not indicated  |Moderate symptoms; medical | Transfusion, radiclogic, Life-threatening conseguences; |Death

Definition: A disorder characterized by bleeding from the cecum.

intervention or minor
cauterization indicated

endoscopic, or elective
operative intervention indicated

urgent intervention indicated

Cheilitis

Asymptomatic; clinical or
diagnostic observations only,
intervention not indicated

Definition: A disorder characterized by inflammation of the lip.

Moderate symptoms; limiting
instrumental ADL

Severe symptoms; limiting self
care ADL; intervention indicated
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Gastrointestinal disorders

Grade
Adverse Event 1 2 3 4

Colitis Asymptomatic; clinical or Abdominal pain; mucus or blood | Severe abdominal pain; change |Life-threatening consequences; |Death
diagnostic observations only; in stool in bowel habits; medical urgent intervention indicated
intervention not indicated intervention indicated;

peritoneal signs

Definition: A disorder characterized by inflammation of the colen.

Colonic fistula Asymptomatic; clinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening conseguences; |Death
diagnostic observations enly;  [function bowel rest, TPN or urgent intervention indicated
intervention not indicated hespitalization indicated,

elective operative intervention
indicated

Definition: A disorder characterized by an abnormal communication between the large intestine and another organ or anatomic site.

Colonic hemorrhage Mild; intervention not indicated  [Moderate symptoms; medical | Transfusion, radiologic, Life-threatening consequences; |Death
intervention or minor endoscopic, or elective urgent intervention indicated
cauterization indicated operative intervention indicated

Definition: A disorder characterized by bleeding from the colon.

Colonic obstruction Asymptomatic; clinical or Symptomatic; altered GI Hospitalization indicated; Life-threatening conseguences; |Death
diagnostic observations enly;  [function elective operative intervention  |urgent operative intervention
intervention not indicated indicated; disabling indicated

Definition: A disorder characterized by blockage of the normal flow of the intestinal contents in the colon.

Colenic perforation - Symptomatic; medical Severe symploms; elective Life-threatening conseguences; |Death
intervention indicated operative intervention indicated |urgent intervention indicated

Definition: A disorder characterized by a rupture in the colonic wall.

Colonic stenosis Asymptomatic; clinical or Symptomatic; altered GI Severely altered G| function; Life-threatening consequences; |Death
diagnostic observations enly;  [function tube feeding or hospitalization  |urgent operative intervention
intervention not indicated indicated; elective operative indicated

intervention indicated

Definiion: A disorder characterized by a namowing of the lumen of the colon.

Colonic ulcer Asymptomatic; clinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations enly;  [function TPN indicated; elective urgent operative intervention
intervention not indicated operative or endoscopic indicated

intervention indicated; disabling

Definition: A disorder characterized by a circumscribed, inflammatory and necrotic erosive lesion on the mucosal surface of the colon.

Constipation Occasional or intermittent Persistent symptoms with Obstipation with manual Life-threatening consequences; |Death
symptoms; occasional use of regular use of laxatives or evacuation indicated; limiting urgent intervention indicated
stool softeners, laxatives, enemag; limifing instrumental | self care ADL
dietary modification, or enema  [ADL

Definition: A disorder characterized by imegular and infrequent or difficult evacuation of the bowels,

Dental caries One or more dental caries, not  [Dental caries invelving the root | Dental caries resulting in pulpitis | - -
involving the root of periapical abscess or

resulting in tooth loss

Definition: A disorder characterized by the decay of a tooth, in which it becomes softened, discolored andfor porous.

Diarthea Increase of <4 stools perday  [Increase of 4 - 6 stools per day | Increase of »=7 stools per day | Life-threatening consequences; |Death
over baseling; mild increase in - [over baseling; moderate over baseling; incontinence; urgent intervention indicated
ostomy output compared to increase in ostomy output hespitalization indicated; severe
baseline compared to baseline increase in ostomy output

Definition: A disorder characterized by frequent and watery bowel movements.

compared fo baseling; limiting
self care ADL

Dry mouth

Symptomatic (e.g., dry or thick
saliva) without significant dietary
alteration; unstimulated saliva
flow >0.2 miimin

Moderate symptoms; oral intake
alterations (e.g., copious water,
other lubricants, diet limited to
purees and/or soft, moist foods);
unstimulated saliva 0.1 t0 0.2
milfmin

Definition: A disorder characterized by reduced salivary flow in the oral cavity.

Inakility to adequately aliment
orally; tube feeding or TPN
indicated; unstimulated saliva
<0.1 mimin
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Gastrointestinal disorders

Grade
Adverse Event 1 2 3 4 5
Gastric perforation - Symptomatic; medical Severe symptoms; elective Life-threatening consequences; |Death
intervention indicated operative intervention indicated |urgent operative intervention
indicated

Definition: A disorder characterized by a rupture in the stomach wall.

Gastric stenosis Asymptomatic; clinical or Symptomatic; alterad GI Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations only; function tube feeding; hospitalization urgent operative intervention
intervention not indicated indicated; elective operative indicated

intervention indicated

Definition: A disorder characterized by a narrowing of the lumen of the stomach.

Gastric ulcer Asymptomatic; clinical or Symptomatic; alterad GI Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations only, funection; medical intervention | TPN indicated; elective urgent operative intervention
intervention not indicated indicated; limiting instrumental | operative or endoscopic indicated

ADL intervention indicated; limiting
self care ADL; disabling
Definition: A disorder characterized by a circumscnbed, inflammatory and necrotic erosive lesion on the mucosal surface of the stomach.
Gastritis Asymptomatic; clinical or Symptomatic; alterad GI Severely altered eating or Life-threatening consequences; |Death

Definition: A disorder characterized by inflammation of the stomach.

diagnostic observations only;
intervention not indicated

function; medical intervention
indicated

gastric function; TPN or
hospitalization indicated

urgent operative intervention
indicated

Gastroesophageal reflux
disease

Definition: A disorder characterized by reflux of the gastric andlor d
esophageal sphincter, and may result in injury to the esophageal m

Mild symptoms; intervention not
indicated

Moderate symptoms; medical
intervention indicated

Severe symptoms; surgical
intervention indicated

uodenal contents into the distal esophagus. Itis chronic in nature and usually caused by incompetence of the lower
ucosal. Symptoms include heartbum and acid indigestion.

Gastrointestinal fistula

Definition: A disorder characterized by an abnomal communication

Asymptomatic; clinical or
diagnostic observations only;
intervention not indicated

Symptomatic; alterad Gl
function

between any part of the gastroint

Severely altered Gl function;
tube feeding, TPN or
hospitalization indicated

estinal system and another organ

Life-threatening consequences;
urgent operative intervention
indicated

or anatomic site.

Death

Gastrointestinal pain

Definition: A disorder characterized by a sensation of marked discomfort in the gastrointestinal region.

Mild pain

Moderate pain; limiting
instrumental ADL

Severe pain; limiting self care
ADL

Gastroparesis

Mild nausea, early satiety and
bloating, able to maintain caloric
intake on regular dist

Moderate symptoms; able to
maintain nufrition with dietary
and lifestyle modifications; may
need phamacologic
intervention

Weight loss; refractory to
medical intervention; unable to
miaintain nutrition orally

Definition: A disorder characterized by an incomplete paralysis of the muscles of the stomach wall resulting in delayed emptying of the

gastric contents into the small intestine.

Gingival pain

Definition: A disorder characterized by a sensation of marked discomfort in the gingival region.

Mild pain

Moderate pain interfering with
oral intake

Severe pain; inability to aliment
orally

Hemorrhoidal hemorthage Mild; intervention not indicated | Moderate symptoms; medical | Transfusion, radiologic, Life-threatening consequences; |Death
intervention or minor endoscopic, or elective urgent intervention indicated
cauterization indicated operative intervention indicated

Definition: A disorder characterized by bleeding from the hemorrhoids.

Hemorrhoids Asymptomatic; clinical or Symptomatic; banding or Severe symptoms; radiologic, -

diagnostic observations only; medical intervention indicated | endoscopic or elective operative
intervention not indicated intervention indicated

Definition: A disorder characterized by the presence of dilated veins in the rectum and surounding area.

llzal fistula Asymptomatic; clinical or Symptomatic; alterad Gl Severely altered Gl function; Life-threatening consequences; |Death

diagnostic observations only; function TPN or hospitalization indicated; | urgent intervention indicated
intervention not indicated elective operative intervention
indicatsd
Definition: A disorder characterized by an abnomal communication between the ileum and another organ or anatomic site.
lleal hemorrhage Mild; intervention not indicated | Moderate symptoms; medical | Transfusion, radiologic, Life-threatening consequences; |Death

Definition: A disorder characterized by bleeding from the ileal wall.

intervention or minor

cauterization indicated

endescopic, or elective
operative intervention indicated

urgent intervention indicated
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Gastrointestinal disorders

Grade
Adverse Event 1 2 3 4

llzal obstruction Asymptomatic; clinical or Symptomatic; altered GI Haospitalization indicated; Life-threatening consequences; | Death
diagnostic observations only; function; imiting instrumental | elective operative intervention | urgent operafive intervention
intervention not indicated ADL indicated; limiting self care ADL; | indicated

disabling

Definition: A disorder characterized by blockage of the normal flow of the intestinal contents in the ileum.

llizal perforation - Symptomatic; medical Severe symptoms; elective Life-threatening conseguences; |Death
intervention indicated operative intervention indicated | urgent operafive intervention

indicated

Definition: A disorder characterized by a rupture in the ilzal wall.

lizal stenosis Asymptomatic; clinical er Symptomatic; altered GI Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations only; funetion tube feeding or hospitalization | urgent operative intervention
intervention not indicated indicated; elective operative indicated

intervention indicated

Definition: A disorder characterized by a narrowing of the lumen of the fleum

lieal ulcer Asymptomatic; clinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations only; function TPN indicated; elective urgent operafive intervention
intervention not indicated operative or endoscopic indicated

intervention indicated; disabling

Definition: A disorder characterized by a circumscribed, inflammatory and necrofic erosive lesion on the mucosal surface of the ileum.

lleus - Symptomatic; altered GI Severely altered Gl function; Life-threatening consequences; | Death
function; bowel rest indicated | TPN indicated urgent intervention indicated

Definition: A diserder characterized by failure of the ileum to transport intestinal contents.

Inira-abdominal hemomhage - Medical intervention or minor Transfusion, radiologic, Life-threatening consequences; |Death
cauterization indicated endoscopic, or elective urgent intervention indicated

operative intervention indicated

Definition: A disorder characterized by bleeding in the abdominal cavity.

Jejunal fistula Asymptomatic; clinical or Symptomatic; altered G1 Severely altered Gl function; Life-threatening consegquences; |Death
diagnostic observations only; funetion TPN or hospitalization indicated; | urgent intervention indicated
intervention not indicated elective operative intarvention

indicated

Definition: A diserder characterized by an abnomal communication between the jejunum and another organ or anatomie site.

Jejunal hemorrhage Mild; intervention not indicated |Moderate symptoms; medical | Transfusion, radiologic, Life-threatening consequences; |Death
intervention or minor endoscopic, or elective urgent intervention indicated
cauterization indicated operative intervention indicated

Definition: A disorder characterized by bleeding from the jejunal wall.

Jejunal obstruction Asymptomatic; clinical or Symptomatic; altered GI Hospitalization indicated; Life-threatening consequences; |Death
diagnostic observations only; function; imiting instrumental | elective operative intervention | urgent operative intervention
intervention not indicated ADL indicated; limiting seif care ADL; | indicated

disabling

Definition: A disorder characterized by blockage of the normal flow of the intestinal contents in the jejunum.

Jejunal perforation - Symptomatic; medical Severe symptoms; elective Life-threatening consequences; |Death
intervention indicated operative intervention indicated |urgent operafive intervention

indicated

Definition: A disorder characterized by a rupture in the jejunal wall.

Jejunal stenosis Asymptomatic; clinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening consegquences; |Death
diagnostic observations only; function tube feeding or hospitalization | urgent operafive intervention
intervention not indicated indicated; elective operative indicated

intervention indicated
Definition: A diserder characterized by a narowing of the lumen of the jejunum
Jejunal ulcer Asymptomatic; clinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening consequences; |Death

Definition: A disorder characterized by a circumseribed, inflammato

diagnostic observations only;
intervention not indicated

function

TPN indicated; elective
operative or endoscopic
intervention indicated, disabling

ry and necrofic erosive lesion on the mucosal surface of the jejunum.

urgent operative intervention
indicated

Lip pain

Mild pain

Moderate pain; limiting

Severe pain; limiting seif care

instrumental ADL

Definiion: A disorder characterized by a sensation of marked discomfort of the lip.

ADL
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Gastrointestinal disorders

Grade
Adverse Event 1 2 3 4

Lower gastrointestinal Mild; intervention not indicated |Moderate symptoms; medical | Transfusion, radiologic, Life-threatening consequences; |Death

hemorrhage intervention or minor endoscopic, or elective urgent intervention indicated
cauterization indicated operative intervention indicated

Definition: A dizorder characterized by bleeding from the lower gastrointestinal tract (small intesiine, large intestine, and anug).

Malabsorption - Altered diet; oral intervention Inability to aliment adequately; | Life-threatening consequences; |Death
indicated TPN indicated urgent intervention indicated

Definition: A disorder characterized by inadeguate absorption of nutrients in the small intesfine. Symptoms include abdeminal marked discomfort, bleating and diarthea.

Mucositis oral Azymptomatic or mild Moderate pain; not interfering Severe pain; interfering with oral | Life-threatening consequences; |Death
symptoms; intervention not with oral intake; modified diet intake urgent intervention indicated
indicated indicated

Definition: A disorder characterized by inflammation of the oral mucosal.

Nausea Loss of appetite without Oral intake decreased without | Inadequate oral caloric or fluid | - -
alteration in eating habits significant weight loss, intake; tube feeding, TPN, or

dehydration or malnutrition hespitalization indicated

Definition: A disorder characterized by a queasy sensafion andlor the urge to vomit.

Obsfruction gastric Asymptomatic; clinical or Symptomatic; altered Gl Hospitalization indicated; Life-threatening consequences; |Death
diagnostic observations only; function; limiting instrumental elective operative infervention | urgent operative intervention
intervention not indicated ADL indicated; limiting self care ADL; |indicated

disabling

Definition: A dizorder characterized by bleckage of the nomal flow of the contents in the stomach.

Oral cavity fistula Asymptomatic; clinical or Symptomatic; alterad GI Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations only; function TPN or hospitalization indicated; | urgent intervention indicated
intervention not indicated elective operative intervention

indicated

Definition: A disorder characterized by an abnormal communication between the oral cavity and another organ or anatomic site.

Oral dysesthesia Mild discomfort; not interfering  |Moderate pain; interfering with | Disabling pain; tube feedingor | - -
with oral intake oral intake TPN indicated

Definition: A disorder characterized by a buming or tingling sensation on the lips, tongue or entire mouth.

COral hemorrhage Mild; intervention not indicated |Moderate symptoms; medical | Transfusion, radiologic, Life-threatening consequences; |Death
intervention or minor endoscopic, or elective urgent intervention indicated
cauterizaticn indicated operative intervention indicated

Definition: A disorder characterized by bleeding from the mouth.

Oral pain Mild pain Moderate pain; imiting Severe pain; limiting self care - -
instrumental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfort in the mouth, tongue or lips.

Pancreatic duct stenosis Asymptomatic; clinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations only; function tube feeding or hospitalization | urgent operative intervention
intervention not indicated indicated; elective operative indicated

intervention indicated

Definition: A disorder characterized by a namowing of the lumen of the pancreatic duct.

Pancreatic fistula Asymptomatic; clinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening conseguences; |Death
diagnostic observations only; function tube feeding or TPN or urgent operative intervention
intervention not indicated hespitalization indicated; indicated

elective operative intervention
indicated

Definition: A disorder characterized by an abnormal communication between the pancreas and another organ or anatomic site.

Pancreatic hemorhage Mild; intervention not indicated |Moderate symptoms; medical | Transfusion, radiologic, Life-threatening consequences; |Death
intervention or minor endoscopic, or elective urgent intervention indicated
cauterization indicated operative intervention indicated

Definition: A disorder characterized by bleeding from the pancreas.

Pancreatic necrosis - - Tube feeding or TPN indicated; |Life-threatening consequences; |Death

radiclogic, endoscopic, or urgent operafive intervention
operative intervention indicated |indicated
Definition: A disorder characterized by a necrotic process occurring in the pancreas.
Pancreatitis - Enzyme elevation or radiologic | Severe pain; vomiting; medical | Life-threatening consequences; |Death

findings only

intervention indicated (e.g.,
analgesia, nutritional support)

urgent intervention indicated
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Gastrointestinal disorders

Grade
Adverse Event 1 2 2 4
Typhlitis - Symptomatic (e.g., abdominal  |Life-threatening consequences; |Death
pain, fever, change in bowel urgent operative intervention
habits with ileus); peritoneal indicated
signs
Definition: A disorder characterized by inflammation of the cacum.
Upper gastrointestinal Mild; intervention not indicated | Moderate symptoms; medical | Transfusion, radiclogic, Life-threatening consequences; |Death
hemorrhage intervention or minor endoscopic, or elective urgent intervention indicated
cauterization indicated opsrative intervention indicated
Definition: A disorder characterized by bleeding from the upper gastrointestinal tract (oral cavity, pharynx, esophagus, and stomach).
Vomiting 1-2episodes (separated by 5 |3 - Sepiscdes (separated by 5 | >=6 episodes (separated by 5 | Life-threatening consequences; |Death
minutes) in 24 hrs minutes) in 24 hrs minutes) in 24 hrs; tube feeding, |urgent intervention indicated
TPN or hospitalization indicated
Definition: A disorder characterized by the reflexive act of ejecting the contents of the stomach through the mouth.
Gastrointestinal disorders - Agymptomatic or mild Moderate; minimal, local or Severe or medically significant | Life-threatening consequences; |Death

Cther, specify

symptoms; clinical or diagnostic
obzervations only; intervention
not indicated

noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL

but not immediately life-
threatening; hospitalization or
prolengation of existing
hospitalization indicated;
disabling; limifing self care ADL

urgent intervention indicated
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General disorders and administration site conditions
Grade
Adverse Event 1 2 3 4 5
Chills Mild sensation of cold: Moderate tremor of the entire | Severe or prolonged, not - -
shivering; chattering of testh body; narcofics indicated respongive to narcotics
Definition: A disorder characterized by a sensation of cold that often marks a physiologic response to sweating after a fever
Death necnatal | - | - - | - |Death
Definiion: A disorder characterized by cessation of life occurring during the first 28 days of life.
Death NOS | - | - ‘ - | - |Death
Definition: A cessation of life that cannot be affributed to a CTCAE term associated with Grade 5.
Edema face Localized facial edema Moderate localized facial Severe swelling; limiting self - -
edema; limiting instrumental care ADL
ADL
Definition: A disorder characterized by swelling due to excessive fluid accumulation in facial tissues.
Edema limbs 5 - 10% inter-limb discrepancy  |>10 - 30% inter-imb =30% inter-imb discrepancyin | - -
in volume or circumference at  |discrepancy in volume or volume; gross deviation from
point of greatest visible circumference at point of nermal anatomic contour;
difference; swelling or greatest visible difference; limiting self care ADL
obscuration of anatomic readily apparent obscuration of
architecture on close inspection |anatomic architecture;
obliteration of skin folds; readily
apparent deviation frem normal
anatomic contour; imiting
instrumental ADL
Definition: A disorder characterized by swelling due to excessive fluid accumulation in the upper or lower extremities.
Edema frunk Swelling or chscuration of Readily apparent obscuration of | Gross devistion from normal - -
anatomic architecture on close  |anatomic architecture; anatomic contour; limiting self
inspection obliteration of skin folds; readily | care ADL
apparent deviation from normal
anatomic contour; imiting
instrumental ADL
Definition: A disorder characterized by swelling due to excessive fluid accumulation in the frunk area.
Facial pain Mild pain Moderate pain; limiting Severe pain; imiting self care - -
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfort in the face.
Fatigue Fatigue refieved by rest Fatigue not relieved by rest; Fatigue not relieved by rest, - -
limiting instrumental ADL limiting self care ADL
Definition: A disorder characterized by a state of generalized weakness with a pronounced inability to summen sufficient energy to accomplish daily activities.
Fever 38.0-390 degrees C (100.4- |>39.0-400 degrees C (102.3 - |=40.0 degrees C (=104.0 >40.0 degrees C (>104.0 Death
102.2 degrees F) 104.0 degrees F) degrees F) for <=24 hrs degrees F) for >24 hrs
Definition: A disorder characterized by elevation of the body's temperature above the upper limit of normal.
Flu like symptoms Mild fiu-like symptoms present  |Moderate symptoms; limiting Severe symptoms; limiting self | - -
instrumental ADL care ADL
Definition: A disorder characterized by a group of symptome similar to those observed in patients with the flu. [tincludes fever, chills, body aches, malaise, loss of appetite and dry
cough.
Gait disturbance Mild change in gait (e.g., wide- |Moderate change in gait (e.g., | Disabling; limiting self care ADL | - -
based, limping or hobbling) wide-based, imping or
hobbling); assistive device
indicated; limiting instrumental
ADL
Definition: A disorder characterized by walking difficulties.
Hypothermia - 35-232degrees C; 95->89.6 |32->28 degrees C; 89.6- <=28 degrees C; 824 degrees  [Death
degrees F =324 degrees F F; life-threatening
CONSequUences (.g., coma,
hypatension, pulmonary edema,
acidemia, ventricular fibrillation)
Definition: A disorder characterized by an abnommally low body temperature. Treatment is required when the body temperature is 35C (35F) or below.
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General disorders and administration site conditions

Grade

Adverse Event

1

2

3

4

5

Infusion related reaction

Definifion: A disorder characterized by adverse reaction to the infusion of phamacological or biclogic

Mild transient reaction; infusion
interruption not indicated;
intervention not indicated

Therapy or infusion intermuption
indicated but responds promptly
to symptomatic treatment (e.g.,
antinistamines, NSAIDS,
narcofics, IV fluids); prophylactic
medications indicated for <=24
hrs

Prolonged (e.g., not rapidly
responsive to symptomatic
medication andior brief
interruption of infusion);
recurrence of symptoms
following initial improvement;
hespitalization indicated for
clinical sequelas

al substances.

Life-threatening consequences;
urgent intervention indicated

Death

Infusion site extravasation

Definifion: A disorder characterized by leakage of a pharmacologic

Erythema with associated
symptoms (2.g., edema, pain,
induration, phlebitis)

erythema, swelling, buming sensation and marked discomfort at the infusion site.

Ulceration or necrosis; severe
tissue damage; operative
intervention indicated

Life-threatening consequences;
urgent intervention indicated

or a biclogic substance from the infusion site into the sumounding tissue. Signs and symptoms include induration,

Death

Injection site reaction

Definifion: A disorder characterized by an intense adverse reaction

Tendemess with or without
associated symptoms (e.9.,
warmth, erythema, itching)

Pain; lipodystrophy; edema;
phiebitis

{usually immunclogic) developing

Uleeration or necrosis; severe
tissue damage, operative
intervention indicated

at the site of an injection.

Life-threatening consequences;
urgent intervention indicated

Death

Irmitability

Mild; easily consolable

Moderate; limiting instrumental
ADL; increased attention

Severe abnormal or excessive
response; limiting self care ADL;

indicated inconsolable
Definition: A disorder characterized by an abnormal responsiveness to stimuli or physiclogical arousal; may be in response to pain, fright, a drug, an emotional situation or a medical
condifion.
Localized edema Localized to dependent areas, |Moderate localized edema and | Severe localized edema and - -

no disability or functional
impairment

intervention indicated; limiting
instrumental ADL

intervention indicated; limiting
self care ADL

Definifion: A disorder characterized by swelling due to excessive fluid accumulation at a specific anatomic site.

Malaise

Uneaginess or lack of well being

Uneasiness or lack of well
being; limiting instrumental ADL

Definifion: A disorder characterized by a feeling of general discomfort or uneasiness, an out-of-soris feeling.

Multi-organ failure - - Shock with azotemia and acid-  |Life-threatening consequences |Death
base disturbances; significant  |{e.g., vasopressor dependent
coagulation abnormalities and oliguric or anuric or

ischemic colitis or lactic
acidosis)

Definition: A disorder characterized by progressive deterioration of the lungs, liver, kidney and clotting mechanismes.

Meck edema Asymptomatic localized neck  |Moderate neck edema; slight | Generalized neck edema (eg., |- -

edema obliteration of anatomic difficulty in tuming neck);
landmarks; limiting instrumental | limiting s&lf care ADL
ADL

Definition: A disorder characterized by sweliing due to an accumulation of excessive fiuid in the neck.

Mon-cardiac chest pain Mild pain Moderate pain; imiting Severe pain; imiting self care - -

instrumental ADL ADL

Definition: A disorder characterized by discomfort in the chest unrelated to a heart disorder.

Pain Mild pain Moderate pain; imiting Severe pain; imiting self care - -

instrumental ADL ADL

Definifion: A disorder characterized by the sensation of marked discomfort, distress or agony.

Sudden death NOS - - - - Death

Definifion: An unexpected cessation of life that cannot be aftributed to a CTCAE term associated with Grade 5.

General disorders and Agymptomatic or mild Moderate; minimal, local or Severe or medically significant  |Life-threatening consequences; |Death

administration site conditions -
Other, specify

symptoms; clinical or diagnostic
ohservatiens only; intervention
not indicated

noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL

bt not immediately life-
threatening; hospitalization or
prolongation of existing
hespitalization indicated;
disabling; limiting salf care ADL

urgent intervention indicated
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Hepatobiliary disorders
Grade
Adverse Event 1 2 3 4 5

Bile duct stenosis Asymptomatic; clinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening consequences; |Death
diagnostic observations only; function; IV fluids indicated <24 | radiclogic, endoscopic or urgent operative intervention
intervention not indicated hrs elective operative intervention  (indicated

indicated
Definition: A disorder characterized by a narrowing of the lumen of the bile duct.
Biliary fistula - Symptomatic and intervention | Severely altered Gl function; Life-threatening conseguences; |Death
not indicated TPN indicated; endescopic urgent operative intervention
intervention indicated; elective  |indicated
operative intervention indicated
Definition: A disorder characterized by an abnormal communication between the bile ducts and another organ or anatomic site.
Cholecysfitis - Symptomatic; medical Severe sympioms; radiologic, Life-threatening conseguences; |Death
intervention indicated endoscopic or elective operative (urgent operative intervention
intervention indicated indicated

Definiion: A disorder characterized by inflammation involving the gallbladder. It may be associated with the presence of gallstones.

Gallzladder fistula Asymptomatic clinical or Sympiomatic and intervention | Symptomatic or severely altered |Life-threatening conseqguences; |Death
diagnostic cbservations only; not indicated Gl function; TPM indicated; urgent operative intervention
intervention not indicated radiclogic, endoscopic or indicated

elective operative intervention
indicated

Definition: A disorder characterized by an abnermal communication between the gallbladder and ancther organ or anatomic site.

Gallbladder necrosis - - - Life-threatening conseguences; |Death
urgent radiclogic or operative
intervention indicated

Definition: A disorder characterized by a necrotic process occurring in the gallbladder.

Gallbladder obstruction Asymptomatic; clinical or Symptomatic; altered GI Symptomatic and severely Life-threatening consequences; |Death
diagnostic cbservations only; function; I/ fluids indicated <24 | altered Gl function; tube urgent operative intervention
intervention not indicated hrs feeding, TPN or hospitalization (indicated

indicated; non-emergent
operative intervention indicated

Definiion: A disorder characterized by blockage of the normal flow of the contents of the gallbladder.

Gallbladder pain Mild pain Moderate pain; imiting Severe pain; limiting self care - -

instrumental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfort in the gallbladder region.

Gallbladder perforation - - - Life-threatening consequencas; |Death
urgent intervention indicated

Definition: A disorder characterized by a rupture in the gallbladder wall.

Hepatic failure - - Asterixis; mild encephalopathy; |Moderate to severs Death

limiting self care ADL encephalopathy; coma; life-
threatening consequences

Definition: A disorder characterized by the inability of the liver to metabolize chemicals in the body. Laboratory test results reveal abnormal plasma levels of ammonia, bilirubin, lactic

dehydrogenase, and alkaline phosphatase.

Hepatic hemormrhage Mild; intervention not indicated | Symptomatic; medical Transfusion indicated Life-threatening conseguences; |Death

intervention indicated urgent intervention indicated

Definition: A disorder characterized by bleeding from the liver.

Hepatic necrosis - - - Life-threatening conseguences; |Death
urgent radiclogic or operative
intervention indicated

Definition: A disorder characterized by a necrotic process occurring in the hepatic parenchyma.

Hepatic pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -

instrumental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfort in the liver region.

Perforation bile duct - - Radiclogic, endoscopic or Life-threatening consequences; |Death

elective operative intervention  (urgent operative intervention
indicated indicated

Definition: A disorder characterized by a rupture in the wall of the extrahepatic or intrahepatic bile duct.
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Immune system disorders
Grade
Adverse Event 1 2 3 4 5
Allergic reaction Transient flushing or rash, drug | Intervention or infusion Prolonged (g.g., not rapidly Life-threatening consequences; |Death
fever <38 degrees C (<1004  |interruption indicated; responds |responsive to symptomaic urgent intervention indicated
degrees F); intervention not promptly to symptomatic medication andlor brief
indicated treatment (e.g., anfihistamines, |interruption of infusion);
NSAIDS, narcatics); recurmrence of symptoms
prophylactic medications following initial improvement;
indicated for =24 hrs hospitalization indicated for
clinical sequelae (e.g., renal
impaiment, pulmenary
infiltrates)
Definition: A disorder characterized by an adverse local or general response from exposure to an allergen.
Anaphylaxis Symptomatic bronchospasm, | Life-threatening conseguences; |Death
with or without urficaria; urgent intervention indicated
parenteral infervention
indicated; allergy-related
edemalangioedema;
hypotension
Definition: A disorder characterized by an acute inflammatery reaction resulting from the release of histamine and histamine-like substances from mast cells, causing a hypersensitivity
immune response. Clinically, it presents with breathing difficulty, dizziness, hypotension, cyanosis and loss of consciousness and may lead to death.
Autoimmune disorder Asymptomatic; serclogic or Evidence of autoimmune Autoimmune reacions involving | Life-threatening consequences; |Death

Definition: A disorder resulting from loss of function or tissue destru

other evidence of autcimmune
reachion, with nomal organ
function; intervention not
indicated

reaction involving a non-
essential organ or function (.9,
hypothyroidism)

major organ (e.g., colitis,
anemia, myocarditis, kidney)

urgent intervention indicated

iction of an organ or multiple organs, arising from humoral or cellular immune responses of the individual to his own

tissue constituents.

Cytokine release syndrome Mild reaction; infusion Therapy or infusion intermuption | Prolonged (e.g., not rapidly Life-threatening consequences; (Death
interruption not indicated; indicated but responds promptly | responsive to symptomatic pressor or venfilatory support
intervention not indicated to symptomatic treatment (2.g., |medication andlor brief indicated

antihistamines, NSAIDS, interruption of infusion);
narcofics, [V fluids); prophylactic | recurrence of symploms

Definition: A disorder characterized by nausea, headache, tachycardia, hypotension, rash, and shortness of breath; it is caused by the

medications indicated for <=24
hrs

following initial improvement;
hospitalization indicated for
clinical sequelae (e.g., renal
impaiment, pulmanary
infiltrates)

release of cytokines from the cells.

Serum sickness

Definition: A disorder characterized by a delayed-type hypersensitivity reaction to foreign proteing derived from an animal serum. It occ
following the administration of the foreign anfigen. Symptoms include fever, athralgias, myalgias, skin eruptions, lymphadenopathy, ch

Asymptomatic; clinical or
diagnostic obsarvations only;
intervention not indicated

Moderate arthralgia; fever, rash,
urticaria, antihistamines
indicated

Severe arthralgia or arthritis;
extensive rash; steroids or IV
fluids indicated

Life-threatening consequences;
preasor or venfilatory support
indicated

Death

urs approximately six fo twenty-one days
est marked discomfort and dyspnea.

Immune system disorders -
Cther, specify

Asymptomatic or mild
symptoms; clinical or diagnostic
oheervations only; intervention
not indicated

Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate insfrumental ADL

Severe or medically significant
but not immediately lifs-
threatening; hospitalization or
prolongation of existing
hospitalization indicated;

Life-threatening consequences,
urgent intervention indicated

disabling; limiting self care ADL

Death
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