
Official Title: A Phase |b/llTrial of lnterleu
Pembrolizumab for patients with Unrespectabre or
Metastatic Melanoma

Protocol - SAp p.74



T

T
T



S Slrnfidcrttsl

5.5 Concomitant Msdlcetions/Vaccinations
5,5.1 AcceptableConcomita

,...4X&



{S cannar*t**

3.5.2 Frohibited Concomitant Medicetiani."..."..,,.._..,., ..,....,.,,........425.6 ftsrrue Medlcatlons & Supportive Care...,..... .........41
5.0"1 Supportive Care 6uide1inas..,.....,.".". ....,..............425.7 Blet/Actlv,ty/Other Coneld*rsfions..,...,,... .............46
5.7.1 Dipt,............ ....,.,..,...,...46
5.7 .2 Contraception ..........,...... ...,............48
5.7.3 Use in Pregnancy,.. ......475.7.4 Use in Nursing Women ......,............475,8 Subfect lfflthdmwa$Dlscon$nuafinn Crlterla.,,,,,. .,...................475.9 $ubiect fleplecement5tratagy",.... .......485,10 Cdtarla for EarlyTrlel Term1nafion.............. ........,48

6.0 TRTAL FLOW CHAf;T...,.. ..,.,,50
7.0 TRIAL pno{EDURts A|US ASSES5MENT5."....,...... .......,,..,......s37.L Trlal Proceduras............ ..........,.........."53

7.1.1 Administrative Procadures ......,.".."... .....,,...........S37.t.? Clinicel Procedure#Asss$mentr.,. .............".."....S5
7,1,3 Tumor lmaglng and Asressment of 0itaase.,..,... ....,...,...,..,.,..56
7,1.4 Tumor Tissue collartion and correlative Studios Brood samp|ing....,,.......,.,,..........,,....,sg
7.1.5 Laboratory ProceduresfAssErsrnants ,................59
7.1.6 WithdrawEl/Oi:continuation ........"..... ........,......,61
7.1.7 Visit Requirements.......... ................617.2 Assesslng and Recording Adversa Events......... .......G27,2,t lmmediete Reporting ef Adverse Events ....,...,...53
7.2',2 Recording AEs During lnpatient Hospitalization for study Therapy.........,....., .,.....,,.,..,..67
7,2.3 Evaluating Adverge Events.,...,.., ..,..,..,................57
7 '?,4 Definition of *n Overdose for This Protocol and Reporting of Overdose to Merck.......,70
7.2.5 Reporting of Pregnancy and Lactation to Merck ....................70
7.2.6 Sponsor Responsibility for Reporting Adverce Evpnts .,....,.....70

8.0 STATISTICJLL ANAtySlS pLAN.........,.t.r.,.r.r,,.,,r.,.....,,..r.r......,.,,ri..,,r,..r..,.,r....r,.........71
8.1 $ummery ......718.2 Phese lb Ercalatlon Procadurr... ..........218,3 Phese ll Two-Stage [laslgn........ .........,.718.4 lhflnlt&ons of Terms...". ..................",...72

8.4,1 Definition of avaluable for response ........,..,.......22
8,4,2 Definition of evaluable for toxicity .,,....,.,......,.,..22
S.4.3 Definition of BLT ,,..,...,72
8,4,4 Oafinition of DLT observation period., ................748.5 .lustlflcatlon of Sample Slzp .."..,.,,..... ......................748.6 Analysls of Prlmary Obfecfiva* ...,.....,..1q
8,6.1 lntent to Tre:t AnalysiE.,.."..,..,...... ..................,...74
8.6.2 Phgse 1b...... ...............,.7S
8.6.3 Phase 11....,.. ,.,.....,........258,1 Analysls of Sacondary Obiectlves ........168.8 Analysis of Exploratory

8.9 Early Stopping Hule



'G"todffi
9.0 LABtuN6, PACKAG|N6, STORAGI AND RETURN OF DRU65.....'..........'...............'.'.77

9.1 Pemhrolkumab............... "*""""""""77
9.1.1 lnveetigrtlunsl Froduct ' Pembrolirumab,."......,... ,,.',....,.'..""77
g.L.Z Packaging and Labeling lnforrnation' """""""""77
9.X,,3 Clinical Supplies Oisclosurs... """""78
9.1.4 Storage end H*ndling Raquirements.,.......".... """"""""""""'78
9.1.5 Returns and fleconciliation """"""'78

9.2 lL-1............. ........-.............79
g.2.! Supply """"""""""""'79
9,?.2 Storaga, Preparation, and Administration of lL-z.....',,"....' """"""""""""'79
9.2.3 lL-Z Formulation/Reconstitution: lL-2.'.".....,.... """""""""""'80

10.o A$M|il$TRATIVEANS REGULATOf,Y DETAILS ..........'....'....80
10.1 Cunfldentlallty,'""......,,.. """""'"""""'80
10.U Compllance wlth flnanclal Oisrtosure Requirernents..'.".""""" """"'"""""'8{'
10.3 Compllrnce wlth Law, Audlt and Dsb*rment '"""'80
10.4 lssuas wlth Mlnors....... """"""""""'82
10.S Comptlence wlth Trlal Reglstratlon and Results Postlng Requlrements"...........--".-.......'.83
10.6 Qualtty Management Systam.,.." """'83

10.6.1 Data Safety Monitoring Board.........' """"""""83
1O"S.2 Monitoring. """"""'"'83

10.7 Reglstratlon """""""""'84
10.8 Data Management.......... """""""""85

10,8.1 Study DocumEntation,,,... """"""'85
10.8.2 Case Report Forms (CRFs)....,'..', """""""""""'85
10.8,3 Oata Managemsnt Procedures and Data Varification ' """"'85
10.8.4 Study C1osure................. """""""'85

10.9 Data Safety Monltorlng P1an.......,.... """"""""""86
11.O APpEHO1CES............,,.,..,.,,.,..,1.'.. .""87

11.1 ECOG Performance Stetus."....... """"87
x1.2 Common Termlnology crlterla for'Advarse Events V4.0 {CTCAE}............'......................87
11.3 Rasponse Evaluetlan Crltarla ln Solld Tumors {RECIST} l.l Crlterla for Evaluatlng

Rasponse in Solld Tumurs.'..'. """""""""""'87
11.3.1 Measurable Dispase.',,'.. """""""'88
Xl.3"Z Non-rneasurable Diseasa """""""88
11.3.3 Target Leslons.."...., """'-"""""""'88
11.3.rt Non-targat Lesions,.....,, """"""""89
11,3.5 Evaluation of Target Lesions....,... """"""""""'89
11,3.5 Evalurtion of Non-Target Larions... """""""""89
11.3.7 Evaluation of New Lesions..."... """"""""""""90
11,,3.8 Evaluation of Best Ovarall Rerponse """"""""90

11.5 procaslng and Shlpping of Tumor Tlssue and Corelativa Sclance Blood lamplas.......'.91
11.5.1 Tissue Collection.'" """"""""""""91
11..5.? Tissue Frocesdng., """"""""""""92
11.5.3 Shipping...'. """"""""95
11.5,4 Correlative Science: lmmune Assessment ' """96
11.5.5 Safety Precauti



1$ ru*n**rtt*t

1l'0 REFERET{CES ,,..."'....,,..r.rt.r'..rr.}r.*r.r.r..,...,,rtrrr..*r.t.rrr..r..'..r..rrir...*r,'r..i,..rr.rr.......104



3
tt|l!
t
op

r;
lel6ls
IE
lo
l.oIEtolA
I.E E
te olo r!I'; St:t u
I'X At?u
lo:lu#
13*l!' >lfa,u*3

6, .l!
fig
o5

r'Eie
lu(..gl '.::(qcfr
<&

el,
Fl
*

u EJ

I

it

il
st

.eI
UIe.l(it
UI
f*litot
itl
HI:t

Hl

l)
oz .l

ld
t,
lo1.olr.t*I *.-;I 5"4

I$ s j
IE Rr.I
I '{i \O O\

r 6s
, qF
R,3dI gr
P "dFJl..&!Cu.!H 3r€€8C m'O
E t:

=dOX iEo.
cal ,
U \!Eo. El ixi

ta

l.r orlo j
lH +lgr, 615 aIO Oto "oI..ll*e *tc o *
ti f #

Iti a"
lA".l > F.I.,rHrc
I i'g *&
tE.s gs

ar't .o B

f i gE
8+ #i
ut * aQE tu'X-oE ;9k-Hdu!) a,,4* 6 ZE 3i Sr3E}EE

aa

IoI,,,O olE ti -o
la!5'nt-9.N *
l=b
I":-E Sl*6 6.lc & al6t fr
ls a €l9rqI? E Olsot- 6lE:A !i,
#, a si
d ag 6r&';lF nO€F 3n.!5 A* e3! 9!- ? o';E Etr*$S'Fr*x+J:3' Ei I E;a- - u a oEU €sgB?tA 8-sQEt
#Et *'r'o *o o
.6 "d o UE S; € E&€H.Et

4)

l*

o
t-
"(,{,
It
p

4

(,
6

{!

F"

(,
o

tJ

U

(/

{,

F
(i
F

6

ou
&
4)

ts

,)

00

F.

&
()

l,
I
F

t-

o

u

o
F

b(,

{)

t/}
U)
a
6{

n)ra
l.l

1..

.i



s
i
3t
0t
t!

SCr(noE$' sh? o.8

BIt r;b3fi il,2.g; E" I, E
=1{ H ItE a hE'! lrfgqt g E ",qds:E
E*.9 H io,:9 ,8 ff $;H E s,;9,
E?$EJ;6.aE 8t +

" ? E * aEs*'6 e9*
€lEoqr,
e.E x r 9.8
€EE rtUAsg.iEgg.

?3
oo
6ai

oooL)

)\

*,9rrt
€S
&; $;'5 E'H gtt*5
E* E*:k*!e-o u3i

I B.'e E

^*{ E H*
l& ? EhtUa:g E ?sA.ii .1 E "s *?.o a z o.o
urfi U E Ou;'A lU- =..l V > 6 , ::P" a.2.tEe f l €g
n € 6 g?

f$ 3rE;
'< vl -; tl tU rUri E E: F;
E€ $-l r*b- or' g o

$r €rEI
E r* [ u s E'$€ E E: E F E
Eq,E E I &'inixFlr-8fi:3[E:g:ltFCo.t<O. l.<5d

nEdH
/t.d
fidao
(,r crrcs
aa
f{lx13!u.t, Ebg
€t)c.* AafreP*{ r
i*? cllY - .^H;IYC"OgE+ Le g
dCa I ie*g a H;
99ef0*;gT E",E E.aE a E I 'tEEU ; H Egf?s*[T
&t8,f;6&6

I&l(d
lE >,
IE F
l= ru
lcl.ii,tE s
lsE
to.ol*E!J:,

4()dJkzE
EOa,*
gU
B Blhkq. >,Ei;
&a
ilh,.; b.Eq
AA
Q,

d,
i>

uc,'rt

-b$
a*

x
o
tb.
s] ht>.(iH{5EAg'c 6vttua

{,
u

*
u
{,
d)&



s
cs

Io
U

u

IE H.E

It p f elF6-cE
I(Q=.i (dl€9 *y
IE E E E

lg3 HF6: * F,;T: 3 H fr]
'HE-9.*lf 3 i F als{ hE 5l

ie {{tl3 * 'VF -lhf E-E gl
EU55kt
t r E;!l
€ il i r frl
,I X g {, ol,.ot Q tr Et

s$ s iIl
ila

i€E€Esj
.a 
g*i $Eii It,*;BEEs;EF ;

ffgi ggfl .iI ;ggf tss Egg I

tgi 3= gEli.g €$ti;it:; u eE# sE 
**' rl

Es?rr A ;Efiir*$$;iEifiEE}is I

d,,

U
o

(.)



d
GIt
oU

$

F
G
o
at

I
FJ

.o
&
u
n)

gr

a

{rl(ut
*l(Jt0l
-o'I
{1 I

iisgiggigEgrsi$'*{i$' c'0 
$EEtliIEgi;$$

4 yriE
H.HdEF A)x _Ena 6lrr :i _i o
. -n (!t B:la..:l * tD ay'643
.E x: ir

:H iE H
J JH h

g x* *
taO.E .,,- 43 :'€ to .5'I U? -o 5&
.9 ( E',i.o'lE (Jv
-a.7--ul!*

e E?i
I J,E !a

:E E; E'l 6 I'f;tr (,;J&
()

l\ol^tloIo
ta
tdI{'
lol"
t(!tn

t:
lotzJp
x
'l
r/l
{,

(g
U
U

0

4'

()

()
i

(t

I
;,,
E

4fi(Hspo4r'6

r H-$hk 5A'c, sF*;6 ru.:3*g
O5hiLtst(l0

AB y
s.0 €ue-'!iff6.6.S8
8 E'E*iii,

tgE'-;q=di,
it 6&(*,1 -

? E r'* E..-/uGt.949!,*!rHP k c riri:h;
HEggf
* E ; eeG 5teF6)l*.=

0

U

(J
}{H



{
ctt
B
a(,

t;

gi ggg 
Ii$ i; ii; ffi

r$E€g€g $E$ $ I
fg:E;{ $jE # g

la



.!
I
o

I
0(,

rt

'?ZX E 68Ee E gEE F :E t
E gg a.'hE - f:gg ;*fgi ? $ t
;Eje; -g3i{stgE*$ } i 3

g#*x$,FEtE

r aiiEr I; tar* I fi# i ry

r#BgEiIBi

{rr[E*i*i
iEegiiEii
e $s: E a;,5.E
;**t{FgsE;EA!Z36.Ur^*U



o
t
3

B
aU

IJ

lg a.n
Ilx c 3Ig:E E

l$€€ tl:rJi o tul*ts $IEIg U
lvi - t FI$E; Y,
lra d >il-s g !
lEi;s EE= fr.fr, g

-'F o tU iJ

T j $I sg+ aY 
='r,'=1 
3

;af * H

lHgE I$*$r"$
HE ,f

a, ^=
ta ,ao.o

5()
xo
d$

=gEdg'Es,€E;rig?E ax A q ; EE $E g r ; Eq.rgtE.:{Eo.'j4usEa; T6 { E : g

E Efif; 3U ; E 8

E.$gEEr{rfgsfs,{
{igcg{$EiEE;EtEf{g 

Hfr E fr g *i n f i H H g* E $
='L* 

- t E't$ * rq P' r{ a t'6 e ,,E.A.,ou{*il., oo oo. {g#E fl8g fe^Ee fi, ' {.

TB .T
-l!6Ss
irOU n.E€ $xE 6gLd
Ld*6 o
dU*E I 6

f :?s ItrE x. ssfr:o oX
x#E &! *
5l{'G t iU OT; 6 ! g I: fr8'9il 'iYT s E H, r
Hs: € * e*pi Tt y3It $e:E3n: 9q .9* {r,:l o !, l*
E# r 3{ ;
#e E. HI .E

SHrlo.F. }1. dE 6

sd
Eb(J,i* s5*.e
.Ekffh.s a.:u *



6
EI
B
ot
tl

iffiiif,il$iiifiiE

Irl{,

t'
l6i
l(ct(Jl*
lo
to
IU
t:

'l)
6dJ

I
,'u
A
F

6
p
{,

s6Ag$.E .BBE
*!,g.8f;?o'.u t sgFXlrdb ; n &*E '6 -iEii, E Eg?; i r g €F.fi{ [ $ifEt I gF*

-UX €.'!.86
H'E; $r$il fl
s F F: ;E'i t E

H ss*f;E; g
q)....f . . r.
&

n

v)
ni

i,
h6
U



*tgl s;f; EE

ggIi!EIEi
EEF? E"lf rEEe*-5 8"Ei

€$fB gFi i3tfft gi$ Es{r{i sii a:

!E5tfigl$jEA!g, 45" *i€nE$ '5?f Eg

ee${ fifm g€

.gs3Ie $E[ :ii
Eeg€g E;E E?Errrii €fi1 Is6
€fif i; E {ll EE3

iEEE$ EEg ;g$BEtrs srer 5EEe*d*i #3?g #;€g tgg$E EEsr *i€

3sg*g$EE{EEE$gi i €E$E HEa. €€

s
G
6

taU
tl

o
!t

C)

,a

ru,\
et
o

)

n

{.,

v
tu

d,

tI]

(!
E
o

Gk

d,

tq

o
(U

I

&
o



d

o!

au

u

l

E I ul*,.1, ,r$*l *
,, l- " lHt-"..*ls ;-------*l*'l ,rl

l- rr- Hl "" , lril *$*l * i*l sl- l*l-*r'
Gll * llll *

$ --!#l * $ *-1#l *.rr $#l tl* l*
lfr l:fi 'l- g--*l*

df.r*.$xfrts#$*

6t

q,

9a
6tLg!
6t

Ir
t,.

N
(\l



{
I
3

fo(,

$

.Cid8CE '}j
gEN
=N'-po ..ok4

fito6.9
E}
?{ a
!v(crxfr.s
AA

dA
Pdn
doa.a
d.H (*{

f^ t*A8d(nEE 83.A!\Qtl E R 8F * *tErEaatq,H{.8#8HEt$fr{txsEa.gY H Ht-I A_ l.a f{ k56 h-3Sli,trooFC'.FaoHgEt''F'HX
@i:'o.-.L]n fi(DFl
{t1 (,t

t
th.. t,ilslHl*u l*t-*lx* J*_l*

lotrl na {dtl
i'---!JI ntt

lol*i*--ll a'Imll rup l*ll
fl ---**l n" 1..

1*lruu l*
t ----*l nfi Q\rnfr*{ro{,rlg

Jfa6TJ LJ

Pr*s,:)*'

o

t --*
fr

i: ----"----+#

3 ---"--o$
tt

$*



$ E ? $# EB$B
Xfr3*zr B fi {iu f ,+ E E;E*E * S gt {*af

$$Ei#$€E$f g $ !$ igEif, v $ iE TfsEo' E € EB s*'E'sE # & Eg E€EE* E fi gE EifiI E B 3g I#F*I a (r EZ xF-EF$ g E ;EE' E H {€6 n E ;€ fiEalE € € #E fr$B*i,E $ E gE !f;iEi E 6 # n3 EEHE$8fr i 3 H: EEaH

#* E E * tIr 8t EEI r il* f i €E E I Y EE E EBEEE'E €fr .E 5 Si$Es*EdrufiiFffIEEit 
Eg

gt,sFi-BflIsrEfi$lIE$E
; s$ i ; ;;;g€$f





ra(a

>'o
M

N
o
A
{1,

ttl

{)q
t-t

o
(,,
t)()

Io
O{

{)

{)o

a

d)

{EI
(J

.o

o
o!

p
d,,

at)
0&

(!
{J

o

Bo
o

*+

oi



el

$€ $Ei
f;*s$a i ; EH



C)()z
Oi

o

n)t{
C,q)

4)

i/1

9
6iu
a

vt
q

ut

o
oq)

Cat

."I
I

a

&
o
uo
o

I
c)
0{

I

ia
9:
L(,

q
u

uadlc

3I
.-.i
C)()z
Oi

L

o

n)t{

CJo
0l

iT

o0 I

l*,,1
Ot
v)t

tAl
0)'4,
at
a<
IE

o'
0.1ol
o

t.a
O{

I

d)

o

(c
@i
6!.o:

et(u

a
Uvlft

{,
(J'o
*
n)
vl '(g

"Ulu,
{)
o

.9.

'o
o
tf.r

nlo
rr')
G

r*if,
(f,

I tAff gEI Bggitgg Ea ?.

EEEI?giIaafiggE?,$
E a EE E$n €eBgEfi g- cEE E

ii$g Er; *6g;9*rE ;s3 *?s!H :?E frxtg{ ff+ Egf EEIEE E;H glgEtE€E"IEE 
T?i-' -H€ 

EfiIfiEITTHi* $



a
o
ts

a
al(i

(.ir
{)

a
{,)'r<

6l
od
(,

q)ao
t-xf
c.l
U)wa

t{)
U'

th$

q,u
C!q
(J
U

"(,&
a
6,t

l-a
C9o
t<

{)

t)
n)

t*{
o

TA

(!
nl
nJTUI
MI

il
&t

fl

o

(l
r'.1

I

q{
a

.o
tt(n
4)

bft

ts

o()
a
0l

an

(,
{r1

5Ir

-o
q,

6l

4

igliigiglrga*i*glsgilgg
EtEixgExgt*3s}BEg3i;es

*i$EiiEi$iiiiEgiEIiEgi

gi*;*
;; gii

E;$[E
gtr;ri

*sggt

Nrl





rFl-(,
o
rr)

o

o
b{J

o

ttql
bL$
(t
al
o

@

CEk{)

(J

o&
ot))

o
cg

a

*EHEEqH V A d$ h.: x Io'-oF*e*€E e* f'- H o.l53;,3€3r if;?)f;;'t?(E rI, .F IJt {J AtqP (J dr.5

*?€€E*4u-

E ryH E A

S* E E gOdHtsH
5 H g#t
Fl#,7 h< >,lvHn*-\fi a' (E i:*rE.rO
.e € 6'.5 .e
r g aE 3r/, .a - L.d 6r o\ .gj'O&83 Ero# H i
E O" ;-.€ A)pxE< xg ! 5 $ff
E E 5A E

?E &EE'd-r9d.'XH
E.3Est
;3frss
o t tr'0, T
E g g€K

# *rflgIs-EH
,.1{ }-t *6p-o'E h'H.
r H;ssXia.6o
a.il :.: 4, 0J(c.i o) > =ri i ! ivk.**; b
.({HE B\x!{=c,EiE H* 3<ntr)Ytr3d ,i$A=3 a-a
2 A.- 9,dar6ElBHt P Ic.xo**uiSeHEbrrtr ?-iE;Bgi
a j $€!su g g.H

IgII$gitiiilBgliiai

EiBiEEiiE$iiglg$i?

EiiiiiEliriIigi{al

ai;gtigsiiggtglrggigis



?
It!
t
ou

u



? fr H f NEFB F';
E H€ i?i. x'a oN

$, iltrE HgA ?qg *tq E*E TE{ EBE 5gF Fir $'!i [B{ ?l.e -b€; 5 E9.* - W nL4\--A

* *Ec il{
e *tfr- Ai? s.EEE *r-i #EEg Ef;tli.|rot.oXE rsi.8 *r'
E fFE.i *E*
E Eff*:E ;*EE Eq;E Efis

EE!€*fiaBE: * *f;J

$El;igIEIE g #g:E{Ii*igaE

* :E** rfn

I3gi€iE?
6rr

3
t
at
c
G
U

$

>rct
GL.oT.tr+E5 IR*El.o
-lFJ rCIE cH
C g :rlo r-: EplE fl il....5 sl**g fd.=

-4.o LBIE 5 xl'*O E 1l'<-(J :61? I bl"-d slO' 'i"rl 'u "f+)
ryJ

c,N

6

@

(
6a

o
6

ro

!t

Y

eEsf**++
U)(4oatodl i; ,,
o-d-=*t+il
Quru) rrlslorunl uBofr



r EE Erg [ru # ESEB* 
$gEiiI ;{ fiit ?Bi : Itg** ar,'E

[igfli;i{gatItlr1ggiEs i



aor.l

(a
)r
{r
4)
c&

c-.1
t{<
o
(,
ulo

a,/,
u

(d

olr

gr)

(d

N

o

a
(,

H

Mtu
o

(n

U'

oo

(l
*,

.a
(,
t:

(,
(!

r(
tE
rn

Brn
tfr

c\l
U

+<6
OJ()
o
o
dl

F.

tfiaEill{xe**gB[1Af

gli9Elglislgtiiitag

a giI EEE EE{ 
EIia iIl?i

g$n*g*ailta;l$}us{E

6
r
a!
fq
U

tl



$E$EE$tiiBiEil

{EiaiEi?gggiiEEiii!,
EIiisr$*ggS*ssigiIg?iti



ra; EE$sgEE.E_Hg
# a.E Es'F=E E q,Q E6 .E {,= iE q ST E
H E 9:.= v1E E g" E

€ H ,i i #
E { fiE E; '.H gg ;O d i.i':5 .A'" : gf';
€a'fr .:E 

E

HH f *E €

EE f II il-.6e,5Xd (,) Aa 'e;: H E.U EEE H i; -g

; gl E f* g
E A: I !* 6s

BIiiifitsttrOlldL.btr-ELrOtia** EX 3 aE EE; i# a Ef E#; tT E 5q E€[ *T g :E EE{ #i g E* TE
g H{ E EE E$nr g.t g .gX E€fi #E # Eli ,B

IE ;IE hIE Es$ r r'c.Ep{r€d?trEtq
-9-Ho#EB,$f;#
E8gE-gtlAE(r3EEzElrt: E EEE$?#aEa&.E* I i' EES E n i$- gEE .d e Ee SEfl E $f$Ertr9EA ? Egg iE sEf;EsH :E ESE:EEB .E J E rb E€r F E E IgB E!a € g g
8e E ; u e uo o.
OEaE :E U,E E S€ e

*8, x i g E $ EH #** H € ! f 3 * ;E xf;i E fi e I E B H,E ggT E B $ E fr i ET ?
EH E ,s : r : E Es n
/oo Afr*;;; ;: j ri t'.tr)\cm!t



Fi

:\oooo
tsH*' v z*
L!VLVf tr EI* 6 -o*
AUH a^\
ts!4;!e s qtr
6h*o o Ilr'rQ
ag*y L ae'rd A iELl'=!1 ;}5 E E36'

dx
':! rD a) l-o
El ; E."Y.rrtQ-!=r.s :6; !r' ffa
ILDi: I E*9 =' A 7\X f Hyg L,E6.<a (D srD- * rl :l1 r' m=d 6 <g
;*Pv,.! E' $<raYE&

F.l (f- *"-vuka tt aY- r'i;-{E\e 
^.x,y. \/ v

^hY.\ r.lVIY.Ots6"tr^ou4FE C'*Ov+ofi0.oa.b;A(D:
A
1*
3L<*L
tt> ta'a

f)
H

F

Hvo*
5DH..4
i*
U)o
uo7.n*vioqo

tagl &G,9 ..
ta
o,)
f}

6I

o
q

o
o*
6fi
nb

X
ft
G.

!j

,J

6*> 3ts.xa $$5{ e I& LA! i.E5 :;E E.f,
'{ hEg  oA TFP Vnto.€F
*aE'^
hrZ
trr7d
o6 t

oo!,
E

L bv,.{
6
G,

5
Pr-i
u
s5

Vl

o

o'

!, IBrrr
HgfiE*sDr s5.
11 A o d..ar H-X=i fPfr ?tN

H. .lb&8gg"x

N
I*

fl(l

o
frQ

!
t}
d

b

n
rt

^

2,n

I

a

m
d
a

lrrl,^orrlA10 Br41 f Fi
i o uE o sr€ xFE x
I E rro s db F;ll, a 59,slrts.OU--FJ aE-;a

I s'E-H q I, *il Y xo
Y6 ldFlo '1 ?

Hr ts4
s .cr . .qr4'o l A"l- o J. o
ts , E''

-tF[ +8
o6'}0
6/41E8 I,EI.o 9.oo5 aBa9,r9,$a&apo PoflO ie rn !,(tqa oqqaL oLq! Frs

6e llc1
x6x6
6d 6dot a.tg'( gtaaoo

!"J

to
^ri

ulJ
X'r
a*
Hdr/ ;1
Ft':to*|fr
aa

4

i4
l,)

lt
t
$
o

t'HH

=btr'I cB(rts-
e ';i7 Y.

ws E-b fl'H.
tr *rAp o "'
6-t qts ;r. rrI a,

i' g

{=
u9
P.t
olf
ltx
bO

.t tr'

o1

ia
x
cr{2
F

H.IV IAE<ngr,u ug.e i<8b'€h E. id
:E qqi lt'
z; E.g-#qNE

1a
c.nt

NFF3
B lar

FIF
fi

in
x

a',x
*,*.
Ft<
...1 o

ili
OO
Dt'
frd
gr{i,r

o
!

o
Idiu

6
a

ll

arr

i
?)r

r
!9

tr

{
f
t!

o'4lD rt-

x64(D
\c
Q.€E!'
Qo
w'^rtat?rto a)

< .ra

mfDo=

,fi2
()s)q<*oo^.
/6;. rro

f6
t.l _

ho

fto
-
F.r)

h
a!

,t

o
.D
'l)
u)

a
/t

o



ts{

FPr,rzF6E=

$ g ; s $$ gr$
H a f 3 re EFrq r : E p8 EE"f

r * $ $ F[ Er$r y g [ *H i$' FF E f; € .Eg 8gEg H gH *TE# * *F EHF;. 
'n € ooLt t r3*er F tHsrr € $*ErfEEEf,

I 8"sHs eE S}. trBBI34itiaoq o t't ;i,g I H's:
P (fi*ltr $?e.BHHi EPO ETi sEg
8" Fgg
3r EEf$ HTEF fa€g :Fg o
r Es[ $

E -[g 
a

o iLE

rrIt$rgflgrsr$
E,E A, !idfr r r
$e $ g
agEg qr
[3 H

$EBBgsF$EFg* i $ rE r[[ *gui*.Sg $ f fiE rf r ic
rsFg$ s[g$$II Egg r$t FEr* s f? 33rrrE r EE E3r $Af n $g gga r$
H Ea AHg E
ag *g $Ag $I sq arE ,rq i ;fiE g€ if Eqfi H"o A U'f6 EE $ Er; sE g .EE$ fig r, agE Is" Eflg' g



6FF FF F F P 90

3rr r f gr f EH"Eg.r fr [r fF

fl$g I g Ep g f$arr Er sr x rs [$
g$ [ EEig gB[[E$ ffi [s gfiE 

$raHslrErrrBB[gig[$Er[
,*g 

g 

E re agigg fg 
gg g g[ gg

s: F$3 rll
$E IEF [$EB I$ B[B II;B [3r -Err[.gg $gi*[:qH Eag AgfE gr g33{fgeE -t* -*fr E iil.?*s*f6
rE*r*eggggggfgfgE[i Ee r*er;[ EFEi drE Er xfaa[t cgFEEr FE t[$g [[ BEE Ilfi[ 6E [i*EH[ ers[$
d: f E prEE $ ft$i i ge * r E

:J

tn*
a
4,

ta
n

o
a
a
t,
t,
oo
!:
ao
vt

o
a

o
a.

o
r-i
G

rD

.D
du

o

A}

tJui



rd r-i ul$ H' i"'
*r d hl 1}a)$trdrpppCIt g i $$ t r f 5s

irri*[f$fig
e r * gi f i s €f* dS X € ; xFa Fi r a r EFa $s r F F Er

fi $Fs$*EeI $$ r + $ Fn& *.I E s 4 x;'r 
$E$*e[*d'T

x[ g i e F*
s[ c i r iiiF ? F +S$E 3 B $tod g gEs g .-$

qfg"s?'*GJJLfi
ABFFE{if *g'Eiixr:6
{;8=gis itg*r

r,t.) {!

t

N

H

.ra

s
C)
c)
-;:Ft0

ft
,{)

$

F
rra

o\

(}

*
o0

13 tJieO
ag
v) (n
ft

*-xvxo

fr
EO

o
i

Ff'

Qs

ft

6
)

VF
s6
a



[r:fr,rr$gfrnrr$
[.rE;rgrgrrsreiF--'#6rEE ?F*ruf i[E.$[[ttrte. f,ffr F$ gflg g5E 

E

frrifrgfEigr$grf
r.€ 
gr $ ffi$ 

gF 
Fg$ '$$[r*r gf$$ ? ari €s

Bf frf f 'gf i frr rr
Eli $ sr $ 'gf f&

#+E $ rg * $E sa
?;H, [ flry I ;r ]t[$; $ :s i €F rf o

$ffflnFf*fr$$



*rrrrgg*glfirlgallErl

gggri[ga[Eg.gg*$gl

*ert*[rrs:[[gf$$$

Itgg$ 
gg eg rffigrr t

gggg[E[gBrgrrEEI

rga I rt gBIt

EIEEBE$EEIiE$F?*r;Eg r ,ri [fgrtf $rB,rcH * '*r rar[*r ELqaBB t fg [iril.$$e

2 W*A 9d !g (D gE
;iavLl N H jr'ti
- O O'aO
wrLldat JI 1.4 - r,OOte )i a:.
rr-H 3.*d
TE# E g
@9*6'a
o- j'' 5 f,'9
E f ilrr
"aE.r.aE[{ H x nfr*gI
frer9H:a ; t'J .O Fq

+l:O(Do 4..tr,3 -

s$prnbr;.u O (,t e 3 1.8
Hh h -q'H 6 E r19A*U.'-r ? Ei- X. ts

ia6 i'p; H5 E:R.^ Ffi 6
s I i FEHqE*;
HTE:T
E-: iilfi
-Vd4(9vHi.B'oxoo*FVTXV
/ ;.Y/ H.< a" tnop3 8H€Or, !! o

E * [,}'f
F*H E€.;E;3.2
s 1E 3 5'
^h*ts-laao @.)

5H3r3tsduk#
:"9 r." E E.fg E B'F'

Lia Ii!'Fz E o !
E Z'* * 3,

*e: E.a
*m*tt)
x' z';5- g. E
H E FE F

ui

rD
n)

o
o

O
A1t/)

o
(}
.o
oh
!,

G

tho

o

U)

o
t,

o
rr
IEls
l3lo
lt5I<to

l$
t?

'}(Dfria

a'

I
0ar

,tJ

(D
h
o1



[ $ i$ ig 'fr$ Er i" .x* Er flq' ;'

*gB[$E[tFI
I $ Ei Et g+r t; * xE +A ;.Ef f
g[Ef,[[$gII
s $ H* E$ EE* 5H f$ E1 Sip i& B* 7d EAt €i rE ss E.f f *s e=s Ea &E{ EE ra. :H ;r3 Sr r$r [geEr H gE E;f IE ;r{ $eHr6 Esl r?r*r! sN o = s. €5 r aE =irg 3'a 6 EE aIi g.:; Hr **I $t r[ EE: $ tr r; !15 E& H: f,E; $F -i Ie* E oli [: Hs{ g gil [ cEE i $i r *rrs t

w l.J

r
(D

g.

Oroo.O
o(}
e;r(o

(t,po(}
a5

E
ir6

o)boc
(-*{o

?8
gS
=oo-
3r
g

Noo
rct

r\)
C)o
3

rO

Noc)
3(o

?rta6-{(n6io
0.q
Nc
e
n)(r

GPoE>u)hdH.CT UI
L/ fD h)

'1 |.)2i,
-E \JAts 9,.r#EOiTi rir
6.H H4L

*' i.)
iE
9*olt
?{D)*Hc#vTo*iq;
E: i-ltrE
NO
'1,
H*ts+, 

='v6EzPt

U
a
ID&n
(Ds
o
r.0

A'
V)
G

o
o
;
o
o\o
ooo
F(lr
o-a
V,o
4,

(D

n
A,

oo"
t,
-J



EE $ 
g[ 

Ig$EiEg 
grEII

*a +;

FE $g 
E[E[; 

*E $Tf,lr$

[[EBrEillrEflaIrIE*r H* irsFrri$[f Ef [eE[*rrr r$r
gg$g[gigaBggIEg

E E flrrgE 
,aB 

$sFg P *E*[[r FE

* F rgss f,3a' r [ari [u ot $ *Er*t* $I g[ffF ra I

o

tno

o/,

a

d

H

a)

tk

*i.oo
v,

.D

o
o

o?
Fl

r
I

NJ

ooo

0q

n
<n

.!
(Aa
o

o

o

o
N

N

*i
rD

tD

r!

a.e

N

o

I
Ith

g
oa
a
a1(!
(}
t,
f)

t,

{}J
@



n
not
&
oI
s

gfgF FgF s$ g$$ $F f r t
atrgE$FgrEf[sg[;$

'rrrslaFg.niggggg$*E r Eri
n$3 u*T r$ gr flE r I
flflfl tfi ilr sn ;r
+i.E **E i; f;* [E
sflf rf f ia *r:E,* a'tr 9 EB" e.E'fte nY & E3 d'E

[$g fr * rr r$.,F* a@ l, trrt :Yf#r H* P il rE
f;FH Fa fr *f *€E&E 6"9 ; E'f S{iaF3 E-F' S Eg eXan& 3f $ Eg Ps
ggi +s $ f;E Es"FY oT E Ex 

E
rgg 3F g sr $

[rBggi$r}



aX {,}

OEE8 IE'o i:oY !,bf 'n
d90
uulk

tgi aF;- a
a+ u';l 4

E#€ ;
--o iJ
!6 fi". L'bRg d
^7.9, 6iI a ELu{ a

XIi*E
ETSTf
E E{: X; r HEE

n* fi6er 95 x XOa-(lJ'ii XA.[F 5* .*t, ii E E'E

E€ H*!*
.e€ h a{ u

.g,E i';€ H
64lr:9ct
1d#sE;
El &-o I9.o<f, - G x.x c,

1g E 158; EEgE g
o-"o vt ,; i,E* & otii 5'!xa:3:

i5; s;,8, o h'o.r u

=-b &E A,Y?E€EcE?* &fr; H,*

$#t E*!
E BE€?:Eg'a A il E oqsu;pogfi g.E sE
STEEE"g

e

(l
*
&

l;

t

A
ql

$'o brJ(.) (!
;, !l'* - h; r.e f;dl
bl/ u aq t.t'il.orfgE't;E:i 6rii.9.^€ B i*:* H*EEEEHfiEEEeE.c*9'rE:g'[ I E.E'E ? E.a.g f,.3
rE i'E EEI.:xgEgE!gfli[.EIB

E e J:E

iftgsi;ggg;i,
gEaEg$i€IgIiEE

.8

'85
*}l
Estr{!Itil'=Er-
sE1
u'E E
dIL€,i 9s

!a
d4lu'eE*

546.!':i *
0€ hI'1 u!{ kE
3 !'3'Eq3 Ob*;o cq:
bT€li- ti':lq;HAG
C o'*
<{ u

.:i h

-:55.
_gtd(t
o€ l.ll ue{ k"o
3 !1,3'5ra o
b s,3u gq:
b",r€5- il':! (i. *HA6

i€ r'

;G
AA
.l,N
logr.

{a €

i\

9.r
coFUu.*
O. cd

"6

>\40

9, .e

FO6.9d.1,

€eF-i&E,t
i.. 6 t',

H:Kfigs
a"l
(,
(t

f"l
4.8.G

rO
_0

(,k

E'/in iU

al
{,
c

?l
{,'ua!

o

{1}

*
6t

et

l.qEi{ii<

o

u
Pr

U
{,
L
fr€

T.aArn$Etu!,N,38
$E {)&--,1.,.i

B
fi
OI

{railalIJ0a
a}t{
ar-lH

dY
it)
!
n!-{,&It)
ts
dg--t

il
L

l.:
a(u-I*lE(l)rv.la,o
T-x{}
Io
a0rt
Eql
taa
>r{rr!Irx
).1o

1..(
dv
Eql
to.-laaut-E.--Uot<A
(u
ttot\
fr
ItI€ql
t{



t)!'[ .e
E.bb

IE$gs;
H 9rrtr Crir9!(u(A E&re{6()
5. C'?6>5;e
'ti ", 

E 6)

E g HE
a

aq

d"goq,
polc
I ,*.
PO

-oo
a!,.
iq5

E(!(td
rbll
r!16
io#€ao

aad

aF,5Pt

*u,

2 9.9
btu ra_ .g';;ul
u,i4 Io.: {aq{:t:
t?d
6EgY >rltlag a

I

oF

o
a
o
o.
>1q

(t5

,g.

,oed
o(,.E'!p

kY "gan
a

p
F

o
o
o

F
q

G

otu
u

_owu;
dn

ai .gs.a
a

U

,E
l!
E)

o
u
d&

(J

o

o
e
a

(E{)

uE9g
';o(!{,

>o(, ).(
41 0EX
(Ji'o r!tghq brl

I .9.
ITE
a

?o.i0.EE
'i.2 y,
a! 4'69>r o.-oI cur't:s*$'!no
H:Ebn€EO h'tq.-.!oi!

i€ B
s

Ea((rp?8I
p€ In drdie?
U Sr'.t< o
H g,E
h t-"t 3
E; -E.HOF

<t u
a

JE
=€ ts gu'E g,-hfi; 'ir$
{$ *$iu9 4r-rr't .l u98" H}
Ea s *
t $E:8,$38FX E

AFd6ratr
,:0,99,{rx
I9riu- !,lJx.!
H E#yH:

.c 6':oE5
E eic.;:',
<.9 t
a

Gk

-Elg'o?.F

-qEl(, t!. s.a9a

n 0$o; .{r.3
,bE
P-!;Iff8E
t

U!
Xo
o;

oldi:r6d
u hi
=OoSr u
t.F
O :?'61

.3 o.5

'560

a

Uag.vx*E;Bf;trve7
Erf
g H?
.=trts
T 6,,Egr

rJl .yatA
q. 6J

b3
s/x'uA

oa
0'I

HC

a

"o

>'EE
UH

FO8 .,2a.d

OE EpaE9t,
;8",€

(,

o
U

or g
alIl;q,.i
€EE
5 E#

(,

ol)

rc

ts
FUo.*

.- d,

ut
IU0.srE

r.l
t)

I

rl
o
!i)!oc

E " fiE$I k llq O

$; r $ fr ; *6= E 3;.F=.inAed4al1 l) 5 d dr(S

f^l
{,

.f
o

C.,

al
o'c

<t
!

u
tr

xtt
f.{
u

L,

tl
o,o

tf,
k

{,
ti

r,l

{.,

ct(,

il

a)

6

11ot sE.Er€rf
A'a u=<?,E5

#E a:iE v >'JB B
Q= P

SE e#

o

P
{J

d{

or.

a -E r.i
*.eb

u
)h
a

.!
c
olt
!oIJ

i,|



(E{,
68o-

6 il)

><)atu{)
66

na'o .E

q, brJ

aa
gl E,

rl0, I

ht

ut[,l!lrut,,o I

i*/n I(ltr. IdA IkAt.o= |Sf. IEr I*s I!r{nlHO I

UV I?? xl.i 'O 11 ell

.9 io &la V rr r'E Hi Fa'tt rE iia !q ?6 !E .S6 6b Elr i,AIU
O C(J r
E, g"E 

S

s 3p 3.- 9U t'o .LS-*-'t, .E; !b ?.9, .8E Eg SE }€ FH bg .G
1, E" !r'-s 88 sivr EI fi* r# [E t' "3Nk94.;a 6 ruo [,= ;!€ EE IT T8 Ei'Es EI :1, .Y.F+Q.t:
:.G$5 E.t E3 .., -g !tSoYiv !Bi: !* .EY {u ^ ^ a
:l .:! r^
X j>o) :Q.90il 9,1 slf EB ,x

lE ,9 rr: rlE E1 &l.E *:1 Il.E..k:\llHEi Hlo sl;'A c

tq

aI},'cr
!r'5
8C
EH(i.;(ux
5is* {.r

o.g
ir':I
d5co;

b

.t, E{r'Efr*I 8E u.POZ'r:xti

#i$;e€rsEgi

x
v.x
FU0.9a. c6

r.l
'U
d

r ,h(rv
6{)
0u
Tb

0,
16

0,
6

a;
C'F

rh lU

IU

q)

(r{)

1Q.t

il

0?
tau
i;



S curndsntiel

5.4.1 Dose Modilicstions of ILI
No dose reductious or dose escalafions of IL-? are atlowed (cther than the r:se of ideal lrcdy
weight for dose calculations, which is permitted, See Section 5.2.2).

Cycles of IL-2 may uot be delayed beyond the windolv allotted in the Study Flow Charl in
Section 6.0 (*7 days).

Delays and omissions of the individual tloses of IL-3 withiu a cycle ale allowed. Dose delays
will be adnrinistered *ccoding to investigator's judgiruent. Tsble 4 is provided as a guide for
lreating iwestig;*tors (reproduced &om the Proleukiu pock*ge inserJ with penuisrion).



S $orrltd.rti*,

Tstlle 1. lL-Z Dose Holtling nnrl Restrrfing Guidelines for Drug-Related Adverse Events

Body S)'stem Hold dose for Subsequen( doses mnv be given if

Cardiovascular
Atrixl fihrillation, suprar.rutricular
tachycardia or b,radycardia that requires
treatulent or is recrurerrl o,r persisielt

Syrtolic bp *90 nun Hg rvith increasilg
requiranents fior pres*ors

A*y ECG cbange consi*reuf with MI.
ischemia or rnyoc*rditit u.ith or u"ithout
chest paiu: nxpieion pf cardiac isclremi*

P*fieut is asyrnplouratic wiflr full
recovety to uonnal sinur rhytlun

Systolic bp apO rnm Hg and stable or
irrrpror.ing requiremerts for pressors

Patisr( ir asyrnptonratic. MI and
nryocarditis have been ruled out. clinical
suspicion of a*gina is low; there is no
evidetrce of r.enkicular hl,pokinesia

Respiratory O? salruatiot <909'o 0l saturation >9006

Nen'oru Mental status chauges. incltrding rnoder*te
coutrsion or agitation

h{ental ;lahrs changer completely
resolr.e<l

Body as a Wlrole $epsis syndrcnre, patient i$ clilically
rurstab,le

Sepsie qmdronrc has rcsoh.ed. patient is
clinically stable, infectiou is under
treatalent

Urogenital Senrm crealiniue >4.5 urg/dl or a seruul
crealinine of )'4 nr#dl. in thr presence of
srvere vohrme rn'erload, acidoais, or
hyperkalends

Persistent oligxria urine oufput sf <10
ud"tour for 16 to 24hours re'itb risiug sanrm
sreatiniue

Serum creatiline <4 m3/dl nnd fluid arrd
electroltrte status is gtable

Urine otrlput >10 rnl-/lrour with a
decrease of rennu creatfurine >1.5 urlcll"
or uornralizatiou of semr creatinine

Digestive Signs of hepotic failtue including
encephalopathy, iucrcasiug ascites, lil,er
pain. hypoglyceuria

Stool guaiac repeatedly >3-4+

All st$s of htp*tie fs:ilure h*r,.e resolved

Stool guaiac negative

Skin Bullous dennatitis or uar*.ed wouening of
pre-exisling skin conditiou" avoid topical
steroid therapy

Resolrrtiau of all siprs of bullotrs
dennatitis



$ tonm*m*

IL-3 will be pennauenfly discontinued for any grade t 4 henratological or > 3 non-
heuratological adverse events that do ust resolve to S Srade 3 withirr 7 days of courpletiag IL-
3 heatrmnt if the side e&ct is definikly relnted tCI IL-?" This wiltr be considered m IL2-
related SAE (see $ection 7.Z.L-Z),andthe patientwillrotreeeive ftrtherIL-2. Tlrepatientmay
continue ou *hrdy with pembroliaunab nronotherapy *t the discretioa of the treating
investigator.

5,4.1 Inprtient visits $oth drugs rrcheduled to be given):

In the event that a patient is experiencing a significant peanbrolizumab-related adverse event
at the time that inpatient admission fbr IL-2 is scheduled (with *7 day window), the seheduled
admiseio$ltherapy will be omitted (ant del*yed) until the pembrolianurab-related adverse event
re,*olves to 6r*de I or less. Bothdrugs uraybe given at the next regularly sclre&rled timepoint.

If the followitg peurlxolizrunab-related adverse eveuts are preseut, bo{r dnlgs slrould be
rvithheld. including:

. Aoy > Gradc 2 non-skil related advsse event (including ECIs/irAEs), except for
isol*ted laboraiory nbnomalities

. Any I Grade 3 Xaboratory almonnality

n Any adverse evert, laboratory abnonnality or jntercrulent ilhress thnt, in the judgrnenf
of the iuvestigntor. presents a substantial clinical risk to the subject with coutinued
dosing.

If these adverse events resolve to Grade I or less, ksahest cart be resumed at the uext regularly
scheduled timepofult. Iftbere are questious about a specific patient, the invesiigator may coutact
the study PI for firther discussiou.

5.5 CtucomitrntMedicotionrfV'accinations (ntrlowed & prohibited)

Medications or vaccinstious speci{ically prohibited in the exclusion criferia are not allowed
during the ougoiug kicl. If there is n clioical iudicctiou for one of these or other medications
or vaccinatious specifically prohibited dwiag the trial, diseontinnation &sm trial therapy or
vsceilution may be requfured. Ths investi{iator should disctss $ny $restious regarding this
with the study PI or co-PI. The final decision orl iuly supporfive tlrerapy or vaccinafiou rests
witb the investig*tor au#or the subjecfs primary physician.

5.5.1 Acceptrble Concomitant llfledicatiors

All treatnrent* that fhe investigator considers nsces*ary for a subject's wslfere ruay be
administered at the discretion of the investigator in keeping with tlrc cornmruity standards of
medical cflre. AII coucomitaat medication will lre recorded on the case reporr form (CRF)
inchrding all prescription, over-the-counter (OTC), herbal suppleruents. ancl fV medicatious
aud t'luids. If changes occur durirq the trial period. documeutatiou of drug dosage, freqlrency,
route, aud date may also be included ou the CRF.



s,, ***
AII coucomitant medicatious received within 28 days be{bre the {irst dose of trial treatment
and duriug trial frealmeot should be recorded"

See Section 5.2.2.\. for more detailed iufomrntion on concomitant medications specifically
&ring the hospitalization for IL-2 &erap)r.

5.5.2 Prolibitod Concomit*nt Medications

Strbjects are prohibited frour receiving the fbllowiug therapies during the Screeniag and
Treahnent Fhase (inclxding retreahnent for post-complete response relapse) of this kial:

o Antiueaplastic systemic chernofherapy or biological therapy other tlmn
peurbrolizumab and IL-2

r rmrqtrrtothetrapy not specified in this protocol

r Chernotherapy n*t specified in this proiocol

r Investigatioualagents

r Radiation therapy

* Note: Radiation ther*py to a syulpfomatie solitary lesion or to the brain umy
be allowed at ths investigator's discr*tiou"

r Live yaccines withiu 30 dayx prior to the fu$t dose of trial treatrnent and while
participatiug in the hial. Examples of live vacciues include" but are not limited fo, the
fo[owi*g: measles, mllmp$, nrbella, varicelldzoster, yellow fever, rabies, BCG, and
typhoid vaecine"

e Systeuric glucocorticoids for sty purlose other tban to nrodulate syurptoms from au
event of clhical iuterest of suspected irnmmrologic etiologry- The use of physiologic
doses of corticoeteroids may be approvedafter cousultntion wittrr the study PI or co-PI.

Subjects who, in the assessment by the investigator, require the use of any of the
aforementioned Beahuents for clinical Eranagernent should be rrmoved froru the trial. Subjects
mny receive other rnedic*tious that tlre investigatot dsgrns to be medically necessary.

The Exclusiou Criteria describes other aredications which are prohibited in this trial.

There sre tro prohibited tber*pie* during tbe Post-TseatuIeut Follow-tlp Pluse.

5.6 Rcscue Msdimtions & Suppartive Cxrs

5.6.1 Supportive Csre Guidelines

Subjects should receive appropriate supportive core measures as deemed necessary by the
treating investigator. Suggested supportive care mea$ures for the managemeat of adverse
events with potenti*l imuuuologic etiology are outlined bslow and in gpeater dEt*il in the ECI
guidance drcunert. Where appropriate, these guidetines include the rxe of oral or intrav*nous



$ corraarurr

heatment with corlicosteroicls as well as additional antiinllanuuatory agents (i.e. inflixiurab)
if synrptours do not iurprove with a&ninisirstiau of corticosteroids. Note that several coluxes
of nteroid tnpering mny be xrece$sary e$ symptoms moy wffser wlren the steroid dose is
decreased. For each disorder, attenrpts should be made to nrle out otler causes such as
ruetastatic dis*ase or bact*rial or viral inf*ction, which miSht rxpire sdditional supportive
care" The trefltlustrt gtddelirres are intended to be applied when *re investigator detenuines the
events to be related to pernbrulizrunab.

Note: if after *e evaluation tlre eveat is detenuin*d aot to be related, tbe investigator is
instnrcted to follow the ECI reporting guid*ace btrt does not need to follow the treahrent
guidance (*s outlined in &e ECl guidance dncumeut). Re{br to Secfion 5"4 for dose
modification.

It may be uecessary to perform conditiona.l procedures such as bronchoscopy, eudoscopy. or
skin photography as part of evaluation of the eveut. Suggested conditional procedures, as
appropriate, can be found in the ECI guidanee docmnent.

r Pncunrouitis:

o For Gr*de I events, keat wi& systeuric corticosteroids. When syrqptoms
improve to Grade I or less, steroid taper should be started and continued over
no less thsn 4 weeks.

o For Grndr 3-{ eyrnts, imruedintely treat with intravenous steroids.
Adrninister ndditional anti-in{larnuratory measures, as ueeded.

o Add prophylactic antibiotics for opporhxristic irfections in the case of
prolosg€d steroid *dminisration.

Dimrhen/Colitis:
Subjects should be carefrrlly monitored for sigus and symptoms of enterocolitis (such
as dianhea, *bdonrinal pair. blood or rnucus in stool, with or without fever) and of
bowel perforation (such as peritoneal signs and ileus).

o All subje*ts wbo experience diardma/colitis slrotrld be advised ts driuk liberal
quantities of clear fluids. If sufficient oral fluid intake is not feasible, fluid and
electrolytes should be substihrted rris IV infirsion" For Grade 2 or higher
diarrhea, cousider CI consulfatiot aud endoscopy to confinn or rule out colitis.

* For Grsde 2 tliarrhe*/colitis thaf persists peater thal 3 days. adnrinister oral
corlicosteroids.

o For GrndeJ or { diarrhea/colitir thatpersists> I week, treat with iuhavenous
steroids followed by kigh tlose orsl $tercids.

$ Wheu syurptoms inrprove to Grade I or less, steroid taper should be $te$ed afld
continued sver oo less thar 4 wesks.
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Type I diabetss mellitus (if new on$et, including di*bctic keloacidosis [DKAI] or
I Grntle 3 Hyperglycemin, if assari*ted with ketoris (ketonuria) or met*bolic
*ddosis (DKA)

{:} For TIDM or Grlde 3-,* Hyp*rglyeemia
. Itrsglin reptincement ther*py is recomnrepded for T3rpe I diabetes

mellitus and for 6rade 3-4 hlperglycemia *ssociated with metabolic
acidosis or ketouuia., Evaluate potieuts with serua glueose and a metabolic paael. uriue
ketones, glycosylated hemoglobin, srrd C-peptide.

Hypophysitis:

ci For Grsde tr eveats, treat witb corticosteroids. Wheu symptorus improve to
Grnde I or less, steroid taper should be sfartecl and coutinued over no less thnn
4 weeks. Replacernent of appropriate hormones mny be required as tlte sferoid
dose is tapered.

rJ For Grade 3-4 events, trent with an iuitial dose of IV cotlicosteroids followed
by oral corticosteroids. When syurptours inrprove to Grade I or less, steroid
tap*r should be xfartsd aud continued over $o less than 4 weeks. R.eplacement
of apprapriate hormones uray be reryired as tlre sleroid dose is tapered"

Hlperthl'roidism or lllpothyroidirm:
Thyroid disorders cao occru at any tirue druing heahueot. Mouitor patients for chnnges
ia thyroid fiulction (at the start of treafiuent, periodically during treatmeut, and as

indicated based on cliuical evaluation) and for clinieal sipr* and syruptoms of thyroid
disorders.

o Gr*de 2 hyperlbyroidisar eveats {aod Grnde 2-4 hypo&yroidism}:
r fu hype*hyroidism. non-selective bets-blockert (e"9. propranolol) are

suggested as initial therapy.
r fu hypcthyroidisru, thyroid liomroue replaceruent fherapy, witlt

levothyroxiue or liothyroinine. is indicated per standard of care.

t: Grade 3-{ hyperthyroidisrnr Treot wiflr nn iuitial dose of IV corticosteroid followed by or*l
corticosteroids. When synrpioms improve fo Grade I or less, steroid
taper sbould be started and continued over no less &il 4 weeks.
Replacement of nppropriate honnoues may be required as the steroid
dose is tapered.

r Hepotic:
o For Grsdc 2 eveuts, mouilor liver fimctiot tests morc frequsutly until returned

to baselfure values {consider weeHy).
r Treat with IV or oml corticosteroids

o For Gratle 3-4 events, treat witlr intraveuous

4S
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o When s;mrptoms improve to Crade I or less, a sferoid taper should be stgrted
and continusd $ver ro less thau 4 weeks.

Rcnsl Fnilure or Nephritis:
* For Grnde 2 events, Heat with corticosteroids-

o For Gr nde 3-4 ev€Nrts. treaf with systeinic corticosteroids.

o WhP syaptoms improve to Grade I or less, stsroid taper slrould be started and
colrfinued over ns lem than 4 weeks.

Monng*ment of Infusion Re*ctions: SiFns aud symptoms usually develap during orshortly after dnrg infirsion and gelerally resolve corupletely wittrin :a Uord'of
completiou of infirsiou-

Tnble 5 below shgws treefuenf gluidelines for subjects who experience au infixioa
reaction associated with adrsinishatiou of pembroliannab.

Tnbk 5Infusion Re*ction Tres(ment Guidelines

Mrld reactiolr; *rfirsioo rnurnprrou
lot indicatcd; bterr.coriou rot
iadicered

kcrras" rmrritnnnJ ofGul sfirs rr mcdiclly
rndicrtcd until rhe sublccr ir &aucd rncdrcally
suble ir tbc oplnroo of rhe lrr-erugatc.

f,rquires infir$iou intcrruptioo but
respon& pou:ptly to syrytomarlc
tetrtmcat &.9., rntihistaIrifi.e,
N$AIOS, rurcotic*, tV iluids)l
prop&ylrctir ordicatioas radicatcd for.;=!4 hr

$top. Irfusion ea{ moiliiiar:uptons.
Additimrl rypopnarr dicat therapy uay
radude but ix not lioited m:

fV fl$idt
.dntieiet*flircs
NSAID$
Arctasinofear
Nrtrolics

Incrcas. emitorirg of litrl sign* as acdically
indicntcd uatil the subjrct is &eurd ocdiully
stlblc in tbe opiruon of thc mrcsrigalm.
If eynqlorns rerol* wrrhia oae hour of ttopprsg
&ug rnfusro4 thc infusro tlay br rcstancd at
50'./e of t[c oriehrl urfurion ratc (r.g." &on lM
al*lbr to 50 nrl*r). Orhcrx.iec dosing rvill bc
hcl{ rmril ryuqpiotts rrrolvc a'vt tir rubjacr
chould bc prcoediraud lix thc nest sc&e.&dcd
dorc.
$rbj*tr rrlro dereltp Gmde t iodritl ds..slriae
ldrqut* prenrediertius sLorld be
pernarcutly disrorfiuuod lror fur{her hill

Subjcct ooay ba peeucdicatcd t-tt
(* 30 oinuil1g) priry to infirsie of
Pcebroli?,qb (i6(.3475) with:

Drphcahy&aoirrc 50 mg po (or
cS&vrlcrf dos. of oti[irrrdnc).

Acc -r.iaoph* 500-t000 rng po
(w cquir..dml dorc of aotipyr*ic)_

Gradc l:
Aulongcd (i.c.. not rrpidly tqpc{uive
Io rleptoeitk mcdicttrm endlor

Additioul appropcutc ordicrl Scrapy ruay
inchdc h* ir uot limihd 0o:

Muidc
,doihirumincr
!{SAIDS

No subscqutat d*sing
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]lCI CTCIE Grarle Trsatment Prruedicatiou at *uhrequ*nt
J--a--

rccrurcrcc of eyrytoms htlawirg
iartirl improvcornt; horprtalizrtioo
ir"licatcd for o6cr clbir*l *r4uc.lrr:
(c.E:., rc{el ioprirnror" prdrnoury
irfikrtus)

Godr4:
Lifc-&rtatcairy; prceso or rrotihtory
srrypdr indic&rd

Acctauropko
N*rcotim
O:cygc.n
kcseor
CorticostGroidi
Eeirrduinr

Apgrropciarc rcnrciradm e$dSdo.at ilm{d bc aveitrrblc in dlp rom and e plysiciaa rrdily arrailoblc duriry t&c pcdod of drug
rduisiceilioo"

5.7 DieUActidtyl0therCon*iderrtions

5.7.I Diet

Subjects slrotrld maiutain a nofirlal diet uuless modiftcatio$s are required to mauage atr AE
such as diarrbea, nausea or vCIurifing"

5.7.2 Contrareption

Pemlrrolizunrab aud IL-2 may have adverse effects on a fetx in utero. Fruthermore, it is not
kuown if peinlrrolizrunab hss trarmieut adverss effects on the cofiryosiiiou of spenn. Non-
pregnatrt, non-breast-feeding tlromerl may be errolled if they are williag to use 2 metlrods of
birth conhol or are cousidered highly rurlikely to conceive. Higlrly mlikely to conceive is
defined ns I ) srugically sterilized, or ?) postruenspau$al {a wouran who is 445 years of age and
has not had menses for greater than I year will be considered postrnenopausal), or 3) not
helerosexually active forthe druation of the shrdy. The two birth control methods can be either
two barrier urethods or a barrier method plus a hornrousl uethod to prevent pregrlsncy.
Subjects should stafi usiug birth control fiom study Visit I tlxr:ughout the study period up to
l?0 days after the last dose of stndy therapy.

Tlre followin$ are corxidered adequate ban'ier methods of contraception: diapluagru. corrdom
(by the partner), copper inkautertne device, sporge, or spenrdcide. Appropriate honnoual
cCIttraceptives will include ary registered and urarketed contraceptive ageut that contains an
estrogeo aodlor a prcsestatioual agerit (klcluding oral, subcutareous, intlnuterine. or
inlraruuscrilal a gents).

Subjects slrould be informed that taking the study mpdicatio$ may involve tmknown risl:s to
the fetus (rmbonr baby) if pregHancy werc ts sccur duiug fhe shrdy. In order to participate iu
the study they must adhere to the contraception requirement (described above) for the duratiou
of the study and drring the follow-up period defured in section 7.2.5-Reporting of Pregnancy

5(l


