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Figure 1

Study Schema for Study Part 1 (Dose Escalation)
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Part 1 enrollment complete

DLT = dose-limiting toxicity; q3wks = every 3 weeks; T-DM1 = trastuzumab-MCC-DM1.
Note: All cohorts shaded in gray have been completed. All other cohorts were not explored.
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Figure 2
Alternative Scenarios for Study Part 1 (Dose Escalation)
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DLT = dose-limiting toxicity; MTD = maximum tolerated dose; q3wks = every 3 weeks;
T-DM1 = trastuzumab-MCC-DM1.

Note: All cohorts shaded in gray have been completed. All other cohorts were not explored.

2/6




WO 2012/078771 PCT/US2011/063764

Figure 3
Study Schema for Study Part 2 (Addition of Pertuzumab)
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DLT = dose-limiting toxicity; q3wks = every 3 weeks; T-DM1 = trastuzumab-MCC-DM1.
@ Per the T-DM1 dose-reduction guidelines in Table 6.
Note: All cohorts shaded in gray have been completed. All other cohorts were not explored.
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Figure 4
Study Schema for Study Part 3 (Dose Escalation)
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DLT = dose-limiting toxicity; T-DM1 = trastuzumab-MCC-DM1.

4/6



PCT/US2011/063764

WO 2012/078771

LNC-ODW-GRWRZNSR » LAG-L

S3BIuoD + Exeyoed pus L-1 Apsan
uslyjog i0 8800 + JBd PepUsLILIoDEY

geuznsd

6 HoULD

syd g-¢

{(qewnzniad 10 UOIPRY) ¥ Ued Apng 1o} Bwaysg Apnig

G ainbi4

5/6



PCT/US2011/063764

WO 2012/078771

" 17 e paJapisuod sem poldad uoileatasqo 17d ayi Sulinp |[axell|ded Apjaam Jo Aejap ssop e ‘g pue T
sled 404 ‘poliad uoneAlasqo 17d 2yl Sulnp uonealjipow asop |axelljped Apjeam Aue Jo Aejap asop |axelljped Apjaam auo ueys ajow sundwoud Aa1xol pale|ad

-Juawieasy Aue T Aeq ‘g 91947 18 uondNpad asop e 3undwoud se Yyans ‘polsad uoieAsasqo 7d 8yl Sulnp TINQ-L JO uoneslipow Jo

Aejop asop e 3undwoud

A1d1x01 palejal-1uswieady Aue gewnzniiad Jo ‘|axelljded ‘TING-L 01 paiead aq 031 Jo1e311saAul 8y Ag 119} A1DIX01 a|gedajolul Ajpanalgns Aue ‘Jansj e Aq
paiuedwode Jo sinoy ¢/< 3uise| eluadolinau < spedo ‘eluadolAloquiodyl < spedo NN X OT< [9A9] 1V J0 aseuluesuedy oineday e ‘soseiselsl auog Jo
JaAl| Jo ajnsad e se ([N1N] |ewdou Jo 1wl Jaddn ayl X §>) auljaseq 1e S|aAs| aseulwesued] aineday g apedn ‘sunoy g/< Sunse| (d1v) aseleydsoyd auleyje 4o (1Sy
Jo 17v) seseulwesueJy al1eday ‘Uignljig WNJSs JO UONEBASIS €< SPEJD [JUDAS 95I9APE 2180|01BWSY-UOU €< apeJD Aue papn|aul s11d JO UoINUYSP Apnis Byl

"€'A D1D-IJN J3pun ‘|020304d ApNls 8y Ul PICLIISSP SJ9M pUB SWIO) 10dDJ 358D U0 P1I3||0I 249M STYS,

aseasip anlssalgold = ad
‘aseasip a|qe1s = S :osuodsal |ejued = Y4 :9selajuelioujWe aujuele = | Ty ‘@sedajsuedioujwie aienedse = |Gy ‘A3Dixo3 Suijwi-asop = 17q {3y snolas = 3yS

ast
dd pawJjjuodun g

SUON

SUON

LW/3w
59 |[oxel|Ied + 84/8w ¢'T TING-1

(8ulo3uo syuaned g)
(g=u) 9 oyod

ase
Hd PaWILU0D T

SUON

(T=u)
sisoquioJys uioA dasp € apedn

Sw Oz gewnzniiad +

,W/3W g9 [oxellded + 8%/8W 7 TING-L

(8ulo3uo syuaned g)
(g=u) v 3104yoD

(pouwyUOd ) ¥d ¥

(T=u) eluadolrdoquodyl ¥ apelo
(T=u) eluadosinau g speln

(T=u) eluadoilrroqwolys ¢ epeln
(T=u) eluownaud g speJn

NE\mE 08 |9xe1ljded + 8%/3w g TING-L

(8ulo3uo syuaned g)
(=) sHoyod

ade
asce
(powIuUOd T) Ud T

(T=u) eluadoJinaN € apelo

SUON

,W/8W 08 [9xe1lped+ 8%/3W ¢ TING-L

(8ul03uo syuaned )
(9=u) g 10Y0)

ast
SY¥d pPawJIu0d ¢

SUON

(T=u) AinnisuasiadAy ¢ speln
{(t=u) uoisnnoud

ISIp |edgalIaAIRIuUI € BpRID
{(T=u) ssaudeam Jejnasnw

€ ®peJH pUE sRIN||8) € 9petn

LW/3W g9 [oxelljped+ 8/8W ¢ TING-L

(S8u103uo jusned T)
(g=u) v 10yod

ade
ast
(PRWIBUOI T) ¥d T

(T=U) 11v/1SV € apeJo
‘(T=u) 8uniwoA z ape.io
01 anp uoneJdpAyap € apeJo

(T=u) uonespAysp
€ 9peJdn pue SUlWOA g apedo

/3w
59 |[oxeyIed+ /3w #'Z TING-L

(3u103uo juaned ou)
(g=u) T 1oYyoD

asuodsay 1sog _

S11a

LSAVS

8uisoq

i 1oyo)/ued

sasuodsay 1sog pue s11d pue s3ys ‘Suisoq

6/6



