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Troponin

If troponin levels are above the upper limit of normal and below the level of

Grade 1 (Levels above the upper
myocardial infarction as defined by the manufacturer (CTCAE Grade 1) at

limit of normal and below the
level of myocardial infarction as baseline, no repeat testing is required if the troponin level is not Grade 3.
defined by the manufacturer) Repeat troponin testing at 3 = 1 hours after initial troponin test.

e Ifrepeat troponin level at 3 = 1 hours rises significantly per
institutional guidelines,

- perform ECG in triplicate;

- repeat troponin testing at 6 + 1 hours after initial troponin test;

- follow institutional guidelines for management of detectable
troponin testing.

e Ifrepeat troponin level at 3 =+ 1 hours does not rise significantly per
institutional guidelines,

- repeat troponin testing at 6 + 1 hours or at 24 + 2 hours after initial
troponin test.

Continue treatment with DS-8201a.

Grade 3 (Levels consistent with | Perform ECG in triplicate

myocardial infarction as defined | Repeat troponin testing at 6 hours (=1 hr) and 12 hours (£1 hr) after initial

by the manufacturer) troponin test.

Follow institutional guidelines for management of detectable troponin testing.
If AMI confirmed, discontinue subject from study therapy.

Otherwise:

Delay dose until resolved to < Grade 1:

® Ifresolved in <7 days from day of onset, maintain dose

e [fresolved in > 7 days from day of onset, reduce dose 1 level

*Grade 1 DFAR= £ 73 B (+1 B[ RICBREZTL. LitxSHE

-Grade 3 DFOR=2 LR ECG Z#1TL) AMI ALAEET S, AMI A (Es ik, AMI
DT NIE Gradel [TZEHFETIKL ., BIEFETOHAMS 7 BEBASHIGEIT-1LAIL
*Grade 1 DRI E MR & : Grade0 [T/ A FE TIRIE, BEFTOHIREM 28 BEB X 556
[Z-1LAX)L

*Grade 2 WL L DRI E MHTESE : 1k

-Grade 3 M B DJEIK : Gradel (T4 FETHRLL., BEFETOHRMA 7 BZEZSHIH5E(Z-1
LRI

*Grade 4 M B DHEIK : 1k

*Grade 3 DL T7F=> EF Grade 2 £ [ER—RFAVIZHGDHETHKIE, —1LRJL
*Grade 4 DL T7F=V LS bk

*AST/ALTZ L[R{E x3 M DOREUILEL = EIRIE x2: k1L, EFIEFESNESHRER
T3, BFIMEFEENTRICEETERVE ST PIE

-Grade 2 D AST/ALT L5 (LFRIED x3~x5) : #r#E

*Grade 3 M AST/ALT L5 (EFRIED x3~x20) : 3R LINIZEIRET 5. Grade 1 LLTFIC
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GHFETHKL, BEFTOHEL 7 BEBAHHEIS-1LIL

-Grade 3 M AST/ALT L5 (EFRIED x3~x20) :3ALINIZHEIRET 5. Grade 1 LLFIC
GHFETHKL., BEFTOHEL 7 BEBAHHEIS-1LIL

Grade 4 M AST/ALT L& : b1k

-Grade 2 DIEYILEY LR (ERED x1.5~x3) : 3B LURIZERET S, Grade 1 LLTF
[ZHBFETIKRL. BEEFTOHMMN T BLUADIGZEIT-1LAL, BEETORFEN 718 E
HBASGEEPIE

-Grade 3DEYILEY LR (LRIED x3~x10) : 3B LINIZHE#®AET 5. Grade 1 LLFIZ
BAHETHKRLE, EEFEFTOHED 7 BUADIFZEIT-1LAL, BEFEFTOHRES 7 BZ
HBAHHEEHPIE

*Grade 4 DIREYIEY EF (ERED x10~) : ik

*Grade 2 L ED#EUJLEY LR E Gilbert fEIZEE: TSR

Total Bilirubin increased

Grade 2 (=1.5 to 3.0 x ULN) If no documented Gilbert’s syndrome or liver metastases at baseline, delay
dose until resolved to <Grade 1:

® Ifresolved in =7 days from day of onset, maintain dose
e [fresolved in =7 days from day of onset, reduce dose 1 level

If documented Gilbert’s syndrome or liver metastases at baseline. continue
study treatment

Grade 3 (=3.0 to 10.0 * ULN) If no documented Gilbert’s syndrome or liver metastases at baseline, repeat
testing within 3 days. Delay dose until resolved to <Grade 1:

e Ifresolved in =7 days from day of onset, reduce dose 1 level
® [fresolved in >7 days from day of onset, discontinue DS-8201a

If documented Gilbert’s syndrome or liver metastases at baseline, repeat
testing within 3 days. Delay dose until resolved to < Grade 2:

® Ifresolved in = 7 days from day of onset, reduce dose 1 level

* Ifresolved in = 7 days from day of onset, discontinue DS-8201a

Grade 4 (>10.0 ¥ ULN) Discontiniue subject from study treatiient

*Grade 3 LI EDIES:Grade 1 AFICADE TR, BEFTOHBMN 71 BEEA D56
[Z-1LRIL

-Grade 3 D FHIVOKAZ X :Grade 1 LLFICASETIAL., BIEFETOHRMMN 3 HZHEAS
BEIT-1LARIL

*Grade 4 D THIPKGZX P IE
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