Hi Kris,

| noticed a possible discrepancy in the NCCN Guidelines Version 4.2020 Invasive Breast Cancer NCCN
Evidence BlocksTM

Tucatinib/trastuzumab/capecitabine is rated as category one in the table, but equal in efficacy with
better quality of evidence for  Ado-trastuzumab emtansine (T-DM1). In the block chart.
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HERZ-Positive'
Preferred regimens Other recommended regimens
* Perduzumah, + trastuzumab + docetaxel (category :1__]5 * Tucatinih + trasturumab + capecitabine (category ;l'
* Bertuzumah, + trastuzumab + paglifaxel. * Ado-traztuzumab emtansine (T-DM1)
* Fam-frastuzumab denpdssan-nedil,
* Trastuzumab + paclitaxel + carboplatin
* Trastuzumab + gpeaiaxel
* Trastuzumab + yinorelhige®
* Trasturumab + capecitabine
* Lapatinib + capecitabine
* Trastuzumab + lapatinib (without cytotoxic therapy)
* Trastuzumab + other agepts®m2
* Meratinib + capecitabine
* See additional targeted therapy options (BINY-B28
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RRENT OR STAGE IV (M1) DISEASE
HER2-Positive Disease
Preferred regimens

Pertuzumab/trastuzumab/docetaxele

Pertuzumab/trastuzumab/paclitaxel

Other recommended regimens

Tucatinib/trastuzumab/capecitabine

Ado-trastuzumab emtansine (T-DM1)
Fam-trastuzumab deruxtecan-nxki
Trastuzumab/paclitaxel/carboplatin
Trastuzumab/paclitaxel

Trastuzumab/docetaxel

Trastuzumab/vinorelbine

Trastuzumab/capecitabine

Lapatinib/capecitabine

Trastuzumab/lapatinib
{without cytotoxic therapy)

Trastuzumab/other agents

Meratinib/capecitabine
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Why is Tucatinib/trastuzumab/capecitabine listed as the most favored combination in the table above
when it has not been directly compared with Ado-trastuzumab emtansine (T-DM1)? Should
Tucatinib/trastuzumab/capecitabine be reserved for patients that have failed trastuzumab, pertuzumab,
and trastuzumab emtansine, (1) or in patients with brain metastases? Does NCCN stand by its category
one rating compared with Ado-trastuzumab emtansine (T-DM1), Fam-trastuzumab deruxtecan-nxki?
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Thanks,

Linda W. Wilson, M.D.



