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I.  Length of Authorization?

Coverage is provided for 6 months and may be renewed (unless otherwise specified).

e Use for neo-adjuvant and adjuvant breast cancer is limited to a total of 1 year of treatment
[18 cycles] (*Note: When used for recurrent or metastatic breast cancer, therapy may be continued

until disease progression or unmanageable toxicity.)

Il.  Dosing Limits

A. Quantity Limit (max daily dose) [NDC Unit]:
Perjeta 420 mg/14mL solution for injection:
e Loading Dose: 2 vials
e Maintenance Doses: 1 vial every 21 days
B. Max Units (per dose and over time) [HCPCS Unit]:
Loading Dose
e 840 billable units x 1 dose
Maintenance Dose
e 420 billable units every 21 days
IIl. Initial Approval Criteria®
Coverage is provided in the following conditions:
e Patient is at least 18 years of age; AND
Universal Criteria !

e Left ventricular ejection fraction (LVEF) is within normal limits prior to initiating therapy
and will be assessed at regular intervals (e.g., every 3 months) during treatment; AND

e Patient has human epidermal growth factor receptor 2 (HER2)-positive* disease as
determined by an FDA-approved or CLIA-compliant test<*; AND
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e Therapy will not be used in combination with pertuzumab/trastuzumab and hyaluronidase-
zzxf (Phesgo); AND

Breast Cancer } 13:58,13,12¢15
e Used as adjuvant treatment; AND

o Patient has locally advanced disease OR early stage disease at high risk of recurrence;

AND
o Patient has node-positive (N1-N3) disease; AND
o Used in combination with a trastuzumab-based regimen; OR
e Used as neoadjuvant treatment for breast preservation; AND

o Patient has locally advanced, inflammatory, or early stage (tumor size >2 cm in
diameter or node positive) disease; AND

o Used in combination with trastuzumab and chemotherapy; OR
e Used for recurrent or metastatic disease; AND

o Used as first-line therapy in combination with trastuzumab and either paclitaxel OR
docetaxel; OR

o Used as second-line therapy in combination with a trastuzumab-based regimen ; AND

= Patient was previously treated with trastuzumab and chemotherapy; AND
= Patient has not previously received pertuzumab

Colorectal Cancer § 2912.16e

o Used for RAS and BRAF wild-type (WT) disease in combination with trastuzumab in
patients who have not previously received HER2-targeted therapy; AND

o Used as subsequent therapy for progression of advanced or metastatic disease after at
least one prior line of treatment in the advanced or metastatic disease setting

Head and Neck Tumors f 2141520
e Used for salivary gland tumors; AND
e Used in combination with trastuzumab; AND
o Used for one of the following:
» Unresectable locally-advanced, recurrent or metastatic disease; OR

= Second primary therapy with prior radiation therapy for recurrent disease

*HER2-positive overexpression criteria:>*

e Immunohistochemistry (IHC) assay 3+; OR

o Dual-probe in situ hybridization (ISH) assay HER2/CEP17 ratio > 2.0 AND average HER2
copy number > 4.0 signals/cell; OR

e Dual-probe in situ hybridization (ISH) assay AND concurrent IHC indicating one of the
following:
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o HER2/CEP17 ratio > 2.0 AND average HER2 copy number < 4.0 signals/cell AND concurrent IHC
3+; OR

o HER2/CEP17 ratio < 2.0 AND average HER2 copy number > 6.0 signals/cell AND concurrent IHC
2+or 3+, OR

o HER2/CEP17 ratio < 2.0 AND average HER2 copy number > 4.0 and < 6.0 signals/cell AND
concurrent IHC 3+

Preferred therapies and recommendations are determined by review of clinical evidence.
NCCN category of recommendation is taken into account as a component of this review.
Regimens deemed equally efficacious (i.e., those having the same NCCN categorization) are

considered to be therapeutically equivalent.

& If confirmed using an immunotherapy assay-http-//www.fda.gov/companiondiagnostics

+ FDA Approved Indication(s); £ Compendia recommended indication(s); @ Orphan Drug

Renewal Criteria?

Coverage can be renewed based upon the following criteria:

Dosage/Administration

Patient continues to meet universal and other indication-specific relevant criteria such as
concomitant therapy requirements (not including prerequisite therapy), performance
status, etc. identified in section I1I; AND

Disease response with treatment as defined by stabilization of disease or decrease in size of
tumor or tumor spread; AND

Absence of unacceptable toxicity from the drug. Examples of unacceptable toxicity include:
left ventricular dysfunction, severe infusion-related reactions, hypersensitivity
reactions/anaphylaxis, etc.; AND
Left ventricular ejection fraction (LVEF) is >45% OR LVEF is >40% and absolute decrease is
<10% from baseline (LVEF results must be within the previous 3 months); AND

Use for neoadjuvant and adjuvant breast cancer treatment is limited to a total of 1 year of
treatment (total of 18 cycles)

1,10-13,15

Indication ‘Dose

Breast Cancer |Administer 840 mg intravenously x 1 dose, then 420 mg intravenously every 21

days thereafter until disease progression or unmanageable toxicity
e Neoadjuvant therapy consists of 3 to 6 cycles prior to surgery

o Use for neoadjuvant and adjuvant early breast cancer treatment is
limited to a total of 1 year of treatment (total of 18 cycles)

*Note:' When used for recurrent or metastatic breast cancer, therapy may be

continued until disease progression or unmanageable toxicity.
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VI.

VII.

Indication ‘Dose

Colorectal Administer 840 mg intravenously x 1 dose, then 420 mg intravenously every 21
Cancer days thereafter until disease progression or unmanageable toxicity

Head & Neck |Administer 840 mg intravenously x 1 dose, then 420 mg intravenously every 21
Tumors days thereafter until disease progression or unmanageable toxicity.

Billing Code/Availability Information
HCPCS Code:

J9306 - Injection, pertuzumab, 1 mg; 1 mg = 1 billable unit

NDC:

Perjeta 420 mg/14 mL solution for injection: 50242-0145-xx
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Appendix 1 — Covered Diagnosis Codes

ICD-10 ICD-10 Description

C06.9 Malignant neoplasm of mouth, unspecified

Cco7 Malignant neoplasm of parotid gland

C08.0 Malignant neoplasm of submandibular gland

Co8.1 Malignant neoplasm of sublingual gland

C08.9 Malignant neoplasm of major salivary gland, unspecified
C17.0 Malignant neoplasm duodenum

C17.1 Malignant neoplasm jejunum

C17.2 Malignant neoplasm ileum

C17.8 Malignant neoplasm of overlapping sites of small intestines
C17.9 Malignant neoplasm of small intestine, unspecified
C18.0 Malignant neoplasm of cecum
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ICD-10

ICD-10 Description

C18.1 Malignant neoplasm of appendix
C18.2 Malignant neoplasm of ascending colon
C18.3 Malignant neoplasm of hepatic flexure
C18.4 Malignant neoplasm of transverse colon
C18.5 Malignant neoplasm of splenic flexure
C18.6 Malignant neoplasm of descending colon
C18.7 Malignant neoplasm of sigmoid colon
C18.8 Malignant neoplasm of overlapping sites of large intestines
C18.9 Malignant neoplasm of colon, unspecified
C19 Malignant neoplasm of rectosigmoid junction
C20 Malignant neoplasm of rectum
C21.8 Malignant neoplasm of overlapping sites of rectum, anus and anal canal
C50.011 Malignant neoplasm of nipple and areola, right female breast
C50.012 Malignant neoplasm of nipple and areola, left female breast
C50.019 Malignant neoplasm of nipple and areola, unspecified female breast
C50.021 Malignant neoplasm of nipple and areola, right male breast
C50.022 Malignant neoplasm of nipple and areola, left male breast
C50.029 Malignant neoplasm of nipple and areola , unspecified male breast
C50.111 Malignant neoplasm of central portion of right female breast
C50.112 Malignant neoplasm of central portion of left female breast
C50.119 Malignant neoplasm of central portion of unspecified female breast
C50.121 Malignant neoplasm of central portion of right male breast
C50.122 Malignant neoplasm of central portion of left male breast
C50.129 Malignant neoplasm of central portion of unspecified male breast
C50.211 Malignant neoplasm of upper-inner quadrant of right female breast
C50.212 Malignant neoplasm of upper-inner quadrant of left female breast
C50.219 Malignant neoplasm of upper-inner quadrant of unspecified female breast
C50.221 Malignant neoplasm of upper-inner quadrant of right male breast
C50.222 Malignant neoplasm of upper-inner quadrant of left male breast
C50.229 Malignant neoplasm of upper-inner quadrant of unspecified male breast
C50.311 Malignant neoplasm of lower-inner quadrant of right female breast
C50.312 Malignant neoplasm of lower-inner quadrant of left female breast
C50.319 Malignant neoplasm of lower-inner quadrant of unspecified female breast
C50.321 Malignant neoplasm of lower-inner quadrant of right male breast
C50.322 Malignant neoplasm of lower-inner quadrant of left male breast
C50.329 Malignant neoplasm of lower-inner quadrant of unspecified male breast
C50.411 Malignant neoplasm of upper-outer quadrant of right female breast
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ICD-10

ICD-10 Description

C50.412 Malignant neoplasm of upper-outer quadrant of left female breast
C50.419 Malignant neoplasm of upper-outer quadrant of unspecified female breast
C50.421 Malignant neoplasm of upper-outer quadrant of right male breast
C50.422 Malignant neoplasm of upper-outer quadrant of left male breast
C50.429 Malignant neoplasm of upper-outer quadrant of unspecified male breast
C50.511 Malignant neoplasm of lower-outer quadrant of right female breast
C50.512 Malignant neoplasm of lower-outer quadrant of left female breast
C50.519 Malignant neoplasm of lower-outer quadrant of unspecified female breast
C50.521 Malignant neoplasm of lower-outer quadrant of right male breast
C50.522 Malignant neoplasm of lower-outer quadrant of left male breast
C50.529 Malignant neoplasm of lower-outer quadrant of unspecified male breast
C50.611 Malignant neoplasm of axillary tail of right female breast
C50.612 Malignant neoplasm of axillary tail of left female breast
C50.619 Malignant neoplasm of axillary tail of unspecified female breast
C50.621 Malignant neoplasm of axillary tail of right male breast
C50.622 Malignant neoplasm of axillary tail of left male breast
C50.629 Malignant neoplasm of axillary tail of unspecified male breast
C50.811 Malignant neoplasm of overlapping sites of right female breast
C50.812 Malignant neoplasm of overlapping sites of left female breast
C50.819 Malignant neoplasm of overlapping sites of unspecified female breast
C50.821 Malignant neoplasm of overlapping sites of right male breast
C50.822 Malignant neoplasm of overlapping sites of left male breast
C50.829 Malignant neoplasm of overlapping sites of unspecified male breast
C50.911 Malignant neoplasm of unspecified site of right female breast
C50.912 Malignant neoplasm of unspecified site of left female breast
C50.919 Malignant neoplasm of unspecified site of unspecified female breast
C50.921 Malignant neoplasm of unspecified site of right male breast
C50.922 Malignant neoplasm of unspecified site of left male breast
C50.929 Malignant neoplasm of unspecified site of unspecified male breast
C178.00 Secondary malignant neoplasm of unspecified lung
C78.01 Secondary malignant neoplasm of right lung
C78.02 Secondary malignant neoplasm of left lung
C78.6 Secondary malignant neoplasm of retroperitoneum and peritoneum
C78.7 Secondary malignant neoplasm of liver and intrahepatic bile duct
7.85.038 Personal history of other malignant neoplasm of large intestine
7.85.068 Personal history of other malignant neoplasm of small intestine
7.85.3 Personal history of malignant neoplasm of breast
PERJETA® -E- (pertuzumab) Prior Auth Criteria
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Appendix 2 — Centers for Medicare and Medicaid Services (CMS)

Medicare coverage for outpatient (Part B) drugs is outlined in the Medicare Benefit Policy Manual
(Pub. 100-2), Chapter 15, §50 Drugs and Biologicals. In addition, National Coverage
Determination (NCD), Local Coverage Determinations (LCDs), and Local Coverage Articles (LCAs)
may exist and compliance with these policies is required where applicable. They can be found at:
http://www.cms.gov/medicare-coverage-database/search/advanced-search.aspx. Additional

indications may be covered at the discretion of the health plan.

Medicare Part B Covered Diagnosis Codes (applicable to existing NCD/LCD/LCA): N/A

Medicare Part B Administrative Contractor (MAC) Jurisdictions

Jurisdiction Applicable State/US Territory Contractor
E (1) CA, HI, NV, AS, GU, CNMI Noridian Healthcare Solutions, LLC
F(2&3) AK, WA, OR, ID, ND, SD, MT, WY, UT, AZ [Noridian Healthcare Solutions, LLC
5 KS, NE, IA, MO Wisconsin Physicians Service Insurance Corp (WPS)
6 MN, WI, IL National Government Services, Inc. INGS)
H4&7 LA, AR, MS, TX, OK, CO, NM Novitas Solutions, Inc.
8 MI, IN Wisconsin Physicians Service Insurance Corp (WPS)
N (9) FL, PR, VI First Coast Service Options, Inc.
J (10) TN, GA, AL Palmetto GBA, LLC
M (11) NC, SC, WV, VA (excluding below) Palmetto GBA, LLC
L(12) DE, MD, PA, NJ, DC (includes Arlington & Novitas Solutions, Inc.
Fairfax counties and the city of Alexandria in VA)
K (13 & 14) [NY, CT, MA, RI, VT, ME, NH National Government Services, Inc. (NGS)
15 KY, OH CGS Administrators, LLC
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0S = overall survival; PFS = progression-free survival; ORR = objective response rate; CR = complete response; PR = partial response; SD = stable disease;

pPCR = pathologic complete response; DoR = duration of response; TTP = time to progression; FFS = failure-free survival; EFS = event-free survival; PFR =

progression free rate; CBR = clinical benefit rate

HER2-Positive Breast Cancer

diameter or node
positive])

Neoadjuvant treatment
Regimen NCCN FDA Approved Trial Design Comparator Primary | Line of Therapy Conclusion
Category End-Point
Docetaxel + 2A Yes Phase 2 Trastuzumab+ pCR Treatment naive | e Pertuzumab+ trastuzumab +
trastuzumab + preferred (with trastuzumab (NeoSphere), docetaxel Node-positive or docetaxel had a higher pCR
pertuzumab (THP) open-label P rate (46%) than those
and chemotherapy Pertuzumab+ tumor > 2 cm receiving docetaxel with just
for locally advanced, docetaxel locally advanced trastuzumab or just
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cancer [either
greater than 2 cm in
diameter or node
positive])

Docetaxel+ 2A Yes Phase 2 FECHP-THP Safety Treatment naive | e Rates of cardiotoxicity was
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inflammatory, or trastuzumab or inflammatory majority of patients and the
early stage breast H breast cancer rates of pCR did not differ

cancer [either [H] + significantly between
greater than 2 cm in pertuzumab [P treatment arms (anthracycline
followed by and non-anthracycline

regimens).



https://www.ncbi.nlm.nih.gov/pubmed/22153890
https://www.ncbi.nlm.nih.gov/pubmed/22153890
https://www.ncbi.nlm.nih.gov/pubmed/27179402
https://academic.oup.com/annonc/article/24/9/2278/201802
https://academic.oup.com/annonc/article/24/9/2278/201802

docetaxel (T)
+HP

FEC followed by
THP
Adjuvant treatment
Regimen NCCN FDA Approved Trial Design Comparator Primary | Line of Therapy Conclusion
Category End-Point
Standard 2A Yes for early breast | Phase III Standard DFS Adjuvant e Pertuzumab improved the rate
chemotherapy preferred | cancer at high-risk | (APHINITY), chemotherapy+ of DFS when added to
(anthracycline and (AC-THP of recurrence randomized, trastuzumab+ tlilaStuztl;lmab and
non- or with double-blind, placebo chemotherapy.
anthracycline)+ TCH-P) placebo- * No treatment ef.fect was
trastuzumab+ controlled observed in patients with
node-negative disease.
pertuzumab
Doxorubicin, 2A Yes Joint analysis of Doxorubicin, DFS Adjuvant e Addition of trastuzumab to
cyclophosphamide | preferred phase Il studies: | cyclophosphami adjuvant chemothe_rapy
followed by NSABP B-31and | de followed by Semc;.ristrated survival
paclitaxel, NCCTG N9831 paclitaxel (AC- CenetEs.
trastuzumab (AC- T) ¢ Trastuzumab appeared to
TH) increase cardiac toxicities.
Docetaxel+ 2A Yes Phase I1I (BCIRG Doxorubicin, DFS Adjuvant ¢ Trastuzumab-containing
carboplatin+ preferred 006), randomized, | cyclophosphami HER2-positive regimens significantly improve
trastuzumab (TCH) de followed by R DFS and OS.
i node-positive or
paclitaxel (AC- hich-risk node- e TCH and AC-TH were similar in
T) 5 ) efficacy and both are superior
negative to AC-T.
or I
High risk: <35 e TCH was associated lower
years; tumor > cardiotoxicity.
2cm, ER/PR-
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5538020/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5538020/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3164242/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3164242/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3164242/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3164242/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3268553/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3268553/

AC-T +

negative, tumor

trastuzumab grade 2 or 3
(H)
First-Line Therapy in Recurrent or Metastatic HER2-Positive Breast Cancer
Regimen NCCN FDA Approved Trial Design Comparator Primary | Line of Therapy Conclusion
Category End-Point
Pertuzumab+ 1 Yes Phase 3 Docetaxel + PES First-line in e Pertuzumab group significantly
trastuzumab + preferred (CLEOPATRA), trastuzumab+ metastatic breast | prolonged PFSand OS.
docetaxel randomized, placebo cancer (patients
double-blind, with prior
placebo- adjuvant or
controlled neoadjuvant
therapy, with or
without
Second interim trastuzumab,
analysis must have an
interval of at
least 12 months
between
completion of
the adjuvant or
neoadjuvant
therapy and the
diagnosis of
metastatic breast
cancer)
Pertuzumab+ 2A No Phase 2 N/A PFS First- or second- | e Pertuzumab+ trastuzumab
trastuzumab + preferred line in metastatic | +paclitaxel is associated with a
paclitaxel breast cancer favorable OS and .PFS and
Follow up analvsis offers an alternative to
docetaxel-based therapy.
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5705202/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5705202/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5584549/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5584549/
http://ascopubs.org/doi/abs/10.1200/jco.2012.30.27_suppl.134
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5017157/

Trastuzumab+ 2A other Yes Phase 3, Trastuzumab+ ORR First-line for e Trastuzumab+ paclitaxel +
paclitaxel randomized, paclitaxel + metastatic carboplatin improved ORR and
multicenter carboplatin disease (taxane PFS.
not used in e Trend toward improved OS
neoadjuvant or with trastuzumab+ paclitaxel +
adjuvant carboplatin however, not
statistically significant.
therapy)

e Increased rates of neutropenia
was associated with TPC.

Trastuzumab+ 2A other No Phase 3 Trastuzumab+ TTP First-line ¢ Neither arm demonstrated
vinorelbine (HERNATA), docetaxel significant improvement in
randomized survival.

e However, vinorelbine
combination was better
tolerated than trastuzumab+
docetaxel.

Ado- trastuzumab 2A other Yes Phase 3 (Docetaxel or PFS First-line e No significant difference in PFS
emtansine (T-DM1) . (MARIANNE) paclitaxel)+ therapy in locally was observed between ado-
(After prior - Safety trastuzumab-containin
randomized trastuzumab advanced or > g
trastuzumab and a metastatic breast | é8imens and the control
taxane. Patients Vs ) group.
hould h ith cancer with = 6-
should have either T-DM1 + month e T-DM1 is an effective and
received prior pertuzumab (T- ¢ tolerable alternative first-line
therapy for DM1 + P .treatmenF- ree treatment for HER2-positive
metastatic disease +P) interval since metastatic breast cancer.
completion of
or developed ) P
. adjuvant therapy
disease recurrence
during or within 6
months of
completing adjuvant
therapy)
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http://ascopubs.org/doi/full/10.1200/JCO.2005.04.1764
http://ascopubs.org/doi/full/10.1200/JCO.2010.30.8213?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://ascopubs.org/doi/full/10.1200/JCO.2010.30.8213?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://ascopubs.org/doi/abs/10.1200/jco.2015.33.15_suppl.507
http://ascopubs.org/doi/abs/10.1200/jco.2015.33.15_suppl.507

Ado- trastuzumab 2A Yes Phase 3 (EMILIA), | Lapatinib+ PES Previous e T-DM1 significantly prolonged
emtansine (T-DM1) . randomized, capecitabine treatment with PFS and OS with less toxicity
(After prior 0s than lapatinib plus
open-label trastuzumab and apat p
trastuzumab and a capecitabine.
. Safety a taxane (in any
taxane. Patients )
should have either setting)
received prior e First-line with
therapy for pr.og.ression
metastatic disease within 6-
months after
or developed .
adjuvant
disease recurrence therapy
during or within 6 )
hs of e Second-line
months o therapy or later
completing adjuvant for locally
therapy) advanced or
metastatic
disease
Second-Line Therapy in Recurrent or Metastatic HER2-Positive Breast Cancer
Regimen NCCN FDA Approved Trial Design Comparator Primary | Line of Therapy Conclusion
Category End-Point
Ado- trastuzumab 2A other Yes Phase 3 (EMILIA), | Lapatinib+ PES Previous e T-DM1 significantly prolonged
emtansine (T-DM1) . randomized, capecitabine treatment with PFS and OS with less toxicity
(After prior 0s than lapatinib plus
open-label trastuzumab and apatinib pius .
trastuzumab and a Safety ) ) capecitabine in patients with
taxane. Patients a a>.(ane (inany HER2-positive advanced breast
should have either setting) cancer previously treated with
; ; . . . trastuzumab and a taxane.
received prior e First-line with
therapy for progression
metastatic disease within 6-
months after
or developed .
adjuvant
disease recurrence therapy
during or within 6 .
hs of e Second-line
months o therapy or later
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5125250/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5125250/

completing adjuvant

for locally

therapy) advanced or
metastatic
disease
Ado- trastuzumab 2A other Yes Phase 3 Treatment of PES Third-line ¢ Patients who had progressed
emtansine (T-DM1) . (TH3RESA), physician's therapy or later on two or more HER2-directed
(After prior - : 0s regimens, T-DM1 treatment
randomized, choice (TPC) after at least two g i R,
trastuzumab and a _ resulted in a significant
. parallel HER2-directed . :
taxane. Patients ) i improvement in OS versus TPC.
should have either assessment, open- regimens in th.e
. . label advanced setting
received prior
(with
therapy for .
metastatic disease progression on
both
or developed
. trastuzumab-
disease recurrence dlapatinib
during or within 6 an a'pz.i b
months of con_tammg
completing adjuvant regimens)
therapy)
Trastuzumab+ 2A other No Phase 111 Lapatinib PFS Second-line ¢ Modest improvement (3
lapatinib (EGF104900 monotherapy therapy or later weeks) in PFS with lapatinib+
Study) after one or trastuzumab versus lapatinib
) . alone.
randomized, more prior
containing lapatinib+ trast.uz.umab was
) ¢ seen over lapatinib alone in
reglmens. or patients with pretreated HER2-
metastatic positive metastatic breast
disease cancer.
Lapatinib+ 2A other Yes Phase 3, Capecitabine TTP Second-line Lapatinib+ capecitabine
capecitabine randomized alone therapy or later demonstrated a significant
after prior benefit in TTP and a trend
trastuzumab
(metastatic
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https://www.ncbi.nlm.nih.gov/pubmed/28526538
https://www.ncbi.nlm.nih.gov/pubmed/28526538
http://ascopubs.org/doi/full/10.1200/JCO.2011.35.6725
http://ascopubs.org/doi/full/10.1200/JCO.2011.35.6725
http://ascopubs.org/doi/full/10.1200/JCO.2011.35.6725
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3228041/

setting) and
prior treatment
with an
anthracycline
and a taxane
(metastatic or
adjuvant setting)

towards an improvement in OS

compared to capecitabine alone.

Trastuzumab+ 2A other No Phase 3 (TBP), Capecitabine TTP After prior ¢ Continuing trastuzumab and
capecitabine randomized trastuzumab- adding capecitabine beyond
based therapy trastuzuma.b p_r_ogression
: ) showed a significant
(in ad]uvlant or improvement in ORR and TTP
metastatic compared with capecitabine
setting) alone.
e However, difference in OS was
not significant.
Trastuzumab+ 2A other No Phase 2, open- N/A ORR After prior ¢ Pertuzumab and trastuzumab
pertuzumab (Pertuzumab + label, single-arm trastuzumab- is active and well tolerated in
based therapy in patl.e.nts with metastatic HER2-
trastuzumab + , positive breast cancer who had
docetaxel is FDA metrastatlc experienced progression
approved for setting during prior trastuzumab
patients who have therapy.
not received prior
anti-HER2 therapy
or chemotherapy for
metastatic disease)
Tucatinib + 1 other Yes Phase 3 Placebo + PFS Previously ¢ In heavily pretreated patients
trastuzumab + (HER2CLIMB) trastuzumab + treated with with HER2-positive metastatic
capecitabine randomized capecitabine trastuzumab, bwriiislfrirrllcrf;ti:sctl:sdei;i :l}cll(l)rslg
pertuzumab, and tucatinib to trastuzumab and
trastuzumab capecitabine resulted in better
emtansine progression-free survival and
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http://ascopubs.org/doi/full/10.1200/JCO.2008.19.6618
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4979216/
https://pubmed.ncbi.nlm.nih.gov/31825569/
https://pubmed.ncbi.nlm.nih.gov/31825569/

overall survival outcomes than
adding placebo; the risks of
diarrhea and elevated
aminotransferase levels were
higher with tucatinib.

Fam-trastuzumab 2A Yes (after 2 or more | Phase 2 N/A ORR > 2 prior ¢ Trastuzumab deruxtecan
deruxtecan-nxki prior anti-HER2- (DESTINY- therapies showed durable antitumor
based regimens) | Breast01), open- including T-DM1 activity in a pretreated patient
label. sinel population with HER2-positive
abel, single-arm metastatic breast cancer with
an ORR 60.9% and duration of
response of 14.8 months.
Colorectal Cancer
Subsequent therapy for metastatic HER2-positive colorectal cancer
Regimen NCCN FDA Trial Design Comparator Primary End- Line of Therapy Conclusion
Category | Approved Point
Trastuzumab + 2A for No Phase 2a NA | Subsequent therapy e Dual HER2-targeted therapy with
pertuzumab HER2- multiple basket pertuzumab plus trastuzumab
amplified stud derponstra-ted an ORR 32% in
patients with treatment-refractory
and RAS (MyPathway) o .
HERZ2-positive metastatic
wild-type subset analysis colorectal cancer.
Trastuzumab + 2A for No Phase 2 NA Subsequent therapy e The combination of trastuzumab
lapatinib HER2- (HERACLES) and lapatinib demonstrated an
amplified multi-center ORR 30% in patients with .
d RAS treatment-refractory KRAS wild-
aTl type and HER2-positive colorectal
wild-type cancer.
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https://pubmed.ncbi.nlm.nih.gov/31825192/
https://pubmed.ncbi.nlm.nih.gov/31825192/
https://pubmed.ncbi.nlm.nih.gov/31825192/
https://www.ncbi.nlm.nih.gov/pubmed/30857956
https://www.ncbi.nlm.nih.gov/pubmed/30857956
https://www.ncbi.nlm.nih.gov/pubmed/30857956
https://www.ncbi.nlm.nih.gov/pubmed/30857956
https://www.ncbi.nlm.nih.gov/pubmed/27108243
https://www.ncbi.nlm.nih.gov/pubmed/27108243

Head and Neck Cancer

Salivary gland tumors
Regimen NCCN FDA Trial Design Comparator Primary End- Line of Therapy Conclusion
Category Approved Point
Trastuzumab + 2A certain No Phase 2a N/A ORR Subsequent therapy e Overall, 9 of 15 patients with
pertuzumab circumstances (MyPathway), (unless no first-line advanced salivary gland tumors
multiple therapy exists) experienced an objective response
with trastuzumab plus
basket, open-
pertuzumab.
label, non-
randomized,
multi-center
Trastuzumab + 2A certain No Phase 2, single- | N/A ORR All lines of therapy e Trastuzumab plus docetaxel
docetaxel circumstances center, single- combination therapy
arm, open- demonstrated an ORR of 70.2% in
lab ‘l patients with HER2 positive
abe salivary gland tumors.
Trastuzumab + 2A certain No Case study N/A e | e ¢ Both patients treated with
chemotherapy, | circumstances trastuzumab experienced rapid
followed by responses and continued to
) experience durable disease
maintenance i i
control with maintenance
trastuzumab trastuzumab therapy.
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