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HER2-Positive'-™"

HER2-Negative'

Preferred Regimens:

= Paclitaxel + trastuzumab'-P
«TCH [|:|nr.etaxelfcarbnplatin!trastuzumab']

trastuzumab' (category 1) * pertuzumab.9

*If no residual disease after preoperative thcalrap'_\lr or no preoperative therapy: Comp

» If residual disease after preoperatl\re therapy: Ado-trastuzumab emtansine (catego
for toxicity, then trastuzumab' (category 1) + pertuzumab to complete one year of t

ful in in Cir :
* Docetaxel + cyclophnsphamll:le + trastuzumab'
= AC followed by T" + trastuzumab'® [duxumblcinfcyclnphusphamide
followed by paclitaxel plus trastuzumab various schedules)
= AC followed by T + trastuzumab' + pertuzumab° (doxorubicin/
cyclophosphamide followed by paclitaxel plus trastuzumab plus
pertuzumab, various schedules)

Other Re
= AC follc
cyclopt
= AC follo
(doxoru
trastuzi

2 Randomized clinical trials demonstrate that the addition of a taxane to
anthracycline-based chemotherapy provides an improved outcome.

b CMF and RT may be given concurrently, or the CMF may be given first. All
other chemotherapy regimens should be given prior to radiotherapy.

& Chemotherapy and endocrine therapy used as adjuvant therapy should be
given sequentially with endocrine therapy following chemotherapy.

4 Alternative taxanes (ie, docetaxel, paditaxel, albumin-bound padlitaxel) may
be substituted for select patients due to medical nec-esmty (ie, hypersensitivity

action). If substituted for weekly paclitaxel grd Tthe the weekly

dose of albumin-bound paclitaxel should nofle

¢ Consider scalp cooling to reduce incidence of chemotheTa py—lnduced alopecia
for patients receiving chemotherapy Results may be less effective with
anﬁ]mcyclln&contalmng regimens.
M it is acceptable to change the administration sequence to taxane (with or
without HER2 targeted therapy) followed by AC.

! An FDA-approved biosimilar is an appropriate substitute for trastuzumab.

M Trastuzumab and hyaluronidase-oysk injection for subcutaneous use may
be substituted for trastuzumab. It has different dosage and administration
instructions compared to intravenous trastuzumab. Do not substitute
trastuzumab and hyaluronidase-oysk for or with ado-trastuzumab emtansine.

N Pertuzumab, t
may be substi
and infravenol
trastuzumab, :
dosing and ad

© Trastuzumab
significant car
anthracycline

P Paclitaxel + tr
HER 2-positive
regimens due

9 Consider exte
therapy for pa
risk of recurre
patients who t

" Ado-trastuzum
Minckwitz G, t
HER2-positive

Note: All recommendations are catagory 2A unless otherwise Indlicated.

Clinical Trials: NCCH belleves that the best management of any patlent with cancer is In a clinical trial. Participath

Preferred Regimens:
. Dnse-dense AC [doxnruhlcl nicyclophosphamide) followed by paclitaxel every 2 weeksh

aphosphamide) followed by weekly paclitaxel®

. Glapanb |f gen‘nlme BRCA ffz mutatlunsg i

* High- rlsk] triple-negative breast cancer (TNBC): Pmnparaﬁ\re pembrolizumab + carboplatin + paclitaxel, followed by preoperative
pembrolizumab + cyclophosphamide + doxorubicin or epirubicin, followed by adjuvant pembrolizumab

« TNBC and residual disease after preoperative therapy with taxane-, alkylator-, and anthracycline-based chemotherapy:i Capecitabine

Useful in Certain Circumstances:

Other Recommended Regimens:

* Dose-dense AC (doxorubicin/cyclophosphamide)

+ AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B)
« CMF [cycluphnspham|de!methutrexate!ﬂunrnuracllj

+ AC followed by weekly paclitaxel”

+ AC followed by docetaxel every 3 weeksh

* EC (epirubicin/cyclophosphamide)

«TAC [dnr.ataxelfdulurublcin!cyclnphusphamlde]

« Select patients with TNBC in the frenperatl\re setting only X
» Weekly paclitaxel + c.arhnplatln
» Docetaxel + carboplatin®

4 Randomized clinical trials demonstrate that the addition of a taxane to anthracycline-based
d'nemothera{:_)y provides an improved outcome.

b CMF and R

may be given concurrently, or the CMF may be given first. All other chemotherapy

regimens should be given prior to radiotherapy.

© Chemotherapy and endocrine the % used as adjuvant therapy should be given sequentially with
endocrine therapy following che

d Alternative taxanes (ie, docetaxel padltaxel albumin-bound paclitaxel) may be substituted for select

patients due to medical necessity f ie, hypersensitivity reaction). If substituted for weekly paclitaxel or

docetaxel, then the weekly dose of albumin-bound paciitaxel should not exceed 125 mg/im®.

¢ Consider scalp cooling to reduce incidence of chemotherapy-induced alopecia for

ients receiving

neoadjuvant/adjuvant chemotherapy. Results may be less effective with anthracycline-containing

regimens.

fThe regimens listed in the table for HER2-negative disease are all category 1 (except where indicated)
when used in the Egpvam setting

9 Consider addition

adjuvant olapanb for 1y for those with germline BRCA 1/2 mutations and:

« TNBC, if 1) 2pT2 or 2pN1 disease after adjuvant chemotherapy, or 2) residual disease after
preoperative chemotherapy

+ HR-positive, HER2-negative tumors, if 1) 24 positive lymph nodes after adjuvant chemotherapy
(category 2A), or 2) residual disease after preoperative therapy and a clinical stage, pathologic
stage, estrogen receptor status, and tumor grade (CPS+EG) score 23 (category 2A).

Adjuvant olaparib can be used concurrently with endocrine therapy.

w Qilu Hespital of Shandang University [Elgduu:l

hitis acceptable to change the administration sequence to taxane
(with or without HER2 targeted therapy) fol by AC.

' The patients in OlympiA trial did not receive capecitabine, thus there
is no data on sequencing or to guide selection of one over the other.

I High-risk criteria include stage II-1ll TNBC. The use of adjuvant
EI)_embrchzumab Scategcry 24) may be individualized.

he inclusion of platinum agents as neoadjuvant chemotherapy for

TNBC remains controversial. Several studies have shown improved
pCR rates with incorporation of platinum. However, long-term
outcomes remain unknown. The routine use of plamum agents
as part of neoadjuvant therapy for TNBC is not recommended for
most patients (including BRCA mutation carriers), but it may be
considered in select patients (such as those for whom achieving
better local confrol is necessary). The use of platinum agents in
the adjuvant setting is not recommended. f platinum agents are
included in an anthracycline-based regimen, the optimal sequence
of merrmmerapy and choice of Taxane agent is not established.
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2. THP® (1A) W TChH 2 (24 ). AC-THP® (2B) TAC H & (1A) AC-T 5% (1B)
2. Rl AT RBI AT 7 (2A)
e T2EE, LT ] aEaErE Y] v . . 4 < i
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C. LR A: BIRE, UEEEILE, WEHE, SFZHE
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H. 2k
P, MR B b DT R B AR () =AML AT .
(M) =PAMFLARZE B P
TP (SEHBEE4H2)
SEUEES  Dswnd R
¥ X
1. BREAEE IR 1. AGT (1B) s 75mg/m’ A d1-3
TAG (14) 2. BIPEAGRHOGHRRIE, TP (FAZHEH2E)
AT (24) 0145 1955 F S AZIEE G PD-1/PD-L1 S HEAEMRE 125mg/m’ dl. 8
2. TP 3 (24) —F.%E AUC 6 di 121dx6
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- HERASEEKICE
| 12[, 150mg/m2; FEAR
RRNEIT125mg/m?; B - FEES:
RERTHRES BEC, 21kAELAIE pCR (ypTO ypNO)
EHRREEE — R o« REBER:
12/, 80 mg/m2; F&EC, Hefl. st
21K =HATTE

it ECAZEARE: FELE 90 mg/m? +IEiEEE 600mg/m?2

v MTFHER2FEMEEE FEA S B IR R UAIIRS IR R IULST .
v SERESE: MESK. HER2ZIKE. Ki-67FiA. SPARCEKIX,

Nab-paclitaxel Solvent-based Nab-paclitaxel vs
(n=606) paclitaxel (n=600) solvent-based paclitaxel
OR(95% Cl) Unadjusted
p value®
ypTOypNO
Yes 233 4-6-423) 174 (290%; §5-4-326) 153(1-20-1-95)  0-00065
Before March 28, 2013
Yes 77(336%;27-5-397)  53(235%;179-29-0) 165(1-10-2:50)  0-022
After March 28, 2013
Yes 156 (414%; 36-4-46-4) 121 (32-4%;27-6-371) 1-48 (1-10-1.99)  0-013

BETEIE10%PCRE,

NFEKRFHFER AL

Qilu Hospital of Shandong University (Qingdao )

Nab-paclitaxel versus solvent-based paclitaxel in neoadjuvant 3 ¢ed s ®

chemotherapy for early breast cancer (GeparSepto—GBG 69):

arandomised, phase 3 trial
Subgroup Number of patients Odds ratio pvalue Test for interaction

(95% Cl) p value
SPARC i 0-66
SPARC negative 1015 —-— 1-49 (1-15-1.94) 0-0028
SPARC positive 191 = 173(0949314) 0074
Ki67 ; 078
Ki67 <20% 373 - 146(0-895-238) 013
Ki67 >20% 833 S — 1.58(1-19-2:09) 0-0015
Biological subtype 0-20
HER2-, HR+ 534 - 1.40 (0854-229) 048
HER2-, HR- 276 : = 2-61(1:57-4-33) 0-00020
HER2+, HR+ 289 - 131(0826-209) 025
HER 2+, HR- 107 147 (0634-339) 037
HER2 : 0-31
HER2- 810 —i— 1-82(1-30-256) 0-00053
HER2+ 396 - 139(0-931-2.07) 011
HR ' 0-029
HR- 383 : = 2:20(1:46-331) 0-00017
HR+ 823 —+ 1:24(0-916-1-69 016
Overall 1206 | | f | | | 1.53 (1:20-1.95) 0-00054
06 08 10 153 20 30 40
«— —
More pCR (ypTOYNO) with More pCR (ypTO yNO) with
solvent-based paclitaxel nab-paclitaxel
N —
== = -_ d-
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Nahb-paclitael (n=605)* Solvent-based paclitasel (n=601)" p value pvalue
grade1-5 grade 3-5

Grade 1-2 Grade 3 Grade 4 Grade § Grade1-2 Grade 3 Grade 4 Grade §
Anasmia 547 (90%) 12 (2%) 1(<1%) a 524 (87%) 4(1%) 0 a 0011 0048
Leucopenia 2B7 (47%)  224(37%) 56 (%) 0 279(47%) 119 {37%) 52 (9%) 0 022 073
Neutropenia 163(27%) 139 (23%) 229(38%) o© 116 {19%) 153 [25%) 218 (36%) [i] 0-0018 o7
Febrile nautropenia al 20 (1%) B(1%) i - 19{3%) £(1%) a £ oh7
Lymphopenia 170 (46%) 46 (12%) 20(5%) Q 165 (44%) 41(11%) 14 (4%) 0 0-099 023
Thrombopania 139 (23%) 3 {<1%) 2{<1%) a 142 (24%) 2 [<1%) 1(<1%) a -89 073
Increased alkalinephosphatase 141 (23%) 1{=1%) 1(=1%) a 123 (20%) a 0 [i] 021 050
Increased aspartate 228 (38%) 5 (1%) 1{<1%) a 211 (35%) 4(13%) ;] a 034 075
amingtransferase
Increased alanine 322(53%) 14 (2%) 1(<i%) O 328(55%) 12 (2%) 0 [i} 073 o070
aminatransferase
Fatigue 462(76%)  30(5%) + 4 431 (7% 25 (%) g = 0025 058
Headache 183(30%)  4(1%) i : 168 (2 8%) 5{1%) i = 0-45 075
Nausea 410 (b8%)  16(3%) % i 411 (68%) 14 (2%) - - 0-95 -85
Vormiting 138 (23%) 5 (1%) 2(<1%) 0 130 (22%) 9(1%) 1(<1%) i 0-79 0-48
Mucositis, stomatitis, or 99 (49%) fi (136} 1f=1%) 0 284 (47%) 5 (1%) 0 a 039 o077
oesophagitis
Diarrhoea 289 (48%)  19(1%) a 1(<1%) 248(41%) 14(2%) 3(=1%) 1} 0-016 074
Anorexia 107 (18%) 4(1%) ] a 1073 (17%) 1{<1%]) o] a 065 037
Hypotension 66 (113%) 0 0 a 50 (B3%) 0 0 0 014
Alopacia 565 (933%) - - - 561 (93%) - - - 100 -
Skin rash maculopapular 195 (31%) 7(1%) - - 139 (23%) 4(1%) - - 000028 055
Hand-foat srndrome 158 (26%)  13(2%) - - 1001 (174%) B{1%) - - <0-0001 016
Allergic reactions a8 (16%) 3 (<1%) 0 a 120 (20%) 5 {1%) 0 0 0-076 051
Peripheral sersory nevropathy 451 (75%)  59(10%) 4{1%) 1} 176 (B3%) 16(31%) a =0-0001 =0-0001
Arthralgia 218 (36%) 5 (1%) b -- 206 [34%) 1(<1%) B = 0-40 022
Myalgia 185 (31%) 2(<1%) £ s 150 (25%) 0 £ - 0025 0-50
Epistaxis 235 (37%) o 0 o 221 {37%) 0 0 a 09 ~
Dyspnoea 97 (16%) £{1%) 0 a o7 [16%) 7(1%) 2 (<1%) ] 076 030
Feverwithout neutropania 103 (17%) £(1%) 2f=1%) O 04 (16%) 7(1%) 1 (=1%) 0 0-60 080
Infection T(45%) 32(5%) 4(1%) 1{=1%) 262 [423%) 34 (E%) 2 (=1%) [i] 027 100
Anaphylasist & 1(<13%) 0 0 - 1(<13%) 1{<1%) i 062
Congestive heart failura, 2{=1%) 1{=1%]) [i] a 1{=1%) a 1{=1%) 1{=1%) 1-00 0-62
according to NYHAT
Other non-haematalogical 442(73%)  98(16%) 14(2%) 1(<13%) 449(75%) 66(11%) 13 (2%) a 0024 0-0094
adwersa events

Data are n (valid % junless othe mise stated Valid% was ealoulated batad on available dats onby All ghenadverse sve nits were predefined . *Other non-hse matologicsl adverse svents” were those re ported s free
text. Data not provided fior grades thatde not exist under the Common Terminology Criteria for Adverse Events for the respective condition(eg, grade =3 for fatigue). NY Ha=Mew York Heart Assoclation. "One
patient randomised to nab-paclitaxel received solvent-based paditaxel, so is inchede din this group for the safety analysis. fAdvese event of special interest. $Adverse event of special interest, if NYHA 3-4.

Table 3: Adverseevents

4Z M T/IERER

Findings Between July 30, 2012, and Dec 23, 2013, we randomly assigned 1229 women, of whom 1206 started
treatment (606 with nab-paclitaxel and 600 with solvent-based paclitatel). The nab-paditavel dose was reduced after
enrolment of 64 participants to 125 mg/m? due to increased treatment discontinuation and sensory neuropathy in
this group. Pathological complete response occurred more frequently in the nab-pachitavel group (233 [38%, 95% CI
35-42] patients) than in the solvent-based paclitaxel group (174 [19%, 25-33) patients; OR 1.53, 95% C1 1.20-1.95;
unadjusted p=0- 00065). The incidence of grade 3-4 anaemia (13 [2%] of 605 patients in the nab-paditaxel group 1
four [1%] of patients in the solvent-hased paclitaxel group; p=0-048) and peripheral sensory neuropathy grade 3-4
(63 107%] patients receiving any nab-pacliavel dose; 31 (3%] of patients starfing with 125 mg/m? and 32 15%] of
patients starting with 150 mg/m?; 15 16 3%] in the solvent-based paclitaxel group, pe0-001) was significantly higher
for nab-pachitaxel than for solvent-based paclitaxel. Overall, 283 (23%) patients were noted to have at least one serious
adverse event (based on study drug received), 156 (26%) in the mab-paclitaxel group and 127 (21%) in the solvent:
based padlitavel group (p=0- 057). There were three deaths (during epirubicin plus cyclophosphamide treatment) in
the nab-padtitavel group (due to sepsis, diarrhoea, and accident unrelated to the trial) versus one in the solvent-based
paclitavel group (during paclitavel treatment; cardiac failure),

-'-l"i" ';'IE_:::..._'"-"' EERET
- = Em- = "=
- iﬂ‘ -—"‘" g
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3 NAB-Paclitaxel Improves Disease-Free Survival
“in Early Breast Cancer: GBG 69-GeparSepto

Michael Untch, MD, PhD?; Christian Jackisch, MD, PhD?; Andreas Schneeweiss, MD?*; Sabine Schmatloch, MD*; Bahriye Aktas, MD*®;
Carsten Denkert, MD®; Christian Schem, MD, PhD, MaHM?; Hermann Wiebringhaus, MD®; Sherko Kiimmel, PhD?; Mathias Warm, PhD*;
Peter A. Fasching, MD'!; Marianne Just, MD'?; Claus Hanusch, MD'*; John Hackmann, MD*; Jens-Uwe Blohmer, MD, PhD'%;
Kerstin Rhiem, MD%; Wolfgang D. Schmitt, MD®; Jenny Furlanetto, MD'?; Bernd Gerber, PhD'®; Jens Huober, MD*®;

Valentina Mekljudova, PhD'"; Gunter von Minckwitz, MD'7; and Sibylle Loibl, MD, PhD'?

11o0doua [Pm?

RESULTS A total of 1,206 patients started treatment, 606 with NAB-paclitaxel and 600 with sh-paclitaxel. After
a median follow-up of 49.6 months (range, 0.5 to 64.0 months), 243 invasive disease-free survival (iDFS) events
were reported (143 in the sb-paclitaxel and 100 in the NAB-paclitaxel arm). At 4 years, overall patients treated
with NAB-paclitaxel had a significantly better iDFS compared with sb-paclitaxel (84.0% v 76.3%:; hazard ratio,
0.66; 95% Cl, 0.51 to 0.86; P = .002), whereas overall survival did not significantly differ between the two
treatment arms (89.7% v 87.2%, respectively; hazard ratio, 0.82; 95% Cl, 0.59 to 1.16; P= .260). Long-term
follow-up of the treatment-related peripheral sensory neuropathy (PSN) showed a significant decrease of the
median time to resolve PSN after NAB-paclitaxel 125 mg/m?® compared with NAB-paclitaxel 150 mg/m?.

ITT

HR+ HER-2 (-)

Qilu Hospital of Shandong uni\'eriil;.l [umg::l 31]:|
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Overall, 355 of 1,206 (29.4%) patients reported grade 2-4

PSN and 80 of 1,206 (6.6%) grade 3-4 during study

treatment®® (Appendix Table A4, online only). After a me-

— dian follow-up of 220.1 weeks (range, 7.7 to 290 weeks),

E‘E 60 - « Consared the median time to resolve grade 2-4 PSN fo grade 1 was

E_'! 50 4 Pacno pCR 124 of 416 events statistically significantly longer in patients after NAB-

O 404 nPacnopCh 74 of BT evens paclitaxel 150 mg/m® versus after NAB-paclitaxel

e 30 ] PaeECR. Wol 172evenms 125 mg/m® treatment (12.7 Weeks; 95% Cl, 8.9 to 16.0

1 araepon. 20 ot 232 evenss weeks; 6.4 woeks; 95% CI. 4.1 to 10.0 weeks; log-rank

20 - B =iy tively), whereas no statistically significant

10 - difference was observed for patients treated with sb-

paclitaxel (7.0 weeks; 95% Cl, 6.0 to 9.0 weeks) versus

0= d y : . by . NAB-paclitaxel 125 mg/m® (log-rank P = .740). The me-

0 12 24 3 8 80 72 dian time to resolve grade 3-4 PSN to grade 1 did not

Time (months) statistically significantly differ either between NAB-

No. at risk paclitaxel 150 mg/m?® (157.3 weeks; 95% Cl, 116 to

— Pacno pCR 416 e =0 308 207 13 o 209.1 weeks) and 125 mg/m? (32.0 weeks; 95% Cl, 6.0 to

— nPacno pCR B7 T 33 be-r | 181 9 0 135.7 weeks; Iog-rank P = _200) or between sb-paclitaxel

- — Pac pCH 72 BT BT 145 &= 5 8 (10.4 weeks; 95% Cl, 5.0 to 123.3 weeks) and NAB-
z7 n7 208 134 12 ; paclitaxel 125 mg/m? (log-rank P = .161; Appendix Fig

A5, online only).
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- gomprehenmue NCCH GUldEllnES VBI'SlOI'I 8-2021 Table of Contents
NCCN BSelie Invasive Breast Cancer Discussion

SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASEbc¢

HER2-Negative National —— .
Preferred Regimens Other Recommended Regimens' Comprehensive NCCN Guidelines Version 8.2021
« Anthracyclines » For germline BRCA1/2 mutations? | » Cyclophosphamide IV[e{el'l Cancer i
» Doxorubicin see additional targeted therapy » Docetaxel Network® I nvasive Breast Cﬂ ncer
» Liposomal doxorubicin options (BINV-R)® + Albumin-bound paclitaxel
; i » Epirubicin
* Facmss s stk (o THEC. Snd gemiing : SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOC
» Paclitaxel BRCA1/2 mutation)® * Ixabepilone (
« Anti-metabolites » Carboplatin HER2-Negative Regimens:
» Capecitabine » Cisplatin « Anthracyclines: « Cyclophosphamide'?
» Gemcitabine +» For PD-L1—positive TNBC see » Daxorubicin 60=75 mg/m?® IV day 1; eycled every 21 * 50 mg PO daily on days 1-21
« Microtubule inhibitors additional targeted therapy options days! » Cycled every 28 days
» Mincrelbine BINV-R)® » Daxorubicin 20 mg/m? IV day 1 weekly® 1415
» Eribufin + Liposomal doxorubicin® 50 mg/m? IV day 1; cycled * Docetaxel ™ :
; . . every 28 days » 60=100 mg/m® IV day 1
+ Sacituzumab govitecan-hziy . » Cycled every 21 days
(for TNBC)¢ *Taxanes: i 18
» Paclitaxel 175 mg/m® IV day 1; cycled every 21 days + Docetaxel
» Paclitaxel 80 mg/m® IV day 1 waekIyS ¥ 35 mg/mé® IV weekly for 6 weeks followed
« Antimetabolites: by a 2-week rest, then repeat
» Capecitabine® 1000-1250 mg/m? PO twice daily days + Albumin-bound paclitaxel”:18
1-14; cycled every 21 days » 100 mg/m?
» Gemeitabine’ 800-1200 mg/m? IV days 1, 8, and 15; or 125 mg/m? IV days 1, 8, and 15
cysied cvery S day= » Cycled every 28 days
= Microtubule inhibitors: 17
» Vinorelbine®? + Albumin-bound paclitaxel
0 25 mg/m? IV day 1 weekly: or ¥ 260 mgim? IV
 20-35 maim? IV days 1 and B; cycled every 21 » Cycled every 21 days
days; or « Epirubicin'?
& 25-30 mg/m? IV days 1, 8, and 15; cycled every » 60-00 mg/m? IV day 1
28 days
Wi mglm? IV days 1 and 8: cycled every 21 Kiaycled Feeny 21 da
days « Ixabepilone?®
= Platinum (for TNBC and germline BRCA1/2 » 40 mg/m? IV day 1
mutation) ” » Cycled every 21 days
) Cfg:ﬂ:jgw‘;u‘; ig’{?;:ay i’ « Sacituzumab govitecan-hziy (for TNBC)?! =
_ _ 3 . » Cisplatin'2 75 mg/m? IV on day 1 :‘1:‘3 E“‘-‘W";“j"s‘mds Il =
@ S EXFHEEE A et vyt s iy B £
Qilu Hospital of Shandong University (Qingdao ) E
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Phase III Trial of Nanoparticle Albumin-Bound Results

. - - ABHIO7 demonstrated significantly higher response rates compared with standard paclitaxel
F adltaXEl CDmparEd Wltl’l P DlYEthYlatEd Castnr Oll_ (33% v 19%, respectively; P = .001) and significantly longer time to tumor progression (23.0 v
Based Paclitaxel in Women With Breast Cancer 16.9 weeks, respectively; hazard ratio = 0.75; P = .006). The incidence of grade 4 neutropenia

was significantly lower for ABHOO7 compared with standard paclitaxel (9% v 22%, respectively;
P << .001) despite a 49% higher paclitaxel dose. Febrile neutropenia was uncommon (< 2%),
and the incidence did not differ between the two study amns. Grade 3 sensory neuropathy was
more common in the ABI-007 arm than in the standard paclitaxel arm (10% v 2%, respectively;

William J. Gradishar, Sergei Tjulandin, Neville Davidson, Heather Shaw, Neil Desai, Paul Bhar,
Michael Hawkins, and Joyce O'Shaughnessy

P < .001) but was easily managed and improved rapidly (median, 22 days). No hypersensitivity
BERGSRRIZEA: reactions occumed with| ABI-007 despite the absence of premedication and shorter administra-
+ 260mg/m?, EREKIEIE3IOmin, | tion time.
BABHE—IX « EEEQ: =)
.« FohETRALE ORR
n=460 | & . KRB
ERINESE . 0S8,
BRI oor
« 175mg/m?, EBBKiEEINES,

—  WBESHE-R —
© IREFRLEE: MERN.
HEFFSTIH2 R R

Qilu Hospital of Shandong University (Qingdao )
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Table 2. RESpOﬂSE Rates 1.00 1w —— ABI-007 (n = 229)
ABI-007 (260 mg/m?) Standard Paclitaxel (175 mg/m?) '};‘;’_DZ:""‘E""”” =
Mo. of No. of
Patients/Total Patients/Total
Mo. of No. of
Response Patients % 95% CI 1%) QT.RRE!;,T‘EEI 67% Cl (%) P 0.75

Complete and partial response

All patients 76/229 33 27.09t039.29 42/225 19 13.5810 23.76 001 §

First-line therapy 41497 42 32.44t052.10 24/89 27 17.75t036.19 028 g

Seconddine or greater therapy 35/132 27 18.98 to 34.05 18136 13 754101883 noe £
Prior anthracycline therapy 5050

Adjuvant andfor metastatic 860/178 34 27.09t041.09 32175 18 12.56t0 24.01 noz é

MMetastatic only 31/116 27 18.85t0 35.07 18/130 14 7.911019.78 010 §_
Dominant metastatic organ site a

\isceral 59/176 34 26.55t0 40.50 34/182 19 13.02 to 24 34 ooz

MNonvisceral 17/50 34 20.87t047.13 843 18 6.97 to 30.24 NS 0.25
Age, years

< 65 68/199 34 275810 40.76 368/193 19 13.16t024.15 = 001

=65 8/30 27 10.84t0 42.49 6/32 19 523103227 NS
Abbreviation: NS, not significant statistically.

0 B 16 24 32 40 48 56 64 72 80 88 96 104 112 120
Week
100
Fig 1. Median time to disease progression.

A 80 0O ABI-007 260 mg/m?

. : B Paclitaxel 175 mg/m?

£

5

g
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Table 2. Confirned ORR and DCR
JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT nab-Paciitaxel
300 ma/m® g3w 100 mgfm?® Weekly 150 mgfm® Weekly Docetaxel 100 mgfm?
ORR and DCR n = 76} (n = 76) n = 74) Q3w (n = 74) P
Investigator assessment
e = = & = Confirned ORR Owverall: = .001; 150
Significantly Longer Progression-Free Survival With ro s s i > e B = a0y
- . . . mg/m™ v 150 mg/m™:
nab-Paclitaxel Compared With Docetaxel As First-Line L Sns SR Sl B 902; 300 mam? v 100
Therapy for Metastatic Breast Cancer . 5 e o =
William J. Gradishar, Dimitry Krasnojon, Sergey Cheporov, Anatoly N. Makhson, Georgiy M. Manikhas, CHND_ 1 2 2 2
Alicia Clawson, and Paul Bhar % 1 3 3 3
SR
A B S TN AT T % s i - 008 300 mofm< v 150
95% ClI G23t0 B2 4 74.41t081.4 B39 o872 5B.4t079.5 o
SD = 16 weeks
No. 20 15 12 22
Patients and Methods » = i N *

In this randomized, multicenter study, patients (N = 302) with previously untreated MBC received
nab-paclitaxel 300 mg/m® g3w, 100 mg/m® weekly, or 150 mg/m® weekly or docetaxel 100

mg/m? q3w. —>

A. H% 300mg/M2 q3w
B. 1% 100mg/M2 J&J7
C. A% 150mg/M2 Y7
D. ZPufih#E 100mg/M2 q3w

I"l:l:.:lli.l ﬁsﬁl Ehﬁ;fufer;ﬁ:[;ﬁﬁ :, . - - : : ‘mfii--
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DCR
100 91
ORR 90 83

0 %0 72 69
70 63 70
60 60
50 39 50
40 40
30 30
20 20
10 10

0 0

nab-P 300mg/q3w nab-P 100mg/qw  nab-P 150mg/qw  Doc 100mg/q3w nab-P 300mg/q3w nab-P 100mg/qw  nab-P 150mg/qw  Doc 100mg/q3w

17% 28%

;_'l =

f Shandong Unlve rml_.l [-n-m.g-']aul




MR C nab-Pa 5ZPAfh thi PFS %42 4 % &

A 100 e nab-paclitacel 300 mg/m? giw
nab-pacitaxal 100 mgim?2 weeakly
nab-pacitax<al 150 mgim? weakly
Docetaxel 100 mgim?2 g3w
" IR S{E*PFS(F)
‘E 0.75 1 AfH: 11
3 BEEEAELIZE 300mg/m2, q3w
= BZ: 12.8
2 HERLSEEIZE 100mg/m2, qw, 3/4
:E 0.50 +
g CHH: 12.9
- BAERSESEEIZEE 150mg/m2, qw, 3/4
= - 1 D fA: 7.5
£ ZHAE 100mg/m2, q3w
F = .0458 owerall
F = .0085 nab-paclitaxel
150 mgd'm? v docetaxal 100 mg/ms
0 é é Eli 1I2 1I5 118 2I1 EII'I-

Time (months)
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Atezolizumab plus nab-paclitaxel as first-line treatment for 3

unresectable, locally advanced or metastatic triple-negative =~ |* meesr '"':":jj“:‘;"‘:;;;gh oo T P mmfu
breast cancer (IMpaSSi0n130): Updated efﬁcacy results from S No.of Paients  Survwal (985 1) Survival (8% 1) Mo. of Patients  Survval (955 C1)  Survival (35% C1)
a randomised, double-blind, placebo-controlled, phase 3 trial '

o o
35 T2 [58-15) 3.7 [(19.6-279) Atezclizumabs Mab. Paclitaxel 133,185 1.5 [6.7-9.3) .1 3-361)
L L5 (53-5.8) 1.7 (14.0-21.4) Placebo » Mab-Paclitasel 157184 50 (18-5.8) 6.4 -.D! 110)

hazard ratio for progression or death esiion o death
g

B4
i
Sar:
P

Peter Schmid*, Hope S Rugo*, Sylvia Adams, Andreas Schneeweiss, Carlos H Barrios, Hirojilwata, Vém}‘vique Diéras, Volkmar Henschel,
Luciana Molinero, Stephen Y Chui, Vidya Maiya, Amreen Husain, Eric P Winer, Sherene Loi, Leisha A Emens, for the IMpassion130 Investigatorst

Percentage of Patents
Parcentage of Patients

. L — 1 ki’ o O
IMpassion130 H5gigit ; R +2 YT
Manths
Mo, at Risk Mo, at Risk
A = Mresolurube 451 B0 26 MW T MO0 1L 6 1 NENE Meoliurube 185 46 1M T3 3 B W0 & 1 NE NE
/- IMP‘aSSi°“1 aoim \ ‘Mﬁm all.._a.-.ll:-:-\f" il 451 327 18} 130 57 M 1) 5 1 MNE MNE NE |=|.r_‘]rlli:.:-l-‘"‘I - 17 62 M4 22 1 5 3 I NE WE NI
. SR FANBRRITNEC FIERIERSRI 840 mg IV | rabpaciaan
A -~ Ondays 1 and 15 of 28-day cycle € Overall Survival in the intention-to-Treat Population D Ovenall Survival in the PD-L1-Positive Subgroup
— EIREEETEIA o s A i ¥e Rate of j e Rate of
- 5 NBGIGAR + SEHEEEE 100 mg/m? IV No. of Events/ D-EE:E:?IE\-W:I ofg‘.:i;;:n;w Mo, of Events/ Om[g::':!linwiwd OE:%I;ESE\;H:I
+ REELEEIIREAT ic - On days 1, 8 and 15 of 28-day cycle Ho. sTPlents ' s I sl He. of Patlents A jo
- BRI, SEKUR. T GEATE o ——— RECEN VLY Aspmsimenac: wim  asglas mstay | secomsss  wn [Eemes oy
:' o ! ( - fﬁ)ﬂ- 4“5(31?{—"&.2’ %iﬁ&ﬁﬁﬁ iz_" Strate(led hazard sateo for death, 084 (95% €|, 0.65-1.02) ﬁ_“\.:-.\\: Stratificd hazand ratio for death, 062 [33% €1, 0.45-0.56)
+ ECOG PS5 0-1 o % 80 e E 40+ :
2 & + A E o L A
PEEE: | EWA: RERRTR £ 0 T 3
LT g - N e e TR - sy e R I 8 PERPCHRCTEEN R e S
- BHERTGERR vs B) ¥ 3 sy ¥
¥ m[& Vs §) g :[I:: hE bps: ”-_ i :g‘: Macebors nad-pachitael L —
\: SREIIPD-LIRES (BBHE [ 1%] vs BBHE (< 1%/ 101 10-
g o ! & ﬁ' 12 Il‘j it ] _'.I Fel .'I-' L.L' 11 L1 : 1] i L] ﬁ 12 13 i _’II M n |.|J 1 J.I.|
5 haonths Months
. HEFEMFRES: ITTHPD-L1+ABEAIPFSFN0S ¢ M. st ik +3_7m Mo, sk +9 5m
N - depolurumab. 1 F. L] I | r 13 1 b M E ierolipumabs b | 147 1t 1 1 F
_ #&ﬁg:)\irﬂﬁﬂ'ﬁﬁﬁ fU’RR *ﬂ DDR} PAB_%%&}?H A st ‘:m 81 42 11 AT is & NE N A Shgtiande a5 1 &0 14 1 & 5 2 {E ME
Placobs 451 4% 75 128 146 14N 3] 52 F 12 ) 1 M Macebss i 1 47 129 | LI n 9 bE | [ NE ME MNE
nabi-pacitase rab-pacltaxe

019 4E 3 A, Tecentriq BEX& A& AT PD-L1 fHEE B = 14 FL.I8E (TNBC) KIE&EMAERE:
ion130 A 7L i) PFS 45 R0 3RS hE #HEAE - T

mﬁﬁ?ﬁf-%ﬁﬁ’é'ﬁ%-

Qilu Hospital of Shandong University (Qingdao )
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GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

ANNALS ot

ORIGINAL ARTICLE

breast cancer

PFS probability (%)
8

ONCOLOGY

driving innovation in oncology

paclitaxel 90 mg/m2 (days 1, 8, 15)

Primary results from IMpassion131, a double-blind, placebo-controlled,
randomised phase Ill trial of first-line paclitaxel with or without
atezolizumab for unresectable locally advanced/metastatic triple-negative

sy PD-LAFATE

Stratified HR = 062 [95% Cl 060-1.12)
Log-rank P =020

+0.3m

20 4 |
]
10 57)i60
[o5% §1 5.4-7.2) 1| (95% C1 5.607.4)
0 T T T T T T T ]
0 3 (] 9 12 15 18 21 24 27
% Time (months)
MNumber at risk
Placebo—paditaxel 101 81 33 14 T A 2 a [i] a
Atezolizumab—p aditaxel 191 152 -] a4 22 15 8 3 0 /]
R ey ' ITT AEE
—— Placebo—packtaxel (n = 220)
a0 4 = Atezolizumab—pachitaxel (m= 431)
B0 4 Stratified HR = 0 85 (95% Cl 0.70-1.05)

PFS probability (%)
3

Mot formally tested

20 -
10 4 56057
(055 () 5.4-6.5) n (854 CI 5.4-
0 T ' T T T T T 1

o 3 & 9 12 15 18 21 24 27

. Time {months)

MNumber at risk
Placebo—paditaxel 220 182 72 2 15 8 4 a a 0
Atezolizumab—paditaxel 431 32 148 a4 40 25 15 7 1 0

-~ = [y i

Qilu Hospital of Shandoeng Universd

et FIL & = ]

ty [Gingdao )

A — Placebo—paditaxel (m=101)
—— Alszofizumab—pachitaxel (= 191)
Stratified HR = 1.11 (85% Cl 0.76-1.64)
g
E PD-L1PH 4
g P
o |
5 |
i S "—
i I
1
! i) | 283
i (059 Cl 19.2-30.5) 1 | (85% Cl 19.1-NE)
0 T T T T T T — T T T T 1
0 3 [ ] 12 15 18 P3| 24 27 30 a3 36
- —— Time (months)
Placebo—pacltaxsl 101 o &0 85 5 53 3 25 12 T 2 1 i}
Alezolizumab-paclitaxel 191 184 171 159 133 o7 &2 44 3 i | [ 1 0

B 100 — Placebo—pachitaxel (m=220)
30 4 —— Aterolizumab—paditaxel (n=431)
i
B0 | Stafiied HR = 1.12 (85% Gl 0.88-1 43)
£ 701 !
Z 60 ! ITTAﬁ
= i
g 50 4========- bmmmmmmmmm e mee e oo STTH
i
B 407 i : i
@ 30 : ; i
i ' i
20 - | : i
10 4 | 102 | | 228
: (95% C1 16.6-22.1) | ! (95% Ol 17.1-28.3)
ﬂ T 1 T T T T 1 T . T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
i R Time (months)
Placebo_pachimxel 220 213 191 174 144 103 ra] 50 o7 16 9 1 a
Atezniizumah-paciitael 431 408 366 330 0 oT4 199 128 78 58 38 17 3 o

2021.08 Tecentriq 3#[E1=[H
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Pembrolizumab plus chemotherapy versus placebo plus x® e
chemotherapy for previously untreated locally recurrent " KEYNOTE-3558 50 =2/ 20T Ak

. — . & M4 PD-L1 CPS210. CPS21
inoperable or metastatic triple-negative breast cancer L5 ITT ABEPES /% OS
(KEYNOTE-355): a randomised, placebo-controlled,

double-blind, phase 3 clinical trial

PFS PFS

B Combined positive score =1
A Combined positive score =10 100
100 - —— Pembrolizumab-chemotherapy group
90 ~—— Placebo-chemotherapy group 90
80 80
4 —
£ 70 2 7
2 = /0
T 60 2
$ 97 months T MY (<. (SRR SO i
S R S T R — g > ¥ & moan
,g 40 46-3% . g‘ 40 46 6‘3;6
o ' ' T i
5 30 ; E 30
20 20 :
23-0%
10 : : g T 10 194%
0 T | T f T T T T T T T 1 1] T ; T j T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Number at risk Number at risk
Pembrolizumab-chemotherapy group 220 173 122 96 63 52 44 37 25 12 g 0 ] Pembrolizumab-chemotherapy group 425 315 202 143 94 72 60 51 32 16 q_2 00 m
Placshochemotherapy grouy. 103 90 41 38 ab 15 12 8 8 7 'B4. 1 m Placebo-chemotherapygroup 211 158 81 51 28 20 17 11 10 8 3 i

ﬂDm$£?$$ﬁmmy; | =“5#i§¢

Qilu Hospital of Shandong University (Qingdao )
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+1.9m
P F S C Intention-to-treat population B Combined positive score =10
100 .
i Age, years
90 | <65 %57 95 55 —— 0-63 (046 t0 0-87)
20 . =65 66 107 76 =S 0-67 (0-37 to 1-23)
ﬂ . I P S OPUORRREAS ] il EERLEE S
e 70 National s . NEON Gideines ind 0.69 (0-49 to 0.97)
= Comprehensive NCCN Gu Ide“ne‘s VBI'SlOﬂ 8-2021 HLdelries Index
60 e o P " Table of Contents
5 50 cc N oo Invasive Breast Cancer Discussion 0:45(0-22t00:91)
g etwor _ 0-65 (0-40to 1.55)
£ w0
Y 30 ADDITIONAL TARGETED THERAPIES AND ASSOCIATED BIOMARKER TESTING
E FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE 0.74(051t0 1.07)
20 Biomarkers Associated with FDA-Approved Therapies 0.50 (033 to 0.78)
10 Breast Cancer Biomarker Detection FDA-Approved Agents NCCN Category NCCN Category of
Su of Evidence Preference
Y ol BRCA1 mutation Olaparib Category 1 P A
Any? ; Germline sequencing 5 Preferred 033(014to 076)
BRCAZ2 mutation e Talazoparib Category 1 077 (0-53t0 113)
Number at risk HR-positive/ e : : or tissue o Preferred second-line
Pembrolizumab-chemotherapy group HER2-negative PIK3CA activating mutation Wﬁi Alpelisib + fulvestrant® Category 1 therapy 060 (0320 115)
Placebo-chemotherapy group 011 evoiaesion Pembrolizumab + chemotherapy 066 (0-48 to 0-90)
A ; TNEC Thresheld for positivity combined  IHC (albumin-bound paclitaxel, paclitaxel, Category 1 Preferred first-line therapyh
DAL osm positive score 210 or gemcitabine and carboplatin)d 0.78 (055 to 1.12)
: FISH, NGS, PCR (tissue Larotrectinib® 0-47(0:30t0074)
An NTRK fusion ) ’ Category 2A
¥ block) Enfrectinib® s i
Pembrolizumab®' SO N Lo 0-48 (0-29to 0-79)
i ta
Any MSI-H/AMMR IHC, PCR (tssue block) |\ oy Category 2A dreumstances 1.00(0-51 to 1.95)
Cutoffof1 Any TMB-H (210 mutsimb) NGS Pembrolizumab® ! Category 2A 0-64(0-43t0 095)
=1 maw T e — il e i bt
< M1 63 62 — 108(0:77 to 1.53) <3 154, 218 20 68 {04610 1400)
- =3 138 7-6 45 —— 0-52(03410078)
i S - g 0.65 (049 10 0:86) Overall 323 9-7 56 e 0-65(0-49 to 0-86)
<10 524 58 57 — 0-94(0.76t01.16) n.ln {).'5 1.0 1?5 2.'0 21.5
| Cutoffof 20 “— —»
=20 204 95 54 —— 0.61(0-43to 087) Favours Favours
<20 643 66 58 — 0-89(0-73 to 1-07) pembrolizumab-chemotherapy placebo-chemotherapy
Overall 847 75 56 e 0-82 (069 t00-97) = o ww- ;o= = (-
, | == == M-
' = i - S




K
RERH
HIl 3 A




2> MR CSCOfam % 4 17 1% A ¥ K 1

5.6 |IVERFCIRE)ERIESEERIE/ )\ IBIRATEEAYETS

\V B Zh B RS ERAYETS

EREn _ =a
IV JC 3K PS=0~1 1. Byl sEmeasndt + Wemhsematis |1, M + 8 +| b Al st - sl | % il
2 % E. FRsT m 2k 8 5 5% 4 r150 WX ps=0-1 1 SIS FHNZ TR B + A REAIR 1. P
S 2. DREREH P EES Ay 2 e | Rk ) | & 9 R W I Ak WAL /RIS sk 28 + B4
NSCLC — U1 1Bk B HRAYT MEELEIA REEL E T K, B 7 70 {5 a2 7 B S AL (2B %) '°
kI 3. HIEAS R R e 0% A T 5 | 4 () f—2k BRI 2. WyECH
A/ B 7 35 ok 2 7 A g | () rllpower1 30 e 2. GESMNEHE, R
BRSNS ERAR R (24 3) T ZIR5A + ZTIBTE (1B %) B ey
e B A 2 oy IS KA 3. PIEFBERHT [ BR PD-L1 TC = 50% 5 ) 10 45 42
4. P8 A ER L [ BE PD-L1 TC = 50% FIN4A + 41 A I HI1C=10%] ¥ B 4 gy o)
;HIC = 10%] W0 4. W 1A Bk A hT 2 (BR PD-L1 TPS
5. WAIEAIBR A4 ¥2G (B PD-L1 TPS = 497 (2B %) =50%, PD-LITPS1%-~49%( 24 %)) 4%
50%, PD-L1 TPS 1%~49% ( 2A %¢)) '+ %} 5. B AEAECE « 12554
6. 5% 2 1 9K + 1 20 £ B PO B T keynote 407
e B B s 5 ) o B B 6. wmfbs + kAl rEi T RATIONALE 307
Study designs
. nab-PP i HEHEEE 100mg/m’ d1; 8.5
) e —
v | - G-
Chemo-naive stage IV nsq NSCLC -
E::mmm — - T- 1 il % £A 21d
N=T24 j
IMpower132 o Sl Tr“m .
B o e s | § I e
Statification factors: g + Toxicity or
Sex. sk sk, ECOG S, chamo gmen '—-—-—':.;ff;
RECIST 1.1
Chemo-naive' with stage IV or recurrent e = -. 1= = =
for iomarker esting and any PD-L1 G status | 11, —oeiagll I == B t‘ =
s s R ==

N=1202
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PEIEFIBREHR 200mg Q3w
. . FHHAUC6@3w
keynote 407 Pembrolizumab plus Chemotherapy mmgmg m2 93@55554»& RATIONALE 307
for Squamous Non—Small-Cell Lung Cancer  EEE100mgm2Qw N—
: X4m W :
B Subgroup Analysis of Overall Survival : (ﬁ:; } : Al vs CH B vs CiH
Mo. of Events E‘iﬁﬁ SEEE
Subgroup No. of Patients Hazard Ratio for Death (95% CI) e el N Himi R
Overall 205/559 —a— 064 (0.49-0385) 10 48% Ja%
Age :
<65 yr BE[254 —a— 052 (0.34-0.80) 7.6
=65 yr 117/305 —E— 074 (0.51-107) —~ 8 5
Sex : m
Male 167/455 —— 069 (0.51-0.94) ~ 55
Female 38104 —_— ! 042 (0.22-031) w 6
ECOG performance-status score H &
0 48163 —_— 054 (0.29-098) = 4
1 157/39% —— 066 (0.48-050) :B__
Region of enrollment ‘
East Asia 14/106 ] i 044 (0.22-0.89) 2
Rest of the world 171/453 —a— 069 (0.51-093)
PD-L1 tumer propertion score '
<1% 73/194 . 061 {0.38-0.98) 0
1% 129/353 —a— 065 (0.45-092) AR B ca
o i S — g ﬁ%ﬂﬂkﬁﬁ‘w%ﬁh BERESRERGE RN
—— nll LRl 44 (n=120) # (n=119) (n=121)
Taxane-based drug 1
Pactiad 140/336 —— 057 [RAB-0) th{IPFS, B (95% CI)  7.6(6.0-9.8) 7.6(5.8-11.0) . ;g .
Nab-paclitaxel 65/223 J —— 059 (0.36-098) (4.2-5.7)
01 0.5 1.0 HR (95% CI) 0.52(0.4-0.7) 0.48(0.3-0.7)
T
Pembrolizumab Combination Placebo Combination
Sk tignim P{E 0.0001 <0.0001
o FE+Nab-pail o Be+ 28 12 B 58 PRI E 1 S i e R\ s
-a-'i" T i ——
-NOBE e F’ -—
i —— e S —_—
Rl i ==
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Qilu Hospital of Shandong University (Qingdao )
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SCIENTIFIC REP{}RTS ern
. . . . . Total population
Nab-Paclitaxel in combination with o e T P
Cisplatin Versus Docetaxel Plus Copltecponie | 2000, [ 1056)
. . . . . Partial response 24(43.6%) 68(31.5%)
Cisplatin as First-Line Therapy in Stble disease a0
Non_sma" Ce" Lung Ca ncer Progressive disease 6(10.9%) 77(35.6%)
Squamous Subset n=24 n=293
Overall response 14(58.3%) 27(29.0%)
@\ﬁﬁﬁ: \ nab-PTX+|[ifA (n=55) : / \ Nonsquamous Subset n=31 n=123
. n=271 + nab-PTX (130 mg/m?, d1, 8) RS
. GEE>18% (SRR 58%) —| JIIﬁjEI (15 mg/m2, d1) o . ORR Overall response 12(38.7%) 42(34.1%)
- BREEARSESR: AT ol R
AREDRAIEHANSCLC | —| = DCR 101 1.0-
(IIB/VER) . PFS s O : —FNab-PC
. EMAERIERT . 08 ——Nab-PC-censored ;‘;:2::“;3:::.“,“
o BEERESWT, BRirT ZifthEF+IfEH (n=216) : - TZeEa: 0.8- ~+~Duocetaxel-censored 0.5 +Duo;:etaxel-censored
HENEGIEEDATT; ARERRS > |« ZFEfthE (75mg/m2, d1) . ARFEXERE ! -
HTRRILT; FEOaE + IA (75 mg/m?, d1) it e p=0.310
\ECOGW&J\: o1 LRI 2 i :‘-. T 06
20 ; 2.
E E
3 4 g b 22.1m
‘
-".I 0.2 "‘-._‘_7_".- o
[ ‘ ' """" B o T EEEETE T 1 9-1 mw.‘.4,.,,,,,+”-~~_
0.0
T T T T T T T T T T T T
72 84 0 12 24 36 48 60 72 8 9 108

PFS(months) 0S(months)
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Median
(95% CI), months

+ nab-Paclitaxel + BSC 109/136 3.12 (2.73-4.60)
—— BSC alone 5& 2,60 (1.64-3.45

Clin Lung Cancer.2021 Jan;22(1):6-15.e4. doi: 10.1016/j.cllc.2020.09.007. Epub 2020 Sep 18. Events/N

PFS

Nanoparticle Albumin-bound Paclitaxel Plus Carboplatin Induction Followed by 2 : —
Nanoparticle Albumin-bound Paclitaxel Maintenance in Squamous Non-Small-ce| 5 HRAAME
Cancer (ABOUND.sqm): A Phase Ill Randomized Clinical Trial % :
: |
Abstract : Median
Prospective randomized studies of maintenance therapy for patients with squamous non—small-cell lung g B £l thanitie

= Nab-Paciitaxel + BSC  17.18 (13.86-21.09]

cancer are lacking. In the present study, patients without disease progression after induction treatment were o R e 12.16 (7.66-20.67)

randomized 2:1 to maintenance nanoparticle albumin-bound paclitaxel plus best supportive care or best 8 HR, 0.70: 85% CI (0.48-1.02)
supportive care alone. The primary endpoint (progression-free survival) was not met. Given the current % 0 Nam|nal 50,0650
treatment paradigm, these findings can be expected to minimally affect treatment practice. 2 .
Background: We evaluated maintenance nanoparticle albumin-bound (nab) paclitaxel in the treatment of advanced OS E : ey
squamous non—small-cell lung cancer. Patients and Methods: Patients with treatment-naive squamous non—small- E : ; —'_'_‘31—__L'7_|—:::— + -—H
cell lung cancer received four 21-day cycles of nab-paclitaxel 100 mg/m” on days 1, 8, 15 plus carboplatin area under 0.2
the curve 6 on day 1 as induction therapy. Patients without disease progression after induction were randomized 2:1 to 0.1
maintenance nab-paclitaxel 100 mg/m” (days 1 and 8 every 21 days) plus best supportive care (BSC) or BSC alone. 0.0 i : : : . : . . . : . : . . .
The primary endpoint was progression-free survival (PFS). Secondary endpoints included safety and overall survival 9 3 8 g ®” 1B W A M 7 W B ;W W L2 48
(OS). Results: Overall, 420 patients had received induction therapy; 202 (nab-paclitaxel plus BSC, 136; BSC, 66) had e Months
received maintenance therapy. Enroliment was discontinued after a preplanned interim futility analysis (patients could nab-Paclitaxel + BSC 136 124 109 92 76 58 44 26 18 15 14 9 5 3 3 0
remain in the study at the investigator's discretion). The median PFS was 3.12 months for nab-paclitaxel plus BSC and RS alone BET e RTS8 A B TR B b @ 5 2 o
2.60 months for BSC; the difference was not statistically significant (hazard ratio [HR], 0.85; 95% confidence interval E 10 % 1L et
[Cl], 0.61-1.18; P = .36). The median OS (median follow-up, 24.2 months) was 17.18 months for nab-paclitaxel plus L ’_&&\" Y - nab-Paclitaxel + BSC  17.61 (13.86-21.09)
BSC and 12.16 months for BSC (HR, 0.70; 95% Cl, 0.48-1.02; nominal P = .07). An updated analysis (median follow- L S, ——BSC alone 12,16 (7,56-18,99)
up, 28.4 months) revealed a median OS of 17.61 months for nab-paclitaxel plus BSC and 12.16 months for BSC HR, 8 o7 b g \ HIS, ok B €3 8.47:0 00
0.68; 95% Cl, 0.47-0.98; nominal P = .037). The most frequent grade 3 and 4 treatment-emergent adverse events for E. 0.6 )
the entire study were neutropenia (53.1% [nab-paclitaxel plus BSC] vs. 50.0% [BSC]) and anemia (33.1% [nab- § 94
paclitaxel plus BSC] vs. 32.3% [BSC]). Only peripheral neuropathy had occurred in > 5% of patients during main- 3 i — e i
tenance therapy (13.1%; nab-paclitaxel plus BSC). Conclusions: The results of the ABOUND.sgm did not meet the a 037
imary endpoint of PFS. An updated OS analysis revealed a trend favoring nab-paclitaxel plus BSC. e 4
e TS A 05 e ol EHRTROSHAmMEL
O 3 & 5 2 5 15 21 2 2 3 B e B 2 45 48 51 % o

Pts at risk Months

= —pdm E
ﬂ'l .‘?’:-ﬁ. ?ﬁ-—f‘ -E &;:% =y 3 nab-Paclitaxel + BSC 136 125 110 93 &1 67 59 41 32 25 20 16 15 13 11 &8 6 4 3 0

Qilu Hﬂﬂpili| af Ehnmt-u-.ng “r!h'E':l'!-‘ll.j' [Q“‘l!dlﬂ-:l BSC alone 66 59 45 39 32 28 24 19 15 13 10 7 4 4 2 1 1 0
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Albumin-bound paclitaxel for the treatment of refractoryorvrelap ——M/}78m ————¥m¥m¥ ¥ /7 07 - ___

cancer _ ] ] ] Joss)
Efficacy of nanoparticle albumin-bound paclitaxel
Abstract. Since nanoparticle albumin-bound (nab)-paclitaxel regimens for relapsed small cell lung cancer
exerts clinically meaningful antitumor effects on various A retrospective analysis

malignancies, including breast, gastric and non-small-cell B
: = = The response rates, disease control rates, and median overall survival for the total patient population were 36%, 64%, and
o r i =
I'u"i‘- cancer, we h}’pﬂlhqﬂsll Z'E."I:! IJ'IEII !IEH.[I'I‘.l'E:-I'Il W ﬂh I'IEI.b PB'CI'I 7.8 months, respectively. Response rates, disease control rates, and the median owverall survival were 11%, 44%, and 4 months,
taxel may also be beneficial for patients with small-cell Iung respectively, in the monotherapy group; and 80%, 100%, and 10.6 months, respectively, in the combination therapy group. The

o . most common adverse events were hematological toxicities such as neutropenia and anemia. Severe neutropenia appeared in some
R {5{ LC ). We herein evaluated the Sﬂfﬂ}" and effic acy of patients, although it was resolved by treatment in all. The most common nonhematological toxicity was anorexia (64 %), followed by

weeklv.-', sincle -agent nab -Pac“[a;qei in Pa[[e nts with refr actory neurotaoxicity and constipation. All nonhematological toxicities were mild and manageable.
!., (= “{" {“1 5 3 B 1[! Our results suggest that chemotherapy with nab-paclitaxel regimens for relapsed SCLC exhibits moderate clinical efficacy and is
or e EFISEd SCLC. Between Ma_‘-""!- 2013 and hbruar}"! 201 5!- well-tolerated. Further clinical trials in relapsed SCLC patients are warranted.

9 patients with refractory or relapsed SCLC were treated with
single-agent nab-paclitaxel at the Kyoto University Hospital.
The medical records of the patients were retrospectively
reviewed. All the patients had been previously treated with ORR DCR PFS OS
=2 lines of chemotherapy prior to receiving nab-paclitaxel. The
median number of cycles of nab-paclitaxel was 2 (range, 1-4)
and 3 partial responses were observed (response rate: 33%). nab-PTX 11% 449, 20 40
The toxicity was generally mild and manageable: Grade 3/4
adverse events were only observed in | patient (grade 3 leuko-

penia). Thus, weekly administration of nab-paclitaxel may be nab'PTX'I'-E%EI 80% 100% 3.6 10.6

a viable treatment option in patients with refractory or relapsed

SCLC. Considering that treatment options are quite [imited in \ N
e — = P J SR N 36% 64% 2.9 7.8

this patient population, further evaluation of this regimen may
prove valuable in the clinical setting.

We rerrospecrively surveyed the databases ar the 2 hospitals and

= ;i enrolled 14 patents with histologically and cytologically =: gt .I':‘ e
‘:I'l 1‘-"?'; 'ﬁ' ’?ﬁ} "'E‘ E IFEJ' ':"E_ = confirmed SCLC who were treated with nab-paclitaxel regimens ‘-‘m“ q

Qilu Hospital of Shandong University (Qingdao )
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> Onco Targets Ther.2016 Sep 23;9:5663-5669. doi: 10.2147/QTT.5108580. eCollection 2016.

Weekly nanoparticle albumin-bound paclitaxel in combination with cisplatin versus weekly
solvent-based paclitaxel plus cisplatin as first-line therapy in Chinese patients with
advanced esophageal squamous cell carcinoma

BT - nab-TP4H N=32
182 F42:125 mg/m? IV, dl, 8
. RSN S i I s
AFEAREB RS o TR
— —  REERHE —
ECOGA8EITFES0-2 - 6-SfEHREE12/E
RIS -
WitES > 318 BT
amEs
. FOMEEEIIATISIhEE
2 £E1F: ORR. DCR. PFS. OS
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Nab-TP4H «% Sb-TP . nab-TP —+ sb-TP censored —+ nab-TP censored

N=32 104 101
®
= i
CR 1 (3%) 1 (2%) g 0.6 5
w =
S 06 E 06-
PR 15 (47%) 12 (28%) o -
: e
2 04 o 04
[ 2
@ O
SD 10 (31%) 15 (35%) . 0.2
Q
o
PD 6 (19%) 15 (35%) 0.0 o [
00 20 40 60 80 100 00 50 100 150 200 250
Time (months) Time (months)
ORR 16 (50%) 13 (30%) 0.082
Nab-TP: 6.1 (5.5-7.1) F{Z0S: Nab-TP: 12.5 (9.4-15.6)
DCR 26 (81%) 28 (65%) 0.124

Sb-TP: 5.0 (4.1-6.1) Sb-TP: 10.7 (8.1-13.3)

Qilu Hospital of Shandeng University [ Gingdao )
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ABSOLUTE®F5 (HAIIIHA)

Nab-paclitaxel versus solvent-based paclitaxel in patients 3% ®
with previously treated advanced gastric cancer (ABSOLUTE):
an open-label, randomised, non-inferiority, phase 3 trial

Kohei Shitara, Atsuo Takashima, Kazumasa Fujitani, Keisuke Koeda, Hiroki Hara, Norisuke Nakayama, Shuichi Hironaka, Kazuhire Nishikawa,
Yoichi Makari, Kenji Amagai, Shinya Ueda, Kazuhiro Yoshida, Hideki Shimodaira, Tomohire Nishina, Masahiro Tsuda, Yukinori Kurokawa,
Takao Tamura, Yasutsuna Sasaki, Satoshi Morita, Wasaburo Koizumi

Overall survival (%)

Methods We did a randomised, open-label, non-inferiority, phase 3 trial at 72 institutions in Japan. |
20 years or older with advanced gastric adenocarcinoma refractory to a fluoropyrimidine-contain
chemotherapy regimen, with progressive disease or a relapse fewer than 24 weeks after the final dos
chemotherapy were randomly assigned (1:1:1) to receive intravenous nab-paclitaxel (260 mg/m2) e
(on day 1 of a 21-day cycle), weekly nab-paclitaxel (100 mg/m2, on days 1, 8, and 15 of a 28-day cyd
solvent-based paclitaxel lﬁﬂ mg/m2, on days 1, 8, and 15 of a 28-day cycle). Randomisation was di
minimisation method, with stratification for previous use of docetaxel, presence of peritoneal metastases

50

40

30

20 4

10

2 AHE K

— Nab-paclitaxel every 3 weeks
— Weekly nab-paclitaxel
Weekly solvent-based paclitaxel

0

0

wer at risk

Findings Between March 13, 2013, and May 14, 2015, 741 patients were randomly assigned to nab-pacuiaac:
3 weeks (n=247), weekly nab-paclitaxel (n=246), or weekly solvent-based paclitaxel (n=248). Median follow-t
overall survival was 9-99 months (IQR 6-05-15-05). Median overall survival was 10-3 months (95% CI 8.7-11
the group that received in the nab-paclitaxel every 3 weeks, 11-1 months (9-9-13-0) in the weekly nab-paclitaxel ¢
and 10-9 months (9-4-11-8) in the weekly solvent-based paclitaxel group. Weekly nab-paclitaxel was non- mfe1

weekly solvent-based paclitaxel (hazard ratio 0-97, 97-5% CI 0-76-1-23; non-inferiority one- sndedlp—ﬂ 0085},

i
=

nab-paclitaxel every 3 weeks was not non-inferior to solvent-based paclitaxel (1-06, 95% CI 0-87-1-31; non- 1nfe13

one-sided p=0-062). The main grade 3 or worse adverse drug reactions were neutropenia (158 [65%)] of 244 patie¢

H% (3/ BE (A s (AT
260mg/M2)  100mg/M2)  80mg/M2)

OS 10.3m 11.1m 10.9m

rees

Progression-t

PFS 3.8m 5.3m 3.8m e HAHEW R

B
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Weekly Weekly solvent-based HR (95% CI) Interaction Figure 3: Forest plots for
nab-paclitaxel  paditaxel p value subgroup analyses of overall

Sex 0627 survival
Male 178 176 —— 103 (0-81-131)

Fernale 62 &7 —e— 090 (0-60-1-35)

Age 0-472
<65 years 95 115 - 0-93 (0-69-1.27)
=68 years 145 128 — 1.07 (0-81-1-43)

ECOG performance status 0-687
0 168 168 —— 102 (0-79-132)

1 70 71 - 094 (0-65-1.36)
2 2 A L 2 P 422 (037-47.01)

Ascites 0013
None 127 139 —— 110(0-81-1.48)

Small 79 65 — 102 (0.71-1-48)
Moderate 27 30 — 1 066 (0-38-117)
Large 7 g - 0-25 (0-07-0-94)

Mistological type D300
Diffuse 137 132 —e 090 (0-69-1-18)

Intestinal 103 110 —l— 1.09 (0-79-1-51)

Previous gastrectomy 0246

P'Yr?:oneal e 1 ¥ — 110(082-1.48) — Nab-paclitaxel every Weekly nab-paclitaxel ~Weekly solvent-based
eril I : .

Yes 131 130 g 078 (059-103) three weeks (n=243) (n=240) paclitaxel (n=243)

TIUTTIOET OF OTGatts Wit e erases o708 Toml numberGr 150 150 169
<2 114 108 — 1.07 (0.77-1-48) e et
22 126 135 —— 0.99 (0:76-1:30) i ki

Prior use of docetaxel 0-349 Complete response 2 (1%) 4(3%) 3(2%)

Yes 24 24 — - 1.27 (0-66-2-43) -

Previous chemotherapy regimens 0789 Partial response 36 (24%) 45 (30%) 38 (22%)
Fluoroprymidine monotherapy 97 86 094 (0-66-135) Stable di 63 (41% 63 (42% 2 (46%
Doublet chemotherapy 126 139 i 105 (0-80-1-38) i & Sl kil
Triplet chemotherapy 17 18 B 104 (0-50-2:16) Progressive disease 49 (33%) 37 (25%) 50(30%)

Duration of prior chemotherapy 0-162
Empnie i = —ol 084 (0.61-1:16) Mot evaluable 1(1%) 1(1%) 0
=6 months 128 153 —— 112 (0-85-1-47) Overall response™® 38 (25%) 49 (33%) 41(24%)

Type of treatment failure with previous chemotherapy 0-251
Recurrence during adjuvant chemotheragy 66 66 080 (0:51-1:24) Overall response 95% Cl, 18-6-33-1, p=0-8971 252-40-8, p=0-1061 180314
Progressive disease during first-line chemotherapy 174 177 106 (0-84-1-35) pvalue

[ ] T T TTTTTN I I IR
01 05 1 2 5 10 Data are n (%), unless otherwise specified. *Overall response was calculated as number of patients who had a complete
response plus number of patients who had a partial response. TWersus weekly solvent-based paclitaxel (Fisher's exact test).
Table 2: Tumour responses according to Response Evaluation Criteria in Solid Tumors version 1.1
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ORIGINAL ARTICLE

Peritoneal metastasis as a predictive factor for nab-paclitaxel
in patients with pretreated advanced gastric cancer: an explo
analysis of the phase Ill ABSOLUTE trial

Results This study included 240 and 243 patients in the w-nab-PTX and w-sb-PTX arms, 1
the w-nab-PTX arm (n=88) had longer OS than the w-sb-PTX arm (n=103), and median s
8.7 months [hazard ratio (HR) 0.63: 95% CI 0.45-0.88; P=0.0060]. respectively. In the no P
(n=140) had shorter OS than the w-sb-PTX arm (n = 152), and MST of 11.6 and 15.7 month:
P =0.0180), respectively. After adjusting for prognostic factors, the HR for OS in the w-nab-]
arm was (.59 (95% CI 0.42-0.83; P=0.0023; PM group) and 1.34 (95% CI 1.01-1.78; P:
significant interaction between treatment efficacy and presence of peritoneal metastasis (P =

a Progression-free survival

PM group

TS [mooths]

n G3% Cl
w-nah-FTX B8 57 4.4, 1.10]
w-sh-FTX 1034 3.7 4,39

o S

........ w-sh-FT'X

+2.0m

Bremt Free Rate {%)

L.

Wamber o risk (%5}
wepab-FTX i 37 B |

| MRy (459 {109} [2.d)
wesh-PTX 1 X L] K]
[0 (21T (7.2)
No PM group

2> Gastric Cancer.2021 Mar;24(2):467-476. doi: 10.1007/510120-020-01131-y. Epub 2020 Nov 2.

Effect of early tumor response on the health-related quality of life among patients on
second-line chemotherapy for advanced gastric cancer in the ABSOLUTE trial

NERFTH % E AL

Qilu Hospital of Shandong University (Qingdao )
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Table 2

Pathological tumour stage, nodal status and outcome.

ELSEVIER

journal homepage: www.ejcancer.com
: — : Patient characteristics All patients
Original Research Pathological T stage (N = 44)
Oxaliplatin, 5-Fluorouracil and Nab-paclitaxel as L) - ypTl1 6 (13.6)
perioperative regimen in patients with resectable gastric - ypT2 7 (15.9)
adenocarcinoma: A GERCOR phase II study - ypT3 19 (43.2)
(FOXAGAST) - ypT4 3(6.8)
- Unknown 1(2.3)
Results: Forty-nine patients were included. Median number of neoadjuvant chemotherapy cy- Pathological N stage (N = 44)
cles was 6 (range, 3—6). Median dose intensity for Nab-paclitaxel, oxaliplatin and 5-FU was - ypNO (0) 29 (65.9)
96% (38—103%), 97% (47—103%) and 99% (50—112%), respectlvely. gery could not be per- N1 (1—6 11 (25.0)
formed in 5 (10.2%) patients. Tumour resection was RO for 42 o - atients. Patho- ~¥P ( ) )
logical review classified tumours as TRG1 to TRGS for 8 (16.3%); Vo). 4 (8.2%), 18 - ypN2 (7-15) 3 (6.8)
(36.7%) and 3 (6.1%) patients, respectively. Grade 3 or worse toxicities during neoadjuvant - ypN3 (>15) 1(2.3)

Pathological response (N = 49)

to Mandard TRG classification, with TRGI corre- TTRG1 8 (16.3)
sponding to cPR, TRG2 major pathological response | TRG2 11 (22.5)
with few residual tumour cells, TRG3 fibrosis and - TRG3 4 (8.2)
tumour cells with a dominance of fibrosis, TRG4 - TRG4 18 (36.7)

— . = ; N é " 'I'RGS 3 (6.1)
cells, and TRGS tumour without evidence of regression. el 4 1B 5 2% - Not applicable” 5(10.2)
The histological tumour type was determined according” TRG1: FE2&JRE . (cPR)
to Lauren’s classification [22]. v TRG2: FE&RBE M, >EREgi

' v TRG3: 4k, H#‘@%E@Eﬁﬁ%i‘i@ﬂ g s
S VTRG4: 44 CH B R o
Qilu Hospital of Shandong University (Qingdao )
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Increased Survival in Pancreatic Cancer
with nab-Paclitaxel plus Gemcitabine

RESULTS

A total of 861 patients were randomly assigned to nab-paclitaxel plus gemcitabine
(431 patients) or gemcitabine (430). The median overall survival was 8.5 months in the
nab-paclitaxel-gemecitabine group as compared with 6.7 months in the gemcitabine
group (hazard ratio for death, 0.72; 95% confidence interval [CI], 0.62 to 0.83; P<0.001).
The survival rate was 35% in the nab-paclitaxel-gemcitabine group versus 22% in the
gemcitabine group at 1 year, and 9% versus 4% at 2 years. The median progression-free

survival was 5.5 months in the nab-paclitaxel-gemecitabine group, as compared with
3.7 months in the gemcitabine group (hazard ratio for disease progression or death,
0.69; 95% CI, 0.58 to 0.82; P<0.001); the response rate according to independent
review was 23% versus 7% in the two groups (P<0.001). The most common adverse
events of grade 3 or higher were neutropenia (38% in the nab-paclitaxel-gemcitabine
group vs. 27% in the gemcitabine group), fatigue (17% vs. 7%), and neuropathy
(17% vs. 1%). Febrile neutropenia occurred in 3% versus 1% of the patients in the
two groups. In the nab-paclitaxel-gemcitabine group, neuropathy of grade 3 or
higher improved to grade 1 or lower in a median of 29 days.

ORR: 23%

NE K FA EER A

Qilu Hospital of Shandong University (Qingdao )

A Overall Survival

Patients Who Were Alive (36)

No. at Risk

nab-Paclitaxel-Gemeitabine 431 357 269 169 108 &7
430 340 220 124

Gemcitabine

D e

Hazard ratio for degh, 0.72 (§5% CI, 0.62-0.83)
P<0.001 by stratified st

8.5m

nab-Paclitaxe|-Gemcitabine

Ny

——
Gemcitabing -

T
24 27

40 27 1]& 9 4 1 1 0
69 40 26 15 7 3 1 0 0 O

B Progression-free Survival, According to Independent Review

Progression or Death (%)

Patients Who Were Free from Disease

7%

Gemcitabine

1004

demytio for disease progression or death,
o3 Cl, 0.58-0.82)
stratified log-rank test

nab-Paclitaxel-Gemcitabine 431

430

281 122 62 24
209 51 23 10

o oo
£
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RIS ERE—ZITHE: FOLFIRINOXAE vs. SHEEEIRS
BERSSRRIZE, 1 EF?

No. (%) of patients

First-line chemotherapy regimen

> JAMA Surg.2020 Sep 1;155(9):832-839. doi: 10.1001/jamasurg.2020.2286. Characteristic All (n = 280) FOLFIRINOX (n = 140) GA (n=140) P value
Radiographic measures after treatment
JAMA Surgery | Original Investigation Reduction in primary tumor volume
Response and Survival Associated With First-line FOLFIRINOX Yes 197 (70) 100 (71) 97 (69) -
vs Gemcitabine and nab-Paclitaxel Chemotherapy Mo 8200) 40(29) 43G1)
' : : %lvol, Medi 20(-240to 90 30 (-240to 90 10(-150 to 90 .10
for Localized Pancreatic Ductal Adenocarcinoma vol, Median (range) : ) 30(7240t030) (715010 50)
RECIST 1.1
CR 0 0 0
PR 35(13) 27(19) 8 (6)
P A 0ol
Univariable Multivariable SD 219 (78) 102 (73) 117 (83)
Characteristic HR (95% Cl) P value HR (95% Cl) Pvalue PD 26 (9) 11 (3) 15 (11)
Female sex 1.19(0.67-2.13) .50 NA NA :
Local tumor downstaging®
BMI 1.01 (0.96-1.07) .70 NA NA :
First-line chemotherapy regimen Yesh S 1) 8, 70
FOLFIRINOX 1 [Reference] No 154 (92) 79(92) 75(83)
GA 1.50 (1.00-2.26) .05 1.48 (0.97-2.26) .07 Serologic measures after treatment
Baseline CA 19-9 level, U/mL 1.01(0.99-1.03) .30 NA NA Posttreatment CA 19-9 level, 59(1to11570) 59(1to5813) 63(1to11570) 70
= median (range), U/mL ;
Tumor site -
Head or neck 1 [Reference] Gange i CA 19-9
Body or tail 0.78 (0.39-1.56) 50 NA NA Not expressed 14.(5) 7(5) 7(5)
No. of chemotherapy cycles 0.72 (0.52-1.01) .06 0.73 (0.52-1.02) .06 Normal to normal 41 (15) 22 (16) 19(14)
Elevated to normal 59 (21) 31(22) 28(20) .80
Table 4. Univariate and Multivariate Cox Proportional Hazards Regression Analysis of Overall Survival
for All 485 Patients Elevated to elevated 161 (58) 78 (56) 83(59)
Normal to elevated 5(2) 2(1) 3(2)
P

= 5= T

Qilu Hospital of Shandong University (Qingdao )
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5-FU+ i (2B %)

R + AL (2B 2%)
Wi + RIPAET (2B %)

ESE?;}ae'hens.\,e NCCN Guidelines Version 5.2021

W(o{® 'l Cancer
i g Biliary Tract Cancers
PRINCIPLES OF SYSTEMIC THERAPY
Neoadjuvant Therapy?®

Preferred Regimens

*None

Other Recommended Regimens
+ 5-fluorouracil + oxaliplatin

+ Capecitabine + oxaliplatin

+ Gemcitabine + capecitabine

+ Gemcitabine + cisplatin + albumin-bound paclitaxel1 (category 2B) I

+ Single agents:
» 5-fluorouracil
» Capecitabine
» Gemcitabine

P 1 000mg/m’ FR X F 30min, d1. 8

%2 8 17 12 A E K 1A
6.3 MEHAREE EMMER—KIETT

| BifeFE Il BT

Al sEsRs L P bR A

A Pl E + JBTEA + R I SR AZRE (2B 28) D oguERRl AT +
TrAgI A (1a25) V! B TR T B iRy T v + WA
AL AR B OO0 e + BT (ZA ST (2a ) d
o T 5-FU+ HBELFIEH (24 26) GEMOX+ e +
e h e + BELFIE S-FU+ WSA (24 28) FE R At

13l

E R fbaE + IER ( 2A 28) (2B 3%)
ﬁ&lmfmn + RHEhEE (2A 2)@)
! h L &

(1) 1S e,
Zhnilfs e ©

MSI-H/AMMR i ©

e P e g .

R EAI BRI G GEMOX (28 28) 410 2
AREwZIRA] A (LA, e /5-FU/ REMbEEREY (2A 28)

ferrnots (1B %)

o ensive NCCN Guidelines Version 5.2021

V(o' Cancer e
Network® Biliary Tract Cancers

PRINCIPLES OF SYSTEMIC THERAPY

Primary Treatment for Unresectable and Metastatic Disease
Preferred Regimens Other Recommended Regimens

+ Gemcitabine + cisplatin® (category 1) * 5-fluorouracil + oxaliplatin
« 5-fluorouracil + cisplatin (category 2B)
« Capecitabine + cisplatin (category 2B)

. Gemcitabine + albumin-bound pacﬁtaxel |

* Gemcitabine + oxaliplatin
« Gemcitabine + cisplatin + albumin-bound pachtaxel“ (category 2B)
« Single agents:

_ P e + T » g—ﬂuor_tt)ul;?cil
i aE il } Gemoitabine
- 5 - : ZBE 125 ., di. 8 - e e [N -
Qilu Hospital of Shandoeng University ﬁ‘ 3 %ﬁg
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JAMA Oncology | Original Investigation

Gemcitabine, Cisplatin, and nab-Paclitaxel for the Treatment
of Advanced Biliary Tract Cancers
A Phase 2 Clinical Trial 62151

INTERVENTIONS Patients initially received gemcitabine, 1000 mg/m?, cisplatin, 25 mg/m?,

and nab-paclitaxel, 125 mg/m?, on days 1and 8 of 21-day cycles. Owing to hematologic
adverse events among the first 32 patients enrolled, these starting doses were reduced to
800, 25, and 100 mg/m?, respectively, for the remaining 28 patients.

Overall survival
m Progression-free survival
1.00
1097 Median 05=19.2 mo
Median PFS=11.8 mo (95% Cl, 13.2 mo to not estimable|
(95%Cl, 6.0 to 15.6 ma)
g 0.751
= 0.754
Lt o
5 2
2 =
g 5
2 0504 g 0.50
-8
5 s
r &
5
S 0251 0.251
T
0 T T T 1 0 T T T T 1
0 6 12 18 24 0 6 12 18 24 30
Time, mo Time, mo
No. at risk 58 29 14 3 1 No. atrisk 57 39 25 16 8 1

Figure 3. Change in Tumor Size From Baseline to Best Response Among 50 Patients in the Intention-to-Treat Population for Whom Data Were
Available
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PD indicates progressive disease; PR, partial response; SD, stable disease.

JAMA Oncology | Original Investigation

Nab-Paclitaxel and Gemcitabine as First-line Treatment
of Advanced or Metastatic Cholangiocarcinoma
A Phase 2 Clinical Trial

INTERVENTIONS Patients received intravenous nab-paclitaxel, 125 mg/m?, followed by
gemcitabine, 1000 mg/m?, ondays 1, 8, and 15 of each 28-day treatment cycle until disease
progression or unacceptable toxic effects.

[A | Progression-free survival
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Cancer Medicine
[Open Access) D 90.0%
ORIGINAL RESEARCH i)
D9~
Nab-paclitaxel-based compared to docetaxel-based i L
induction chemotherapy regimens for locally advanced Boe 66.6%
- ' . (1]
squamous cell carcinoma of the head and neck ED-S
W 0d+
compare the disease-specific survival (DSS) and overall survival (OS) between gza
patients given nab-paclitaxel, cisplatin, and fluorouracil with cetuximab (APE- 011 RPF-C P =0.0008
—_— TPF-C = V.
C) and historical controls given docetaxel, cisplatin, and fluorouracil with ce- .
tuximab (TPF-C). Patients with locally advanced HNSCC were treated with il il il B T e R (B '
APE-C (n = 30) or TPF-C (n = 38). After 3 cycles of IC, patients were sched- o 6 12 18 A N 35M ﬁm“‘i 54 60 66 T2 7 4
- - - - . . - o s
uled to receive cisplatin concurrent with definitive radiotherapy. T and N clas-
& 2-year PFS .
89.3% : 100%
E ] _iag! [
“E 07 - _g 08 4 91.7%
ERCLE g 074 74.6(%)
g 05 : 05 - _[
& 04+ Y s
c 55.7% R 0
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Phase Il Trial of Neoadjuvant Nab-Paclitaxel in High Risk Patients
With Prostate Cancer Undergoing Radical Prostatectomy
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