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CPAG Summary Report for Clinical Panel — Three paper summary
URN 2423: Gemcitabine-Nab-Paclitaxel combination
chemotherapy for the treatment of locally advanced non-
metastatic pancreatic cancer

Three papers included in the summary

Paper 1:

Philip, P.A., Portales, F., Sobrero, A., Pazo-Cid, R., Manzano Mozo, J.L., Kim, E.J., et al.

2020. Nab-paclitaxel plus gemcitabine in patients with locally advanced pancreatic cancer

(LAPACT): a multicentre, open-label phase 2 study. The Lancet Gastroenterology &

Hepatology, 5(3), pp. 285-294.

e A prospective, single arm, open-label study of 107 adults with previously untreated
unresectable, locally advanced, non-metastatic pancreatic cancer treated with
induction nab-paclitaxel plus gemcitabine, followed by treatment according to
investigator’s choice (continued nab-paclitaxel plus gemcitabine, chemoradiation, or
surgery). The median follow-up for overall survival was 25.4 months (95% CI 22.4 to
27.2).

Paper 2:

Kunzmann, V., Siveke, J.T., Algul, H., Goekkurt, E., Siegler, G., Marterns, U., et al. 2021.

Nab-paclitaxel plus gemcitabine versus nab-paclitaxel plus gemcitabine followed by

FOLFIRINOX induction chemotherapy in locally advanced pancreatic cancer (NEOLAP-

AIO-PAK-0113): a multicentre, randomised, phase 2 trial. The Lancet Gastroenterology &

Hepatology, 6(2), pp. 128-138.

¢ A randomised controlled trial (RCT) of 165 adults with untreated, locally advanced,
non-metastatic pancreatic adenocarcinoma. Patients received induction nab-paclitaxel
plus gemcitabine, and were then randomised to receive either two additional cycles of
nab-paclitaxel plus gemcitabine or four cycles of sequential fluorouracil, leucovorin,
irinotecan, and oxaliplatin (FOLFIRINOX). Median follow-up duration of 24.9 months
(95% CI 21.8 to 27.6).

Paper 3:

Ozaka, M., Nakachi, K., Kobayashi, S., Ohba, A., Imaoka H., Terashima, T., et al. 2023. A

randomised phase Il study of modified FOLFIRINOX versus gemcitabine plus nab-

paclitaxel for locally advanced pancreatic cancer (JCOG1407). European Journal of

Cancer, 181, pp. 135-144.

o RCT of 126 adults with untreated, locally advanced, non-metastatic pancreatic cancer
who received gemcitabine plus nab-paclitaxel or modified 5-fluorouracil, leucovorin,
irinotecan, and oxaliplatin (NFOLFIRINOX). Median follow-up duration of 22.2 months
(IQR 14.1t0 29.9).

Outcome Evidence statement

Clinical effectiveness

Time to treatment Time to treatment failure was reported in one of the three papers
failure included in the summary.
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Certainty of Philip et al (2020; LAPACT) reported that the median time to
evidence: treatment failure* was 9.0 months (90% Cl 7.3 to 10.1) in patients
Not assessed for 3 | yith |ocally advanced, non-metastatic pancreatic cancer who
paper summaries started induction treatment with nab-paclitaxel plus gemcitabine
(n=107). The authors reported that this exceeded the protocol-
specified target of 6.6 months.

One of the included papers (n=107) reported a median time to
treatment failure of 9.0 months in patients with locally
advanced, non-metastatic pancreatic cancer who were treated
with nab-paclitaxel plus gemcitabine. The authors reported
that this exceeded the protocol-specified target of 6.6 months.

Surgical Surgical conversion rate was reported in all three papers included
conversion rate in the summary.

Certainty of Philip et al (2020; LAPACT) reported the rate of surgical resection
evidence: on an ITT basis after induction treatment with nab-paclitaxel plus

Not assessed for 3 | gemcitabine in patients with locally advanced, non-metastatic
paper summaries pancreatic cancer (n=107). Post-hoc analysis indicated that 20
(18.7%) patients were considered suitable for surgery before
completion of induction treatment, while 17 (16%) patients actually
underwent surgery after completion of induction treatment: one
patient was unresectable at the point of surgery and 16 patients
completed surgery (seven had RO and nine had R1?). During the
survival follow-up period, an additional 11 patients underwent
surgery with the aim of resection (five of whom had received follow-
on treatment with chemoradiation before surgery).

Kunzmann et al (2021; NEOLAP-AIO-PAK-0113) reported surgical
conversion rates (i.e. complete macroscopic resection rate) which
was assessable for 82 (63%) patients with locally advanced, non-
metastatic pancreatic cancer. The authors reported that of the 165
patients who received induction treatment (two 28-day cycles of
nab-paclitaxel plus gemcitabine), 52 (32% [95% CI 24-5 to 39-2])
had complete surgical macroscopic resection: 23 patients in the
nab-paclitaxel plus gemcitabine group and 29 in the sequential
FOLFIRINOX group. Of the 130 patients randomised to follow-on
treatment, the conversion rate was 35-9% (95% CI 24-3 to 48-9) in
the nab-paclitaxel plus gemcitabine group compared with 43-9%
(95% CI 317 to 56-7) in the sequential FOLFIRINOX group. The
difference between treatment groups was not statistically
significant: odds ratio (OR) 0.72, 95% CI 0.35 to 1.45; p=0.38. The
authors reported similar non-significant results for subgroup

1 Treatment failure was defined as discontinuation of study treatment because of disease progression (assessed
by the investigator), death by any cause, or the start of a non-protocol defined anticancer treatment. Patients who
did not fail treatment were censored on the last date of tumour assessment.

2 Resection status was graded according to institutional guidelines, but no further details were provided.
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analyses (including age, ECOG performance status, baseline
neutrophil to lymphocyte ratio, baseline CA 19-9 U/mL, and
baseline tumour size). Histological assessment of resection
specimens in patients who had complete surgical macroscopic
resection (n=52) indicated no statistically significant difference
between treatment groups in terms of RO resection rate, but
statistically significantly fewer patients in the nab-paclitaxel plus
gemcitabine group had a lower tumour stage (ypT1 or 2) and no
pathological lymph nodes compared to patients in the sequential
FOLFIRINOX group (see Table 1).

Table 1: Histological assessment of resection specimens in
patients who had complete surgical macroscopic resection
after treatment with nab-paclitaxel plus gemcitabine or
sequential FOLFIRINOX reported by Kunzmann et al 2021

Nab-paclitaxel Sequential p-value
plus FOLFIRINOX
gemcitabine (n=29)
(n=23)
Resection margin, n (%)
RO 15 (65.2) 20 (69.0) 0.99
R1 5 (21.7) 8 (27.6)
Missing data 3(13.0) 1(3.4)
(%)
Tumour stage, n (%)
ypTlorypT2 |4 (17.4) 20 (69.0) 0.0003
ypT3 orypT4 | 18 (78.3) 9(31.0)
Missing data 1(4.3) -
(%)
Nodal stage, n (%)
ypNO 4(17.4) 15 (51.7) 0.02
ypN1 15 (65.2) 13 (44.8)
Missing data 4 (17.3) 1(3.4)
(%)

Osaka et al (2023; JCOG1407) reported that five patients with
locally advanced, non-metastatic pancreatic cancer in each
treatment group, who responded positively to chemotherapy,
underwent conversion to surgery (7.8% in the gemcitabine plus
nab-paclitaxel group [n=63] versus 8.1% in the mMFOLFIRINOX
group [n=62]).

One of the included papers (n=107) reported that, following
induction treatment with nab-paclitaxel plus gemcitabine, 17
(16%) patients with locally advanced, non-metastatic
pancreatic cancer underwent surgical resection. A second
included paper (n=82 assessable patients) reported no
statistically significant difference in complete macroscopic
resection rates between patients treated with additional nab-
paclitaxel plus gemcitabine (35.9%) compared to patients
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treated with sequential FOLFIRINOX (43.9%) following two 28-
day cycles of nab-paclitaxel plus gemcitabine. However, of the
patients who had complete surgical macroscopic resection, a
statistically significantly lower proportion of patients treated
with additional nab-paclitaxel plus gemcitabine compared to
patients treated with sequential FOLFORINOX had tumours of
ypT1l or ypT2 tumour stage and of ypNO nodal stage at
resection. The third included paper (n=125) reported that a
similar proportion of patients with locally advanced, non-
metastatic pancreatic cancer underwent conversion to surgery
in the gemcitabine plus nab-paclitaxel group (7.8%) and
MFOLFIRINOX group (8.1%).

Progression-free
survival

Certainty of
evidence:

Not assessed for 3
paper summaries

Progression-free survival was reported in all three papers included
in the summary.

Philip et al (2020; LAPACT) reported that median progression-free
survival was 10.9 months (90% CI 9.3 to 11.6) in patients with
locally advanced, non-metastatic pancreatic cancer who started
induction treatment with nab-paclitaxel plus gemcitabine (n=107).

Kunzmann et al (2021; NEOLAP-AIO-PAK-0113) reported that
there was no statistically significant difference in median
progression-free survival (hazard ratio [HR] 0.75, 95% CI 0.49 to
1.14; p=0.18) between patients with locally advanced, non-
metastatic pancreatic cancer who were treated with additional nab-
paclitaxel plus gemcitabine (7.7 months, 95% CI 6.2 to 9.7; n=64)
compared to patients treated with sequential FOLFIRINOX (9.5
months, 7.0 to 11.7; n=66) following two 28-day cycles of nab-
paclitaxel plus gemcitabine.

Osaka et al (2023; JCOG1407) found no statistically significant
difference in median progression-free survival between patients
with locally advanced, non-metastatic pancreatic cancer who
received gemcitabine plus nab-paclitaxel (9.4 months, 95% CI 7.4
to 12.8; n=63) compared to patients treated with mFOLFIRINOX
(11.2 months, 95% CI 9.9 to 15.9; n=62); the HR for
mFOLFIRINOX compared to gemcitabine plus nab-paclitaxel was
1.36 (95% CI 0.94 to 1.97; p-value not reported). The proportion of
patients with 1-year progression-free survival was 40.4% (95% CI
28.2 t0 52.2) in the gemcitabine plus nab-paclitaxel group and
48.4% (95% CI 35.5 to 60.1) in the mFOLFIRINOX group;
statistical measures were not reported.

One of the included papers (n=107) reported median
progression-free survival of 10.9 months in patients with
locally advanced, non-metastatic pancreatic cancer who
started induction treatment with nab-paclitaxel plus
gemcitabine. A second included paper (n=130) reported that
there was no statistically significant difference in median
progression-free survival between patients with locally
advanced, non-metastatic pancreatic cancer treated with
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additional nab-paclitaxel plus gemcitabine compared to
patients treated with sequential FOLFIRINOX, following two
28-day cycles of nab-paclitaxel plus gemcitabine. The third
included paper (n=125) found no statistically significant
difference in median progression-free survival between
patients with locally advanced, non-metastatic pancreatic
cancer who received gemcitabine plus nab-paclitaxel
compared to patients treated with mFOLFIRINOX.

Overall survival

Certainty of
evidence:

Not assessed for 3
paper summaries

Overall survival was reported in all three papers included in the
summary.

Philip et al (2020; LAPACT) reported that at a median follow-up of
25.4 months (95% CI 22.4 to 27.2), median overall survival was
18.8 months (90% CI 15.0 to 24.0) in patients with locally
advanced, non-metastatic pancreatic cancer who started induction
treatment with nab-paclitaxel plus gemcitabine (n=107).

Kunzmann et al (2021; NEOLAP-AIO-PAK-0113) reported that the
median follow-up for survival analysis was 24.9 months (95% CI
21.8 to 27.6). There was no statistically significant difference in
median overall survival (HR 0.86, 95% CI 0.55 to 1.36; p=0.53)
between patients with locally advanced, non-metastatic pancreatic
cancer who were treated with nab-paclitaxel plus gemcitabine (18.5
months, 95% CI 14.4 to 21.5; n=64) compared to patients treated
with sequential FOLFIRINOX (20.7 months, 13.9 to 28.7; n=66),
following two 28-day cycles of nab-paclitaxel plus gemcitabine.

Osaka et al (2023; JCOG1407) reported that for patients with
locally advanced, non-metastatic pancreatic cancer, 47 of 63
(74.6%) patients in the gemcitabine plus nab-paclitaxel group and
44 of 62 (70.6%) patients in the mFOLFIRINOX group had died at a
median 22.2 months follow-up (IQR 14.1 to 29.9). The median
overall survival was 21.3 months (95% CI 18.2 to 24.1) in the
gemcitabine plus nab-paclitaxel group and 23.0 months (95% CI
19.3 to 29.3) in the mMFOLFIRINOX group. The proportion of
patients with 1-year overall survival in the gemcitabine plus nab-
paclitaxel group was 82.5% (95% CI 70.7 to 89.9) and 77.4% (95%
Cl 64.9 to 86.0) in the mFOLFIRINOX group; the HR for
MFOLFIRINOX compared to gemcitabine plus nab-paclitaxel was
1.10 (95% CI 0.73 to 1.65); p-value not reported. The proportion of
patients with 2-year overall survival was 41.3% (95% CI 29.1 to
53.0) and 46.2% (95% CI 33.4 to 58.0), respectively; no statistical
measures were reported.

One of the included papers (n=107) reported a median overall
survival of 18.8 months at a median follow-up of 25.4 months
in patients with locally advanced, non-metastatic pancreatic
cancer who started induction treatment with nab-paclitaxel
plus gemcitabine. A second included paper (n=130) reported
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no statistically significant difference in median overall survival
at a median follow-up of 24.9 months in patients with locally
advanced, non-metastatic pancreatic cancer treated with
additional nab-paclitaxel plus gemcitabine (18.5 months)
compared to sequential FOLFIRINOX (20.7 months), following
two 28-day cycles of nab-paclitaxel plus gemcitabine. The
third included paper (n=125) found no statistically significant
difference in median overall survival at a median follow-up of
22.2 months between patients with locally advanced, non-
metastatic pancreatic cancer who received gemcitabine plus
nab-paclitaxel (21.3 months) compared to patients treated with
MFOLFIRINOX (23.0 months).

Distant metastasis-
free survival

Certainty of
evidence:

Not assessed for 3
paper summaries

Distant metastasis-free survival was reported in one of the three
papers included in the summary.

Osaka et al (2023; JCOG1407; n=125) found no statistically
significant difference in median distant metastasis-free survival
between patients with locally advanced, non-metastatic pancreatic
cancer who received gemcitabine plus nab-paclitaxel group (13.3
months, 95% CI 9.3 to 16.9) compared to patients treated with
MFOLFIRINOX (17.4 months, 95% CI 12.3 to 22.1); the HR for
MFOLFIRINOX compared to gemcitabine plus nab-paclitaxel was
1.25 (95% CI 0.85 to 1.84); p-value not reported. The proportion of
patients with 1-year distant metastasis-free survival in the
gemcitabine plus nab-paclitaxel group was 58.2% (95% CIl 44.9 to
69.3) and 64.5% (95% CI 51.3 to 75.0) in the mFOLFIRINOX
group; statistical measures were not reported.

One of the included papers (n=125) found no statistically
significant difference in median distant metastasis-free
survival between patients who received mFOLFIRINOX
compared to patients with locally advanced, non-metastatic
pancreatic cancer treated with gemcitabine plus nab-paclitaxel

group.

Best response to
treatment

Certainty of
evidence:

Not assessed for 3
paper summaries

Best response to treatment was reported in all three papers
included in the summary.

Best response to treatment

Philip et al (2020; LAPACT) reported that during induction
treatment with nab-paclitaxel plus gemcitabine, the overall
response rate (i.e. complete or partial response) in 107 patients
with locally advanced, non-metastatic pancreatic cancer was 33.6%
(90% CI 26.6 to 41.5). In 36 of 107 (34%) patients, the best
response to treatment was ‘partial response’. The authors reported
that 83 patients achieved disease control (when using a definition
of stable disease of at least 16 weeks) during induction treatment
and the disease control rate was 77-6% (90% CI 70-3 to 83-5). At
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six months after completion of six cycles of induction therapy, the
authors reported that the disease control rate® was 60-7% (90% CI
52-8 t0 68-2), based on ITT analysis (i.e. n=107). The best
response to treatment during induction and at six months after
induction treatment are summarised in Table 2.

Table 2: Best response during induction treatment and at six
months (after completion of six cycles of induction treatment)
reported by Philip et al 2020

| ITT population (n=107)

Best response during induction phase
Complete response 0
Partial response 36 (34%)
All stable disease 60 (56%)

Stable disease 216 weeks 47 (44%)

Stable disease 224 weeks 35 (33%)
Progressive disease 5 (5%)
Not evaluable 1 (1%)
No post-baseline evaluation 5 (5%)
Best response at 6 months
Complete response 0
Partial response 29 (27%)
Stable disease 36 (34%)

Kunzmann et al (2021; NEOLAP-AIO-PAK-0113) reported that
there were no statistically significant differences in radiographic
partial response or radiographic disease control rate between
patients with locally advanced, non-metastatic pancreatic cancer
who were treated with nab-paclitaxel plus gemcitabine (n=64)
compared to patients treated with sequential FOLFIRINOX (n=66),
following two 28-day cycles of nab-paclitaxel plus gemcitabine
(week 16 to 18). The response rate and disease control rate are
summarised in Table 3.

Table 3: Radiographic partial response and disease control
rate in patients receiving follow-on treatment after two 28-day
cycles of nab-paclitaxel plus gemcitabine (week 16 to 18)
reported by Kunzmann et al 2021

Additional Sequential Odds p-
nab- FOLFIRINOX ratio value
paclitaxel (n=66) (95% ClI)
plus
gemcitabine
(n=64)

3 Disease control rate was based on best response during induction treatment (i.e. complete response, partial
response, or stable disease, with stable disease required for 216 or 224 weeks, and also at six months after
induction treatment, but excluding tumour assessments after non-protocol-defined anticancer therapy or surgery).
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Radiographic 14 (22%) 11 (17%) 1-40 0.51
partial (0-58 to
response* 3:37)
Radiographic 50 (78%) 45 (68%) 1.67 0.24
disease control (0-76 to

rate* 3:66)

* Response was determined by local investigators according to Response
Evaluation Criteria in Solid tumours (version 1.1) after induction treatment was
complete (week 16 to 18). Computer tomography (CT) or magnetic resonance
imaging (MRI) scans were not performed or were not evaluable in 28 patients
(nine patients receiving nab-paclitaxel plus gemcitabine and 19 receiving
sequential FOLFIRINOX).

Osaka et al (2023; JCOG1407) reported that during a median
follow-up duration of 22.2 months, the tumour response rate* in
patients with locally advanced, non-metastatic pancreatic cancer
treated with gemcitabine plus nab-paclitaxel was 42.1% (95% CI
29.1 to 55.9; n=57) and 30.9% (95% CI 19.1 to 44.8; n=55) in
patients treated with mFOLFIRINOX; p-value was not reported. The
disease control rate® was 96.5% (95% CI 87.9 to 99.6) in patients
treated with gemcitabine plus nab-paclitaxel and 87.3% (95% CI
73.3 to0 93.5) in patients treated with mFOLFIRINOX; no statistical
comparison was reported. Best tumour responses are presented in
Table 4.

Table 4: Best tumour response (patients with measurable
disease) during median 22.2 months follow-up reported by
Osaka et al 2023

Gemcitabine plus MFOLFIRINOX (n=55)

nab-paclitaxel (n=57)
Complete 0 1(1.8%)
response
Partial response 24 (42.1) 16 (29.1%)
Stable disease 31 (54.4%) 31 (56.4%)
Progressive 1 (1.8%) 5 (9.1%)
disease
Not evaluable 1 (1.8%) 2 (3.6%)
Response rate 24 (42.1%) 17 (30.9%)
Disease control 55 (96.5%) 48 (87.3%)
rate

One of the included papers (n=107) reported that during
induction treatment with nab-paclitaxel plus gemcitabine, 83
patients achieved disease control when using a definition of
stable disease of at least 16 weeks (a disease control rate of
77-6%). At six months after completion of six cycles of
induction therapy, the disease control rate was 60-7%. A
second included paper (n=130) reported that there were no

4 Tumour response was assessed using the Response Evaluation Criteria in Solid Tumours version 1.1.
5 Disease control rate: complete response plus partial response plus stable disease.
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statistically significant differences in radiographic partial
response or radiographic disease control rate between
patients with locally advanced, non-metastatic pancreatic
cancer who were treated with nab-paclitaxel plus gemcitabine
compared to patients treated with sequential FOLFIRINOX,
following two 28-day cycles of nab-paclitaxel plus
gemcitabine. The third included paper (n=112) reported tumour
response rates® in patients with locally advanced, non-
metastatic pancreatic cancer treated with gemcitabine plus
nab-paclitaxel or mFOLFIRINOX (42.1% and 30.9%,
respectively). The disease control rate’ was 96.5% in patients
treated with gemcitabine plus nab-paclitaxel and 87.3% in
patients treated with mFOLFIRINOX; no statistical
comparisons were reported.

Serum CA 19-9 Serum CA 19-9 concentrations were reported in all three papers
concentrations included in the summary.

Certainty of Philip et al (2020; LAPACT) reported changes from baseline up to
evidence: 24 weeks in serum CA 19-9 concentrations in 92 evaluable patients

Not assessed for 3 | yith locally advanced, non-metastatic pancreatic cancer during
paper summaries induction treatment with nab-paclitaxel plus gemcitabine. Post-hoc
analysis indicated a decrease in serum CA 19-9 concentrations of
at least 50% in 68 (74%) patients and a decrease of at least 70% in
51 (55%) patients.

Kunzmann et al (2021; NEOLAP-AIO-PAK-0113) assessed the
mean change in CA 19-9 response from baseline to week 16 in
patients with locally advanced, non-metastatic pancreatic cancer.
There was no statistically significant difference in the response rate
between patients treated with nab-paclitaxel plus gemcitabine (-
62.4%, range 40.9; n=64) compared to patients treated with
sequential FOLFIRINOX (-56.7%, range 62.7; n=66) following two
28-day cycles of nab-paclitaxel plus gemcitabine (p=0.52).

Osaka et al (2023; JCOG1407) reported that the CA 19-9 response
rate® in patients with locally advanced, non-metastatic pancreatic
cancer treated with gemcitabine plus nab-paclitaxel was 85.0%
(95% CI 70.2 to 94.3; n=40) and 57.1% (95% CI 41.0 to 72.3,;
n=42) in patients treated with mFOLFIRINOX; no statistical
comparison was reported.

One of the included papers (n=92) reported that post-hoc
analysis indicated a decrease in serum CA 19-9
concentrations of at least 50% in 68 (74%) patients with locally
advanced, non-metastatic pancreatic cancer and a decrease of

6 Tumour response was assessed using the Response Evaluation Criteria in Solid Tumours version 1.1.

7 Disease control rate: complete response plus partial response plus stable disease.

8 CA 19-9 response was assessed for patients with a baseline level >100 U/mL, and a positive response was
defined as a >50% reduction from the baseline level.



at least 70% in 51 (55%) patients during induction treatment
with nab-paclitaxel plus gemcitabine. A second included paper
(n=130) reported that there was no statistically significant
difference in the CA 19-9 response from baseline between
patients treated with nab-paclitaxel plus gemcitabine
compared to patients treated with sequential FOLFIRINOX (-
62.4% and -56.7%, respectively; p=0.52), following two 28-day
cycles of nab-paclitaxel plus gemcitabine. The third included
paper (n=82) reported that in patients with locally advanced,
non-metastatic pancreatic cancer treated with gemcitabine
plus nab-paclitaxel, the percent who had a 50% or greater
reduction in CA19 9 from baseline was 85.0% and 57.1% in
patients treated with mFOLFIRINOX; no statistical comparison
was reported.

Quality of life

Certainty of
evidence:

Not assessed for 3
paper summaries

Quality of life was reported in one of the three papers included in
the summary.

Philip et al (2020; LAPACT) reported on the mean change in global
health status/quality of life (GHS/QoL) from baseline (n=99
evaluable patients) to day one of cycle six of induction treatment
with nab-paclitaxel plus gemcitabine (n=42 evaluable patients) in
patients with locally advanced, non-metastatic pancreatic cancer.
GHS/QoL was measured using the European Organisation for the
Research and Treatment of Cancer Core Quality of Life
Questionnaire (EORTC QLQ-C30) and Quality of Life
Questionnaire for pancreatic cancer (QLQ-PAN26). Mean changes
in global health status QOL were only presented graphically, but
the authors reported that patient global health status was
maintained in most patients (i.e. stable or improved) during
induction treatment.

One included paper reported that quality of life was
maintained in most patients with locally advanced, non-
metastatic pancreatic cancer from baseline (n=99 evaluable
patients) to day one of cycle six of induction treatment with
nab-paclitaxel plus gemcitabine (n=42 evaluable patients).

Safety

Safety

Certainty of
evidence:

Not assessed for 3
paper summaries

Safety was reported in all three papers included in the summary.

Philip et al (2020; LAPACT) reported that during induction
treatment with nab-paclitaxel plus gemcitabine, 105 of 106 (99%)
patients with locally advanced, non-metastatic pancreatic cancer
experienced at least one treatment-related adverse event and 85
[80%)] patients experienced grade 3 or higher adverse events. The
most frequent (210% incidence) grade 3 or higher treatment-related
adverse events were neutropenia (35 [33%] patients), anaemia (12
[119%)]), and fatigue (11 [10%]). The authors reported that there
were no deaths due to treatment-related adverse events during
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induction treatment, but 19 (18%) patients discontinued treatment
due to adverse events.®

Kunzmann et al (2021; NEOLAP-AIO-PAK-0113) reported that 93
of 165 (56%) patients with locally advanced, non-metastatic
pancreatic cancer who initially received induction nab-paclitaxel
plus gemcitabine experienced treatment-related adverse events of
grade 3 or higher and 61 (37%) patients reported serious adverse
events. For patients randomised to further treatment, 35 (55%) of
64 patients in the additional nab-paclitaxel plus gemcitabine group
and 35 (53%) of 66 patients in the sequential FOLFIRINOX group
reported treatment-related adverse events of grade 3 or higher; the
most common were neutropenia (18 [28%)] patients in the additional
nab-paclitaxel plus gemcitabine group and 16 [24%] patients in the
sequential FOLFIRINOX group), nausea and vomiting (two [3%]
and eight [12%] patients, respectively), and bile duct obstruction
with or without cholangitis (six [9%] and seven [11%] patients,
respectively). The authors reported that there were no statistically
significant differences between treatment groups in the incidence of
treatment-related adverse events, but a higher proportion of
patients in the sequential FOLFIRINOX group had non-
haematological grade 3 or higher adverse events (33 [50%]
patients) compared to patients in the additional nab-paclitaxel plus
gemcitabine group (19 [30%]). The authors reported that there
were no deaths due to treatment-related adverse events during
induction chemotherapy, but three patients discontinued treatment
due to adverse events during this phase. In addition, eight patients
discontinued additional treatment due to adverse events (three in
the nab-paclitaxel plus gemcitabine group and five in the sequential
FOLFIRINOX group).

Osaka et al (2023; JCOG1407) reported that grade 3 or 4 diarrhoea
and grade 3 or 4 anorexia were less frequent in patients with locally
advanced, non-metastatic pancreatic cancer treated with treated
with gemcitabine plus nab-paclitaxel (1.6% and 6.3%, respectively;
n=63) compared to patients treated with mFOLFIRINOX (17.7%
and 16.1%, respectively; n=62); no statistical measures were
reported. By contrast, the following adverse events were more
frequent in patients treated with gemcitabine plus nab-paclitaxel
compared to patients treated with mFOLFIRINOX: grade 3 or 4
peripheral sensory neuropathy (36.5% versus 25.8%, respectively
), decreased white blood cells (44.4% versus 22.6%, respectively),
and decreased neutrophil count (79.4% versus 59.7%,
respectively); no statistical measures were reported. The authors
reported that no treatment-related deaths occurred in either

9 One patient was reported as discontinuing induction treatment due to adverse events, but there was no record of
any adverse event and they have therefore not been included in the 19 patients reported as discontinuing treatment.
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treatment group but did not report whether any patients
discontinued treatment due to adverse events.

One of the included papers (n=106) reported that during
induction treatment with nab-paclitaxel plus gemcitabine, 99%
patients with locally advanced, non-metastatic pancreatic
cancer experienced at least one treatment-related adverse
event and 80% experienced a grade 3 or higher adverse event.
A second included paper (n=130) reported that 55% of patients
with locally advanced, non-metastatic pancreatic cancer who
received additional nab-paclitaxel plus gemcitabine and 53%
of patients who received sequential FOLFIRINOX, following
two 28-day cycles of nab-paclitaxel plus gemcitabine,
experienced treatment-related adverse events of grade 3 or
higher. The third included paper (n=125) reported that grade 3
or 4 diarrhoea and anorexia were less frequent in patients with
locally advanced, non-metastatic pancreatic cancer treated
with gemcitabine plus nab-paclitaxel compared to patients
treated with mFOLFIRINOX. By contrast, grade 3 or 4
peripheral sensory neuropathy, decreased white blood cells,
and decreased neutrophil count were more frequent in the
gemcitabine plus nab-paclitaxel group compared to
MFOLFIRINOX; no statistical measures were reported.
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