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Abstract: Objective To evaluate the safety of pembrolizumab in the treatment of early triple—negative breast cancer
(ETNBC) by meta—analysis. Methods Computer searches were conducted on PubMed, Web of Science, Cochrane databas-
es, Embase, ClinicalTrials. gov, CNKI, Wanfang, and CBM to collect clinical trials of traditional chemotherapy combined
with pembrolizumab (experimental group) compared to traditional chemotherapy combined with placebo (control group) or
paclitaxel combined with pembrolizumab (experimental group) compared to paclitaxel combined with placebo (control

group). The search period was from database establishment to April 1, 2023. After screening literature, extracting data, and
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evaluating quality, RevMan 5.3 software was used for statistical analysis and sensitivity analysis. Results A total of 1 509

patients were included in 3 articles. The outcome indicators, which were grade 3~5 adverse events in the trials, mainly inl-

cuded diarrhea, neutropenia, anemia, fatigue, and skin reactions. The meta—analysis results showed that there was no statis-

tically significant difference in the incidence of grade 3~5 adverse events between the experimental group and the control
group, including diarthea (RR=1.83, 95% CI: 0.81~4.12, P=0.15), neutropenia (RR=1.03, 95% CI: 0.88~1.20, P=0.73),
anemia (RR=1.20, 95% CI: 0.92~1.55, P=0.18), and skin reactions (RR=3.14, 95% CI: 0.28~35.41, P=0.35). In terms of fa-

tigue incidence, there was a statistically significant difference between the experimental group and the control group (RR=

2.21,95% CI: 1.03~4.76, P=0.04). The incidence rate of fatigue was 3.4% in the experimental group , but it was 1.3% the

control group. Conclusion In terms of common adverse events, the use of pembrolizumab may increase the probability of fa-

tigue in patients, but in terms of overall incidence of adverse events and other common adverse events, it does not increase

the risk of adverse events in patients. It has acceptable safety and is well tolerated in ETNBC patients.
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Fig. I Flow diagram for selection of studies
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Tab. 1 Baseline characteristics of the included studies
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Nanda''?2020 RCT 69 181 fEGALITERG 200 mg WHERIER BT ZGALITHA 200 mg Z 7] DQBDE®
Schmid'*'2022 RCT 783 389 fRGALITERA 200 mg MR SBT (LG AITER G 200 mg R DRQBDE®
Hattori'*'2023 RCT 61 26 LA 200 mg AR R AT EEEBE 200 mg 2R D2BDE®
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Note: (D The total number of grade 3~5 AEs; (2 The number of diarrhea; @ The number of neutropenia; @ The number of anemia; &) The num-

ber of fatigue ; (6 The number of skin reactions.
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Fig. 2 Quality assessment of the included studies
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hattori 2023 52 61 22 26 36.0% 1.01[0.83, 1.22]
Nanda 2020 30 69 18 181 26.0% 4.371[2.61,7.31] —
Schmid 2022 604 783 285 389 38.1% 1.05[0.98, 1.13]
Total (95% CI) 913 596 100.0% 1.50[0.95, 2.38]
Total events 686 325

Heterogeneity: Tau=0.14; Chi>=31.54, df=2 (P<0.000 01); =94%
Test for overall effect: Z=1.72 (P=0.08)

0.01 100
Favours [experlmental Favours [control]

B3 fh A 2k #4096 77 ETNBC 3~5 % AEs & 4 % Meta 24 Ak [
Fig. 3 Meta analysis forest chart of the incidence of 3~5 grade AEs of ETNBC treated with pabolizumab
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schmid 2022 20 783 5 389 727% 1.99[0.75,5.25] i
Nanda 2020 2 69 2 181 12.0% 2.62[0.38,18.26]
Hattori 2023 1 61 1 26 153%  0.43[0.03, 6.56] -

913 596 100.0%  1.83[0.81,4.12] .

Total events 23 8
Heterogeneity: Chi>=1.25, d/=2 (P=0.53); ’=0% ! t t i
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Fig. 4 Meta analysis forest chart of the incidence of 3~5 grade diarrhea in ETNBC treated with pabolizumab

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schmid 2022 270 783 130 389 88.3% 1.03[0.87,1.22]
Nanda 2020 1 69 1 181 0.3% 2.62[0.17,41.36]
Hattori 2023 36 61 16 26 114% 0.96[0.66,1.39] -
Total (95% CI) 913 596 100.0%  1.03[0.88, 1.20] 4
Total events 307 147

Heterogeneity: Chi*=0.58, df=2 (P=0.75); P=0% !
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Fig. 5 Meta analysis forest chart of the incidence of 3~5 grade neutropenia in ETNBC treated with pabolizumab
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Schmid 2022 141 783 58 389 87.4% 1.21[0.91, 1.60]
Nanda 2020 2 69 5 181 3.1% 1.05[0.21, 5.28] ——
Hattori 2023 16 61 6 26 9.5% 1.14 [0.50, 2.58] e
Total (95% CI) 913 596 100.0%  1.20[0.92, 1.55]
Total events 159 69
Heterogeneity: Chi*=0.04, d/=2 (P=0.98); P=0% ; t ; t i
Test for overall effect: Z=1.34 (P=0.18) 0.01 0.1 1 100
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Fig. 6 Meta analysis forest chart of the incidence of 3~5 grade anemia in ETNBC treated with pabolizumab
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CT
Schmid 2022 28 783 6 389 804% 2.32[0.97,5.55] ——
Nanda 2020 2 69 I 181  55% 5.25[0.48,56.94]
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Total events 31
Heterogeneity: Chi>=1.91, df=2 (P=0.38); *= 0% ! t t i
Test for overall effect: Z=2.04 (P=0.04) 0.01 0.1 1 10 100

Favours [experimental] Favours [control]

W7 gt 3 94 57 ETNBC 3~5 &5 2 & 4 & Meta 237 4k @

Fig. 7 Meta analysis forest chart of the incidence of 3~5 grade fatigue in ETNBC treated with pabolizumab
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Schmid 2022 37 783 1 389 382% 18.38[2.53, 133.47] —
Nanda 2020 1 69 1 181 30.8% 2.62[0.17,41.36] b
Hattori 2023 1 61 1 26 31.0% 0.43 [0.03, 6.56] L
Total (95% CI) 913 596 100.0% 3.14[0.28, 35.41] —f
Total events 39 3

Heterogeneity: Tau=2.98, Chi*=5.75, df=2 (P=0.06); ’=65%
Test for overall effect: Z=0.92 (P=0.35)
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Fig. 8 Meta analysis forest chart of the incidence of 3~5 grade skin reactions in ETNBC treated with pabolizumab
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