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Prognostic value of macrophage polarization markers in epithelial neoplasms and
melanoma. A systematic review and meta-analysis
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7 L. B275%7 O BEMEBIEFE ISR ), CD68 & OS & DEAfRIZFHIHTIC X 25
EHRARE L, MEEFTD HR 13 1.4 72252 ER T HR 12094 TH %, 72771
KIGHEICIR 3 & EETR(HR=0.56), ZHETHET(HR=1.34) & 5 R 239853 5 (Figure
3 )
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Figure 1. PRISMA flowchart.
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Flowchart outlining the article selection process.

Figure 2. Summary of articles reviewed in the meta- analys1s
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a Location of tumors studied in artlcles. Upper GI includes tumors at esophageal, gastric, and ampullary
locations. Prostate/others include prostatic, ocular, and skin tumors. Gynecological cancers include cervical,
uterine, and ovarian cancer. Urinary locations include kidney and bladder tumors. b Design of studies
included in the analysis. NR not reported. ¢ Mean percentage of males included in each article. Data not
reported in 13 out of 115 (11%) articles. d Mean, median, minimum, and maximum age of patients included
in each article. Sixty-three out of 115 articles (55%) did not report mean age of patients. Eighty-one out of
115 articles (70%) did not report the median age of patients. Forty-eight out of 115 (42%) did not report
the minimum or maximum age of patients. e Mean and median follow-up of each article. Ninety-nine and
67 out of 115 articles (86 and 58%) did not report mean and median follow-up, respectively. f Local
involvement of tumors of the patients studied in each article at diagnosis. NR not reported. g Lymph node
involvement of tumors of the patients studied in each article at diagnosis. NR not reported. h Presence of
metastasis at diagnosis in the patients studied in each article. NR not reported. i Treatment received by
patients included in each article. Any form of radiotherapy or chemotherapy is considered as neoadjuvant
or adjuvant therapy. NR not reported, Upper GI upper gastro intestinal, CRC colorectal carcinoma, Gyn:
gynecological tumors.
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Figure 3. Upper panel: aggregated hazard ratio and 95% CI for the association of OS with
CD68 expression.

Measurements p value Number of measurements Squared |

CD68 Raw Measures _ 0.005 77 82.27%

CD68 Adjusted Measures — 0.874 34 73.1%
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The size of the square is inversely proportional to the size of the CI. Lower panel: aggregated hazard ratio
and 95% CI for the variables influencing the association of CD68 with OS for raw measures. 3 coefficients
are shown. The size of the square is inversely proportional to the size of the CI.
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Figure 4. Upper panel: aggregated hazard ratio and 95% CI for the association of OS with

CD163 expression.

Measurements p value Number of measurements Squared |
CD163 Raw Measures — 0.001 44 73.42%
CD163 Adjusted Measures — 0.022 27 91.87%
r T T T T 1
08 1 12 14 16 18 2
HR for Overall Survival
Modifier Beta coeff Per d p value Number of measurements Squared |
Counting Strategy 52.66%
Hot Spot counting Reference 18
Averaging or Absolute counting — -0.4678 0.018 22
Not Reported > 0.0216 0.919 4
Anatomical Location 56.04%
Other —_— Reference 33
Lung ——— -0.5401 0.002 5
Liver — -0.5940 0.001 6
r T T T T T T T T T 1

08 1 12141618 2 22242628 3
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The size of the square is inversely proportional to the size of the CI. Lower panel: aggregated hazard ratio
and 95% CI for the variables influencing the association of CD163 with OS for raw measures. § coefficients
are shown. The size of the square is inversely proportional to the size of the CI.

Figure 5. Aggregated hazard ratio and 95% CI for the association of OS with CD204 and

CD206 expression.
MARKER p value Number of measurements Squared |
CD204
Raw Measurements —_— 0.001 13 73.86%
Adjusted Measurements _— 0.003 11 18.86%
CD206
Raw Measurements —_— 0.0625 5 0%
Adjusted Measurements —_— 0.0625 5 17.08%
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The size of the square is inversely proportional to the size of the CI.
Figure 6. Aggregated hazard ratio and 95% CI for the association of OS with the
expression of several markers.

MARKER p value Number of Squared |
CD40
Raw Measures 0.5 2 0
Adjusted Measures 0.676 1
CcD83
Raw Measures _—— 0.0267 1
CD86
Raw Measures _— 0.0272 1
Adjusted Measures —_— 0.0019 1
HLA-DR
Raw Measures _— 0.009 1
Adjusted Measures Ld 0.8878 1
i-NOS
Raw Measures —_— 0.0413 1
Adjusted Measures 0.8607 1
r T T T 1

0 0.2 0.5 1 15 2
HR for Overall Survival

The size of the square is inversely proportional to the size of the CI. iNOS inducible nitric oxide synthase.
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