Supplementary Tables and Figures

Supplementary Table S1. The distribution of patients (both unselected fertile and infertile groups,
without exclusion of patients for hormonal, testicular volume and infertility causal factors)
according to the presence or absence of an inflammatory reaction in semen (i. e. concentration of

neutrophils) using different cut-off levels.
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Annotations to Supplementary Table S1.

Abbreviations: STl — sexually transmitted infection
“ Data about inflammatory reaction in semen is not available for 5 STI negative patients.
ABCD p-value <0.005, Chi-squared test.
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Supplementary Table S2. The detailed information with references for additional elimination criteria.

(1) Defined causal factors of male infertility (according to Punab et al [1]):

(1)
(2)
(3)
(4)
(5)
(6)
(7)

genetic causes,
secondary hypogonadism,
congenital anomalies: systemic and/or in uro—genital tract,
serious sexual dysfunctions,
oncological diseases,
seminal tract obstruction,
other testicular factors

A. Acquired testicular damage (TD):

1. Exposure to high dose radiation in Chernobyl

Testis trauma with volume change
Mumps orchitis
Orchitis, epididymitis
Testicular torsion
Hernia operation with ipsilateral TD
Epididymal cyst operation with ipsilateral TD
Hydrocele operation with ipsilateral TD

9. Other testis operation with ipsilateral TD
B. Secondary testicular damage:

1. Anabolic steroids;

2. Medication —salasopyrin, trexan;

3. Status diagnosed post kidney transplantation
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(1) Bitesticular volume < 30 ml for unexplained reason

(1l1) Hormonal changes:

(1)
(2)
(3)
(4)
(5)

FSH >8.0 U/L[1, 2, 3, 4, 5]

and/or LH >9.4 U/L [6]

and/or FSH <1.0 U/L [1]

and/or LH <1.0 U/L [1]

and/or total testosterone <10.5 nmol/L [6]

Annotations to Supplementary Table S2.
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Supplementary Table S3. Detailed data about additionally dropped out patients from the study
(N = 625) and control group (N = 57).

CONTROL GROUP (N = 57)

Percentage (%) of

Factor or combination of factors No of patients .
patients

Defined causal factors of male infertility  +

2 3.59
Bitesticular volume <30 mL + Hormonal changes © 7

Bitesticular volume <30 mL + Hormonal changes © 1 1.8%

Defined causal factors of male infertility # +

Hormonal changes * 2 3.5%
Bitesticular volume <30 mL 3 5.3%
Hormonal changes # 45 78.9%
Defined causal factors of male infertility # 4 7.0%

STUDY GROUP (N = 625)

Percentage (%) of

Factor or combination of factors No of patients .
patients
Defined causal factors of male infertility # + 45 7 2%
Bitesticular volume <30 mL + Hormonal changes ® e
. . ope A
+

Dgflngd causal factors of male infertility 13 21%
Bitesticular volume <30 mL
Defined | fact f male infertility * +

efined causal fac 2rs of male infertility 5s 8 8%
Hormonal changes
Bitesticular volume <30 mL + Hormonal changes ® 31 5,0%
Hormonal changes # 368 58,9%
Bitesticular volume <30 mL 18 2,9%
Defined causal factors of male infertility # 95 15,2%

Annotations to Supplementary Table S3.

A Defined causal factors of male infertility: (1) genetic causes, (2) secondary hypogonadism, (3) congenital
anomalies: systemic and/or in uro—genital tract, (4) serious sexual dysfunctions, (5) oncological diseases, (6)
seminal tract obstruction, (7) other testicular factors (A. Acquired testicular damage (TD): Exposure to high
dose radiation in Chernobyl; Testis trauma with volume change; Mumps orchitis; Orchitis, epididymitis;
Testicular torsion; Hernia operation with ipsilateral TD; Epididymal cyst operation with ipsilateral TD;
Hydrocele operation with ipsilateral TD; Other testis operation with ipsilateral TD; B. Secondary testicular
damage: Anabolic steroids; Medication — salasopyrin, trexan; Status diagnosed post kidney transplantation)
B Hormonal changes: FSH >8.0 U/L and/or LH >9.4 U/L and/or FSH and/or LH <1.0 U/L and/or total
testosterone <10.5 nmol/L
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Supplementary Table S4. Impact of C. trachomatis and M. genitalium on blood parameters (selected infertile group only, after exclusion of patients for
hormonal, testicular volume and infertility causal factors).

C. trachomatis &

STl negative vs. C.
trachomatis & M.

C. trachomatis

STI negative vs. C.

M. genitalium

STI negative vs.

STl negative M. genitalium - o trachomatis - M. genitalium
Parameter . genitalium positive . positive .
n = 1345 positive together ositive together h=14 positive, n=16 positive,
n=30 P gss ’ - P-value %% @ N P-value %% @
P-value
PSA in serum, in 0.71 (0.12-5.43); 0.79 (0.17 - 2.1); 0.263 0.67 (0.19-2.1); 0.148 0.89 (0.17 — 1.65); 0.438

ug/L

0.52;0.99 A

0.60; 1.12

0.59; 1.19

0.67; 1.09

Annotations to Supplementary Table S4.

Data is presented as median (range), 25th and 75th centile.
Data is with non—parametric distribution.

$% p-value is calculated with Mann—Whitney test comparing two groups.
@ Bonferroni correction of p—value for two tests

A Data accounting concentration of PSA in serum is not available for 52 STI negative patients.
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Supplementary Figure S1. Receiver operating curves for semen leucocytes concentration (A) and semen IL-6
concentration (B). Both unselected fertile and infertile group, without exclusion of patients for hormonal,
testicular volume and infertility causal factors.

Annotations to Supplementary Figure S1.

Abbreviations: Sens — sensitivity, Spec — specificity, PV+ - positive prognostic value, PV- — negative prognostic
value.



