SUPPLEMENTARY DATA

Supplementary Table 1. Characteristics of the control group of women living with
HIV-1 (WLWH) uninfected with M. tuberculosis (MTB) (n=50) compared to the
study group of WLWH with TB (n=58). CD4+ counts of two patients in the study

group by the time of analysis were not available.

Supplementary Table 2. Comparison of demographic and clinical parameters in
the control group of WLWH without TB (n=50) depending on the stage of HIV-
1 infection. Stage is defined as 3 or 4 (includes 4A, 4B, 4C by the criteria of the
Ministry of Health of the Russian Federation). Mann-Whitney U Test; marked tests
are significant at p <.05000 (Statistica Axa 11).

Supplementary Table 3. Comparison of prevalence of HR HPVs and multiplicity
of HR HPV infection in WLWH with TB naive to treatment, and receiving ART.
Patients grouped as receiving NRTI + 1(2) NNRTI, or NRT I+ 1(2) Pl. Mann-
Whitney U Test (with continuity correction) by variable ART regimen. Marked tests
are significant at p <.05000

Supplementary Table 4. Comparison of demographic and clinical parameters in
the control group of WLWH without TB (n=50) depending ART treatment
status. Group 1, WLWH naive to treatment or treated 1 month or less (n=5); Group 2
(n=45), WLWH on ART. Mann-Whitney U Test; marked tests are significant at p
<.05000

Supplementary Figure 1. Phylogenetic trees for E5 (A) and E6/E7 (B) genes of HPV
16 strains isolated from HIV/TB-infected women (MT353690-MT353699,
MT353701- MT353712). Tree branches with reliability level of 90% and higher are
depicted in red.

Supplementary Figure 2. Prevalence of HR HPVs in TB- negative WLWH
(n=50) in relation to the demographic and clinical parameters of the group.
Correlation of HR HPV DNA detected in cervical smears with the duration of life
with HIV-1, but not age or CD4+ T cell counts at the time of analysis (A);
Distribution of HR HPVs in different age categories (B); Distribution of HR HPVs in



relation to the immune status of WLWH reflected by CD4+ T cell counts by the time
of sampling (C). p values are indicated in the figure panels, Kruskall Wallis test

(Statistica Axa 11).

Supplementary Fig. 3. Positivity for HR HPVs (A), HPV 16 (B), HR HPVs other
than HPV 16 (C), number of infecting HR HPV types (D) and of infecting HR HPV
types other than HPV 16 (E) in HIV/TB-infected women receiving NRTI+1(2)
NNRTI, NRTI+1(2) PI, or untreated. Kruskall Wallis test.



SUPPLEMENTARY TABLES

Supplementary Table 1. Characteristics of the control group of women living with
HIV-1 (WLWH) without clinical manifestations of TB (n=50) compared to the study
group of WLWH with TB (n=58). CD4+ counts of two patients in the study group by

the time of analysis were not recorded. *, significant in difference test; ns, not

significant (Statistica 11).

Parameter Control group,

n (%)

Age (full years)

21-29 5 (10)
30-39 33 (66)
40-49 10 (20)
> 60 2 (4)

CDA4 T cell counts (cells/mm?3)

> 399 28 (56)
200-399 9 (18)
<200 8 (16)
<67 5(10)

Antiretroviral treatment (ART)

untreated 2 (4)
treated (<1 month) 3(6)
treated (>1 month) 45 (90)
treatment duration in those 2.1+3.0

treated >1 month (years)

Study group,

n (%)

9 (15,5)
34 (58,6)
14 (24,1)
1(1,7)

11 (18,9)*
15 (25,9)
12 (20,7)
20 (34,5)*

21 (36,2)*
6 (10,3)
31 (53,4)*
2.7+2.2

Statistical
significance
of difference

p=0,0001
ns
ns

p=0,0026

p=0,0002
ns
p=0,0001

ns



Supplementary Table 2. Comparison of demographic and clinical parameters in the
control group of WLWH without TB (n=50) depending on the stage of HIV-1

infection. Stage is defined as 3 or 4 (includes 4A, 4B, 4C by the criteria of the Ministry of

Health of the Russian Federation). Mann-Whitney U Test; marked tests are significant at p

<.05000 (Statistica Axa 11).

Rank Sum | Rank Sum U L pvale | Z(adjusted) | pvalue | VaidN | VaidN | 2*Isided
Parameter (Staged) | (Staged) (Stage 3) | (Staged) | (exactp)
Age 4140000 8610000 1830000 237839 0017389 -238486 0017086 2 29 0016412
Clinical data
Years vith HV 5050000 7700000 2040000 -058968  0.555404 050389 05586 2 29 (558708
CD4 at sampiing 530000 6400000 2050000 147576 0.040010 147576 0140010 19 29 01413
CD4 nadir 5055000 5805000 1455000 273015 0006331 273030 000638 19 29 000539
ART at sampling 5170000 7580000 - 2860000 035381  0.723482  -0.85097 0389807 2 29 0.7276
ART duration, years 3705000 8055000 1805000 199227 0.046342  -L9%87 - 004608 19 29 0.00443
Presence in cervical smear of HPV DNA
HPV16 SITH000 7575000 - 2865000 034308 0730861  -0.42566 0670359 2L 29 0.72876
HPV18 57190000 6960000 2610000 084521 0307993 205437 0039941 A 29 0401409
HPV3L 5200000 7460000 2980000 011794 0906118  -0.28666 07743716 2 29 0.906993
HPV33 5265000 7485000 2955000 016708 0867310  -0.26307 0792498 2 29 (0.860877
HPV35 5200000 7460000 2980000 011794 0906118  -0.28666 0.774376 2L 29 0906993
HPV39 535000 7395000 3045000 000983  0.992158 il 2
HPV45 5145000 7605000 2835000 040295  (.68696  -1186%  0.235243 2L 29 0.682459
HPV52 5200000 7460000 2980000 011794 0906118  -0.28666 07743716 2 29 0.906993
HPV56 5000000 6840000 2490000 108108 027960 16243l 004311 A 29 0.282466
HPV58 4910000 7840000 2600000 086487 0387112  -129945 013791 2 29 0390500
HPV59 5145000 7605000 - 2835000 040295 068696 -1186% 023543 2 29 0682459
HPVE6 535000 7395000 3045000 000983  0.992158 il 2
HRHPV (-) 550000 7300000 250000 017690 0850583  0.24651 080588 2L 29 (0.860877
HRHPV (+) 5260000 7490000 2950000 017690 0850583  -0.4651 080588 2L 29 0.860877
HRHPV other than HPVIG (+) 5155000 7505000 2845000 -0.38329 0701502 055313 0580178 2L 29 (.696825
HPV16 and other (+) 5265000 7485000 2955000 016708 0867310  -0.26307 07948 2 29 0860877
>IHRHPY 5345000 7405000 3035000 000983 0992158  -0.0138 098%402 A 29 0984465
>2HRHPVs 5225000 725000 - 2915000 024570 0805914 043644 066256 2 29 0.80013
Number of infecing HRHPVS 5235000 7505000 2025000 022604 0821167 024819 0803085 2 29 081522
e ARV om0 0o 09D 00 09MB A B 0%

infections including HPV16




Supplementary Table 3. Comparison of prevalence of HR HPVs and multiplicity
of HR HPV infection in WLWH with TB naive to treatment, and receiving ART.
Patients grouped as receiving NRTI + 1(2) NNRTI, or NRT I+ 1(2) Pl. Mann-
Whitney U Test (with continuity correction) by variable ART regimen. Marked tests
are significant at p <.05000

Treatment naive (n=27) versus treated with NRTI+1(2)NNRTI (n=20)

Rank Sum  Rank Sum U Z p-value z p-value  Valid N ValidN  2*1sided

(treatment  (NRTI+NNR (adjusted) (treatment  (NRTI+NNRTI) (exact p)
variable naive) TI) naive)
HR HPV positivity 63050 48850 26150 047 08 020 08 2700 2000 086
(Y=UN=0)
Positivity for HPV 16 677.00 45100 24100 061 054 074 046 27.00 2000 054
m HR HPVs 595.50 53250 21750 -L12 026 -122 022 27.00 2000 026
Positivity for HR HPVs
other than HPV/ 16 553.00 57500 17500 -203 004  -257 001 27.00 2000 0.04
(Y=UN=0)
Summ of HR HPVS other 54700 58100 16900 216 003 270 001 27.00 2000 003
than HPV 16
>=2 HR HPVs

563.50 56450 18550 -181 007  -278 001 27.00 2000 007

(Y=LN=0)

Treatment naive (n=27) versus treated with NRTI+1(2)PI (n=11)

Rank Sum  Rank Sum U Z p-value z p-value  Valid N ValidN  2*1sided
(treatment  (NRTI+PI) (adjusted) (treatment ~ (NRTI+PI)  (exactp)
variable naive) naive)
?f_;il\fgfs't'v'ty 48200 25900 10400 -142 016  -167 009 27.00 1100 016
Positivity for HPV 16 51050 22150 14150 -021 083  -024 081 27.00 1100 082
mn HR HPVs 45850 28250 8050 -217 003  -238 002 27.00 1100 003
Positivity for HR HPVs
other than HPV 16 45400 28700 7600 232 002 295 000 27.00 1100 002
(Y=L/IN=0)
Summ of HR HPVS other 45200 28900 7400 -238 002 302 000 27.00 1100 002
than HPV 16
> HRHPV(Y=UN=0) 47800 26300 10000 -154 012  -264 001 27.00 1100 012

Treatment with NRTI+1(2)NNRTI (n=20) versus treated with NRTI+1(2)PI (n=11)

Rank Sum  Rank Sum U Z p-value z p-value  ValidN ValidN  2*1sided

(NRTIHNNR  (NRTI+PI) (adjusted) (NRTIHNNR  (NRTI4PI)  (exactp)
variable TI) TI)
rf_m{g)‘”'“v'w 20050 20550 8050 -120 023  -144 015 2000 1100 023
Positivity for HPV 16 30300 19300 9300 068 050  -082 041 20,00 1100 050
tn HR HPVs 30200 19400 9200 -072 047 076 045 20,00 1100 048
Positivity for HR HPVs
otter than HPV 16 30500 19100 9500 060 055  -069 049 20,00 1100 056
(Y=UN=0)
oumofHRHPVSOMer 31050 18550 10050 037 071 041 068 2000 1100 070
than HPV 16

>=2 HR HPV (Y=1/N=0) 318.50 17750 10850  -0.04 0.97 -0.05 0.96 20.00 11.00 0.95



Supplementary Table 4. Comparison of demographic and clinical parameters in the
control group of WLWH without TB (n=50) depending ART treatment status.
Group 1, WLWH naive to treatment or treated 1 month or less (n=5); Group 2 (n=45),
WLWH on ART. Mann-Whitney U Test; marked tests are significant at p <.05000.

RankSum | RankSum | U I | paalle |Z(adusked)| pve | ValdN | VaidN | 2tsided

Variabl (Gowl) | (Gowp?) (Grow 1) | (Group?) | (evactp)
Ae 140000 41000 1060000 010403 084614 010456 0850 B B 08308
Clncal dta

Siage 35 Stage 4 1050000 170000 00000 7M44 O476R13  -08R5 0080 b B 040
Yearswith HV 265000 1148500 1015000 -OI6LT  0%7I00 001628 0908 5 B 0975008
CDA staus atsampling Q000 1082500 4700 0804 040624 09 035 3 B 040697
CDA nadir 00000 1136000 340000 L4053 0150865  -LAOS0 05842 3 B 016641
ART duration, years 000 UBH0 A0 -0%M2 030 0984 0L 3 B 03656
Presence in cenical smear of HPY DNA

HPV16 1625000 L1250 - TTE0 L1066 0264567 L30G6  0l6T4 b B 020669
HPV18 200000 1000 1050000 022687 0820916 -0%E02L 0SRAT9 b b 0860
HPVL 200000 155000 1050000 020637 08916 %01 05U 5 b 0860
HPV33 BTS00 L7500 5000 098307 030098 150207 0308 5 B 03061
HPV3 200000 1000 1050000 022687 082916 -05E2L 0SRAT9 b B 0880
HPV3) 50 L4750 125000 0067 - 097100 5 b

HPVS 50 15250 1075000 016 08429 042866 06RBLID 5 B 0879
HPVR2 200000 155000 1050000 020637 082916 %01 05U 5 B 082630
HPV6 1050000 170000 00000 7M44  O476B13  -LOGB 02805 b B 04
HPV38 1300000 145000 100000 00468 004G 00977 092588 5 B 0903
HPVA 2500 15250 1075000 016 0829 042866 06RBLID 5 B 0879
HPVES Q50 14750 102500 00161 0387100 5 b

Summ HR HPVs 1300000 136000 1000000 03B 07201 03057 06%L3 b B 07306
Other HRHPVs (Y=LIN=0) 02500 U250 G0 078 048196 -LIBR 02X 5 B 04308
Courtif>1 UTA00 L2700 2500 06059 0537 089 03B b B 052907
Countif 1250000 150000 100000 006468 004840 00N 09819 b B 0950
HPV16+another 1080000 167000 930000 061442 0539 -0GGA0  0S0BIM B B 0500
HPVL6+anoter (Y=UN=0) 125000 142500 1075000 014582 0829 022913 0818769 5 B 0879
Courtif 2 12500 16250 - 9TE00 0460 060140 -08R% oML b B 06370
Ay HRHPY 1300000 145000 100000 006468 0B 00012 0981 b B 090




SUPPLEMENTARY FIGURES

Supplelementary Fig. 1. Phylogenetic trees for E5 (A) and E6/E7 (B) genes of HPV 16 strains isolated from HIV/TB-infected women
(MT353690-MT353699, MT353701- MT353712). Tree branches with reliability level of 90% and higher are depicted in red.
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A. Assessment of the influence of age, years of life with HIVV-1
and CD4+ T cell counts on the prevalence of HR HPVs among WLWH

Summ HR HPVs:Age: r = -0.0445, p = 0.7589; r? = 0.0020
HPV16+another:Age: r = -0.0713, p = 0.6228; r? = 0.0051
Summ HR HPVs:Years with HIV: r = 0.3561, p = 0.0111; r2 = 0.1268
HPV16+another:Years with HIV: r = 0.3458, p = 0.0139; r? = 0.1196
Summ HR HPVs:CD4 at sampling: r = -0.2410, p = 0.0989; r? = 0.0581
HPV16+another:CD4 at sampling: r = -0.1979, p = 0.1775; r? = 0.0392
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B. Distribution of positivity for HR HPVs in WLWH n different age groups C. Prevalence of HR HPVs in WLWH with different immune status
Summ HR HPVs: F(3,46) = 0.3362, p = 0.7992; (CDA+ T cell counts) at the time of samplimg
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Supplementary Figure 2. Prevalence of HR HPVs in WLWH without TB (n=50) in
relation to the demographic and clinical parameters of the group. Correlation of HR
HPV DNA detected in cervical smears with the duration of life with HIV-1, but not age or
CDA4+ T cell counts at the time of analysis (A); Number of infecting HR HPV genotypes in
different age categories (B); Number of infecting HR HPV genotypes in relation to the
immune status of WLWH reflected by CD4+ T cell counts by the time of sampling (C). p

values are indicated in the panels, Kruskall Wallis test (Statistica 11).
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A. Incidence of HR HPVs is not affected by ART

HR HPV positivity (Y=UN=0): F(255) = 15308, p = 0.2254;
KW-H(2,58) = 3.0056, p = 0.2225

Variable: HR HPV positivity (Y=1/N=0)
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C. Patients on ART tend to be mare often infected with muttiple HR HPVs
nn HRHPVs-1: F(2,55) = 3.0274, p = 0.0566;
KW-H(2,58) = 5.1294, p = 0.0769
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E. Patients on ART are more often infected with multiple HR HPV strains other than HPV 16
Summ other HR HPV-1: F(2,55) = 6.1929, p = 0.0038,
KW-H(2,58) = 10.7925, p = 0.0045
Variable: Summ of HR HPVs other than HPV 16
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B. Incidence of HPV 16 is not affected by ART
Variable: HPV 16
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D. Patients on ART are more often infected HR HPVs other than HPV 16
other HR HPV (Y=LN=0): F(2,55) = 6.1355, p = 0.0039;
KW-H(2,58) = 10.3975, p = 0.0055
Variable: HR HPVs other than HPV 16 (Y=1/N=0)
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Supplementary Fig. 3.
Positivity for HR HPVs (A),
HPV 16 (B), HR HPVs other
than HPV 16 (C), number of
infecting HR HPV types (D)
and of infecting HR HPV types
other than HPV 16 (E) in
HIV/TB-infected women
receiving NRTI+1(2) NNRTI,
NRTI+1(2) PI, or untreated.
Kruskall Wallis test.





