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Efficacy of acyclovir in children with infectious mononucleosis across different age groups:
a propensity score matching analysis
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[Abstract] Objective: To evaluate the efficacy of acyclovir in treating infectious mononucleosis (IM)among children of different age
groups using propensity score matching (PSM) method. Methods: This retrospective cohort study included hospitalized children
diagnosed with IM at the Children’s Hospital of Nanjing Medical University between January 2018 and December 2023. Patients were
categorized into three age groups according to the age: the infancy and early childhood group (<3 years) , preschool group (4-6 years) ,
and school-age group(7-13 years). According to whether acyclovir was administered, patients were divided into an antiviral group and
a control group. After balancing baseline confounding factors by the PSM method, the differences in prognostic indicators between the
two groups were compared. Results: A total of 733 children with IM were enrolled, with a mean age of (4.78 + 0.51)years old. The most
common manifestations included cervical lymphadenopathy (96.0% ) , fever (86.6% ) , hepatomegaly (75.6% ) , splenomegaly (72.6%) ,
pharyngitis (68.9% ) , and eyelid edema (57.4% ). Before PSM, there were statistically significant differences in fever, pharyngitis,
hepatosplenomegaly, white blood cell count, proportion of atypical lymphocytes, CD4"/CD8" ratio and plasma EBV-DNA load among
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children of different age groups (all P < 0.05). After PSM, 46 pairs in the infancy and early childhood group, 58 pairs in the preschool
group and 30 pairs in the school-age group were successfully matched (all P > 0.05). Compared with the control group, the antiviral
group in the infant infancy and early childhood group had longer time required for the resolution of pharyngitis and the reduction of
white blood cell count to <10x10°/L, but shorter time required for the decrease of plasma EBV-DNA load to < 500 copies/mL(all P <
0.05) ; the antiviral group in the preschool group had longer time required for temperature recovery and pharyngitis resolution, but
shorter time required for the reduction of serum alanine transaminase (ALT)to < 40 U/L and plasma EBV-DNA load to < 500 copies/mL
(all P < 0.05); the antiviral group in the school-age group had longer hospital stay and time required for temperature recovery (all P <
0.05). At 30 days after treatment, there was no statistically significant difference in the recovery of splenomegaly among all age groups
between the two groups. Conclusion: Acyclovir therapy may accelerate viral clearance and promote liver function recovery in infants

and preschool children with IM, but it does not significantly improve clinical symptoms or overall disease course. lIts clinical benefit

appears to be age-dependent.
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Table 1 Baseline data of patients of different age groups before PSM
<3 years 4-6 years
Baseline data Antiviral General Antiviral General treatment
(=116 treamentn=135) X F (n=146) (n=153) woob
Sex[n(%) ] 3.397 0.066 8.766 0.003
Male 45(38.8) 68(50.4) 75(51.4) 104(68.0)
Female 71(61.2) 67(49.6) 71(48.6) 49(32.0)
Age(years,x £ 5) 2.09+0.11 1.89 £0.10 1.717 0.080 474 +0.12 4.40+0.13 1.862 0.066
Manifestations[ n(%) ]
Fever 111095.7) 112(83.0) 4.884 0.028 132(90.4) 118(77.1) 9.879 0.002
Pharyngitis 72(62.1) 78(57.8) -0.690 0.491 120(82.2) 106(69.3) 6.858 0.009
Cervical lymphadenopathy 108(93.1) 127(94.1) -0.313 0.755 143(97.9) 148(96.7) 0.420 0.517
Hepatomegaly 105(90.5) 105(77.8) 8.343 0.004 101(69.2) 118(77.1) 2410 0.122
Splenomegaly 90(77.6) 78(57.8) 11.478 0.001 113(77.4) 118(77.1) 0.003 0.955
Eyelid edema 68(58.6) 78(57.8) -0.273 0.786 78(53.4) 85(55.6) 0.136 0.713
Laboratory data
WBCX10°/L,% + 5, M(Pas, Pss) ] 1939+ 1.18  18.89 £1.03 0.815 0.416 18.68(13.02,23.99) 16.64(13.53,19.46) 1.198 0.234
LY[X10°/Ls X + 5, M(Pas, Prs) ] 1277£1.05  12.32+0.74 1.008 0.315 12.38(7.93,16.35) 11.22(7.80,13.80)  0.850 0.343
AL[%,% + s, M(Ps, P3s) ] 10.83 £0.97 771081  -2.571 0.011 9.14(4.00,11,00)  6.71(3.75,10,00)  1.984 0.041
ALT(U/L, % £5) 7029 £16.04 64.87+13.62  0.047 0962 11192 £16.03 86.82 + 17.69 1.053 0.083
CK-MB(U/L,x £ 5) 2723+274  2850+249  -0.805 0422 28.41 £2.85 30.85 +2.64 -0.629 0.211
CD4'/CD8 [ ratio, % + s, M(Pas, P) ] 0.36 + 0.07 040+0.05  -0.951 0.343 0.19 £ 0.01 0.25+0.02 -2.302 0.001
EBV-DNA(X10" copies/mL,x +s)  6.69 +3.35 5.19£2.65 0.328 0.743 2.23+0.83 1.89+0.54 0.091 0.927
7-13 years
Baseline data Antiviral (n=75) General treatment(n=108) 1% p
Sex[n(%)] 2232 0.180
Male 43(57.3) 51(47.2)
Female 32(42.7) 57(52.8)
Age(years,x £ s) 7.87+1.23 7.67 +1.36 0.323 0.591
Manifestations[ n(%) ]
Fever 72(96.0) 90(83.3) 7.189 0.008
Pharyngitis 53(70.7) 76(70.4) -0.092 0.927
Cervical lymphadenopathy 75(100.0) 103(95.4) 3.601 0.059
Hepatomegaly 52(69.3) 73(67.6) -0.248 0.805
Splenomegaly 60(80.0) 73(67.6) -1.639 0.101
Eyelid edema 48(64.0) 64(59.3) -0.645 0.520
Laboratory data
WBCIX10°/L, % £ 5, M(Pas, Prs) ] 18.04 £ 1.39 14.01£0.76 2.768 0.018
LY[X107/L, % £ 5, M(Ps, Prs) ] 12.44(8.59,14.39) 9.34(6.87,11.34) 2514 0.015
AL[%;% + 5, M(Pss, Ps5) ] 9.04 +0.91 6.89 £ 0.59 -1.132 0.040
ALT(U/L,x ) 111.35 +20.09 11297 +17.24 -0.059 0.704
CK-MB(U/L,x £ 5) 26.70 £ 6.77 2592 +2.89 0.123 0.862
CD47/CD8 [ ratio, x % s, M(Pasy Pss) ] 0.17€0.10,0.21) 0.28(0.15,0.32) -1.860 0.003
EBV-DNA(x10* copies/mL,x + s) 1.62 £ 0.38 0.72 £0.37 -1.347 0.008
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Table 2 Clinical data of patients of different age groups after PSM

<3 years 4-6 years
Baseline data Antiviral General Antiviral General
(n=46) treatment(n=46) LS P (n=58) treatment(n=58) LS P
Sex[n(%)] 1.089  0.299 1.890 0.580
Male 18(39.1) 23(50.0) 30(51.7) 32(55.2)
Female 28(60.9) 23(50.0) 28(48.3) 26(44.8)
Age(years, x £5) 2.11£0.09 1.87+0.10 1.728 0364  4.73+0.10 435£0.15 1.178 0.114
Manifestations[ n(%) ]
Fever 42(91.3) 40(87.0) 0.441 0.508 54(93.1) 47(81.1) -2.043 0.108
Pharyngitis 9(63.0) 27(58.7) 0.179 0.673 43(74.1) 32(55.2) -1.199 0.231
Cervical lymphadenopathy 43(93.5) 43(93.5) 0.000 1.000 57(98.3) 56(96.6) 0.000  1.000
Hepatomegaly 42(91.3) 36(78.3) 3.068 0.083 40(69.0) 45(71.6) -1.267 0.205
Splenomegaly 36(78.3) 30(58.7) 1.929 0.168 45(71.6) 45(71.6) 0.045 0.832
Eyelid edema 27(58.7) 27(58.7) 0.044 0.835 31(53.4) 32(55.2) 0.035 0.852
Laboratory data
WBCLX10/L, % % 5, M(Pass Prs) ] 19.26 +0.95 18.68 +0.92 -0.432 0.087 18.02+0.95 17.85 £ 1.07 -0.535 0.313
LY[X10°/L, % + 5, M(Pasy Pys) ] 12.49 +0.81 12.23 +0.63 0.254 0.667  12.03 £0.86 12.00 £ 0.75 -2.819 0428
ALL%,% £ 5, M(Psy Pys) ] 8.28 +0.69 9.45+0.83 -1.014 0.067  8.53+0.99 7.05+1.28 -1.772 0.314
ALT(U/L, x £5) 6435+ 11.62  59.72+10.89 0.290 0.772 11041 +£11.86  97.08 +13.48 1.689 0.196
CK-MB(U/L, % £5) 27.45 +2.39 28.20 + 2.06 -0.237 0.813  29.61 £2.47 30.37 +2.41 0.644 0.424

CD4/CD8 [ratio, x £ 5, M(Pass )] 0.39 £ 0.06 0.41 +0.04 -0.369 0.713 0.22 +0.02 0.24 +0.02 -0.447 0.602
EBV-DNA(X10* copies/mL,x + 5) 6.28 +4.15 5.54 +3.04 0.336 0.738 2.11+0.72 228+ 1.18 0.014  0.906

7-13 years
Baseline data Antiviral (n=30) General treatment (n=30) %% P
Sex[n(%)] 2522 0.117
Male 19(63.3) 14(46.7)
Female 11(36.7) 16(53.3)
Age(years,x £ 5) 7.82+1.31 7.76 + 1.45 3.256 0.911
Manifestations[ n(%) ]
Fever 27(90.0) 27(90.0) 0.725 0.398
Pharyngitis 21(70.0) 22(73.3) 0.086 0.770
Cervical lymphadenopathy 30(100.0) 29(96.7) 1.000 0.321
Hepatomegaly 21(70.0) 23(76.7) 0.678 0.414
Splenomegaly 24(80.0) 23(76.7) 1.349 0.247
Eyelid edema 12(40.0) 14(46.7) 0.603 0.441
Laboratory data
WBC[X10°/L, % + s, M(Pas, Pss) ] 17.94+1.23 15.38 £0.97 -0.215 0.210
LY[X10'/L,% £ 5, M(Pas, Pss) ] 11.84 +0.98 10.93 £0.75 -0.123 0215
ALL%,% £ 5, M(Pas, P5s) ] 8.00 £ 1.02 6.86 £0.75 -1.878 0.176
ALT(U/L,x £5) 110.23 £ 16.72 106.70 + 14.42 0.215 0.645
CK-MB(U/L,x + ) 26.63 £ 6.18 23.37+3.01 0.830 0.366
CD47/CD8 [ ratio, = s, M(Pas, Prs) ] 0.20 £ 0.03 0.25£0.03 -2.072 0.155
EBV-DNA(x10* copies/mL, x + 5) 2.29 +0.61 1.79 £ 0.64 2.960 0.091
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Table 3 Analysis of therapeutic effects in patients of different age groups after PSM (dyx £s)
<3 years 4-6 years
Observd index Antiviral General Antiviral General
(n=46) treatment(n=46) ! P (n=58) treatment(n=>58) ! P
Time of hospitalization 8.16 +0.33 7.47+0.35 1.320  0.161 8.74 +0.609 898 +2.13 2.867  0.609
Time of defervescence 6.42 +0.66 5.22+0.46 1520 0.133 6.33 +£0.62 427+043 2,747 0.007
Disappearance of pharyngitis 7.35+0.51 5.89+0.53 1.985  0.049 7.41 £0.54 5.09 +0.45 3.328  0.001
Recovery of hepatomegaly 18.68 + 1.96 17.06 + 1.89 0.593  0.555 2523+191 2371+ 1.64 0.608  0.545
Recovery of splenomegaly 21.06 +2.34 2171 +243 -0.191  0.848  27.62+225 2517+ 1.84 0.843  0.402
Recovery of WBC 1322 £0.84 11.06 + 0.63 2,101 0.043  13.08 £0.65 12.19 +0.69 0.933  0.353
Recovery of AL 1452 +0.75 13.17 £ 0.64 1.378  0.173  15.08 £0.78 13.66 +0.78 1.282  0.204
Recovery of ALT 9.30 + 1.38 7.22 +1.89 0.856  0.395 7.16 £ 1.39 1224 +1.49 -2476  0.015
Recovery of EBV-DNA 1297 +1.70 1531+1.14 -8.870  0.001  17.61+1.33 19.70 £ 2.14 -9.266  0.034
Recovery of CD4'/CD8" 3145+ 1.18 3146+ 1.26 2753 0996  35.82+1.02 3477 + 1.02 2,659  0.825
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A The recovery of splenomegaly in the two groups of infancy and early childhood period; B: The recovery of splenomegaly in the two groups of pre-

school period; C: The recovery of splenomegaly in the two groups of school-age period.
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Figure 1 The recovery of splenomegaly in the two groups
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