RETEBEHE, % F 25,1981
Kor. J. Fertil, Steril., Vol. 8, No. 2, Dec.

GA B9l siate] it Clomiphene®] &3}

—Abstract—

Clomiphene Citrate on Male Infertility

Kang Hyun Lee and Hee Yong Lee
Department of Urology, College of Medicine, Seoul National University

Seoul, Korea

Clomiphene citrate, antiestrogen, was given to 39 infertile males whose spermatogenesis
were disturbed and the efficacy of the drug was evaluated at the Department of Urology
in 1980. (Table 1).

Patients were divided into 3 clinical observation groups such as group I composed
of 19 cases of idiopathic azoospermia, group II consisted of 15 cases of oligospermia
following the vasovasostomy, and group III comprised 5 cases of testicular azoospermia.
(Table 2). Clinical characteristics of these patients were as follows: Age of the patients
ranged from 26 to 43 years old with mean of 34, and that of their wives ranged from
24 to 41 years old with mean of 31. Duration of marital life ranged from 1 to 21 years
with mean of § years. Sizes of testis ranged from 6 to 25 ml with mean of 16 ml. Coital
frequency ranged from 0.5 to 6 per week with mean of 2.4 per week. Levels of plasma
FSH ranged from 3.15 to 23.06 IU/1 with mean of 8.15 IU/1, those of LH ranged from
2.98 to 19.89 1U/1 with mean of 8.18 IU/l and those of testosterone ranged from
3.09 to 9.97 ng/ml with mean of 6.48 ng/ml. (Table 3).

Clomiphene citrate was given in dosage of 50 mg per day (in d.) orally fo 31 patients
for 3 to 9 months and in dosage of 100 mg per day (b.i.d.) orally to 8 patients for 3
to 9 months. (Table 8).

Semen samples were analysed monthly on each patient by routine analysis techniques.
For the assessment of the efficacy of Clomiphene citrate on faulty spermatogenesis
following empirical criteria were used: For semen quality: Improvement (I) represents
that semen parameter increased more than 25% from basal level after the treatment,
Unchange (U) expresses that semen parameter increased less than 25% of basal level
or not changed after the treatment and Deterioration (D) means that semen parameter
decreased from basal level after the treatment. For fertility unit (total counts x motility
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x morphology -=10%): Improvement (I) represents that fertility unit increased more than
10 units after the treatment, Unchange (U) expresses that fertility unit increased less
than 10 units or not changed after the treatment, and Deterioration (D) means that

fertility unit decreased after the treatment. (Table 4).

Results obtained from the Clomiphene therapy were as follows: Changes of spermiograme

before and after the Clomiphene therapy shown in the Table 5. Sperm counts increased

from 23 to 31 x 10%/ml in group I, from 17 to 29 x 10®/ml in group II. Other parameters

of spermiogramme were not changed significantly after the treatment. Fertility units

increased from 14 to 18 units after the treatment in group I, and from 16 to 18 units

after the treatment in group IL

Effectiveness of Clomiphene citrate on spermatogenesis was summarised in the Tables

6 and 7. After the treatment, sperm count increased in 11 patients, motility increased in

6 patients, morphology increased in 4 patients and fertility units increased in 9 patients.

No sperm could be produced by Clomiphene citrate in group III of testicular azoospermia.

Dosage of 50 mg of Clomiphene citrate per day for 3 to 6 months was proved to be

the most effective in the present series. (Table 8).

Pregnancy occurred in 2 patients after the treatment. No particular side effects

were noted by the treatment. Pharmacologic compounds used for male infertility were

shown in the Table 9. Reported results of Clomiphene citrate were shown in the Table 10.
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Table 1. Clomiphene Citrate

1-(p)diphenyl aminoethoxy)-phenyl)-1,2 diphenyl
-2-chloroethylene

stimulate pituitary gonadotropin release by ex-
cluding estradiol from specific hypothalamic

receptor sites
25-100mg/day

3-12 months
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Table 2. Treatment Groups of Patients

Group I 19 cases. Idiopathic oligospermia

Group II 15 cases. Oligospermia following
vasovasostomy

Group 111 5 cases. Testicular azoospermia
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Table 3. Clinical Characteristics of Patients Treated (mean values)

Groups GroupI Group Il GroupIIl Mean or totals
Total cases 19 15 S 39
Husband 33 35 33 34
Age
(years) .
Wife 30 31 31 31
Marital life (years) 5 6 4 5
L Rt. 15 19 11 16
Testis size
(mi)
Lt. 15 19 11 16
Coitus
2.1 2.9 2.5 2.4
(per week)
FSH (1U/1) 7.68 6.96 13.48 8.15
Plasma
LH{U/1) 9.38 5.45 11.86 8.18
hormones
Testosterone (ng/ml) 6.79 6.23 6.08 6.48

_ 47 —



5) 8% 3E2EFE F&

FHAAE(A) T ) A= 82 FSH
7.68lu/L(3.15~15.8Iu/Lyejw LHx9] &
9. 38Iu/L(5. 46~15. 47Iu/L) o] » Testosterone |
2 HFL 6.79ng/ml{5. 36~9. 97ng/ml)tﬁ.&tﬁ
PR eyt (A L) o A FHSA o] 3+
o} 6.96lu/L(3.8~16.81u/L)e}x LHA9) =7
2 5, 45Iu/L(2.98~13.5 Iu/L)ej Testoster -
onex| 2] HF-2 6.23ng/mi(4.91~8. 89ng/ml)
olgix, FAAT(AMIE)AN A= FSH 2 57
o] 13.48Iu/L{8.5~23.06lu/L)elz LH=jo] =
7+ 11.86Iu/L(9. 6~19.89Iu/L)o)v]  Testos-
teronex| 2] W& 6.08ng/ml(3. 09~8. 58ng/ml)
o] gt

«
o

2]
"7.

o

6) 71Et
AL E ) thE HAlol A o]
3 Agieht Zietel A ARSI FAA o]
A& 7 E A ggkeh
NEEF H¢ T TolMx 5riEn

Alizjo]

20 £
0r 2

N

r—r‘

1) oFE

Hejol A Clomiphene citrated #5222 7
5o g ch

2) &%

Clomiphene citrate =1 50mg #] 100mg
2 23 % 5o 3iuch

3) AE72

A7 NG ASGE 1A R B2 9
o, 199904 329747 ASQch ARFE o)
9 1514 FAPAE A% A sk

) BAzdA

%l°l*obl FEF Aol HFEeR KBEN
BT aRBRE ol ol Ao A 30%F 1200l
7 Abakai ot Zﬂ*}*‘%% pH, B ¥, A, &
A, AANY & 2¥she EBHL ook A
A o] AelA HEwE wfel 7 JHlel A
1579 o149 2HAS T 23] o] FAHstedA
1 HFAE AHEEsiTh

5) AsBA7)E(FRY

A G AR &5 2 AFESH
o] ARA 7|FEA e vl A 2550148 F
7HE B 2

gl & 27} 2& fa(lmprovement, 1)
e
=

2 3z HolAt A& w3zl

e e B9 52 Fa(Unchange, U)E &

T z2Eolet® 7Aad ALE #Ha 5L osHDe-
o}

terioration, D)2 39 @A ¢k z2glx o
g g A AN AMAH NBEHE FF
3} e agEigii(fertility index) = Aol A
242 (108) X £F (%) XA (%) 100 o
o} X gAFE wlmste] 1059 (unit)o] A 27}
792 fE(Improvement, 1)& shaz, 105
vluke] 2712 Yoy A HITge HFE

= 5 (Unchange, U)2 33 2ZTelalx 4

Ao

Table 4. Criteria of Evaluation

Spermiogramme
Improvement (I)
Unchange (U)
Deterioration (D)

increased more than 25% from basal level
increased less than 25% of basal level or no change
decreased from basal level

Fertility unit (= total sperm count x motility x morphology —j—106):

Improvement (1)
Unchange (U)
Deterioration (D)

increased more than 10 units
increased less than 10 units or no change
decreased from basal level
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Table 5. Changes of Spermiogramme before and after Clomiphene Therapy

Groups Group 1 Group 11 Group 111 Totals
Parameters Before After Before After Before After Before After
Volume (ml) 3.0 2.8 2.9 2.0 1.8 2.9 2.7
Count (10%/ml) 23 31 17 29 0 0 18 29
Motility (%) 27 27 27 29 0 0 23 24
Morphology (%) 62 64 70 69 -0 0 57 57
Fertility unit 14 18 16 18 0 0 13 16
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Table 6. Effectiveness of Clomiphene Citrate on Spermatogenesis

Group 1 Group I Group III Totals
Groups cases cases cases cases
(%) (%) (%) (%)
Parameters I U D 1 U D I1 U D 1 U D
Count 6 8 5 5 6 4 0 5 0 11 19 9
(32) (42) (26) (33) (40) (27) (0) (100) (0) (28) (49) (23)
Motility 3 11 5 3 8 4 0 5 0 6 24 9
(16) (58) (26) (20) (53) (27) (0) (100) (@) (15) (62) (23)
Morphology 2 11 6 2 6 7 0 5 0 4 22 13
(11) (58) (32) (13) (40) (47) (0) (100) (0) (10) (56) (33)
Fertility unit 5 G 5 4 7 4 0 5 9 21 9
(26) (47) (26) (27) (47) 27) (0) (100) (0)y (23) (54) (23)
Table 7. Summary of Clomiphene Therapy on Oligospermia
Group | Group 11 Totals
Groups cases cases cases
(%) (%) (%)
Parameters I U D I U D | U D
Count 6 8 5 5 6 4 11 14 9
(32) (42) (26) (33) (40) (27) (32 41 (@&
Motility 3 11 5 3 8 4 6 19 9
(16) (58) (26) (20) (53) 2D (18) (56) (26)
Morphology 2 11 6 2 6 7 4 17 13
(1) (58 32 (13) (40) (47 (12) (50) (38)
Fertility unit 5 9 5 4 7 4 9 16 9
(26) (47) (26) Q271D @n @n 26) (47) (26)
& 1 olal phd ks
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Table 8. Effectiveness of Clomiphene by Dosage and Duration

Groups Group i Group II Group III Totals
Drug cases cases cases cases
Dosage (mg) Duration(month) 1 U D I U D 1 UD 1 U D
3 15 1 34 1 1 4 10
50 6 21 2 3 2 3 5
9 1 1 31
3 2 3 2 3
100 6 1 1 1
9 1 1
Totals 59 § 4 7 4 5 9 21 9
Fa2(Uyzt 324(38%) ez <3HD)7} 3¢ (38%) 2l BOAAE-L oy EES BRF] 8 3949
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Table 9. Pharmacologic Compounds for Male Infertility

Antiestrogens : Clomiphene citrate, Tamoxifen
Gonadotropin-releasing hormones : GanRH

Human gonadotropins : HCG, HMG, combined HMG and HCG
Androgens : Testosterone, Testosterone rebound

Tissue hormone-releasing proteinases : Kinins, Kallikrein
Amino acids : 1-Arginine, AICAMIN
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Table 10. Effect of Clomiphene Treatment in Subfertile Men

No. of No. of patients whose No. of patients who

Authors . . L
patients sperm count improved impregnated their wives
Jungek et al., 1964 29 17 n.m.
Mellinger and Thompson, 1966 13 10 0
Palti, 1970 40 15 3
Halim et al.,, 1973 25 11 nm.
Kern and Schirren, 1973 43 21 n.m.
Da Rugna et al., 1974 33 5 0
Schlien and Beek, 1974 101 61 19
Check and Rakoff, 1977 10 5 9
Epstein, 1977 16 10
Paulson, 1977 57 45 20
Lee and Lee, 1981 34 9 2
401 209 (= 52.1%) 58 (= 19.1%)
Dosage: 25-100mg/day
n.m., = not mentioned
%%l stAtell Al Clomiphene citrated Fo{ydd 7V HE owgol wokev, H8 F3¥ £
up 3ol F 1ol RA(33%) Mk ool F W ®] giEeide] o Habgg Alepaic
2.2 Clomiphene citrate® # 4 9& s ax ek AAREL] & A4 oAe ¥k F-
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