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Thiacetazone Reactions in Patan Hospital
Dir. M. K Poa?

Abstract:

aotions

A4 year retrospective study (August 1983 - Auguszt 1987) of adverse ro
produced by thiacetazone in 1250 putmonary tuberculosis (7. B.) patients over 13 years
of age is reported. Thiacetarone wos used in combination with iseniazic and rifampicin or

streptomycin. Theo reactions were commoner in younger patients, femalos and mongoeloid

races and mostly aocurved early i traatment. The overall reaction rate was relstively low
(4169} and continued use of thiscetzzope under supervision in arsas wheore rostis

L0

imporiant is recommended.
Introduction:

Thiacetazone was introduced s 19530 by Domagk and his colleagues. 1t iz a cieap,
effective and bacteriostatic drug which s widely used n combination with {sordazid,
streptomyein and vifampicin in the treatment of T, B, in developing and under devaloped
countries, The cantmon side effects Known are nausea, vomiting, ilching, rash, jJaundice,
exfoliative darmatitis, Stevens Johinson syndrome and ggranulocylosis,

The alm was to do a retrospactive study of thiacetazone induced reactions amohnps?
the patients attending Patan Hospitel and to see wheathsr reactions varied in different ags,
sex and ethnic groups | believe such reports have not Leen published Hom Nepat,
Alethods

Over a 4 vear poricd {(Aupust 1983 < Apgust 1987 1230 cases of pulmorary T. 8,

were recorded in patiente of 13 yrs. and above. The patients were divided according to sex
i- *Uyears, and 20 years and above). The eihnic classification was

and age (15-30 vaors,
Sherpa, Lama, Tamanrg, Rei, Guning end Magar (Mongoloid origin), Eralimin and Chhetri
(caucasians) and Newar, which fails in betwean and is cansidered semi-mongoloid. The
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temainder were grauped undet mixed and consisted mostly of caucasions. The patients
ceme from all over Nepal, but mainly from the Kathmandu Valley which has a majority
Mewar population The thiacetazone reactions were diagnosed after exclusion of other
drugs. The drug was either stopped or rechallenged, depending on the severity of the
reattions. Details of the reactions were recorded by T. B. workers, health assistants,
resident doctors and consultants.

The drug regimes were streptomycin, isoniazid, thiacetazone (SiT) and rifampicin,
1soniazid, thiacetazone {RIT). Streptomycin (strep) doses according to weight were O 5gm
(25 kg orless), 0.75gm (25-50 kg and age ahove 00 years) and 1gm {(above 50 kg.).
For rifampicin (RIF) the dose was 10 mg/kg body weight and 600 mg for over 50 kg,
The daily dose of isoniazid (INH) was 300 mg and thiscetazone (TCZ) 130 mg. Weak,
infirm or small patients received TCZ at 2 mg/kg body weight. and increasing to full dose
it tolereted. Virtually all patients started on SIT being changed ta RIT according to cost
end the availability of injection facilities. Patients were followed up at one, two and four
weeks and there after according to convenience,

Results:

Only 52 cases (4 16°7) had thiacetazone induced drug reactions out of 1250 pul-
monary T. B. patients. Of these 38 were on SIT, 12 were on RIT and 2 were onthe IT
regimen 27 males and 25 females had reactions. See Table |

Table Il shows the reactions by age group. The division by ethnic group is shown
in Table 1. Reactions by time of onset are shown in Table IV. Rash was the most
common reaction. The rashes were described as maculo—-papular, erythematous, purpuric,
bullous or pustular. Inall cases the drug was stopped because of the severity of the
reactions and difficulties with patient comprehension and follow up. TCZ was rechalienged
in 6 cases but had to be stopped again because the rash recurred. Three patients on
INH and TCZ had Stevens-Johnson syndrome (2 Newar, | Lama), erythematous,
macuelopapular rashes with bullae, conjuctival injection and oral ulceration. All were
rechallenged with INH without complications.

Two patients on INH and TCZ developed agranuiocytosis. Either could have been respon-
sible, so both ware stoppad permanently. Eloven patients needed admission. Two patients
died, one from advanced disease. The other was a 1Y year ofd male who cantinued to take
INH/TCZ for more than 3 weeks in spite of nausea and jaundice. He died from hepatic
failure soon sfter adinission.

Discussion:
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In my study the overall reaction rate te TCZ was 4.16%. Rash occurred in 2.64%
{3 Stevens-Johnson), itehing in 1927 nausea-vamiting in 0.96% and jaundice in 0.88%,.
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Agranu'locytosis was excluded as TCZ could not definitely be implicated. & 21.4% reaction
(ate N 1002 patients on the the SIT regime has ceen reparted. Out of which, rash occurred
in 3.9, jaundice in 0.29% and nausea/vomiting in one third of cases. (1) The Madras
gtudy reporied cutaneous hypersensitivity in upto 77, faundice in 3% andone case of
gtevens-Johnson syndrome and extrafoliative dermatitis; anorexia and vomiting being
wansient (2} Of 1306 potients in an internaticnal study rash oceurred in 17.6% an the SIT
reciime (3), 10 comparison, my study suggests a lower incidence of reactions.

Overall there was a higher perzentage of reactions in females than males, The
youUngest age group (15-30 years) was more affected (5.319.) than middle age (2667}
and otder patients (3.46%.). The ethnic groups, broadly classified as Mongoloid (Sherpa,
rama, Tamang, Rai, Gurunsg. Magar} were at greatest risk of a reaction with a combined
rate of 5,157, For the Caucasian group (Brahmin and Chhetri) it was 3.377, and the semi-

Mongeloid Newar group felf batwean at 3837,

The study also suggested that the peak incidence of reactions ocourred in weeks 2-4
after starting treatment. One third of all reactions developed during this period. This
supports our current policy of monitoring patients particularly closely at this time.

in miy study drug reactions appeared lower than previously reported and there was
only one fatality which might have been avoided. | personally fect that there is a strong
case for continuing to use thiacetazone in poorer cammunities because of the economic
buwrden of an expensive regirme. One tablet of {INH'TCZ) costs 20 naisa {Nepalese
currency) equivalent to 0.09 U. &, cents and 0.03 U, K, pance.
The cost of common treatment regimes are as follows:

§)  Three months $)T plus nine manths 1T — —U. §. 327910 or Sterling £14.63
2} Two months Rif, INH, EMB plus seven months Rif, INH, U.S. 375.00 oy Sterling £32 63
3} Two months Strep, 8if, INH, Pyrazinamide plus four months Rif, INH - U, 8. 53000

or Streling £42 43

The most important probiem one faces when starting expensive medicines amongst
the poorer patients is the emergence of drug resistance. Patients tend {o take drugs inter-
mittently for thoir symytoms bocause of expense and the problems become morn
complicated for the future. Unless there is adeguate financial suppori to cover the use of
more exoensive regimes these drug’s risk becoming a cliree rather than a cure,
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TABLE 1
Sex Total Reactions Percentages
Male 808 27 339
Female 442 25 569
TABLE 11
Ade Group Tetal Reactions Percentéges
15-30 years 9% 33 5.51
3150 years 450 12 2.66
Quer S0 years 202 7 346
TABLE HI
Ethnic Groups Total Reactions Percentages
Sherpa | Lama [/ Tamang 357 18 5,04
Rai / Gurung [ Magar 128 7 5,46
Newar 417 16 3.83
Chhetn 230 i 3.47
Brahmin 96 3 3.12
Mixed 22 0 ¢
TABLE 1V
All NMaysea Jaun- Agranulo-
Onset Period Reactions HRashes Itching Vomiting dice cytosis
Less than 1 week 9 (17.645,) 7 5 3 2 0
1 2 weeks o ve%y 7 4 2 2 0
24 weeks 17 (33.33%) 8§ 8 5 5 2
40 weeks 9176407 6 4 2 2 0
6-8 weeks 4 (78497 3 a Q 0 0
Over 8 woeks 2 (3927 2 0 0 0 0
33 24 12 tH 2
Percentages of 32 cases 6271 47.0 23,51 21.61 291
192 U806 088

Parcentages of 1250 patients 2,64
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