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L.G. is a 59 year old male, Roman Catholic,
from Pampanga admitted with a chief complaint of
progressive body weakness. Patient is a known diabetic
for 15 years.

Five months prior to admission, patient
complained of generalized body weakness accompanied
by pallor, loss of appetite and easy fatigability.
Consultation with a private physician was done. Several
examinations were requested and creatinine was noted
to be elevated. He was given an impression of chronic
renal failure secondary to DM nephropathy. Patient
then was started on continuous ambulatory peritoneal
dialysis (CAPD) 4-5 exchanges/day.

One month prior to admission, patient was
scheduled for kidney transplant with a non-related living
donor. Several laboratory examinations were requested
prior to kidney transplant. Pertinent laboratories
revealed the following: CMV titer (-) anti-HBsAg (+),
HBs Ag (-), peritoneal dialysate cell studies and
differential count were unremarkable. Dental
consultation was done during said admission because of
pyorrhea. Patient subsequently underwent teeth
extraction. Kidney transplant was done during the
second week of admission. Patient was then started on
cyclosporine 650 mg/day, azathioprine 100 mg/day,
prednisone 90mg/day and ciprofloxacin 400 mg BID as
post-op antibiotics. On the second post-op day, patient
was started on mycostatin 5cc. TID, acyclovir 400 mg
OD, and cotrimoxazole forte every other day.
Ultrasound of allograft kidney, renal artery duplex scan,
and radionuclide renography were requested. Culture tip

of tenchkoff catheter revealed E. coli. Patient was.
discharged two weeks post -op.

After discharge patient complained of
progressive body weakness and anorexia. Several
consultation s were done and serial CBC revealed
increasing leucocytosis with low normal platelet count.
Urinalysis showed pyuria. He was then advised
admission.

On review of systems patient does not complain
of any constitutional symptoms and denies chest pain,
palpitations, dyspnea, nor paroxysmal nocturnal
dyspnea, although he claims to have noted decreasing
urine output one week prior to admission.

Patient underwent nephrolithotomy 13 years
prior to admission and cholecystectomy 10 years prior
to admission. He was noted to have intermittent atrial
fibrillation (AF) few days prior to kidney transplant and
was then being given digoxin .25mg 112.tab once a day.
He also experienced loose bowel movement one week
prior to kidney transplant and stool exam revealed
Ascaris lumbricoides unfertilized ova at 1-2/hpf. Patient
is also anti-HBsAg reactive, but non-reactive to HBsAg
on previous hepatitis profile.

Patient has twelve pack years smoking history
but stopped five years ago. He claims to be an
occasional alcohol beverage drinker.

Physical examination revealed a conscious,
coherent patient who is not in cardio-respiratory
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distress. Vital signs were stable with a BP of 130/80,
cardiac rate of 80/min, respiratory rate of 20/min
regular and a temperature of 36.8°C. There was no note
of neck vein engorgement with a rapid upstroke gradual
downstroke carotid pulse. Lung findings revealed
symmetrical lung expansion with no impairment in
transmission of spoken words and no wheezes and
crackles noted. Physical examination of the pericardium
revealed unremarkable results. Abdomen is slightly
globular, soft, non-tender and there was no note of graft_
tenderness. Extremities had full pulses with no edema.

COURSE IN THE WARD

On admission, CBC revealed leucocytosis with
a WBC count of 23,000 with predominance of
segmenters (97), and thrombocytopenia with a platelet
count of 26,000. Blood C&S had no yeild after seven
days, but urine C&S yielded E. coli with 95,000 cfu/ml.
Immunosuppresants were continued. Cyclosporine was
given at 350 mg/day, prednisone at 40 mg/day and he
was started empirically with ciprofloxacin 200mg/IV
every 12 hours. Referral to infectious service was done
and there was noted persistently increased liver enzymes
since one month before admission, an increasing WBC
count and a decreasing urine volume. They gave an
impression of urinary tract infection which may be
responsible for the leucocytosis. The jaundice appearing
after transplant was attributed to a possible drug-
induced or viral-induced hepatitis. They then suggested
Hepatitis C (HCV-antibody), CMV-IgM which both
revealed negative results, but CMV IgG eventually
revealed significant values. Ciprofloxacin was
continued. GI referral was also done with the
impression of drug-induced hepatitis, viral hepatitis and
jaundice secondary to sepsis. The elevated enzymes
with appearance of jaundice may point more towards
acute viral hepatitis vs. drug-induced hepatitis. HBsAg
requested revealed negative results. Anti-Hlss had a
positive result (135.1 n.v.=36). Liver and biliary tree
ultrasound revealed only fatty infiltration of the liver.
Patient was started on glucometamine-glucodiamine-
nicotinamide complex (Jetepar) TID and Vitamin B-
complex TID.

During the subsequent hospital days, kidney
function was monitored and a consistently normal
creatinine level ranging from 0.6-0.9 mg/dl was noted.
Blood sugar was being controlled with insulin coverage.

On the fourth hospital day, leucocytosis 'Yas
persistent although decreasing in value from the
baseline of 23,000 to 18,000; still with the
predominance of segmenters. Crackles were noted on
both lungfields with no wheezes. Vital signs remained to
be stable. Cliest x-ray revealed probable pnuemonia and
lor congestion. Antibiotic was shifted to ceftazidime 2g
every eight hours and azithromycin 250mg 2tabs OD
was started. During that time, patient's sodium was
114mg/dl which .was corrected with D, 3.0% NaC!.
During the following hospital days, patient's physical
findings remained the same with crackles on .both
lungfields; vital signs remained stable; patient's
sensorium was drowsy with episodes of restlessness.
Serial ABG's would reveal hypoxemia with O2 value of
52.:'63nun Hg and saturation at 89-93%. Patient was
maintained on O2 inhalation via face mask at 2LPM.
Follow-up CBC revealed a decreasing WBC count but
also decreasing platelet count. Fluconazole 200mg/IV
infusion was started on the sixth hospital day. Patient - .
was referred to Pulmonary service. Repeat chest x-ray
was requested revealing no significant change from. the
previous chest x-ray. Transfusion of 8'u' platelet
concentrate was given. Pulmonary service gave an
impression of Pulmonary congestion with concomitant
LRTI pneumonia.

On the seventh hospital day, patient was noted
to have decreasing sensorium, tachypnea, pulmonary
rales, decreasing urine output, desaturation on pulse
oximeter, metabolic acidosis on serial ABG's,
decreasing hemoglobin and WBC with a persistently
subnormal platelet count. This led to the intubation of
the patient and he was later transferred to the ICU.

At the ICU, patient had several episodes of
melena and he was given an impression of UGIB
secondary to stress gastritis probably due to sepsis.
Fibrin degradation product was requested which
revealed positive results. Referral to Hematology was
done and they gave an impression of probable
disseminated intravascular coagulation (DIC) secondary
to sepsis. Patient was given 6 'u' fresh frozen plasma
(FFP).

Subsequent hospital stay saw the patient
deteriorating with a decreased blood pressure and
progression oflung infiltrates on chest x-ray. Inotropics
were started. Bronchial washing was done and specimen
was sent for Pneumocystis carinii pneumonia (PCP)
immuno flourescence and stain, fungal smear and
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Table 1 Serial CBC
6/7/96 6/8/96 6/8/96 6/9/96 6110/96 6111196 6/11196 6/12/96 6113/96 6113/96 6/14/96 6/15/96

CBC Hgb 13.9 11.8 11.5 12.0 10.0 9.8 8.7 8.7
He! 40.3 33.9 PT 33.0 34.4 28.7 28.2 PT 26.0 24.2

REC 4.6 3.91 C-11.8 3.73 3.91 3.30 3.20 12.5 2.98 2.8 PTI Fibrinogen
WEC 23,100 17,300 T=14.1 15,800 15,800 15,300 14,200 14.Q 8,800 9,600 83.5 sees 1.67

N 97 92 84% 91 96 92 97 -89% 93 94 PT
L I 3 INR-1.2 5 3 7 2 INR-1.2 6 5 C-12.9
M 2 I I 1 I 1 T-18.3
E 4 4 70%
B

PC 26,000 66,000 98,000 83,000 60,000 46,000 79,000 79,000
STABS

.-- I FDP (+) --
3 nucleated
RBCIIOO

WEC

culture, Legionella and CMV early antigen
determination, . Gram stain, and AFB smear. AFB
revealed a positive result and patient was started on
rifampicin + INH (Rimactazid), ethambutol and
ciprofloxacin. Ceftazidime, metronidazole and
fluconazole were discontinued and patient was started
on mupenem.

Figure IA. Initial Chest X-ray. Shows only patchy
infiltrate over left mid lung field and slight haziness
over the left paracardiac area. Considerations were
bronchopneumonia with poor inspiratory effort and/or
pulmonary congestion.

On the third day at the ICU, patient self-
extubated and was later re-intubated. Patient became
stuporous with pupils noted to be sluggishly reactive to
light. Patient arrested 0.11 the fourth day at the ICU.

Figure lB. Progression of previously noted infiltrates in
a span of 3 days. An endotracheal tube is now in place.
Table 1. Serial CBe.
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Table2. Serial ABG's
Date 6/11/96 6/11/96 6/12/96 6/13/96 6/13/96 6/14/96 -6/15/96 6/15/96 6/16/96
Time 5:30 a.m. 10:53 a.m. 10:24 a.m. 11:05 a.m. 2:35 a.m. 7:29 a.m. l l'.l l a.m, 1:19p.m 6:30 a.m.
pH 7.424 7.353 7.339 7.316 7.416 7.413 7.396 1286 7.353
pC02 24.6 28.7 29.3' 31.7 22.8 '24.(1 28.2 26.2 35.4
p02 50.7 63.6 78.8 29 100 54.4"'- 62.4 64.6 58.5
HC03 15.8 15.5 15.4 15.7 14.4 15.4 16.9 12.1 19.2
BE -7.2 -8.6 -8.9 -9.1 -8.7 -7.6 -6.3 -13 -5.2
O2Sat 89.6 93.4 96.3% 55.1 98.8 89.7 93.8 91.6 90.1
Fi02 2LPM 5LPM 50% 8LPM 100% 60% 90% 100% 100%
RR 20 35 24 28 28 27 32 30
(per min)

DISCUSSION

Infection is the leading cause of morbidity and
mortality in the early post-transplant period as more
than 80% of recipients suffer at least one episode of
infection in the first year. Infection and allograft
dysfunction caused by rejection are closely interrelated
through the use of immunosuppressive therapy.

The risk of infection is also influenced by a
variety of other conditions like environmental factors
such as exposure to an infecting agent or reactivation of

T bl 3 Sa! BI d Cha e en 00 . errustrv.
6/8/96 6/10/96 6/12/96

NA 113 121
K 5.3 5.4 4.9
CI 101
Ca
Mg

FBS
Crea 0.9 0.7 0.6
BUN 39 209

SEPTA
'SGOT 325

Alk Phos
Acid Phos

TP
Alb

Glob
NG

Bl 0.8
B2 7.5

Chole
Triglv

LDL-C
HDL-C

LDH
CKMB

a previously latent infection. Presence of indwelling
catheters, nutritional status and metabolic factors such
as uremia and uncontrolled hyperglycemia and infection
with immunomodulating viruses such as CMV, EBV,
hepatitis Band C viruses and HIV are also significant
contributors to the increased infection risk.

The occurrence of certain types of infections as
well as the organisms involved tend to follow a general
temporal pattern in the post-transplant period even in
the presence of cyclosporine. It is therefore useful to
approach the differential diagnosis of post -transplant

Table 4.
6/11/96
A. Urinalysis
Color Dark Yellow
Turbidity Slightly Hazy
Reaction 5.0
Specific Gravity 1.015
Proteins ++
Sugar +
Bile ++
Urobilinogen >8.0 EU/dl
Acetone negative
Blood moderate
Leucocites trace
Nitrites (+)
WBC 3-5
RBC 5-8
Coarse Granular Cast 0-1
B. URINE Na 7mmol

(NY 20-110 mmollL)
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infection according to the time of occurrence after
transplantation.

For the first month after transplantation the
usual post -operative surgical infections are similar to
those . seen in non-immunosuppressed patients.
Examples are bacterial or fungal organisms causing
wound infection, bacterial pneumonia, and infections
related to urinary catheters or central venous pressure
(CVP) lines. Opportunistic infections are rare in this;
time period.

During the first six months after transplantation
infections with opportunistic agents are evident such as
CMV, Pneumocystis carinii, Listeria monocytogenes,
and Aspergillus. Other infections conunonly occurring
during this time period are hepatitis, Herpes simplex,
and zoster, Mycobacterium tuberculosis, infectious
mononuclosis (EBV) and recurrence of UTI.

Most patients in the late transplant period have
stable allograft function and are maintained on minimal
immunosuppressants. Infections in majority of these
patients are the ones seen in the general population like
influenza, Pneumococcal pneumonia, and UTI. Ten to
15% of patients have chronic viral illnesses such as
those caused by CMY chorioretinitis, chronic hepatitis,
and clinical AIDS. Five to 15% have a history of
multiple acute rejection episodes and high degree of'
inununosuppression. Infectious agents included here are
Pneumocystis carinii, Listeria monocytogenes and
Nocardia asteroides. Recommendations for routine
antimicrobial prophylaxis of renal transplant recipients
were given. For perioperative surgical antibiotic
prophylaxis, broad spectrum antibiotics for prevention
of wound infections is used. Trimethoprim-
sulfamethoxazole is given for prevention of UTI, sepsis
and PCP. (Refer to Tables 5 to 7).

Active therapy was associated with marked
reductions in the incidence of UTI. After removal of the
bladder catheter, gram (-) enteric infections, bacteremia
and fungemia have all been reduced. Prophylactic
therapy usually continued for one year in patients with
normal urinary tracts. Indefinite therapy is indicated in
patients with a history of recurrent UTI, anatomic
urinary tract abnormalities, or a neurogenic bladder.
CMY prophylaxis is essential in several clinical
settings. The aim is to prevent primary infection in
CMV negative recipients with CMV positive donors.

Urinary tract infections are the most common
bacterial infections occurring in the renal transplant
recipient affecting approximately 30 - 40% of patients.
The major risk factors include indwelling bladder
catheters, handling and trauma to the kidney and ureter
during surgery, anatomic abnormalities with the native
or transplanted kidneys, neurogenic bladder especially
in diabetic patients, rejection (possibly) and
. .
immunosuppression.

Typical microorganisms causing post-
transplant UTI are the enteric gram (-) bacilli and
enterococci. The morbidity associated with UTI appears
to be related to the timing of the episode after
transplantation. Infections occurring in the hospital are
more serious with bacteremia occurring in
approximately 12% and graft infection in 90% of
recipients. These infections may be associated with
allograft dysfunction and may predispose to
development of acute rejection. Treatment for early in-
hospital UTI and all UTI's associated with bacteremia
or pyelonephritis should begin with parenteral
antimicrobials until the urine cultures are negative.
Clinical presentation is variable. Some are
asymptomatic while some would present with fever,
chills, graft pain and tenderness.

CMV is the most important infectious agent in
renal transplant recipients. Its disease incidence
increases with age and it is present in more than 1/3 of
donors and recipients prior to transplantation. It is
therefore common for the donor and for the recipient to
be CMV positive at the time of transplantation. The
concurrent administration of immunosuppressive drugs
to prevent rejection further increases the risk of
infection. Thus, both recipient and the donor are
routinely tested for anti-CMV antibodies prior to
transplantation.

Let's start with definition of terms. CMY
infection is defined with the following criteria:
seroconversion with appearance of anti-CMY IgM
antibodies and with a four-fold increase in the titer and
isolation of the virus by culture of the throat, buffy
coat, or urine. CMY disease clinically presents with
signs of infection like fever, luecopenia, organ
involvement including hepatitis, pneumonitis,
pancreatitis, colitis, meningoencephalitis, and
myocarditis.

The incidence and severity of CMV infection as
well as management are determined by the CMY status,
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defined serologically in both the donor and the recipient.
CMV negative donors have the lowest incidence of
CMV infection and it has been shown that when the
donor and or recipient are CMV positive, there is a high
risk of infection.

If the donor IS positive and the recipient IS

negative, 70 - 90% will develop primary CMV
infection, 50-80% will have CMV disease, and 30%
will develop pneumonitis. With the absence o(
prophylactic therapy the mortality rate is 15%. The
recommendation is prophylactic therapy with
hyperimmune globulin. Infusion should be started
within 72 hours of engraftment. This decreases the
incidence of CMY disease from 60% to 20%. It also
reduces incidence of fungal or parasitic superinfection
and diminishes incidence of marked leucopenia. This,
however, did not alter the incidence of viral isolation or
seroconversion. One alternative is to give acyclovir 800
mg 4x/day.

In cases of CMV negative donor and CMV
positive recipients, reactivation of latent CMV infection
due to the administration of immunosuppressive drugs
is possible. Infection and or disease may develop in
20% of cases.

CMV disease occurs during the first four
months after transplantation. The onset of the disease
follows the period of maximal immunosuppression. It is
recommended that immunosuppressive drugs be
temporarily discontinued or given in reduced dosage.

The most common manifestations are
mononucleosis like syndrome (fever, malaise, myalgias
and arthralgias) leucopenia, atypical lymphocytosis and
elevation in plasma transaminase levels.

Treatment of CMV disease varies with severity
of clinical manifestation. Azothioprine should be
reduced or discontinued if WBC is less than 4000/mm3

.

The discontinuance of cyclosporine is controversial.
Recommendation is that cyclosporine should not be
discontinued unless there is evidence of life threatening
infection. Corticosteroids are generally continued to
prevent possible adrenal insufficiency. Patients with
organ involvement may benefit from a 2-3 week course
of ganciclovir.

Pulmonary infections may likewise complicate
renal transplantation as was the case with our patient.
In a series of 110 consecutive renal transplant recipients

on cyclosporine and low dose immunosuppression,
acute pulmonary edema was found in 19 patients, 18
had pneumonia, nine cases had tuberculosis, five had
acute pulmonary embolism and one had lung abscess.
Sixty-nine patients or 62.7% had no pulmonary
complications Sixty-nine percent of the complications
occurred in the first four months. Pulmonary
tuberculosis would be evident later. The incidence of
pulmonary complications after renal transplantation
especially pneumonia and tuberculosis are still high
despite the use of low dose steroid and cyclosporine.
Pulmonary complications were the most common cause
of death in the first three years after transplant. These
data were taken from a study of Edelstein et. al.

So this ends my brief discussion on post
transplantation infections.

Table 5.
CMV positive donor, negative recipient

70-90% will develop primary CMV infections
50-60% will have CMV disease
30 % will develop pneumonitis

Recommendation: Prophylactic therapy with CMV
hyperimmune globulin

Alternative: High dose acyclovir 800mg 4x/day

Table 6.
Early Post-Transplant Infections

(One-six months)
Infection with immunomodulating viruses (CMV)
Pneumocystis carinii
Listeria monocytogenes
Aspergillus fumigatus
Hepatitis B and C
Herpes simplex/zoster
Mycobacterium tuberculosis
EBV
Recurrence of UTI

Table 7.
Late Post-Transplant Infections

Infections seen in general population
Ex. Influenza, Pneumococcal pneumonia, UTI

10-15 % have chronic viral illness
Ex. CMV choreoretinitis, EBV , chronic

hepatitis, clinical AIDS
5-15% History of multiple acute rejection episodes

and high degree of immunosuppression
Ex. PCP, Listeria monocytogenes, Nocardia

asteroides
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DR. ALICE NEPOMUCENO:

Are there any questions regarding this
discussion of Dr. Nolido?

Dr. Chua, may we know your thoughts
regarding the case.

DR. JENNY CHUA: (Infectious Disease Consultant)

May I ask the presentor what the results of the
bronchial lavage studies were.

DR. NOLIDO:

Only AFB was seen.

DR. CHUA:

What was the result of the CMV early antigen ?

DR. NOLIDO:

We were not able to get the official results at
NKI, but when I asked the infectious disease fellow, he
said that there was no significant growth in the
bronchial lavage.

DR. CHUA:

You know transplant medicine is a very
challenging field because it is different from the usual
kind of medicine practice that you can see from day to
day. I would just like to highlight some things our
discussant has presented in order for you to be aware of
what to note in these particular types of patients. As has
been mentioned, infection is the most important cause of
morbidity and mortality in transplant patients especially
in their first year following transplant. If they survive
the first year they usually do very well after that. So
what is imperative during infection is that you rapidly
establish diagnosis and promptly institute appropriate

therapy. There are studies that have shown that if y~u
can make a diagnosis within five days, the survival of
this patient with infection is much better than if
diagnosis and appropriate therapy is delayed beyond
five days. What is also important in transplant medicine
is the time period of infection which our presentor
mentioned: there is the immediate post transplant period
from the first to the sixth month in which the causes of
the infection were already noted. The other thing to
remember is the clinical presentation of this patient with
infection. In transplant patients, the clinical presentation
is modified. They usually do not present in the usual
way. In the pneumonias, they usually have subtle signs.
The first sign of fever should always prompt an
evaluation because it can be a clue to a very bad
problem as we saw in this patient. The x-ray was
normal and he came in with UTI. The patient· did not
really look very sick although he had jaundice; a
problem, by the way, that was not solved. The jaundice
appeared before the sepsis. I thought this was unrelated
but it may have worsened on the onset of sepsis. We
were thinking tins is drug-induced because cyclosporine
may cause hepatitis. It's very vital for you to know the
interactions of the drugs you use with the
inununosupressants. That is another point which I
would like to highlight in this patient. If pulmonary
infiltrates would appear in transplant patients you
notice they are given so many antibiotics, compared to
the usual pneumonia. PCP vs. PTB is inunediately
considered. The thing here is that when you deal with
pulmonary infections there is no radiological picture
that would point to the etiologic agent. More often than
not, early diagnostic intervention is necessary unless
your patient can give a good sputum sample. We
request all studies for sputum including those for AFB
and legionella but more often than not patients- can not
give an adequate sputum sample. Early diagnostic
intervention must be done or else you would face a
blank wall. If you give a lot of antibiotics you run the
risk of drug interaction. Normally, we give a lot of
antibiotics initially pending work up, but we will have
to try to establish a diagnosis as much as possible. One
other thing that was discussed is CMV and from my
stand point, I don't think this patient has CMV . You
can not make a diagnosis of CMV just based on your
serological test. One has to bear in mind that 90% of us
are CMV positive. Most of us had it during childhood
without having symptoms.
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In the same manner, most of us will be
toxoplasma positive also. These are infections we
acquire subclinically and we have antibodies against
these. So for those who would acquire primary
infection, the population is very small. That is why we
do pre-transplant serological testing. We want to know
if the patient is CMV positive and in most Filipinos,
they will be positive. There are other populations that
are CMV negative in both recipients and donors so they
have to be very particular if they have a CMV negative
recipient. They will have to try hard to find a donor wher
is CMV negative because if you have a CMV negative
recipient and a CMV positive donor, there is a high
chance of acquiring CMV infection. That is where
prophylaxis comes in by using hyperimmune globulin.
In our population, the problem will be reactivation
infection and you only diagnose a primary CMV
infection in those who are previously sero negative.
Those who are previously negative and then becoming
positive following transplant have a donor who is
positive or the blood that was transfused is CMV
positive. Therefore, primary infection is most unlikely
and what we may have here is reactivation. You
diagnose reactivation reaction on clinical grounds. You
can not rely on the laboratory. Reactivation may present
with fever, leucopenia and elevated liver enzymes, and a
mononucleosis-like illness. Now CMV is excreted by
transplant patients in their urine and elsewhere because
of immunosuppression. Excreting CMV in saliva,
however, does not equate with infection. This may just
be shedding. So if you get this result from saliva, you
don't automatically say you have CMV pneumonia even
if you know your patient has a risk factor for
developing that. The only way you can diagnose CMV
pneumonia is if you do a biopsy of the lung and see
cytopathologic changes. Even the CMV early antigen is
only an aid for us. If the patient is very sick and we
have positive early antigen, then we consider the. patient
to have CMV pneumonia primarily because of the
clinical setting and not because of the CMV early
antigen. The positive early antigen is just an aid to
diagnosis and a gauge of shedding. There is a big
difference when you shed and when you have the
disease and this is the problem with CMY. It is very
hard to distinguish between the two, unless you
correlate everything.

Your CMV IgG, was it 300 plus after
transplant?

DR NOLIDO:

Before transplant it was 500 but after
transplant it was 300.

DR. CHUA:

It became lower therefore instead of higher.
However, you said that another way to diagnose CMV
disease is an increase in titer for those who' are
seropositive. Even a four-fold increase is difficult to
interpret. In the test that we do which is ELISA, a four-
fold increase occurs only when there is compliment
fixation. What I'm trying to say is that it is not easy to
diagnose CMV disease by just doing CMV serological
testing. You just have to put in all possibilities. What I
want to emphasize here is early diagnosis especially
with positive infiltrates on chest x-ray. In this patient,
the intervention came in late. It came near the time of
patient's demise when we had AFB (+++) results. I'm
not saying that if we picked it up early the patient is
going to improve but perhaps the patient will have
better chances of survival, The patient is also icteric
and there was hesitation in giving anti-Koch's therapy
earlier. If you had diagnosed TB early, you would still
give the anti-Koch's treatment but you will have to
watch out for the liver enzymes. Anti-Koch's mi~ht
have made a difference had they been given earlier.
However, it is still very hard to say because the disease
progression was very rapid.

DR. NEPOMUCENO:

As you would note in the history, this patient
was given prophylactic medications post-transplant like
acyclovir and trimethoprim. Now we would like to
know if these medications would really be of benefit to
our transplant patients.

DR. CHUA:

There are enough data on using cetrimoxazole
prophylaxis in PCP because PCP is one infection that is
common in renal transplantation patients. Of course
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they are not as conunon in HIV patients but they are
conunon enough with post-transplant patients that co-
trimoxazole is routinely started. It is given 1/4 tab 3
times a week. Acyclovir is a little bit controversial
because its effectivity again~ CMV is still open to
question. The more effective ~ti-viral agent is still
ganciclovir but because of its toxicity, it can not be
used as prophylaxis. There are some studies that show
that acyclovir may inhibit CMV but there still remains a
question as to its effectivity. There are some studies th}t
show it to be effective but this is in patients that are
CMV negative with CMV positive recipients. This,
however, is primary CMV infection. In our country we
are giving it to all patients and most patients are CMV
ppsitive. As to whether it lessens cases of CMV
reactivation, we do not have enough data. In the same
way, we do not know for sure if those with CMV
disease will benefit from ganciclovir especially in the
long run. As in other herpes virus infections, the
antiviral agent we use only causes their inhibition. We
do not have "cidal"agents. We do not kill the virus, we
only inhibit it. So even in using ganciclorir we do not
know what to do next. We cannot maintain him on
ganciclovir for life because that is impossible. So what
is usually done is to just give acyclorir not ganciclovir,
though we do not have enough studies on its effectivity.

DR. NEPOMUCENO:

Thank you Dr. Chua.
Dr. Limchiu, may we hear your conunent on

our protocol on the medications we give our transplant
patients. Do you have the same protocol in the hospital
where you trained?

DR. LUIS LIMCHIU: (Nephrologist)

I would like to ask the presentor what the urine
C&S was.

DR. NOLIDO:

Urine culture yielded E. coli and it was not
sensitive to ciprofloxacin but sensitive to the antibiotic
being given which was ceftazidime.

DR. LIMCHIU:

The PD catheter tip grew also E. coli. Did it
have the same sensitivity as the one seen in the urine?

DR. NOLIDO:

Yes, it had the same sensitivity.

DR. LIMCHIU:

Before I answer the question, let me Just point
out that our patient was a relatively young person who .
could have done well if you just did CAPD. He would
still have been alive. However, we decided on doing a
transplant. What is the lesson here? The lesson is that
we can't have 100% success rates in transplantation.
We have to accept the risks of transplantation which are
very real. Would I have submitted this patient to
transplantation? For patients who are diabetic on
dialysis, the five-year survival is 17%. That is even
worse than some cancers we know. When you look at
infections on the other hand it has been emphasized here
that the timing of infection is important. The conunon
infection occurs during the early part and the more
unusual infection occurs during the latter part of the
post-transplantation period. The point I would want to
make here is that infection may also start before the
transplantation and not during the procedure. That is
why you are very meticulous in selecting your recipient
and your donor especially in diabetics. The urinalysis
should be done twice especially when there is a history
of stone and lithotomy. I would be very meticulous in
checking the urinalysis pre-transplant. If it is positive,
usually I would reconunend nephrectomy prior to
transplantation because it is very hard to remove
infection in the stone once you start the
inununosuppressives. What do immunosuppressives do?
You practically give up one arm in the fight against
infection. It is important to look into this aspect
especially in diabetics. Look at the buttocks. We lose
patients on transplantation because of infection in the
buttocks. Check the prostate. Make sure you do not
have prostatitis. There are several ways you could get
infection in the first two weeks after transplantation.
The patient may have had it before transplantation was
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done and I suspect it happened here. The patient had
infection in the PD catheter and during the
transplantation, that process had spread and involved
the urinary tract. The other ways you could get
infections aside from the recipient are through the donor
organ and perfusing fluids. So there are lots of ways
you could get into trouble with the transplant patient.
Last point in kidney transplantation is this: it is better to
lose the kidney than to lose the patient. I do not know
what point the immunosuppression was stopped o~
altered in any way.

DR. NOLIDO:

It was reduced. Cyclosporine, from a baseline
of 8.5 mg/kg was decreased to 3.5 mg/kg. Prednisone,
from lmg/kg was decreased to .35 mg/kg. Azathioprine
was discontinued.

DR. LIMCHIU:

I agree with that. We in the kidney transplant
team have the luxury of stopping the
immunosuppression because there is hemodialysis to
fall back on. This is not as easy in heart or liver
transplants. If you keep that in mind, you save a few
lives and lose a few organs as well. Now the question
on prophylaxis. Let me go first to the CMY prophylaxis.
I agree that this patient is unlikely to have CMY. The
patient is already CMY positive and the donor is
positive, he doesn't have leucopenia and never had
fever, both of which would be uncommon in CMV
patients. Usually we give prophylaxis if the donor is
positive and the recipient is negative. One important
prophylaxis is not to give the organ. We give the organ
if the patient (repicient) is diabetic and elderly and we
have a cadaver donor. We can not choose in such cases
and these patients have been waiting for the organ. So
we give the kidney from the cadaver even if he is
diabetic or elderly (a high risk population) and then just
give prophylaxis. It is not yet clear as to what type of
prophylaxis should be given, but the dose of acyclovir
here is small. That is not the way we usually give it.
The Balfor study which is the basis for all these really
proves that prophylaxis helps although it is still
controversial. Balfor however, did this study by giving a
dose of 3,200 mg/day and for 4-6 months to prevent

CMV. This dose we use here is used to prevent herpes
simplex and especially if we are going to give anti-
lymphocyte antibodies. The point again here is that we
do not just give anti-lymphocyte antibodies. There are
two ways in jnaking the CMY alive from a latent period.
The antibody releases the CMY from the latent period
and when you give cyclosporine it allows the CMV to
multiply. So the combination will raise the incidence of
CMV disease. This was already proven because before
the use of OKT3, the CMV incidence with high risk
populations was around 23% and when they started
using antibodies it went up to 60%. So without
antibodies the risk would even be smaller.

Cotrimoxazole for PCP prophylaxis is not
universal. In our center we did not use PCP prophylaxis
for a while. Then we got 2 PCP's so we stared using
PCP prophylaxis again. Then for a while we did not
have any PCP's again until new objections were made.
So it is still not clear as to whether one should give it or
not. It depends on the incidence. Now the dose of
prophylaxis is based on the age of the population. In
this case we give it one tab 3 times per week. It is quite
effective in transplant patients.

The other use for cotrimoxazole is for urinary
tract prophylaxis. The dose recommended is one forte
tab per day for 4-6 months.

They say that with prophylaxis yo~
decrease UTI from 30%, as shown by Dr. Nolido, to
10%. I still think, however, that it would be better to be
selective on when to use it. It may be good for diabetics
or patients with stones or those with bladder training
problems, but for the young male, I would only give it
for 2-3 weeks. That is not based on any studies
however.

Tuberculosis in developed countries is a grand
rounds case. If they get a patient with a positive skin
test, they will give INH prophylaxis for 6 months. If

./they suspect TB on chest x-ray, they will give INH
prophylaxis Whether that is going to be effective here,
I don't know I would have to refer you back to Dr.
Chua.

An anti-HBsAg negative patient should be
vaccinated and you have to wait until he is Anti-HBsAg
positive before you do transplantation. The other thing
we have is varicella vaccination. Varicella disease is
very benign but in a transplant patient it could be fatal.
I don't know if you test for Rubeola or mumps here, but
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if they are negative you should give MMR pre-
transplantation. As mentioned by Dr. Chua, the CMV
positivity is already a given. The problem occurs in
children. If the patient is a child who is going to get a
kidney, there is higher percentage of CMV negativity in
such a patient while the donor is usually an adult who is
seropositive. This is one situation where you should be
careful with CMV infection.

DR. NEPOMUCENO:

Are there any other comments or questions?

DR. GERALDINE GARCIA (Medical Resident):

I would like to ask the opinion of the GI service
regarding the use of anti-Koch's drugs in patients who
are jaundiced and are post-transplant.

DR. JESUS PEREZ (Gastroenterologist):
./

As a mle, you anticipate jaundice when you
give anti-Koch's medications in view of hepatic
involvement. Some may be in the form of cholestasis
where the effect is very benign. One sees mostly
jaundice but hepatocytes are unaffected. With INH and
PAS the effect is hepatocyte damage so you have
hepatocyte necrosis. The result is transaminase
elevation. I do not know what happened to the liver
here. Whether it is purely cholestatic jaundice or
because of transaminase elevation, I am not sure. From
what I heard from Dr. Chua, if there is any indication,
you have to give anti- TB drugs provided that you
monitor liver function.

My problem here is if the patient had a drug
induced hepatitis. Did this have a role in the sensorial
change that was evident in the patient or was it non-
hepatic in nature? The other thing I'd like to point out is
that the patient bled and this was attributed to stress
ulcer. We have done endoscopic studies in patients with
renal failure and we did not find any increased incidence
of bleed over that of other diseases. Therefore, one can
not easily conclude that the bleeding was because of
stress.

This patient may even have an existing ulcer.
Unless one does an endoscopic examination, it is not
safe to say that the patient has stress ulcers because
when we speak of stress ulcers, these are superficial
erosive lesions. This is different from the chronic peptic
ulcer which we might be missing in such a situation.

DR. EDWARD MAGSOMBOL: (Medical Resident)

I have been following the infectious service in
the management of patients with sepsis and I notice that
after encountering a difficulty in managing the case
initially with standard antibiotics, the patient is then
started on anti-fungals. I would like to ask, 'What are
the signs you look for in the septic patient before
starting systemic anti-fungals?"

One more thing, a comment on the diagnosis of
CMV. The presentor mentioned that one way you
diagnose CMV infection is an increase in antibody titer.
However, if the patient has already undergone
immunosuppressive therapy, I don't know if there,
would still be a reliable increase in titer later on.

DR. CHUA:

Are you asking about therapy for all kinds of
patients and not just in this particular case? With
immunocompromised patients, it is different. If we talk
about the non-immunocompromised patient, what is
most important is the risk factors present. When we talk
about fungal infection in the severely ill patient we
usually talk about candidemia. To consider fungal
infection, one has to consider the risk factors for
candidemia. One of the foremost considerations is when
you start broad spectrum antibiotics. So what are the
risk factors? Has the patient received multiple
antibiotics? Many chronic patients have been on-and-off
on antibiotics and that is a factor for fungal
superinfection, particularly candidiasis. We are not
talking of aspergillosis which is not common unless the
patients are neutropenic. Have you been using central
lines, hyperalimentation or has the patient undergone
intra-abdominal surgery? There are some studies that
say that if you isolate Candida in two to three sites, the
risk of developing candidemia is there. You have to

/consider other settings also. Is your patient diabetic?
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Are there other comorbid illnesses? We just do not give
therapy for fungal agents. The considerations I
mentioned here refer particularly to candidiasis and
candidemia. Therefore, tne entire clinical scenario must
be evaluated well before starting any anti-fungal
therapy.

DR. NEPOMUCENO:

I think it is time to wrap up. Thank you for-
attending this month's medical grand rounds.
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