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Abstract

An orphan disease is characterized by its rarity, leading to a lack of interest from
pharmaceutical industries and medical researchers due to limited financial viability.
Consequently, the etiopathology and causative agents of such diseases remain unidentified,
and specific drug therapies are unavailable. Treatment relies on the clinical experience and
intuition of individual physicians, with no standardized protocol or sufficient patient data for
validation. Toxic Epidermal Necrolysis (TEN) is one such orphan disease, with an incidence of
1 to 1.5 per million. It often results from severe hypersensitivity reactions to drugs or infections,
causing the immune system to destroy the epidermal layer, leading to multiorgan failure and a
high mortality rate. This case highlights the complexities and controversies in managing TEN.
Despite numerous specialists' involvement, her treatment led to a legal battle, culminating in a
significant compensation award due to alleged medical negligence.
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INTRODUCTION

uccess has many fathers and failure is an orphan.!

An orphan disease is one that is so rare that
pharmaceutical industries and medical researchers
take no interest in it, as they do not find it a
financially viable proposition in it. As a result, the
etiopathology of the disease remains unexplored,
specific causative agents remain unidentified and
no specific drug therapy is made available. That is
why the disease is labelled an ‘orphan’. The term
“orphan” originates from the early 14th century,
meaning “a child bereaved of one or both parents,
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typically the latter.” It derives from the Late Latin
word “orphanus,” meaning “parentless child,”
which also influenced Old French and Italian
terms. The Latin term traces back to the Greek
“orphanos,” which means “orphaned, without
parents, fatherless,” and literally “deprived.” This
stems from the Proto-Indo-European (PIE) root
*orbho-, meaning “bereft of father” or “deprived of
free status.” This PIE root also led to related terms
in various languages, such as Hittite “harb” (change
allegiance), Latin”orbus” (bereft), Sanskrit “arbhah”
(weak, child), Armenian “orb” (orphan), and Old
Church Slavonic “rabu” (slave). Additionally, it
connects to Old English “ierfa” (heir), Old High
German “arabeit” (work), and Gothic “arbja” (heir),
illustrating a broader historical context of hardship,
change, and deprivation.”

Medically, because of non-availability of
approved treatment protocol, the disease is treated
by different physicians with available medicinesas
per their clinical experience, intuition and discretion.
Besides, the disease being rare, no single physician/
expert gets to see more than few patients in his entire
career, to acquire sufficient experience. Even at
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institutional level there is not statistically significant
number of patients to scientifically validate the
treatment schedule followed.® Thus, there is plethora
of treatment schedules with contradictory claims.*

Toxic Epidermal Necrolysis (TEN) is an orphan
disease

Toxic Epidermal Necrolysis (TEN) is one such
a rare disease with an incidence of 1to 1.5 per
million population, thus it may be considered as
an orphan disease, internationally.>*” But, although
rare, it is still a very serious condition, that
courses to fatal outcome in about 30-50% of cases,
inspite of best of care.® It is said to be a result of
severe hypersensitive reaction to some drug or an
infection or combination of the two.” The triggered
toxicity is an immune mediated response that
selectively identifies the epidermal layer of the skin
and mucous membrane to be non-self and destroys
it by necrolysis.”” The necrolysed cells in turn
release toxins that effect body systems and cause
death by multiorgan failure. Add to it the resistant
hospital strains of microorganisms that colonise the
epidermis-denuded body surface areas. The oozing
serum provides nutrient rich medium for the
microorganisms to thrive. Fortunately, the intact
active dermis does not allow entry of the bacteria in
the blood stream (unlike deep burns where entire
skin is shed)." However, the toxins secreted by
them may seep in to damage the vital organs. Any
intrusive procedure such as IV canulation and fluid
infusion or nasogastric intubation, is attended with
great risk of introduction of the surface bacteria
inside the body. It must be understood though
that all the above are probabilities, their actual
occurrence uncertain and widely variable.

A CASE REPORT

Consider in this light the TEN case, treated at a
reputed Hospital in Kolkata and later at another
Hospital, based in Mumbai. Being an orphan
disease, the patient (a clinical psychologist
with her husband, himself an allopathic
doctor) consulted 19 specialists - physicians,
dermatologists, plastic surgeon, ENT specialist,
Ophthalmologists - of Kolkata, and 9 doctors
of MumbaiHospital.Her husband himself was
the primary physician of this patient, claiming
himself to be trained physician and PhD
researcher bacteriologist. All the senior doctors
both at Kolkata Hospital and Mumbai Hospital,
came as professional colleagues to treat his wife
in good faith, not charging any fee from him in
conformity with professional ethics.

It seems that, what triggered the Adverse
Drug Reaction (ADR), was the initial medical
treatment, given by Patient’s Attendant Husband
(as an Allopathic Doctor himself) to his ailing
wife, the patient,for a throat infection, with neck
lymph nodes enlargement and fever. Though not
specifically disclosed by Patient’s Husband, being
a trained physician, he must have administered
Analgesic, Antipyretic and Antibiotic.'>*

Unfortunately, there was a severe abnormal
reaction to it that relentlessly progressed from
some skin rashes, to angioneurotic oedema, to
macula-papular eruptions, to blisters on skin
and mucous membrane in large part of the body
which was diagnosed by a dermatologist to be
Stevenson Johnson Syndrome (SJS); which with
further progress, when there was necrolysis and
reepithelization of 30% of body surface, that
another dermatologist labelled the disease to be
Toxic Epidermal Necrolysis (TEN).*

TEN was thus an end stage diagnosis. However,
what caused it was the inadvertent drug treatment
given by Patient’s Husband to his wife, the Patient.
The drug treatment, in retrospect, proved to be
harmful and negligent, as she had allergic diathesis
- she was allergic to Chinese food.
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Fig. 1: Patient’s Prescription for Angioneurotic oedema, for
managing allergy to Chinese food

When her condition deteriorated, Patient was
admitted to Kolkata Hospital under a classmate
of patient’s husband. Patient's Husband was
constantly present by the side of his wife, and being
her primary physician supervised and maintained
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a tight control over her nursing and medical

treatment.
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Fig. 2: Patient’s IPD Case Referral for Toxic Epidermal
Necrolysis

It is he who invited 19 specialists to come and
examine his wife and decided whose prescribed
treatment was to be followed. He was responsible
for their acts. However, when his wife died, he
betrayed good faith and alleged that all of them
acted negligently and that his wife died due to
‘cumulative’ negligence of all the consultants.
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Fig. 3: Negligently filled Monitoring Chart of the TEN patient
by the bedside nurses during inpatient care in IPD
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When it was pointed out that he was involved
and was responsible for all the treatment received
by the patient, the Hon'ble Apex Court decreed it
to be a ‘contributory negligence’and allowed 10%
rebate from the 11-crore compensation awarded."

CASE DISCUSSION

Medical negligence is defined as the failure
to provide reasonable care and skill, thereby
endangering the health or life of a patient.’® This
can occur when healthcare providers do not meet
the accepted standards of practice, leading to harm
or worsening of the patient’s condition. Negligence
encompasses a wide range of errors, including
misdiagnosis, incorrect treatment, surgical
mistakes, or inadequate follow-up care.” The key
aspect of medical negligence is the deviation from
the expected level of competence, which directly
impacts patient safety.’® It underscores the critical
need for healthcare professionals to maintain high
standards to prevent harm and ensure patient well-
being.

Complaints

The chief allegation was use of steroids in high
dose. And that steroid, according to some expert
opinion, are not to be used for treatment of TEN
(Toxic Epidermal Necrolysis). That steroid being
immunosuppressant enhance the chances of
infection in an already vulnerable patient.

Patient’s husband placed before the Apex Court
expert opinions that he had procured to support his
allegations. Thoughequalnumber of expertopinions
were submitted by the respondent specialists to
counter it, the Hon’ble Court disregarded the later
as being retrospective justification to cover up their
negligent acts.

Despite the controversy, corticosteroids remain a
part of the therapeutic arsenal for Steven Johnson’s
Syndrome(S]S) and TEN, especially in severe
cases. Their use is often tailored to the individual
patient’s condition and response to treatment. The
steroids are prescribed not per se to treat SJS or TEN
but to retard the deadly effect of toxins on cells.

Toxins cause death of cells by rupturing the
membranes of intracellular lysosomes. Ruptured
lysosomes liberate their acidic enzymes that digests
the cell itself - necrolysis. (Lysosomes are called the
suicidal bags of the cell). Steroids by stabilizing the
lysosome membrane tend to protect the cell. This
is universally true for all inflammations that case
cell death.
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Steroids are frequently prescribed to provide
immediate relief from inflammatory painful
conditions. Imagine a patient with agonizingly
painful blisters and raw skin all over her body and
the relief she must have got from receiving steroids.
There was very little choice giving her the usual
painkillers. It was like a status asthmatics patient
in suffocating agony responding to steroid therapy.

The Alleged Medical Negligence during patient
care was enumerated by the patient’s lawyer at
different times not only in the OPD (Out Patient
Department) consultation, but also in IPD (In
Patient Department) care, as well as during the
Patient transfer from one hospital to another,
chronologically described by the prosecution,
summarised in the flowchart below:

*20OFPD consults and no admission advised

= Mo medications for first week

*Mo precautions advised & dectorwent abroad without handing over.

*High dose steroids advised intramuseularly BD daily by a chain of specialists

* 5]S Managment Protocal not fallowed a5 per the international research ;ou.—n.\l.\
198517

* Mo prophylaxis for osocomial infections

=HMo iselation, no antibiotics, no skin eare, no fluid resuscitation
*Ma daily routine charting of temp, BF, pulse, RR by nurses,

* Mo barrier nursing.

Mo medical records of inpatisnt

*Mutrition & hygiene not cared

AN

» Airambulancenot arrangsd

*Ma Discharge summary

=Transler certificatewas lorged later “better treatment™
*Stercids withdrawn suddenly without tapering the dese

As stated earlier, TEN is a life-threatening
orphan disease about which very little is known. A
physician when called in to tackle the crisis in such
a disease,has nothing to fall back upon except his
clinical judgment. He honestly prescribes, in good
faith, a treatment that he believes, in his clinical
judgment, would help tide over the crisis. His real
time bed-side clinical judgment and decision cannot
be substituted by a virtual decision in retrospect,
by any expert, least so by a judicial officer. There
is nothing to doubt good faith of, bed side, real
time decision of the treating physician. He certainly
cannot be faulted.

Cause of death

Besides, the legal principle of probability® and
proximity* to ascertain causeand effect, cannot be
applied in the absence of medical evidence that
the probability had manifestly actualized. In the
instant case, the steroid treatment is alleged to
have lowered the patient’s immunity that caused
infection. The steroids affect cellular immunity by
causing disappearance of white blood cells (WBCs)
from blood.”* This did not actualize in the present
patient who had well documented leucocytosis till
her end. Also, there was firm evidence that there

was no dreaded infection of lungs, kidneys or
other vital organs. There was also no wide spread
infection of the skin. As documented by the Mumbai
Hospital, a small patch of Pseudomonas Pyocyanus
was healing, and the denuded epithelium was
rejuvenating. The cause of death was endogenous
toxins of TEN and toxins liberated from necrolysed
epithelium that caused multiorgan failure.

Other allegations

There was an allegation of very poor nursing
care evidenced by not noting of vital parameters in
the patient record on certain dates. The Apex Court
passed nasty strictures, little realising that on those
days both arms, arm pits, mouth and perineum
were full of blisters and raw areas of desquamating
skin epithelium. How could one wrap the
sphygmomanometer cuff around the arm or put
a thermometer in blister filled arm pitor mouth,
that also every four to six hours. Not surprisingly
her physician husband, in constant attendance,
prohibited it. However, he later manipulated this
fact to malign the hospital.

The same was true for the intravenous infusion.
Putting an indwelling intravenous cannula and
giving infusions through it was hazardous because
of the possibility of introducing dreaded infection
in the blood stream from the body surface. The
patient was taking enough fluids, liquid and
semisolid feeds by mouth and was well hydrated
and nutrition was well maintained, as documented
by treating consultants. The riskier option of
putting a nasogastrictube to feed the patient
wasunnecessaryand inadvisable. Patient’s husband
was active partner to all these decisions. Being an
Infection Specialist (HIV AIDS researcher at Ohio
State University) he tightly controlled all such risky
activities.

Apex Court Decision

Yet, Patient’s husbandmanaged to get a
judgment from the Apex Court awarding him, a
foreign resident of Indian origin, a compensation
of 11 crores for cumulative negligence of 26 top
doctors of the country that caused death of his wife
(the deceased patient) by the deadly orphan disease
of Toxic Epidermal Necrolysis (TEN).

In this case, multiple specialists were consulted,
but her condition deteriorated, leading to her death.
Her Husband accused the specialists of negligence,
leading to a landmark legal battle. The Supreme
Court awarded patient’s life partner, substantial
compensation, citing cumulative negligence
despite conflicting expert opinions on steroid use
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in TEN treatment. This judgment highlighted the
complexities and controversies in managing orphan
diseases and the challenges faced by the medical
profession in treating such rare and life-threatening
conditions. A decision that orphaned the medical
profession of the country.

As written by William Gaddis in his Novel's
Opening line, Novel titled: A Frolic of His Own
(1994),# Opening Line: “Justice? You get justice in the
next world; in this world you have the law.” The title
A Frolic of His Ownis from a judicial decision about
vicarious liability in Joel v. Morison.?* If the driver
was deviating from his master’s implied commands
while conducting his master’s business, the master
would be liable for his actions. However, if the
driver was on a personal errand, unrelated to his
master’s business, the master would not be liable.
The doctrine of respondent superior holds that a
principal is liable for an agent’s negligence only
when the agent is acting within the “course of his
employment” at the time of the accident. Although
the agent was conducting the employer’s business,
he momentarily deviated from his master’s implied
command.

Recent Updates in Criminal Law on Death due to
Medical Negligence

The Bharatiya Nyaya Sanhita (BNS) 2023,%
prescribes a lesser punishment for doctors causing
death by negligence compared to other offenders.
However, under the BNS, imprisonment is
mandatory if found guilty. Section 106 of the
BNS, corresponding to Section 304A of the Indian
Penal Code (IPC), deals with ‘causing death by
negligence’” and imposes a punishment of up to five
years of either simple or rigorous imprisonment
along with a fine. Specifically, Section 106 of the
BNS states that if a registered medical practitioner
causes death by negligence while performing a
medical procedure, the punishment shall be two
years of imprisonment with a fine. The law clarifies
that a “registered medical practitioner” refers
to an individual holding a medical qualification
recognized under the National Medical Commission
Act 2019,% with their name listed in the National
Medical Register or a State Medical Register under
that Act. This distinction in punishment reflects
the unique position and responsibilities of medical
professionals in the context of legal accountability.

CONCLUSION

An orphan disease, such as Toxic Epidermal
Necrolysis (TEN), is rare and lacks interest from

pharmaceutical companies and researchers due
to limited financial incentives. This results in
unexplored etiopathology, unidentified causative
agents, and no specific drug therapies. Physicians
rely on their clinical experience and discretion
for treatment, leading to varied and unvalidated
treatment protocols. TEN, is a severe condition
resulting from hypersensitive reactions to drugs or
infections, causing immune-mediated destruction
of the epidermis and mucous membranes,
often leading to multiorgan failure and a high
mortality rate.This judgment highlighted the lack
of standardized protocols and the complexities in
treating rare diseases, ultimately questioning the
liability in medical practice. The case reveals the
systemic issues in managing orphan diseases and
the need for clear guidelines to protect both patients
and healthcare providers.
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